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1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Pioglitazone Krka 15 mg Tabnerku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Bcesika Tabnerka cpabppxa 15 mg nuornurasoH (pioglitazone) (kaTo XUAPOXIJIOPHUL).

[TomorHO(¥) BemiecTBO(a) C U3BECTHO IEHCTBUE:
Bcesika Tabnerka chabppxa 88,83 mg nakTosa (BIKTE TOUKa 4.4).

3a IIBJIHUS CIIHMCHK Ha IIOMOIIIHUTEC BCUICCTBA BHXKTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA @bfb
S
QO

benu J0 ITOYTHU 6CJ'II/I, KpbIUIH, TaOJIETKH ChC CKOCCHU p’B6OBC " Ir'paBUpPaHU C@é’ OT €AHaTa CTpaHa

Tabnerka

Ha Tabnerkara (quaMeTsp 7,0 mm). &
&
4. K/MHWUYHU JAHHHU (bQ@
&
4.1 TepaneBTHYHHU NOKA3AHUS QQ

[TuornuTaszoH e moKa3zaH KaTo BTOPa WM TPETA JINHUL &%eHI/Ie Ha 3axapeH quadeT THIT 2, KakTo €

ONHKCAHO MO-J0JIy: @Qs

KaToO MOHOTEpPANNA 2

- IpH BB3pPacTHU IMATUCHTH (00066H0’®(I/IB3 C HaTHOPMEHO TETJI0), HeaJeKBATHO KOHTPOIUPAHU
¢ nmueTa v (PU3HYECKH YIPAKHEH pY KOWTO MPUIIATaHETO HA MET(POPMHH € HETIOAXO/IAIIIO,
nopaay HaJIMYUETO Ha HpOTH@HOKaL”aHI/M HWJIA HEIOHOCHMOCT.

KaTo ABOIHA MepopaJjHa Tep@?ﬁ B KOMOHMHALUS ChC

- cyidanutypeitHo mp OJTHO, CaMO IIPH BB3pPacTHU NAIMEHTH, KOUTO Ca TOKa3aIn
HENIOHOCHUMOCT KT;LQMGT(bOpMI/IH WIH, IPH KOUTO METGOPMHUH € IPOTUBOIIOKA3aH,
HEAOCTaTb4YeH I&(@MH‘{GH KOHTPOJI, HE3aBUCUMO OT IPUJIOKEHUETO Ha MaKCUMaJIHATa
MOHOCHMA JIQ3MIPU MOHOTEPANHS ChC CYAPaHUITYPEHHO MPOU3BOIHO.

- Hnorn@&mH € TI0Ka3aH 32 KOMOWHUPaHEe ¢ MHCYJIMH IPY 3aXapeH MuadeT THI 2 MPU Bh3PacTHU
MAIIRNTH C HEJOCTAThUeH KOHTPOJI Ha TIMKEMUATA TIPH JICUeHUE C MHCYIIHH, TP KOUTO
MeThOPMHUH € HEMOIXOISII TTOPaIy ChIIECTBYBAIIH TPOTHBOIIOKA3aHHUS MITH HETIOHOCHMOCT
(Bk. BUKTE 4.4)

CJ'IGI[ 3al04BaHC Ha JICUCHHUC C ITMOINIMTA30H, ITAIIMCHTUTC TpH6Ba Ja 6’L,E[aT nperjicAanu Ciacq 3 a0

6 MEcela, 3a fa CC MPCLUCHU AaJIk OTTOBOPBHT KbM JICUCHUCTO € 3a/I0BOJIUTCIICH (Hanp. HaMaJIsIBaAaHC Ha
HbAlC) HpI/I ManueHTH, KOUTO HC MMOKAa3BaT 3aJOBOJIMTCIICH OTT'OBOP, IPHUIIOKCHUCTO HA
IIHOTJINTa30H TpH6Ba Aa CcC NMPCyCTaHOBU. C orjiea Ha MOTCHUHUAIIHUTC PUCKOBC IPU MMPOABILKUTCIIHO
JICYCHUC, NPCANNCBAIIUTC JICKAPHU TpﬂGBa JAa NOTBBPAAT MPU IMOCICABAIIN PYTUHHU MIPEIIICau, 4C
noJji3aTa OT JICUCHHETO C ITMOIIMTA30H CC 3alla3Ba (B)K. BUIKTC 44)

4.2 Jlo3upoOBKA M HAYWH HA NMPHJIOKEHHE

EOL’J/IQOBK&



Jleyenuero ¢ MMOTIUTA30H MOXKe Aa 3anoyHe ¢ 15 mg unu 30 mg BenHbx AHEBHO. J[03aTa Moxe Ja
ObJIe MOBHUIIIeHA /10 45 mg BeTHBK THEBHO.

HpI/I KOM6I/IHHpaHe C MHCYJIMH, TCKYyIIAaTa 1034 Ha MHCYJIMH MOXKXC [1a 6’[:,[[6 3aria3cHa Ipu 3ari04YBaHC Ha
JICUCHHUE C MMUOTIUTa30H. AKO MMalIMCHTUTC C’BOGH_IFIT 34 XUIIOTTIMKEMU, 103aTa HA UHCYJIMHA TpH6Ba

na0bae HaMajIeHa.

CHCI_II/IaJ'IHH nonyJjanun

Br3pacTau xopa

He ce namara IMpOMAHA Ha JO3UPOBKATA IMPU MAIUCHTU B CTAPpUCCKa Bb3pacT (BI/I)KTC TOYKa 52)
HeKapnTe TpH6Ba Ja 3aro4yHaTr JE€YCHUCTO C Hali-HHCKaTa Bb3MOKHA A03a U [a yBeJIn4aBaT 103aTa
IIOCTCIICHHO, 0COOEHHO KOraToO MHOIIMTAa30H CE U3II0JI3BA B KOMGI/IHaL[I/IH C UHCYJINH (BI/I)KTe
Touka 4.4 3allp’B)KKa Ha TCYHOCTHU U CbpJACHHA He,Z[OCTaT’BLIHOCT). %
©
Z)

[TamuenTtu ¢ OLOPEUHO YBpEXKIAHE
p YBp &Q

He ce Hanara mpomsiHa Ha T03UPOBKATa MpHU NMAIMEHTH C HApyIlIeHa Ob0peuHa KIS
(xpeaTHHUHOB KIUPHHC > 4 ml/min) (BmkTe Touka 5.2). [lopaau nurmcara HaM@HPOPMAIIKS OTHOCHO
TIPIJIOKEHUETO TP TAIMEHTH Ha AWan3a, MMOTINTAa30H He TpsiOBa aa cggg?lom]sa OT Te31

MMAlAECHTH. &Q
%)
[NaruenTn ¢ 4epHOAPOOHO YBpEKAaHE ’bQ

&

[TrornuTa30H He TPAOBA J1a ce MpUIIara Mpy MalHeHTH C ¢, <Rz1p06H0 yBpekaaHe (BixKTe Touka 4.3 u
4.4). (%

Ileouampuuna nonynayus \)@

BezomacHocTTa M ehukacHOCTTa HA HI/IOFJ‘II/I”@H IIpH J€11a U I0HOIIM Ha Bb3pacT noJ 18 roquHu He
ca ycTaHoBeHH. JIuncear qaHHH. OJ¢

“

Hauun Ha OPHUITOKCHUC

TabnaeTKUTe MHOTTIUTA30H CE ﬂ@l‘\’[aT NepopaaIHo BEAHBK JHCBHO ChC NN 0e3 XpaHa. TabneTkute
TpSI6Ba Ja CC IIorjirpmar ¢ ‘I@ BOJa.

B

4.3 Hpornnonoxaz&@\m
&

IInormurasoH e @THBOHOK&B&H IIpU MaluCHTH C:

- CBpISS\%BCTBHTenHOCT KBbM aKTHBHOTO BEILIECTBO HJIM KbM HAKOE OT IIOMOII[HHUTE BEILECTBA,
n30poeHu B Touka 6.1,

- ChpJCYHa HEAOCTAaTHYHOCT WM aHaMHe3a 3a cbpaeuHa HegoctaTbyHocT (NYHA crenen 1 1o
V),

- YepHOAPOOHO HapYyILICHHE,

- nrabeTHa KeToalum03a,

- HaJIMYCH paK Ha MMKOYHUS MEXyp WM aHaMHe3a 3a paK Ha MUKOYHUS MEXyp,

- HeH3cleIBaHa MaKPOCKOIICKA XeMaTypHsl.

4.4 ChnenuanaHu npeaynpesxxaeHust U NpeANa3sHl MEePKH NIPH ynoTpeda

3am>p>KaHe Ha TCYHOCTHU U ChpA€YHa HEAOCTATHYHOCT

ITnormmrazon Moxe Ja IPpUYIHUHHU 3aIbPIKAHC Ha TCHHOCTH, KOCTO [1a BJIOIIN UJIM YCKOPH ITOABATa HaA
CbpACYHa HCAOCTATHYHOCT. Koraro ce JICKYBAT MAllUCHTU C [IOHC CANH PUCKOB (baKTOp 34 PAa3BUTUC Ha



3acTOMHA ChpACYHA HCAOCTATHYHOCT (HaHpI/IMep npeamecTBan] MUOKapACH HH(l)apKT nin
CUMIITOMAaTU4YHA KOpOHapHa 6OJ'I€CT, HJIK CTap4ycCKa B’B3paCT) JICKapAT Tpr6Ba Ja 3alo4He JICYCHHUC C
Hali-HHCKaTa Bb3MOKHA J03a U IMMOCTCIICHHO [1a YBCJIMYM O03aTa. HaLII/ICHTI/ITe TpH6Ba Ja 6’L,E[aT
Ha6J'IIO,Z[aBaHI/I 3a IpU3Halu U CUMIITOMHA Ha CbpJACYHA HCAOCTATHYHOCT, NOBUIIIABAHC HA TCIJIOTO UIIN
OTOK, 0CO0EHO Te3H C HaMaJICHU CbpACYHU PC3CPBU. Hma MOCTMAPKCTUHI'OBU C’LO6I].[€HI/I$I 3a Cliy4an
Ha CbpACYHA HCAOCTATHYHOCT IIPU KOM6I/IHI/IpaHOTO MPUJIOKCHUC HAa MNOITINTA30H U MHCYJIUH IIPU
NanueHTH, ¢ IpeaAeCcTBalla CbpaACciHa HEAOCTATBYHOCT. HaHI/ICHTI/ITe TpSI6Ba Ja 6I>,Z[aT Ha6J'IIO,Z[aBaHI/I
34 IprU3HAlIK U CUMIITOMH Ha CbpACYHA HCAJOCTATBYHOCT, HAAJAABAHC HA TCIJIO U OTOU, KOI'aTO
IMMUOTJIINTA30H CC IIpuJjiara B KOM6I/IHaI_II/I$I Ha UHCYJINH. Twit xato HWHCYJIMH U MUOTJIMNTA30H Ca CBbP3aHU
ChbC 3aAbPKAHC HA TCHHOCTU, TAXHATa CAHOBPCMCHHA yHOTpe6a MOIXKC Jia TIOBUIIIH PHUCKa OT OTOK.
[Inormurazon TpH6Ba Ja 6’5,[[6 CIPsIH IPH BCAKO BJIOMIABAHC HA CHPACYHOTO ChCTOSHUC.

HpquBaHe C KpacH pe3yJITaT Ha CbpACYHO ChA0BU YCIIOXKHCHUS IPH MUOTJIIUTA30H € MPOBCACHO IIPpU

NalMCHTH 1100 75 TOAWHU CBC 3aXapCH ):[I/Ia6CT ™M 2 ¥ ChILICCTBYBAllla IPCaAU TOBA MAKPOAHTNOIIATU .
KoM MMpoBCXKJaHaTa aHTI/I,I[I/Ia6eTHa " ChbpACYHO CHAOBA TCpalus € ,Z[063,B€H MNHUOTJINTAa30H KJIN
Hﬂaue60 B IPOABJIDKCHUC Ha 10 3,5 TOAWHH. ToBa MMPOYy4YBAHC MMOKAa3Ba YBCINYCHUC HaA &HICHI/IHTa
3a CbpACYHA HEAOCTATBYHOCT, BBIIPCKU Y€ TOBA HC BOJAU 10 MOBUIIICHA CMBPTHOCT B&& MMpoOy4BaHC.

Bu3pacTHu X0opa $

[Ipu manueHTH B cCTapyecka Bb3pacT, KOMOMHUpaHATa yrmoTpeoda ¢ HHCYH$%516Ba z1a ce oOMHUCI ¢
BHUMAaHUE NOPaJH MOBUIIEH PUCK OT CEPHO3HA ChPACYHA HEAOCTATHUHQYT.

C orznen Ha pUCKOBE, CBBP3aHHU C Bb3pacTTa (0COOCHO pak Ha MUKEIHHUS MeXyp, (GpaKTypH U ChpcdHa
HEJ0CTAaThYHOCT), TIPH MAIIMEHTH B CTApYeCcKa Bh3pacT TpH6B§ MAaTeJIHO J1a c€ 00ChIu
CBHOTHOIIICHUETO MOJI3a-PUCK IPEIU U IO BpEME Ha HC‘IGHI/I%O.

PaK Ha IIMKOYHHUA MEXYDP %
R4
Cﬂy‘{alfl Ha paK Ha IMKOYHUA Mexyp ca C'BO6H_Ia I10-4ECCTO HpI/I METa-aHaJIu3 OT KOHTpOJII/IpaHI/I

KJIMHUYHU U3MUTBaHY ¢ muornuTtasoH (19 cagyias ot 12 506 nanmenty, 0,15%) B cpaBHEHUE ¢
KoHTposHUTE TpymH (7 cimydas ot 10 212 &HTH, 0,07%) HR=2,64 (95% CI 1,11-6,31, P=0,029).
Crnen U3KIIIOYBaHE HA MAIMEHTH, IPU KYRFO SKCIIO3UIUATA Ha U3IMUTBAHOTO JIEKAPCTBO MPU
MOCTaBsIHE Ha JMAarHO3aTa PaKk Ha MEKOHHUS MEXyp € Omiia Mo-Majiko OT €Ha TOANHA, € UMaJIO 7
ciryyast (0,06%) Ha MHOTTIUTAa30H u&nyqaﬂ (0,02%) B kouTpONHMTE rpynu. Hammunure
eMHUIEMUOJIOTHYHH JaHHU npe,@%iaraT CBIIO JIEKO MTOBUIIICH PUCK OT PaK Ha MUKOYHUS MEXYp MPH
MAIUeHTH C TUA0eT, JISKYBANIIC MHOTINTAa30H, 0COOSHO NPH NMAIMEeHTH, JISKyBaHH C Hai-roIsIMa
MPOIBIDKUTEITHOCT U C Ha@;—BI/ICOKI/ITe KyMyJIaTUBHH 103u. He Moke 1a ce U3KII0UM Bb3MOXKEH PHCK
Ccllel KpaTKOTpaiHo n@a@{me.

[Ipenu 3amousa c;nequHe C MUOTJINTa30H TPsiOBa 1a ObAAT OLICHEHH PUCKOBUTE (haKTOPHU 3a paK
Ha HHKquI/m@&cyp (prCcKOBeTE BKIIIOUBAT Bb3pacT, aHAMHE3a 32 TIOTIOHOMYICHE, H3JIaraHe Ha
HSIKOU TPOPSCHOHATHY WITH XUMHUOTEPAIIEBTUYHN areHTH, HaIlp. MUKI0(OChaMuI, HITH MPEAXO0KIAIIO0
IpUeNieueHIEe B Ta30BaTa 001acT). Besika Makpockoricka xeMaTypust TpsOBa Ja Ob/ie U3cie[BaHa
Ipeay Ja ce 3aroyHe JCUYCHHUE C MUOTITUTA30H.

HaI_[I/IeHTI/ITe Tpﬂ6Ba Ja 6’B,Z[aT INOCBBETBAHU a CC O6’BpHaT He3a0aBHO KBbM CBOS JICKAp, ako 110 BpEME
Ha JICYCHUCTO CC MOABAT MAKPOCKOIICKA XeMaTypusa WU APpYyru CUMIITOMU KAaTO AU3YPUS, NWIA YCCTH

TMO3WBH 3a YPUHHUPAHC.

HDOCJ’IGI[SIBaHG Ha ‘ICDHO,Z[DO6HaTa (bVHKHI/ISI

ITo BpPEMC Ha MOCTMAPKCTUHIOBHUA IICPUOI Ca JOKJIIAIBAHU PCAKHU CIIydar Ha XCIIATOLCITyJIapHa
HHC(bYHKHHH (BI/I)KTG TOYKa 48) Eto 3a110, CC MpernopbrIBa NAMUCHTUTC JICKYBAHU C MAOTTIMTA30H [a
moJICKAaT Ha NEPUOANYICH KOHTPOJI Ha IIepHO,Z[pO6HI/ITC CH3UMHU. qepHO,Z[pOGHI/ITe CH3UMH TpHGBa Ja
6’BI[aT MMPOBCPCHU NPCAN HAYAIOTO HA JICUCHUCTO C MUOTTIUTA30H ITPU BCUYKHU MALIUCHTU. Jledenuero ¢
IIHUOTJINTAa30H HE TpH6Ba Ja 6’[»,[[6 3aIl10YBAaHO MMPpH HNAIIUCHTH C IMMOBUIIICHU U3XOAHU HHUBA Ha



yepHoapoOHuTe eH3umMu (ALT > 2,5 mbTH Hajx ropHata rpaHula Ha HOpMAaTa) WiK B Cly4yai Ha
KaKBHTO U J1a € JaHHU 3a YEPHOAPOOHO 3a00sIBaHe.

Crneq 3amouBaHe Ha JEUEHUETO C MUOTIUTA30H, CE MPENOpbhUYBa NEPUOIUUHO IPOCIEASIBAHE HA
YepHOIPOOHHUTE SH3MMH Bb3 OCHOBA Ha KIIMHWYHATA TIpelieHKa. B cinyyail Ha moBuIaBaHe HABaTa Ha
ALT no 3 mbTH HaJ TOpHATA TPaHMIIA HA HOpMAaTa 110 BpeMe Ha JISYCHHUETO ¢ MHOTIUTa30H, HUBAaTa Ha
YepHOJIPOOHHUTE SH3UMH TPsOBa a OBIAT MPEOIIEHEHU Bh3MOXKHO Hail-0bp30. Ako HUBaTa HAa ALT
ocTaHaT > 3 MHTHU HAJ TOpHATA TPaHUIA Ha HOpMAaTa, JICUSHHETO TPsOBa a Ob/ie IpeyCTaHOBEHO. AKO
HSIKOH OT MAaIlMEHTUTE Pa3BUE CUMIITOMH, IIPEATIOIarallyd YepHOAPOOHO HapyIIIeHHEe, KOUTO MOXE Ja
BKJTFOUBAT HEOOSICHUMO TaJIeHe, MOBPhIaHe, KopeMHa 00JIKa, yMOpa, aHOPEKCHsI W/UIN ThMHA YPUHA,
YepHOIPOOHHUTE SH3UMH TPAOBa Na ObAaT MpoBepeHu. Perernero 3a nporbnkaBaHe Ha JICUSHHETO Ha
MAIUeHTa C TTHOTIUTa30H TPsiOBa 1a ObJie B3€TO Bh3 OCHOBA HAa KIIMHIUYHOTO CHCTOSIHUE, JIO
MoJTy4aBaHe Ha Pe3yJATaTUTE OT JIabopaTopHUTe m3cieaBanus. [Ipu mosiBata Ha )XBITEHUIIA,
JISYEHUETO C TO3M JICKAPCTBEH MPOYKT TpsiOBa Aa ObJie MPEyCTaHOBEHO.

IloBuiaBane Ha TErI0TO 0@%

ITo BpPEMC Ha KIIMHUYHHUTC MPOYUBAHUS C MMUOTJIMTA30H Ca IMMOJTYUYCHU JaHHU 34 CBI@?O C Jo3aTta
MOBHUIIABAHEC Ha TCTJIOTO, KOCTO MOKE a CC NIbJI’KH Ha HATPYIIBAHC HA MA3HUHU QHpI/I HAKOU ClIyvdan
Aa €€ ChUYCTAC CBC 3aAbPrKAaHC HA TCUHOCTH. HpI/I HAKOMU CiIydan YBCHHI{GHI/IC’Pgﬁ TETJIOTO MOXKE 1a
6’[:,[[6 CUMIITOM Ha ChpACYHA HCAOCTATBYHOCT, IIOPAAH KOCTO € HCO6XO,I[I/I OI' KOHTPOJI Ha
TenecHoTo Terino. Cra3BaHeTo Ha AueTa € 4acCT OT JICUCHUCTO IIpU Mary UTC C ,Z[I/IaGeT. Te TpHGBa Ja
6T:Z[aT CbBCTBAHU A CIIa3BaT CTPUKTHO AMUCTATA, BKIIFOYBAIIla KOH'@& KaJIOpHUHUTC.
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Ilo Bpeme Ha JICYCHHETO C MHOTTMTA30H ¢ HAOMIIOaBAHO@/IA00 TIOHIDKCHNE Ha CPE/IHIS XEMOTTTOONH
(4% otHOCHTeNHA peayKus) U xemaTokpura (4,1% ordcHTenHA PEenyKLHA), OTTOBAPSIIIHI Ha
xemonmrynus. [lonoOHM mpomenu ca HabIrOaBa [IPY NaLUEHTUTE JEKYBaHH ¢ MET(HOPMHH
(xemorno6un 3-4% u xematokpur 3,6-4,1% ot TEJIHA PeIyKIHs) U B TIO-MAJIKa CTETIEH ChC

cylaaHuTypeiiHO IPOU3BOAHO U HHCYIIHH (X€yornodun 1-2% u xemarokput 1-3,2% oTHOoCcUTenHA
PEAYKIIUs) IO BpeMe Ha CPAaBHUTEITHUTE K OJINPAHU NPOYYBAHUS C MUOTIUTA30H.

&

Karo nocneauna ot yBeHH‘{eH@yBCTBHTGHHOCT KBbM MHCYJIMH IPH MaHUCHTH, KOUTO MpHeMat
MUOTTIUTA30H B JBOWHA WII HHa MepopaiHa Tepanusi CbC CyIPaHmITypeiiHO MPOU3BOIHO, HITH
NBOWHA KOMOWHALKS C MIBYTHH HMa OTIACHOCT OT Pa3BUTHE HA J1033-3aBUCHMA XUIIOTITHKEMHS,

rnopaanu KOCTO MOXKC I%g&:)le H606XOI[I/IMO Ja C€ HaMaJIi J034aTa Ha Cy.]'[(baHHJ'IypefIHOTO MMpOU3BOJHO
HJIN MHCYJINHA. 0

XeMaToJIOTUSI

XHUIOTIUKEMHUS

Hapymienns I@@Hm

C’LO6H_ICHI/I$I OT IMOCTMAPKCETHUHTOBUS IEPHUOJ Ha HOBOIMOABCH HUJIU BJIOLICH I[I/Ia6eTeH MakKyJapcH eaAcM
C HaMaJICHa 3pUTCJIHA OCTPOTA, Ca C’LO6I]_[CHI/I 3a THA30JIUAUHAWMOHUTEC, BIIIOYUTCIIHO ITMOITIMTA30H.
MHoro ot Te3u IMaluMCHTH Ca CT>O6H_U/IJ'II/I 3a CBIIPOBOKAAII] nepH(bepeH CaCM. He e sacno JaJii UMa
AUPCKTHA Bpb3Ka MCIKAY NHUOITIMTA30H U MAKYyJIAapCH €ACM, HO NPCANMUCBAIIUTE TpSI6Ba Ja 6’L,[[aT
6,I[I/ITCJ'IHI/I 34 Bb3MOXKCHA ITIOsIBA HA MAKYJIApCH €[ICM, B cnyqaﬁ, Y€ MalMCHTDHT C’BO6H_[I/I 34 HapyHICHUA
B 3pUTC/IHATA OCTPOTA, TpSI6Ba Ja cC MpeaAnpucMe CbOTBETHA KOHCYJITAlUA C Oq)TaJ'IMOJ'IOF.

ﬂ[zyrn

[Ipu cOopen aHanu3 Ha HEKEJIAHU PEaKLMHU KaTo YPaKTypu Ha KOCTUTE OT paHIOMHU3HUPAHH,
KOHTPOJINPaHH, ABOMHO-CJIENN KIMHUYHY U3MUTBaHUA Ipu nioeye oT 8 100 nekyBaHU ¢ MHOTIUTA30H
u 7 400 nexyBaHM NAMEHTH ChC CPABHUTEIIEH MPOAYKT B IPOABIKEHUE HA A0 3,5 TOJUHM, C&
HabJro1aBa yBeNMYeHA YeCTOTa Ha (PPAKTypH HAa KOCTUTE IPH >KEHH.



@paxTypu ce HaOIr0naBaT npu 2,6% OT >KEHHUTE, IPUEMAILY MUOTIINTAa30H, cipsaMo 1,7% ot xeHute,
JIEKyBaHH ChC CpaBHUTEJICH NpoayKT. He ce HabronaBa yBelmueHue B 4ecToTara Ha (pakTypuTe Ipu
JIEKyBaHWUTE C MHOTIUTa30H MBxke (1,3%) cpssMo oHe3w, IeKyBaHH ChC cpaBHUTENEH MPOayKT (1,5%).
Wzuncnenata yectora Ha ¢paktypu € 1,9 ppakrypu Ha 100 manueHT-roANHYU MIPH KEHUTE, JIEKYBaHU C
nuornuTasos, u 1,1 pakrypu Ha 100 nauMeHT-roAWHY [IPH )KEHUTE, JIEKyBaHU ChC CPABHUTEIICH
npoaykT. CienoBaTesHO, YCTAaHOBEHUSAT MIPU TO3W HA0OP JaHHU 3a MUOTJIMTAa30H YBEIUYEH PHCK OT
¢paktypu, npu xxenure e 0,8 ppaxrypu Ha 100 nauneHT-roquHM yrnorpeoda.

IIpu 3,5 -roxuimHo npoyuBane Ha KapauoBackyitapaus puck (PROactive), 44/870 (5,1%; 1,0
¢pakrypu Ha 100 manueHT-roAMHN) OT JIEKYBaHUTE C MHOTIUTA30H NALMEHTKH MPEThPIISIBAT
¢dpaktypu crpsimo 23/905 (2,5%; 0,5 dpakrypu Ha 100 nmanueHT-roArHN) OT NALMEHTKUTE, JIEKYBaHH
ChC cpaBHHTENIEH NPOoAyKT. [Ipu nekyBanute ¢ muorautazon muxe (1,7%) He ce HabmronaBa
YBEJIMUECHUE HA YECTOTaTa Ha (PpaKTypH COPSIMO OHE3H, JIEKYBaHH ChC CPaBHHUTEJICH MPOAYKT (2,1%).

PucksbT OT pakTypu TpsiOBa Aa ce MMa MpeBU/I MPU MPOIBIDKUTEITHO JIedeHHe Ha )KEeHH, (JgKyBaHI/I ¢
IMUOTJINTA30H. @@

B PE3YyITAaT Ha MMOBUIIABAHC ILefICTBHCTO Ha UHCYJIMHA, JICUCHUCTO C ITUOTTINTA30H TTallMCHTH C
IIOJIMKKUCTO34a Ha Hfl‘lHHHHTe MOXKE Ja JOBEAEC A0 BB30OHOBSBAHE HA OBYJIALIUATANMPH TC3U MALITUCHTH
€ HAJIMILC PUCK OT 3a6p€MCH$IBaHe. HaLII/IeHTI/ITC Tpﬂ6Ba Ja 6’L,Z[aT npeﬂynpez@m 34 TO3U PUCK U B
cnyqaﬁ, 4 MmanrcHTKaTa »KEjac aa 3a6pCMCHC€ HJIM HaCTBIIN 6peMeHHOCTQ\’I% JICYCHUCTO TpH6Ba Ja

Obe npeyCcTaHOBEHO (BUXKTE ToUKa 4.6). (%)
[Tnornuraszon TpsaOBa na ce U3IMO0JI3Ba NPEATIA3INBO P €AHOBPE, ®HO NPUIOKEHHE Ha TUTOXPOM
P450 2C8 unxubutopu (Hanp. rempuOpo3mI) NI HHIYKTOP np. pubamnuuyg). [ muxkeMuaHAAT

KOHTPOJI TpAOBa BHUMATEIHO J1a ce cieau. TpsoBa na ce u pel BUI ajanTHpaHe Ha A03aTa Ha
IHOTIMTA30H B PAMKHTE Ha IPENOpbYBaHATa JO3MPOBKAGHIA J1a CE OOCHIIT IPOMEHH B JICYCHHETO Ha
nuadeTa (BIOKTE Touka 4.5).

R4
Tabnerkute Pioglitazone Krka cbappikat makT OHOXHJIpAT U He TpsiOBa J1a ce mpuiiarat npu
MAMEHTH C PEIKU HACIEICTBEHU npo6neMw rajakTo3Ha HEMOHOCUMOCT, Lapp nakrazeH neuuut
WM TIIOKO30-TaJlaKTO3Ha Mana6cop6uﬂﬂ.’¢

XS

4.5 BzammopeiicTBHe ¢ Ipyru ngQa»pCTBeHn NMPOAYKTH U ApYyru (popmMu Ha B3auMoJelicTBHe

[IpoyuBaHusTa BEPXY BsaHMozg%‘rBHﬁTa, MIOKAa3BaT, 4e MUOTJIMTa30H HAMA 3HAYUM €EKT BbPXY
(hapMaKOKMHETHKATA MU aKOIMHAMUKaTa Ha JTUTOKCHH, BappapHH, GEHIIPOKYMOH U
METQOPMUH. EnHoBpeMegRHAT NPUEM Ha NHOTTHTA30H ChC cyaQaHuITypeiiHO TPOU3BOIHO HE
MOBJIMSBA q)apMaKOKH&I/IKaTa Ha cyndanuaypeliHoTo npou3BoaHo. [IpoyuBanusTa npu xopa, He
npejnosiaraT HHAYKIHs BbpXyY OCHOBHHTE MHIyLHMpaly uroxpom P450, nsoensnumu 1A, 2C8/9 n

3A4. In vitro m BaHUATA HE MTOKa3BaT HHXUOWpaHe HA HUTO €JIUH OT IMOATUIIOBETE HA IIUTOXPOM
P450. Bzaum CTBUS ChC CyOCTaHIIMU METa0OIM3UPaHU OT T€3H SH3UMH, KaTO HalpuMep
KOHTpaue 1, HIMKJIOCTIOpUH, OstokepH Ha kanuueBute kananu 1 HMGCoA penykra3au

WHXUOHUTOPH, HE CE OUAKBAT.

CpoO1IeHO €, ue eTHOBPEMEHHOTO NPHIIOKEHUE Ha TUOTTIUTA30H ¢ TeMPHOpo3mT (MHXUOUTOp Ha
utoxpoM P450 2C8) e noBeno a0 3-kpaTHO noBHUIIaBaHe Ha TuromnTa o kpueara (AUC) Ha
MUOTIINTa30H. T KaTO MMa MOTEHIHATHA Bb3MOXKHOCT 32 YBEIMYaBaHE Ha HEXKEJAaHUTE PeaKity,
CBBP3aHH C 103aTa, MOXKE J1a € HEOOXOJMMO HaMaJleHHEe Ha Jj03aTa Ha MMMOTJIMTa30H, KOraTo ce
npuiiara 3aegHo ¢ reMpuopo3ni. I TMKeMUYHUAT KOHTPOII TPAOBa BHUMATEIHO Ja ce cIeau (BUKTE
Touka 4.4). EAHOBpEMEHHOTO NPUIIOKEHHE Ha MUOTTIUTA30H ¢ pUaMIUIUH (MHAYKTOP Ha HIUTOXPOM
P450 2C8) e noBeno no HamansBaHe Ha TuToinTa oA kpuBata (AUC) Ha nmuornutaszoH ¢ 54%. Moxe
na € HeoOX0ANMO Ja ce MOBHIIH JJ03aTa Ha MUOTJINTAa30H, KOTaTO CE MpUIIara 3aeIHo ¢ puaMIuIyH.
I'mukeMUIHHAT KOHTPOJ TpsiOBa BHUMATEIHO Ja ce clienu (BIKTe Touka 4.4).

4.6 dDepruaurter, )peMEHHOCT H KbPMeEHe

Bpemennoct



Hsama AO0CTAaThb4YHO NJAaHHU 3a OIIPCACIAHC Ha 0e30IMacHOCTTa Ha MUOTJIUTA30H 10 BpEMC Ha 6peMeHHOCT
IIpHU 90BCKaA. HpI/I OpOy4YBaHUA IIPU ) KUBOTHU € Ha6J'IIO,Z[aBaHO OrpaHn4aBaHC pa3BUTHUCTO HaA IJI0Aa
IIpU MPUJIIOKCHUC HAa TNOTTIUTA30H. ToBa Moxe Ja C€ IbJIDKK Ha Z[eﬁCTBPIeTO Ha IIMOrJIMTa30H 3a
HaMaJIIBAHC HAa XUIICPUHCYJIUHEMUATA IPHU MaiikaTa U IIOBUIIIaBaHE Ha HWHCYJIMHOBATa PE3UCTCHTHOCT
BB3HHUKBAIIlA 110 BPEMC Ha 6peMeHHOCTTa, KaTo I10 TO3W HA4YMH CC HaMaJIsIBa HAJIMYUCTO Ha
METa0OJUTHH CY6CTpaTI/I 34 Pa3BUTUCTO Ha IJI0Aa. 3HAYEHUETO HAa TO3U MEXaHU3bM IIpHu X0paTa HC €
SICHA U IMUOTJIMTAa30H HE TpH6Ba Ja C¢ npujara 1o BpeMe Ha 6p€M6HHOCT.

Kspmene

[Imormmrazon npeMHHaBa B KbpMaTa IpHU KbpMCIIU IINIBXOBEC. Hee HU3BCCTHO, JaJIM ITMOIIMTAa30H CC
OTACJIA B YOBCIIKATA KbpMa. Eto 3al1o, ITMOIJIMTa30H HE TpSI6Ba Ja CC Mpujiara 1nmpu KbpMeEIIH >KCHU.

depTunuter 2>
[Ipu u3nMTBaHUS BHPXY KUBOTHHU HE € YCTAHOBEH €EKT BHPXY KOIYJIANUATA, 3a6pe@ﬁBaHeTo u
WH7EKCa Ha ()epTUIINTETA. o

4.7 EdexTu BbpXy criocodHOCTTA 32 IOUPaHe U PadoTa ¢ MAMIMHH Q)

MAalirHH. B’LHpGKI/I TOBA MAOUCHTUTEC, IIPU KOUTO CC NPOABABAT 3pHU " HApYLICHUA, TpH6Ba Ja

[InornuTa3oH He MOBIMSBA MU MTOBIUIBA IPEHEOPESKUMO cnoco6Héc§5§\a modupane u padora c
ObaaT BHUMATEIHH NpH modupane uin padoTa ¢ MallHHU.

R
&
4.8 Hexenanu jJeKapCTBEHH PeaKIuH QQ

Hexenanute peakiuu HaOIt0JaBaHU MTO-4€CTO (> O,SWHPHMO Tane0o 1 He MPeICTaBIIBAIIN
OTJIEITHYU CITy4Yau MPH MAIUEHTUTE MTPUEeMAaIIV MO a30H 110 BpeMe Ha JIBOMHO-CIIETH MTPOyYBaHUS

ca MpeICTaBEHH T10-10J1y, CIIOPE]] CHCTEMHO-0ppafiaTa knacudukamus no MedDRA u Taxnara
abcomoTHa yecToTa. YectoTara e onpenenezgio CJIeIHUS HAUMH:
- Muoro yectu (> 1/10) 3

- Ueern 2 1/100 io< 1/10) O
- Heuectu (= 1/1 000 mo < 1/108) +

- Penxu (> 1/10 000 no < 1/ )
- Mmsoro penku (< 1/10 0
- C HeusBecTHa quToTQQ)T HAJIMYHUTE JaHHU HE MOKE J1a Ob/ie HallpaBeHa OLICHKA).

HpI/I BCAKO I‘pyanaH&aBHCHMOCT OT 4C€CTOTAaTa, HCIKCIAHUTC JICKAPCTBCHU PCAKIIUU CC I/I36pO$IBaT
B HU3XOJAI pCa H(@ HOIICHUC HA TAXHATA Y€CTOTA U CCPUO3HOCT.

TabauuecH BI/I,%’%‘H HCXCIIAaHUTC PCAKIINN

He:xenana YecToTa Ha HelKeJIAaHUTE PEaKIUM HA MMOTJIMTA30H IPH Pa3JIMIHH
peaxkums TepaneBTHYHH PE:KUMH
Komounanuu
MomnoTtepa-
nust c ChbC c ¢ HHCYJIHH
MeTQOpMHH | cyia(poHHT | MeT(POPMHUH
ypeiiHo 7|
npousBoj | cyjganuniy-
HO peiino
NPOU3BOJHO
Nudexnnn n
HHpecTANNA
nH}eKIuA Ha 4eCTH 4eCTH 4eCTH 4eCTH 4eCTH
TOpHUTE




Hexenana

YecroTa HA HeKeJIaHUTE P€aKIM1 HA MMUOIJIUTA30H NIPU pa3InIHHA

peaxkuus TepaneBTHYHU PeKUMH
Komounanuu
MomnoTtepa-
nus c chC c ¢ HHCYJIHH
MeTQOpMHH | cyia(poHHT | MeT(POPMHUH
ypeiiHo 7|
npousBoj | cyjganniy-
HO peiino
NPOU3BOJHO
JIUXaTeIHN
MBTUINA
OpOHXUT YECTH
CHHY3HT HEYECTH HEYECTH HEYECTH HEYECTH HEYECTH
Hapymenus Ha Q>
KPBBTa H ®©
aumdHaTa &Q
cucTremMa 0
aHEeMHUsI 4eCcTH | N
Hapymenns na 'b(b ’
HMYHHATA V8
cHucTeMa O o
CBpBXUyBCTBUTEN c c c @y ¢ c
-HOCT W QJIepTHYHM | HEU3BECTHA | HEM3BECTHA | HEM3BEC ﬂ_& HEU3BECTHA | HEM3BECTHA
peaxiuy’ 4ecToTa 4ecToTa quTgé 4ecToTa 4ecToTa
Hapymenns na S
MeTadosIn3Ma u Q‘Q
XpaHeHeTo QO
XHITOTJINKEMHUS Q)® HEYECTH MHOTO YECTH 4eCcTH
MTOBHILIEHUE HA A HEYECTH
areTuTa .O¢
Hapymenus Ha A :{"
HepBHATA o~
cHucTeMa . *
XHUIOECTE3HS yecHl | 4eCTH 4eCTH 4eCTH 4EeCTH
r1aBo0osIHe R 4eCTH HEYECTH
3aMariBaHe ) 4eCcTH
Oe3chHHE AP meectn HEYECTH HEYECTH HEYECTH HEYECTH
Hapymenus %QV
o4uTe S
3pUTETHANS 4eCcTH 4eCcTH HEYECTH
HAPYIICHHS
MaKyJIapeH eem’ c c c c c
HEU3BECTHA | HEM3BECTHA | HEM3BECTHA | HEW3BECTHA | HEW3BECTHA
4ecToTa 4ecToTa 4eCcTOTa 4ecToTa 4eCcTOTa
Hapymenns Ha
YX0TO B
JadupUHTA
BEPTHUIO HEYECTH
Cobpaeunn
HapyLIEeHUs
ChpJeUHa 4eCTH
HEJI0CTATHYHOCT
Heonuazmu -
J00pOKavYeCTBEH




Hexenana
peakuust

YecToTa HA HEXKEJTAHUTE P€aKIM1 HA MMUOIJIUTA30H NIPU pa3InIHHA

TEPANCBTUIHH PCKUMU

Komounanuu

MomnoTtepa-
nus c

MeT(OpPMHH

ChbC c

cyJqapoHua | MeTpoOpMHH

ypeiiHo U

npousBoj | cyjganniy-
HO peiiHo

NPOU3BOJHO

¢ HHCYJIHH

U, 3JI0KA4eCTBEHU
U HeonpeaeaeHn
(BKJI. KHCTH U
MOJIMIIN)

Pax Ha TUKOYHHUS
MeXyp

HCYCCTH HCYCCTH

HCYCCTH HCYCCTH

HCUYCEeITU
¢

PecniupaTophmn,
IrPBAHU U
MeIHACTHUHAIHHA
HApPYIICHUs!

Q‘a
O&

N\
nfbA

JUCITHECA

| 7

4EeCTHU

CromanHo-
YpeBHH
HApPYIIEHUs

>
L

¢dnatyneHuus

HCYCCTH

| veemn@ |
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ThKaH
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&
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HCYCCTH
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Hexenana YecToTa HA HEKEJAHNTE PEAKIHH HA MHOTJIMTA30H NPH PA3JIHYHH

peaxkuus TepaneBTHYHH PE:KUMH
Komounanuu
MomnoTtepa-
nus c chC c ¢ HHCYJIHH
MeTQOpMHH | cyia(poHHT | MeT(POPMHUH
ypeiiHo 7|
npousBoj | cyjganniy-
HO peiino
NPOU3BOJHO
MSICTOTO HA
NPHUJI0KEeHN e
OTOK MHoro
4EeCTH
yMopa HCYCCTH L, O\
H3caensanus bu
MTOBHILIABaHE HA 4eCcTH 4eCcTH 4eCcTH 4eCcTH &quecm
Ternoro’ Q
MTOBHILIEHA gecTu\
KpeaTHuH ‘b(b
¢dochokunaza B >
KpBBTa R <
MTOBHILIEHA JIAKTAT neuectn @Y
JeXUAporeHasa 2
MTOBUILICHA aJJaHUH c c 4 c c
aMHHOTpaHcge- HEHM3BECTHA | HEW3BECTHA | HeW3@eCTHA | HEW3BECTHA | HEU3BECTHA
paza’ 4ecToTa 4ecToTa ‘)@CTOTa 4ecToTa 4ecToTa
N\
Omnucanue Ha W30paHK HEXKETAHU PeaKInu QJ@")‘@
' VIMa HOCTMApKETHHIOBH ChOOIICHHS 3 VU Ha CBPBXUYBCTBUTEIHOCT IIPY NAIMEHTH,

JICKYBAHH C IMUOTJIMTA30H. Te3nu peaKI_II/I‘Ig o4BaT aHa(l)I/IJ'IaKCI/IH, AHI'MOCACM U YpTUKaApUL.

he
> 3puTeHN HAPYLICHHS Ca CHOOIIL Y TJIaBHO B HAYAJIOTO Ha JICYEHNUETO U Ca CBBP3aHU CIIPOMEHHUTE
B KpBBHATa TJIIOK03a [TOPaIu BP HaTa IpoMsHa B Typrypa U pepakIMOHHUS UHAEKC Ha JIelara,
HaOJII01aBaHU U TIPH APYTHUT OTJINKEMHUYHH CPECTBA.

* OToK € chobmaBan np@é—9% OT TAIIMEHTHUTE JIEKYBaHU C IIHOTIUTA30H HAJl €/IHA TOAMHA TI0 BpeMe
Ha KOHTPOJUPaHU KJJ&/II{HH npoyuBaHus. UectoTara Ha OTOKA IPU CPABHUTEITHUTE TPYITH
(cyndanunypeita OHM3BOJIHO, MeThopMuH) e ouna 2—5%. CirydanTe ¢ OTOK KaTo [syI0 ca Onin
JIEKH JI0 yMep OOWMKHOBEHO HE Ca HaJaralld MpeKpaTsBaHe Ha JICYCHUETO.

4H0 BpeMe% KOHTPOJIMPpAHU KIIMHUYHU IPOYUBAHHNA, YCCTOTATA HA CIIYy4aUTC CbC ChpACUHA
HEAOCTATHYHOCT IIPU JICHCHUCTO C MUOTJIIUTA30H € ouna ChIIAaTa KAKTO Ta3u IpH rmaue6o, MeT(l)OpMI/IH
n Cy.]'[(i)aHHJ'IypefIHaTa Tpymnu Ha JICUCHUC, HO CC YBCIINYaBa, KOTAaTO CC IIpujiara KOM6I/IHI/IpaHO JICYCHUC
C UHCYJIMH. B MMPOY4YBAHC C KpAaCH PE3YJITAT 3a YCJIOKHCHUS ITPU MAUCHTHU C IPCAIICCTBAIIlA
MakKpOaHTuomnaTus, 4€CToTaTa Ha TCI)KKATA ChbpACUYHA HCAJOCTATHYHOCT € 1,6% IMO-BUCOKaA Ipu
MUOTIIMTA30H, OTKOJIKOTO IIpHU l'IJ'IaI_[e60, Korarto c€ ):[O6aB$I KBbM JICYCHUC, B KOCTO € BKIIFOYCH UHCYJIUH.
B’LHpCKI/I TOBa B TOBA MMPOYYBAaHC HC CC Ha6n}0naBa MOBUIIICHA CMBPTHOCT. HpI/I MMyCKaHCTO Ha Iasapa
Ha NUOITIUTA30H, PAAKO Ca JOKIIaZIBaHU CIydau Ha CbpACYHA HCAOCTATHhYHOCT, HO € IIO0-9CCTO, KOraTo
CC IIpuJiara B KOM6I/IHaI_[I/I$I C MHCYJIMH WJIX NPU MMAOUCHTU C aHAMHE3a 3a Cbp/ICYHA HCAOCTAThYHOCT.

> U3BBpIIeH ¢ c60peH aHAIN3 Ha HeKETaHH PEaKIHH KaTo (ppakTypH Ha KOCTHTE OT PaHAOMH3HPaHH,
KOHTPOJIMPaHH, IBOMHO-CIICNH KJIMHUYHU U3NUTBaHKA TpH noBeue oT § 100 mauueHTH ot JIeKyBaHUTE
¢ nHornuTa3oH rpynu U 7 400 manueHTH oT JIEeKyBaHUTE ChC CPABHUTENIEH POIYKT IPyIH, C
MPOABIDKUTEIHOCT Ha JICYCHUETO 110 3,5 roAMHU. YBeJIMUeHa YecToTa Ha (pakTypH ce HaboaaBa
[IPH pUEMalIUTE MUOTIINTAa30H keHH (2,6%) cnpsaMo OHE3H, IEKYBaHU ChC CPAaBHUTEIICH IPOIYKT
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(1,7%). He ce nabmiomaBa yBenu4YeHUE B YeCTOTaTa Ha (PPaKTypUTe MPHU JIEKYBAHUTE C ITMOTIIUTa30H
mbxke (1,3%) cipsiMo OHe3H, JIeKyBaHH CbC cpaBHHUTENEH NpoAyKT (1,5%). Ilpu 3,5-rogumnoro
npoyuBane (PROactive), 44/870 (5,1%) oT lekyBaHUTE C THOTIIMTA30H MAIIUCHTKH MPETHPIIIBAT
¢paktypu crpsimo 23/905 (2,5%) ot nauneHTKUTE, JEKyBaHH CbC CpaBHHUTEJIEH MPOAYKT. [Ipu
JIEKyBaHUTE C MUOTIINTa30H Mbxe (1,7%) He ce HabmoaBa yBeTMUEHUE Ha YeCTOTaTa Ha YpakTypu
CHPSIMO OHE3H, JIEKYBaHH ChC CPAaBHHUTENEH NMPOAYKT (2,1%).

%Io BpeMe Ha KOHTPOIMPAHHUTE MPOYUBAHHS C AKTUBEH CPABHUTEIICH MPOAYKT CPETHOTO MOBUILIABAHE
Ha TErJI0TO NpH MUOTIIKUTA30H, IPUJIaral Karo MoHoTepanus ¢ 6mino 2-3 kg 3a enna roguna. Tosa e
noJ00HO Ha pe3ynTaTuTe HabIoAaBaHH NP cyndaHmTypeiiHaTa rpyma, U3MoJ3BaHa KaTo aKTHBHA
rpyma 3a cpaBHeHHe. B mpoyuBaHusTa ¢ KOMOMHHPAHO JieueHHE, MMOTINTAa30H, J0OaBeH KbM
MeT(QOPMHUH BOAH 0 CPEIHO MOBHUILIABAHE Ha TernnoTo ¢ 1,5 kg 3a eqna roavHa, a npu J00aBIHETO MY
KBbM cylpaHuaypeiiHo npousBoaHo — ¢ 2,8 kg. B cpaBHuTEHNTE rpynu 100aBSHETO HA
cyidaHmIypeiiHO MTPONU3BOTHO KbM MET(HOPMHUH BOHU 10 CPEIHO MOBHIIAaBaHe Ha TerinoTo ¢ 1,3 kg, a
n00aBsHETO Ha METHOPMHUH KbM Cy(aHUITypPEeHHO IPOU3BOAHO — JI0 CPEAHO MOHWKEHUE Ha TETJI0TO

c 1,0 kg. @@

’ B KJIMHHYHNTE IPOYYBaHHUA C MHOTIIMTA30H, YECTOTATA Ha ToBHIIaBaHe Ha ALT @ P IBTH
IMpsMO TOpHAaTa TpaHMLa Ha HOpMaTa € eKBUBAJICHTHA HA Ta3H IpU rpynara Ha @ue%, HO MO-MaJsKa
OT Ta3H, HaOJII0/[aBaHa TIPH IPYIIHTE 32 CPABHEHHE C METQOPMUH U CYTIAHIIYPEHHO IPOH3BOIHO.
Cpennure HUBA Ha YEPHOAPOOHUTE EH3UMH HAMaJISIBAT IPH JICUCHUETO C ffrmurason. o BpeMe Ha
MOCTMAapKETHHTOBUS IEPHUOJ Ca CHOOLICHU PEAKH CITydau Ha ITOBHILE ‘%a YEPHOAPOOHUTE EH3UMHU
U XemnarouenyiapHa TMCQyHKIMs. Bpapeku dye B MHOTO pelku cny'@g cboO11aBa 3a ¢arajeH
W3XO0J, IPUYUHHO-CIICICTBaHA BPB3Ka HE € YCTAHOBEHA. ’bQ

&

CnobuiaBane Ha HOO3UPAHU HEKEITAHU PEaKNH Q

Cpo0ImaBaHeTo Ha MOA03MPAHH HEXKEIIAHN PEAKIINHI CIICppa3PeIlaBaHe 3a yoTpeba Ha JIeKapCTBEHHS
MPOAYKT € BaykHO. ToBa Mo3BOJIsIBa Aa MPOIBIDKHA HAOMONEHUETO Ha CHhOTHOIIEHUETO MOI3a/PUCK 32

JICKApCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CIICIU TH CE€ U3UCKBA J1a CHOOIIAaBaT BCAKA
MOJI03UPaHa HEeXKEJIaHa PEaKIUs upe3 HauHOHaﬂQgéI/ICTeMa 3a chOOIIaBaHe, mocoueHa B [IpuiioykeHne
V. (@)
©

4.9 TIlpeno3mpane {.O

A S
Cumnromu $
[Tpu KIMHUYHYU POYYBAHHUS H@%HTH ca MpUeMaJii MAOTJINTA30H B TO3H MO-BUCOKH OT
MaKCHUMaJTHaTa Mpenophbya 3a oT 45 mg nHeBHo. [IpueMbT Ha Hall-BUCOKA /1034 OT

120 mg/nHeBHO 3a yeTH Hu, mociieBana oT 180 mg/mHEeBHO 3a cefieM JTHU He € OWJI CBBP3aH ¢
KaKBUTO U 11a € OUII0 TOMH.
XHUIMOTANKEMUS MOKE 1 Bb3HUKHE ITPY KOMOMHHUPAHETO ChC CYI(POHMUITYPEs WM WHCYITUH.

Hpez[npneMa}gélba MEpPKU
B ciyuaii penosupane TpsOBa Ja ce B3eMaT CUMIITOMATUYHU U OOIIHN O IbPKAIIH MEPKH.

5. ®APMAKOJIOTMYHU CBOMCTBA
5.1 ®apmakoAMHAMMYHH CBOIicTBA

dapmakoTepaneBTHUHa rpyna: AHTUAXAOETHH JEKapCTBa, JICKApCTBa 3a OHIKAaBaHe Ha III0K03aTa B
KpBBTa, ¢ u3kiItoueHre Ha nacyauan; ATC kox: A10BGO3.

MexaHnu3bsM Ha ICHCTBHC

EdextuTe Ha MHOTIIMTa30H BEPOATHO Ca CBHP3aHU C IMMOHIKAaBaHE Ha MHCYJTMHOBATA PE3UCTEHTHOCT.
[MuornuTa3oH NposBsSBa CBOETO JSHCTBHE Ype3 aKTUBUPAHE Ha CIIEIU(UIHN HYKJICApPHU PElEenTOPH
(mepoxcuzom mponudepaTop aKTHBHPAH PEIENITOP TaMa), KOETO BOAM JI0 MOBHUIIIABAHE HA
WHCYJTMHOBATa YyBCTBUTEIHOCT HAa YEPHUS IPOO, MACTHUTE U KICTKUTE Ha CKeJIETHATa MyCKyJaTypa

11



IIpU ) XUBOTHHU. JledeHneTo ¢ MUOrIMTa30H BOOX N0 IOHM>KAaBaHE 06pa3YBaHCTO Ha T'JIFOKO03a B UCPHUA
I[p06 1 IIOBUIIIAaBaHC Ha nepmbepHOTo YCBOsIBAHC Ha I'IFOKO3aTa B cnyqai/'l Ha MHCYJIMHOBA
PE3UCTCHTHOCT.

(I)aDMaKOI[I/IHaMI/ILIHI/I Cd)GKTI/I

Ha6monaBaH0 € HOILO6peHI/IC Ha TNIMKEMUWYHHAA KOHTPOJI IMPU MAUCHTH ChC 3aXapCH ,I[I/IaGCT THII 2,
KaKTO Ha IJ1aHO, TaKa U CJICA HaXpaHBAaHC. HO,Z[06p$IBaHeTO Ha TIIMKEMUYHHA KOHTPOJ € CBBP3aHO C
HaMaJIIBAHCTO KAaKTO Ha INIalHO, TaKa 1 CJIC] HaXpaHBAHC HA INIA3MCHUTC KOHLICHTPALIUU Ha
HUHCYJIMHA.

Knunnyna edukacHOCT 1 6€30macHOCT

KnuandHo npoy4BaHe ¢ THOTTIMTa30H CIPSIMO MIIMKJIA3H]] KATO MOHOTEPAHS € yIBIKEHO 10 2
TOAMHHU C LIeJI OLICHKA Ha BPEMETO 0 TI0sBaTa Ha HEYCIeX OT JICUCHUETO (OIpeIeiieH KaTo MosiBaTa Ha
HbAlc > 8,0% ciex mppBUTE 1IECT Mecena JieueHne). AHanu3bT Ha Kaplan-Meier moka3Ba mo-kpaTbk
MIEPHUOJ O MOsIBaTa Ha HEYCIEX NP MAlMEHTUTE JEKYBAHHU C IJIMKJIA3H]l, B CPaBHEHHE C TE3U Ha
nuornuTa3oH. Ha BropaTa roanHa, rimukeMUIHUAT KOHTpoT (onpeneneH kato HbAlc < &%) e
MPOABILKII IIpU 69% OT NalMEeHTUTE JIEKyBaH! C MHUOTIINTa30H, B cpaBHeHHUE ¢ 50% ALUCHTUTE
Ha rmkiasul. [Ipu JByroauMuiHo npoyyBaHe Ipyu KOMOMHUPAHO JICUEHUE cpaBH;{Beﬁio MIUOTJIMTA30H C
TTIUKIIa3K]], 100aBeHU KbM MET(HOPMUH, TIMKEMUYHUSAT KOHTPOJ U3MEPEH KaT(@?Z{Ha MIpoMsiHa
CIpsIMO U3XOIHHUTE cToHOCTH Ha HbAlc e Oun monoOen mpu ABeTe rpynu HA)ICICHNE CIIe]l TbpBaTa
roguna. Crenenra Ha Hapyuienue Ha HbAlc npe3 BropaTa roguna e 6Hn%grb—ManKa IIpH IpyTaTa Ha
MUOTJINTA30H B CPAaBHEHME C TTIUKIA3HUI. (%)

N
B mutanie00 KOHTpOIMpaHO MPOyYBaHE, MALMEHTH ¢ HEaJICKBATCH, ®Tp0J'I Ha TTIUKEMUSATA, BEIIPEKU
TpUMECEUEH NEPHOJ Ha ONITUMHU3HpPaHe Ha MHCYJIMH, Ca PaH]IO paHU Ha THOTJINTa30H WIH
mnane6o 3a 12 mecena. [Ipu nauueHTrTe, NOMy4aBaIiu MHQBIKTA30H, Ce HaOIr01aBa CPeTHO
namanenue Ha HbAlc ¢ 0,45% npu cpaBHEHHE ¢ TE3U P;[gm;n)i(aBaLuI/I JIEYEHUETO CaMO HAa UHCYJIVH U

HaMaJICHHUC Ha N03aTa Ha UHCYJIMHA B I'pyIiaTa JICKyBa MNHUOTJINTAa30H.
N
HOMA aHanmu3bt IIOKa3Ba, Y€ IMUOIJINTAa30H IIO, sIBa (bYHKHHHTa Ha Oera KJICTKHUTE, KaTO BOJAH U 10

MOBHIIIABaHE HA MHCYJIMHOBATA quCTBI/ITeJI%@r. JIBerouIIHN KIMHUYHY TPOYYBaHHS MTOKA3BaT
MOJUTbPKaHEe Ha TO3U e(eKT. OJ¢

Ilo BpeMe Ha eIHOTOAMIIHN KIMHUYKUSIPOYYBAHHUS, IUOTIINTA30H TIOKA3Ba YCTOMYNBO KIMHUYHO
3HAYMMO MTOHM)KEHHE Ha CHOTHO €To anOyMHUH/KPEaTHHHH CIIPSIMO U3XOJHUTE CTOWHOCTH.

EdexrsT Ha mornmra3on (MP@oTepanus ¢ 45 mg vs. miamnedo) e mMpoyveH B Maiko 18-ceqMuaHO
NPOYYBaHE NPU MALUCHTICHC 3aXapeH muabet tar 2. JIeueHHeTo ¢ MUOTIINTa30H € OO0 CBBP3aHO
ChC 3HAYUTEIIHO TOB aHe Ha TerjaoTo. Bucuepannara MacTHa ThKaH € 3HAUUTEITHO HaMaJICHa,
Kato e HaGHmQaBa}@%uHO MTOBUINIaBaHE Ha eKCTpa-abJoMUHATHATA MAacTHA ThKaH. [lomo0HN mpomMeHH
B pasnpezeneH Ha Ma3HUHHUTE B OPTaHW3MA MIPH MTUOTIINTA30H ca OWITH PUAPYKEHH C
nmooopeHue @EnﬁcynHHOBaTa YyBCTBUTENHOCT. [Ipy MoBeYEeTO KIMHUYHYU NPOYUYBAHUS, €

HaO0II0IaBAYD TOHIDKEHNE Ha OOIIUTE TPUTIIHIIEPUIN B TUIa3MaTa M CBOOOJHUTE MAaCTHU KUCEIHHU, H
noBuInaBane Ha HuBata Ha HDL-xonecrepona, B cpaBHEHUE C I11ane0o, ¢ MaJlko, HO KIIMHUYHO
HE3HAUMUTETHO MoBulIeHUE HUBaTa Ha LDL-xonectepona.

B kMHUYHU POyYBaHUS C IPOABKUTEIHOCT A0 IBE TOJUHHU, MMOTJINTA30H HaMaJIsiBa OOLIUTE
IUTa3MEHH TPUTTULEPUIN U CBOOOAHN MAacTHH KHCETMHM U moBHIIaBa HUBaTta Ha HDL xonecreposna, B
cpaBHeHHE ¢ iane0o, MeTHOPMHUH WK IHKIa3ua. [lnornuTa3on He BOOW O CTaTUCTUYECKU3HAYNMO
noBuuIeHne Ha HUBaTa Ha LDL xomecTteposa B cpaBHEHHUE ¢ T1ane0o, J0KaTo PEAyKIHS €
HabmronaBaHa mpu MeThopMHH U rukiasul. [1o Bpeme Ha 20-ceAMUYHO MPOYUBaHE, HApEA C
MOHW)KEHUE HA TPUIIIULEPUANTE Ha TJIAAHO, MHOTIMTA30H NOHMKABA MTOCT-NPaHIuaIHaTa
XHMIIEPTPUTTULEPHIECMHSA Ype3 ePeKT KaKTo BbpXy adcopOLusITa, Taka 1 BbPXY CHHTE3a Ha
TpuriuiepuauTe B uepHus 1pod. Teszu edextn ca Onnn He3aBUCUMU OT €(eKTUTE Ha THOTIUTA30H
BBPXY IJIMKEMUSTA U IOKa3BaT €Ha CTATUCTUYECKU 3HAUYMMA PA3IUKa CIIPAMO INTUOCHKIaAMUI.

B ITPOakTuB — nmpoy4BaHe ¢ KpaeH pe3yaTar 3a CbpACYHO-ChA0B eheKT — 5 238 manuueHTH cbe
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3axapeH OualeT THI 2 U ChILECTBYBAILO OT IPEAr TOBA CEPHO3HO MaKPOCHI0BO 3a00IIsIBaHe ca
PaHIOMU3UPaHH Ha MUOTIIMTA30H WM IU1ale00 B JOIIBJIHEHNE Ha ChIIECTBYBAIlla aHTUANAOETHA U
ChpPACYHOCHA0BA Tepanus 10 3,5 rogusH. [lomynanusata Ha IpOy4YBaHETO € Ha CpeHa Bb3pacT 62
TOAMHY; CpelHaTa NPOIBIDKUTETHOCT Ha auaberta e 9,5 rogunu. Okoino 1/3 oT manueHTure ca
MOJTyYaBajl WHCYJIMH B KOMOWHANMS C MET(QOPMUH H/WIH CyI(paHWIypeHO MTPONU3BOIHO. 3a na
ObAaT BKIIOYCHH, TALMEHTUTE TPSOBA Aa ca MPeThpPIeNH eHO OT CIeIHUTe: MH(APKT Ha MUOKAp/a,
yaap, HepKyTaHHa ChbpACYHa MHTEPBEHIHS WK Oainac Ha KOpOHAapHA apTepHsl, OCTHP KOPOHAPEH
CHUHIPOM, KOpOHapHa 0oJIecT Ml 0OCTPYKTHBHO 3a00J1siBane Ha nepudepHa aprepus. [lourn
MOJIOBUHATA OT MPOYyYBaHATA MOMYIALMs ca MOIyYrid HHPAPKT Ha MHOKapaa 1 npubiamsurento 20%
ca nperbpneny yaap. Ilouru nonoBuHaTa OT Npoy4BaHaTa MOMYJIaLUs Ca UMAJIH MTOHE J1BA KPUTECPHS
Ha chpAeyHOChI0Ba UcTopus. [loutn Bcnmuku nuna (95%) ca nmoiayvaBainu CbpAECYHO-CHIOBU
JieKapcTBeHU NpoayKTH (O6era Onokepu, ACE nnxuburopu, anrnorensut 11, 610kepr Ha KanuueBUTe
KaHaJIu, HUTPaTH, INyPETULH, aCIUPHH, CTATHHH, (hpudparn).

B’LHpGKI/I YC MPOYYBAHCTO HEC YCIIsIBA IO OTHOIICHHC Ha IbPpBUYHATA KpaﬁHa TOYKa, KOATO
CbUCTAaHUC OT CMBPTHOCT IMOPAaAr BCAKAKBU IMIPUYINHU, Heq)aTaHeH I/IH(I)apKT Ha MI/IOKapi@ ap, OCTBp
KOPOHApCH CUHAPOM, I'ojidiMa aMITyTallusad Ha KpaKa, KOPpOHAPHA pEBAaCKyJIapu3anusa
peBacCKyjiapu3alusd Ha Kpaka, pe3yJITaTUTC IOKa3BaT, Y€ HAMa ABJITOCPOYHU CbPJ I/L%’BI[OBI/I

npobieMu, CBbP3aHu ¢ ynoTpedaTa Ha MUOTTUTa30H. B chioTo Bpeme obaue ¢ UTE Ha OTOK,
TOBHUIIIABAHE HA TErTIOTO ¥ IIOPOK Ha CHPLETO ca ce yenuauny. He ce HaOmiggaBa yBennuaBane Ha
CMBPTHOCTTA OT ChpJIeYHa HEAOCTATHYHOCT. &
Q

[leanaTpuyHa monynanus &
EBpomnelickaTa areHuus 1o JiekapcTBaTa 0cBOOOKAaBa OT 3abJI QneTo 3a MpeAOoCTaBsHE Ha
pe3yATaTUTE OT MPOYYBAHHUATA C MUOTTIUTA30H BbB BCHUKH I1Q TIM Ha TeUaTpUYHATA MOITyIays
IpH 3axapeH auader tun 2 (Buxre Touka 4.2 3a I/IH(I)OpMaL%i THOCHO ynoTpe0a B IeIUaTpHATA).
5.2 ®apMakoKMHETHMYHHM CBOIicTBA ‘2‘6

R4
AGcopGuns P

Crnen nepopaiHO NpUIOKEHHE, nnornHTaiq'éce abcopbupa OBp30, KATO MUKOBH TUIA3MEHH
KOHIIEHTPALMX Ha HEMPOMEHEHUS MUOTHMTa30H Ce MOCTUraT 0OMKHOBEHO 2 Yaca cjell MPHIOKESHUETO.
[IponopumoHaHO MOBUIIEHUE HA MAQ3MEHATa KOHLIEHTpaNus ce HabIronaBa npu Ao3u ot 2 1o 60 mg.
PaBHOBECHO cheTOsIHME ce TOCTHRACTER 4-7 THU NpHIoKeHne. MHOTOKpPAaTHOTO MPUIIOKEHNE HE
BOJI JI0 aKyMyJIMPaHe Ha BEIIEERBOTO HIIM HETOBHTE METa00IUTH. AOCOPOLUATA HE CE MOBIIHSBA OT
IIpyUeMa Ha XpaHa. A6con}0{®ra ouonammyHoct e Hag 80%.
PasnpenencHue &Q)QQ\
O

Onpenenenus O%Q Ha pa3npezeseHue npu xopata e 0,25 I/kg.
[Tuornurazg CHYK{ aKTHBHU METabOJIUTH Ce CBBP3BAT B rOJIsIMa CTEICH C IJIa3MEHUTE IPOTCHHH
(> 99%).

Buorpanchopmarus

[TnornurasoH ce moajara Ha 3HAYUTEIEH META00IN3BM B YEPHHUS APOO Ype3 XUAPOKCHINPAHE HA
anugaTHUTE METUICHOBH Ipymu. Toll ce U3BBpPIIBa NPeAUMHO upe3 nuToxpom P450 2C8 Bbenpeku, ue
€ Bb3MOKHO APYTH H30()OpPMH J1a y4acTBaT B IO-MajKa CTeNeH. Tpu OT 1IecTTe yCTaHOBEHH
Metabonuta ca aktuBaH (M-11, M-Il 1 M-1V). Nmaiiku npenaBu ak THBHOCTTA, KOHIIEHTPAITUHUTE U
CBBP3BAHETO C MPOTEHHUTE, MHOTTUTA30H U MeTabonuThT M-III nonprHacsT B eqHaKBa CTETEH 3a
edukacHoctta. Ha Ta3u ocHoBa, npuHochT Ha M-IV 1o oTHOlIeHNE HAa €PUKACHOCTTA € OKOJIO TPU
I'BTU CIIPSIMO TO3H HA MHOTJIMTA30H, IOKaTO OTHOCHUTENHaTa eukacHocT Ha M-I e MuHMManHa.

In vitro mpoy4BaHusATa HE MOKA3BAT, Y€ MHOTIINTA30H HHXUOUPA HAKOM OT MOATUIIOBETE HA IIUTOXPOM
P450. He e mabmronaBana WHIYKIMSA Ha OCHOBHUTE MHAYIHOWTHN P450 m3oen3zumu 1A, 2C8/9 u 3A4
[IpU Xopara.



[IpoyuBaHus BBPXY B3aUMOJCHCTBUATA [TOKA3BAT, Y€ MHOTIUTA30H HAMA 3HAUUTENICH €(PEeKT, KAKTO
BBPXY (papMaKOKMHETHKATa, TaKa U BBPXY (hapMaKoJMHAMHKATA HAa TUTOKCHH, Bap(hapuH,
(hernpoxymoH u MeThopMuH. IMa choOIIIEeHNS, Y€ €THOBPEMEHHOTO MPHIIOKEHUE Ha TTHOTIINTa30H C
remMpuopo3ua (MEXUOUTOP Ha HuTOoXpoM P450 2C8) unu ¢ pudamnuuus (MHIYKTOP Ha IIUTOXPOM
P450 2C8) ch0oTBETHO MOBUIIIABA I TTOHMKABA JIa3MeHaTa KOHIICHTPAIKs Ha MTHOTINTA30H (BIDKTE
Touka 4.5).

Eaumunupane

Cren nepopaliHO IPUIIOKEHHE Ha PaJUOaKTUBHO Oelisi3aH MUOTIUTA30H IPH X0pa, OCHOBHO
KOJINYECTBO OT OeJisi3aHus MPOAYKT c€ OTKPHBA B M3NpakHEHHATA (55%) U MO-MaJIKO KOIUYECTBO B
ypuHara (45%). IIpu >kuBOTHH, CaMO MaJKO KOJHYECTBO OT HEMPOMEHEH MHOTIIUTA30H MOXe Ja ObJe
OTKPHUTO B ypUHATA WM U3NpaXHEeHUsTa. CpeAHUAT IUIa3MEH eTMMUHAIMOHHEH MTOTYXHBOT Ha
HETMPOMEHEHUS IMOTJIMTA30H IPU YOBEK € 5 10 6 yaca, a Ha HEroBUTE OOIM aKTUBHU MeTa0oauTu 16

10 23 yaca. 0@
Bu3pacTHH X0pa &Q
CranmonapauTe (papMakKOKUHETUYHH MMOKAa3aTes M ca Mo00HH pU naunemme@ U HaJ 65 roguinHa
BB3PACT M TE3U HA MO-MJIAIUTE WHIUBHIH. 'b(b

Br0Opeuno yBpexnane &Q‘z\

[Ipu naruenTure ¢ 6bOpeUHO HAPYIICHUE, MIIA3MEHUTE KOHIICH 71 Ha ITHOTJINTAa30H U HETOBUTE
MeTabOoJINTH ca MO-HUCKY B CpaBHEHUE C TE3U, HAOI01aBaH! WH/IMBH]IA C HOpMaHa Ob0peuHa

q)YHKI_II/Iﬂ, HO NEPOpaTHUAT KIMPHHC HA OCHOBHOTO BCIICCTBO HO,I[06€H. Ilo To3m Ha4uH,
KOHIOCHTpalusATa Ha CBO60,Z[HI/I$I (HeCB’Lp3aH) HHOFJ’IHT&I&@ € HCIIPOMCHCHaA.

YepHoaApOOHO YBpPEKIAHE @Q@
O6mara nuasMeHa KOHIEHTPANUs Ha MHOTIY{330H € HENPOMEHEHA, HO C IOBUIIEH 00eM Ha
pasnpeaenenue. [lopaau ToBa, BETpeIIHUANRIUPBHC € HaMaJleH, TPUAPYKEH OT MO-ToIsiMa (ppaKuus
Ha HECBBP3aH MUOTJINTA30H. L

A S
5.3 IlpeaxkIMHWUYHM JaAHHH 3 OIACHOCT
[Ipy TOKCUKOJIOTHYHH TPO (1214;1, SIBHU TIOBUILICHUS HA IUTa3MEHUS 00eM C XeMOIWITyLIUsl, aHEMHS U
00paTHMa CKCLCHTPUIHAXHUIICPTPODHS Ha CHPLETO Ca HOCTOSHHHU IPU MHOTOKPATHO MPHIIOKEHHE
MIPYU MHILIKH, TUTBXOBE eta U MaitMyHH. OCBEH TOBa, ca HAOJI0AaBaHH U MIOBUILICHO MACTHO
HaTpYIIBaHE U MH @paunﬂ. Tes3u npomenu ca HaOIIOJaBaHU IPH BUAOBETE C MJIa3MEHU
KOHILIEHTpALHX BTH CIPSAMO TE3H NPU KIMHUYHO NpriiokeHre. OrpaHMueHO pa3BUTHE Ha IIIOJA €
YCTaHOBEHOQ @%peMe Ha MPOYYBAHMS C MMOTJIMTA30H MPH KXUBOTHU. ToBa MOXke Jja ObJe CBBP3aHO C
JeUCTBHET MUOTTIMTA30H 32 HaMaJlsiBaHe Ha XMIIEPUHCYIMHEMHUATA IIPU MaiKaTa v OBUIIIABAHE
Ha MHCYJIMHOBATa PE3UCTEHTHOCT Bb3HMKBALIA IO BpeMe Ha OpeMEHHOCTTa, KaTo MO TO3U HAYHH Ce
HaMaJsiBa HAIMYMETO Ha METa0OJIMTHH CyOCTpaTy 3a pa3BuTHETO Ha mioza. [Ipu goctaTbyno nodpe
noadpana 6aTepus OT in vivo U in vitro Ipoy4BaHHUs BbPXY F'€éHOTOKCUYHOCTTA, TUOTIIUTA30H HE €
MOKa3all TeHOTOKCHYEH noteHnuai. [loBuiiena yecrora Ha Xurepruia3us (MBbXKH U )KEHCKH TI0JT) U
TyMOpH (MBKKH TI0JT) Ha eUTeNa Ha MTMKOYHUS MEXYp € HaOJiogaBaHa MpH IUTbXOBE, Ha KOUTO €
MpriIarad HHOTIUTA30H A0 2 TOIUHH.

O6paBYBaH€TO 1 HAIMYKUCTO HA KAMBHH B ITMKOYHATa CUCTEMA C MOCJIICABAIIO Bb3IIAJICHUEC U
XUIICPIUIa3nd C€ CYUTAT 3a (1)I/I3I/IOJ'IOI‘I/I‘IHa OCHOBA Ha Ha6J'IIO,I[aBaHH$I TYMOPOI'CHCH OTI'OBOP IIpH
IUTBXOBE OT MBXKKU IT0JI. 24-MeCEeUIHO MMPpOYy4YBAHC Ha MCXAaHU3MaA BbPXY IIJIBXOBC OT MbKKHU I10JI
IMMOKa3Ba, 4€ MpUWJIaraHneTo Ha NUOIJIUTAa30H BOAU N0 MOBUIIICHA Y€CTOTA HA XUIICPIIACTUYHU ITPOMCHU
B MMKOYHUA MEXYP. HO,Z[KI/ICCJ'IHBaHC Upe3 XpaHaTa 3HAYUTCIIHO HaMaJIsiBa Y€CTOTATa, HO HC OTMCHA
nosgBaTa Ha TYMOPH. Hanunuwnero Ha MUKPOKPUCTAJIN YCUJIBA XUIICPITACTUIHUSA OTTOBOP, HO HE CC
CYHTa KaTO OCHOBHA NPpHUYKWHA 3a XUIICPIIACTUYIHU ITPOMCHHU. 3HaYMMOCTTA 33 YOBEKA Ha
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TYMOPOI'CHHUTC HAXOJAKH, YCTAHOBCHU IIPU MBIKKU IINIBXOBC, HC MOXKC 11d 6’[;,[[6 HU3KIIOYCHA.

He e ycTtanoBeH TyMOporeHeH 0TroBOp MpU MUILIKHU IPHU ABaTa Moja. XUNepria3us Ha MUKOYHUS
Mexyp He ¢ HabJoAaBaHa Ipy KydeTa 1 MaiiMyHH, JIEKyBaHH C MHOTJINTa30H 10 12 mecena.

[Ipu Mozen BBpXy XKMBOTHHU Ha amMuiIHa afneHoMaTo3Ha nonunosa (FAP), nedenuero ¢ aBa apyru
THUA30JIMIMHIMOHH, TOBUIIIABA PA3IIPOCTPAHEHUETO HA TyMOpa B 1e0EI0TO YepBO. 3HAYEHUETO Ha
Ta3| HaXOJKa HE € U3BECTHO.

OLIeHKa Ha pHUCKa 3a OKOJIHATa Cpcaa (ERA) HC CC O4YaKBa B’BS,Z[GﬁCTBPIC BBPXY OKOJIHATA Cpcaa Inpu
KIMHHU4YHa yHOTpe6a Ha IMHMOrJIMTa30H.

6. DPAPMAILIEBTUYHHU JAHHHU
6.1 Crnucbk Ha TOMOIIHHMTE BellecTBa @rb
JlakTo3a MOHOXHApAT O&Q
Xuapokcunponunuenynoda (E463) *Q
Kpockapmenosza natpuit Q>
Marnesues creapar (E572) Q‘(b

Q
6.2 HecnBMecTHMOCTH 0&
Henpunoxumo.
6.3 Cpoxk Ha rogHoct
5 roguHu s)se'
6.4 Crnenuananu ycJ10BHA Ha cnxpaneﬂg@

R

To3u nexkapcTBeH MPOAYKT HE U3UCKBA q@unanm/l YCIIOBUS 32 ChXpaHEHHE
6.5 Bwuau ceabp:kanne Ha o&%%mcam
bructepHa onakoBka (OPA@PVC -Al ¢ommo): 14, 28, 30, 56, 60, 90 1 98 TabIeTKH B KyTHS.
He Bcnuku BunoBe OH&BKI/I Morar Aa ObJaT IMyCcHaTH B IPOAaxoa.
O

6.6 Cﬂeunaﬂ@npennamn MEpKH NPH U3XBbPJIsIHE

Hsama CHGL@THI/I HU3UCKBAHUS 34 U3XBBPIIAHC.

7. HNPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeéka cesta 6, 8501 Novo mesto, CiroBeHHA

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

14 tabnerku: EU/1/11/723/001
28 tabnerku: EU/1/11/723/002
30 tabnerku: EU/1/11/723/003
56 tabnerku: EU/1/11/723/004
60 tabnerku: EU/1/11/723/005



90 tadbnerku: EU/1/11/723/006
98 tabnerku: EU/1/11/723/007

9. JATA HA ITbPBO PA3ZPEIIIABAHE/TIOJJHOBABAHE HA PA3PEIIEHUETO 3A
YIHOTPEBA

Jara Ha mepBoO paspemasane: 21 Mapr 2012 r.
Jlata Ha MOCJIETHO IOJHOBSIBAHE:

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

[MonpoOHa nH(OpMAaITUs 3a TO3U JIEKAPCTBEH MPOAYKT € MpefocTaBeHa Ha yeOcaiiTa Ha EBpomneiickara
areHIus 10 JIeKapcTBaTa http://www.ema.europa.eu 2>

QO&QQ)
N




1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Pioglitazone Krka 30 mg TabneTku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Bcesika Tabnerka cpabpxa 30 mg nuornutasoH (pioglitazone) (kaTo XUAPOXIJIOPHUL).

[TomomHO (1) BemecTBO(a) ¢ U3BECTHO ACHCTBHE:
Bcesika Tabnetka chabpxa 176,46 mg nakro3a (BHKTE Touka 4.4).

3a IIBJIHUS CIIHMCHK Ha IIOMOIIIHUTEC BCUICCTBA BHXKTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA @bfb
S
QO

Benu o moutu Oenu, KpBriau, TAOIETKH ChC CKOCEHU phOOBe (quameTsp 8,0 .
e
4. KJIMHUYHU JJAHHHU 6&
N
Q’b

IInornmmurasoH € moka3aH KaTo BTOpa WX TPETa JIMHUA HWHI/IC Ha 3aXxapcH )_II/Ia6CT THII 2, KaKToO €
OIMUCAHO IMO-A0TY:

Tabnerka

4.1 TepaneBTHYHHU NOKA3AHUS

R4

KaTo MOHOTepaHI/Iﬂ @Q

- HpI/I B’B3paCTHI/I HNalnueHTHUu (0C06eH0 T%/?Ba C Ha,Z[HOpMeHO TCFHO), HE€aACKBATHO KOHTpO.TH/IpaHI/I
C Aue€ra u (l)I/I?)I/ILIeCKH pra)KHeHI/ISI .Qp KOHUTO HpI/IJ'IaraHeTO Ha MeT(bOpMI/IH € HCIIOAXO 1110,
HOpa,Z[I/I HaAJIU4YHUCTO Ha HpOTHBOH@SaHHH HJIN HCIIOHOCHUMOCT.

- cyndaHIUTypeitHO IPOH 0, CaMO TIpH BH3PACTHU MAIMEHTH, KOUTO Ca TOKa3alln
HEMOHOCHMOCT KbM OpPMUH HJTH, TTPH KOUTO MET(HOPMHUH € TIPOTHBOIIOKA3aH,
HEJIOCTATHYCH IIIHKBMHUICH KOHTPOJ, HE3aBUCHMO OT MPHUIIOKCHHETO Ha MaKCHMAJTHATA
MMOHOCUMa nosa&h MOHOTEpanusi ChC CyI(PaHUITYPEHHO MPOU3BOTHO.

- [uoraut c)e MOKa3aH 3a KOMOMHUpaHE ¢ MHCYJINH MIPH 3aXapeH Ana0eT TUT 2 TIPU Bh3PacTHU
naunm@frc HEJOCTaThYCH KOHTPOI Ha TNIMKEMHUATA TIPH JICYCHUE C HHCYIIUH, TIPH KOUTO
MeTPQPMUH € HEMOIXO/SII TIOPaIU CHIIECTBYBAIIH IPOTHBOIIOKA3aHUS HITH HETOHOCUMOCT
(Bk. BUXKTE 4.4)

“
KaTo ABOIiHA MepopaHa Tepw KOMOMHAIIUSA CBC

CJ'IGI[ 3al04BaHC Ha JICUCHHUC C ITMOINIMTA30H, ITAIIMCHTUTC TpH6Ba Ja 6’L,E[aT nperjicAanu CJicq 3 a0

6 MEcela, 3a fa CC MPCLUCHU AaJI OTTOBOPBHT KbM JICUCHUCTO € 3a/I0BOJIUTCIICH (Hanp. HaMaJIsIBaHC Ha
HbAlC) HpI/I ManueHTH, KOUTO HC MMOKAa3BaT 3aJOBOJIMTCIICH OTTOBOP, IIPUIJIOKCHUCTO HA
IIUOTJINTa30H TpH6Ba Ja CcC NMMPCyCTaHOBU. C orjiea Ha MOTCHUHUAIIHUTC PUCKOBC MPU MMPOABILKUTCIIHO
JICYCHUC, NPCANMCBAIIUTC JICKAPHU TpﬂGBa Aa NOTBBPAAT MPU IMOCICABAIIN PYTUHHU MIPEIIICau, 4C
noJji3aTa OT JICUCHHUCTO C ITMOITIMTAa30H CC 3alla3Ba (B)K. BUIXTC 44)

4.2 Jlo3upoOBKA M HAYWH HA NMPHJIOKEHHE

EOL’J/IQOBK&

Jleyenuero ¢ MMOTIUTA30H MOXKe Aa 3anoyHe ¢ 15 mg unu 30 mg BenHbx AHEBHO. J[03aTa Moxe J1a
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ObJie MOBUIIICHA 10 45 mg BeTHBK THEBHO.
[Tpu koMOMHHMpaHe ¢ MHCYIHH, TEKyIaTa 032 Ha HHCYJIMH MOXe J1a ObJie 3alma3eHa mpy 3aro4Bane Ha
JIYCHUE C MUOTIUTA30H. AKO MAIIEHTUTE CHOOIIAT 32 XUIIOTJIMKEMUS, 103aTa Ha MHCYJIMHA TPsOBa

na0bae HaMaJIeHa.

CHCI_II/IaJ'IHH nonyJjannun

Bw3pacTau xopa

He ce namara MMpoOMAHA Ha JO3UPOBKATa IMMPU MAIUCHTHU B CTAPUCCKa Bb3pPacCT (BI/DKTG TOYKa 52)
HeKapI/ITC Tpﬂ6Ba Ja 3aro4HatT J€YCHUCTO C Hali-HHCKaTa Bb3MOKHA A03a U [a yBeJIn4aBaT 103aTa
IIOCTCIICHHO, 0COOEHHO KOraToO MHOIIMTAa30H CE U3II0JI3BA B KOMGI/IHaL[I/I?[ C UHCYJINH (BI/I)KTe
Touka 4.4 3allp’B)KKa Ha TCYHOCTHU U CbpJACHHA HC,Z[OCTaT’BLIHOCT).

[MTanuenTtu ¢ 0bOpeUHO yBpexKIaHE 0@@'

He ce nanara mpomsiHa Ha JO3MpoOBKaTa MPY MALMEHTH C HapyleHa OpOpeuHa cpyI@}%[
(kpeaTMHUHOB KIHMpBHC > 4 ml/min) (Brxre Touka 5.2). [lopaau nuncara Ha m{?pMauI/m OTHOCHO
TPHUII0KEHUETO NPH NAMCHTH Ha AHali3a, MHOTIHTA30H HEe TPsOBa 1a Ce M3IpQI3Ba OT TE3H

TAI[UCHTH.
e
[NaruenTn ¢ 4epHOAPOOHO YBpEKAaHE &

[Muornuraszon He TpsAOBa Aa ce MpuiIara Npu MalUeHTH C YePH %HO yBpexIaHe (BIKTe Touka 4.3 u

4.4). o
Ieouampuuna nonynayust Q>
R4
Be30HaCHOCTTa Hu e(l)HKaCHOCTTa Ha HI/IOFJ'II/ITaL”Q&)I/I JAc1a U OHOIIIX Ha B'BBpaCT 110 18 TOOAWUHHU HE
ca YCTaHOBeHI/I. .HI/IHCBaT JaHHH. O
K
Ha“II/IH Ha IIPHUIIOKCHHUC \@
& N
Ta6HeTKI/ITC IIHUOIJINTA30H CC Hp T HepopaﬂHo BE€IHBK JHCBHO CHC NJIH 663 XpaHa. Ta6HeTKI/ITC
TpH6Ba Ja CC IorjplaT ¢ yall a.

R

4.3 Hpornnonoxama@a
[Inornurason e np@BonoxagaH MIpH NMALUEHTH C:

- CBPBX TBUTEIHOCT KbM aKTUBHOTO BEIIECTBO MJIM KbM HAKOE OT MOMOIIHHUTE BEIECTBA,
n30PQSHH B TouKa 6.1,

- ChpZICYHA HEJOCTATHUHOCT WM aHaMHe3a 3a cbpAedyHa HepoctarbuHocT (NYHA cremnen I o
V),

- YepHOAPOOHO HapYyILICHHE,

- nrabeTHa KeToalum03a,

- HAJIMYEH paK Ha MUKOYHMS MEXYp WIHM aHaMHe3a 3a Pak Ha MUKOYHHS MEXYp,

- HEeH3CcleIBaHa MAKPOCKOIICKA XeMaTypHsL.

4.4 ChnenuanaHu npeaynpesxxaeHust U NpeANa3sHil MEePKH PH ynoTpeda

3am>p>KaHe Ha TCYHOCTHU U ChpA€YHa HEAOCTATHYHOCT

ITnormmrazon Moxe JAa IPUYIXUHU 3aIbPIKAHC HAa TCYHOCTHU, KOCTO Jia BJIOIIHN HUJINM YCKOPHU IMOABATA HaA
CbpACcYHa HCAOCTATHYHOCT. Koraro ce JICKYBAT MAllUCHTU C [IOHC CANH PUCKOB (baKTOp 34 PAa3BUTUC Ha
3acTOMHA ChpACYHA HCAOCTATHYHOCT (HaHpI/IMep npeamecTBan] MUOKapACH HH(l)apKT nin
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CUMIITOMAaTU4YHAa KOpOHapHa 6OJ'I€CT, HJIK CTap4cCKa B’LSpaCT) JICKapAT Tpﬂ6Ba Ja 3al104He JICYCHHUC C
Hali-HHCKaTa Bb3MOKHA [03a U IMMOCTCTICHHO [1a YBCJIMYHA O03aTa. HaL[I/ICHTI/ITe TpH6Ba Ja 6’L,E[aT
Ha6J'IIO,Z[aBaHI/I 3a IpU3Halu U CUMIITOMHA Ha CbpJACYHA HCAOCTATHYHOCT, NOBUIIIABAHC HA TCIJIOTO UIIN
OTOK, 0CO0EHO TE3U ¢ HAMAaJICHH ChbpPACYHU PC3CPBU. HNma MOCTMApKCTUHI'OBHU C’LO6H.[€HI/I$I 3a Cliy4an
Ha CbpACYHA HCAOCTATHYHOCT IIPU KOM6I/IHI/IpaHOTO MPUJIOKCHUC HAa MNOITINTA30H U MHCYJIMH IIPU
NanueHTH, ¢ IpCaAIecTBalla CbpaACuHa HEAOCTATHYHOCT. HaHI/ICHTI/ITe TpSI6Ba Ja 6I>,Z[aT HaGJ’IIO,Z[aBaHI/I
34 IpHU3HALUM U CUMIITOMHU Ha CbpJICUHAa HECAOCTATBYHOCT, HAAAABAHC HA TCIJIO U OTOU, KOIaTO
MMUOTJIINTA30H CC IIpuJjiara B KOM6I/IHaI_[I/I$I Ha UHCYJINH. Twit kato HWHCYJIMH U MUOTJINTA30H Ca CBbP3aHU
CbC 3aAbPKAHC HA TCHHOCTU, TAXHATa CAHOBPCMCHHA yHOTpe6a MOIKC J1a TIOBUIIIH PpHUCKaA OT OTOK.
[Inormurazon TpSI6Ba Ja 6’L,Z[e CIIPsSIH IIPH BCAKO BJIOMIABAHC HA CHPACYHOTO CHCTOSHUC.

HpquBaHe C KpacH pe3yJITaT Ha CbpACYHO ChA0BU YCIIOXKHCHUS IPHU MUOTJIIUTA30H € MPOBCACHO IIPpU
NalMCHTH 100 75 TOAWHU CBC 3aXapCH ):[I/Ia6CT T™HI 2 ¥ ChLICCTBYBAllla IPCaAU TOBA MAKPOAHTNOIIATU .
KsMm MMpOBCIKAaHaTa aHTI/I,I[I/IaGCTHa " ChbpACYHO CBAOBA TCpanus € ,Z[O6aBeH HUOTJINTAa30H HUJIN
Hﬂaue60 B IPOABJDKCHUC Ha 10 3,5 TOAWHH. ToBa MMPOYy4YBAHC MMOKAa3Ba YBCINYCHUC HaA C’BO6H_ICHI/I$ITa
3a CbpACYHA HEAOCTATBYHOCT, BBIIPCKU Y€ TOBA HC BOJAU 1O NOBUIIICHA CMBPTHOCT B TO OYy4YBaHC.

Bu3pacTHu xopa QO&Q
Ilpu maumenTy B cTapuecka Bb3pacT, KOMOMHHpaHaTa yroTpeda ¢ MHCYIMH ¥pgOBa a ce oOMuCIs ¢
BHUMAaHHUE MOPaJY MOBHUILEH PHCK OT CEPHO3HA ChPJAeYHA HEAOCTATHYHOCT.
Q
C ornex Ha PUCKOBE, CBBP3aHH C Bb3pacTTa (0cOOEHO pak Ha HHKO‘@& Mexyp, ppakTypu u chbpAeUHA
HEIOCTaThYHOCT), IPU MALUEHTH B CTapUYecKa Bb3pacT TpsiOBa Bg&aTenHo Ia ce oocpan
CHOTHOILECHUETO 0JI3a-PUCK MPEIU U MO BpeMe Ha JICUEHUETQ, Q)
\
)

Z
AS
Ciy4aun Ha pak Ha MMKOYHHS MEXYp ca CLo6maBa}®90—quTo MIPY METa-aHaINU3 OT KOHTPOJIUPAHU
KJIMHUYHH U3MUTBAaHUS ¢ THOTAUTa30H (19 ciry T 12 506 naumenty, 0,15%) B cpaBHEHHE C
KoHTposHUTE TpymH (7 cimydas ot 10 212 mapgegaTH, 0,07%) HR=2,64 (95% CI 1,11-6,31, P=0,029).
Cren u3KIIIOYBaHE HA NALMEHTH, IPH KOH&HOML{MM Ha U3MUTBAHOTO JICKAPCTBO IPHU
MOCTaBsIHE Ha JUarHO3aTa paKk Ha MUKOWHHS MeXyp € Omia Mo-MaJiko OT €Ha TOAWHA, € UMaJIO 7
ciryyast (0,06%) Ha nmuornuTaszoH u 2&wy4ast (0,02%) B koTponHute rpynu. Hamuanure
CMHUIEMUOJIOTHYHH JaHHU TPE.IL aT CHILO JIEKO MOBHUILECH PUCK OT PaK Ha MUKOYHHUSA MEXYp MPH
NAIMCHTH C AUaleT, JIeKyBaHHU ©WHOTINTA30H, 0COOCHO NP MALMCHTH, JICKYBaHH C Hail-roisiva
MPOABIDKUTEIHOCT U ¢ HalBHEOKUTE KyMyJIATHBHU 103U. He Moske f1a ce M3KIII0YN Bh3MOKEH PUCK
CIIel KPAaTKOTPAitHO Ieueuce.

Pak Ha IUKOYHUA MEXYD

Hpe;[H 3al104YBaHC }@/Sle‘{eHI/Ie C IKUOIJINTAa30H TpH6Ba Ja 6’B,Z[aT OLCHCHU PUCKOBUTC (baKTOpI/I 3a paK
Ha IIMKOYHUSA M (pI/ICKOBeTe BKJIFOYBAT BB3pPaACT, aHAMHE3a 3a TIHOTFOHOMIYIIICHE, U3JIaraHC Ha
HAKOMU IIPO HAJIHU WA XUMUOTCPAIICBTUYHU ar€HTU, HAIIp. LII/IKJ'IO(l)OC(l)aMI/I,Z[, WIIN TIIPEAXO0K A0
H’L"IGJIGI{GH%B Ta3zoBaTa 06J'IaCT). Besxka MAaKpOCKOIICKa XeMaTypus TpSI6Ba Ja 6’5,[[6 HU3CJICABAaHA
npeau aa €€ 3aro4He JICUCHUC C TUOTJINTA30H.

HaI_[I/IeHTI/ITe Tpﬂ6Ba Ja 6’B,Z[aT INOCBBETBAHU a CC O6’BpHaT He3a0aBHO KBbM CBOS JICKAp, ako 110 BpEME
Ha JICYCHUCTO CC MOABAT MAKPOCKOIICKA XeMaTypusa WU APpYyrd CUMITOMU KAaTO AU3YPUS, WIHA YCCTH

IIO3MUBHU 3a YPUHHUPAHC.

HDOCJ’IGI[SIBaHG Ha ‘ICDHO,Z[DO6HaTa (bVHKHI/ISI

ITo BpeMe Ha MOCTMapKETUHIOBHSI IEPHOJ ca AOKJIAJABAHN PEIKHU CIIydad Ha XeNaTolenyJapHa
muchyskuus (BrwxTe Touka 4.8). ETo 3ammo, ce npenopbyuBa MalMeHTUTE JIEKyBaH! C MMOTJINTAa30H J1a
MOJIEKAT Ha TIEPHOANYEH KOHTPOJI Ha YEPHOAPOOHUTE eH3uMH. YepHoapoOHUTE eH3uMu TpsiOBa aa
ObAaT NPOBEPEHH MPEIU HAYaJIOTO Ha JICYCHUETO C MHUOTIIMTA30H [P BCUYKHU MalueHTH. JledeHuero ¢
MUOTTIUTA30H He TpsiOBa fa Ob/Ie 3a04YBaHO NP MALUEHTH C OBUIICHU U3XOJHHU HUBA Ha
yepHoapoOuute enzumu (ALT > 2,5 mbTH Hajx ropHata rpaHulia Ha HOpMAaTa) WiK B Cly4yai Ha
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KAaKBUTO M Ja € JTaHHU 3a IICpHO,Z[pO6HO 3a00JIIBaHe.

Crnen 3ammoyBaHe Ha JIEUEHUETO C MMHOTIMTA30H, C€ MPENOpBhYBa MEPHOAUYHO MPOCIEAIBAHE HA
YepHOAPOOHHUTE €H3MMH Bb3 OCHOBA Ha KJIMHWYHATA MIpeLeHKa. B ciryyail Ha moBHIIaBaHe HUBATa Ha
ALT no 3 mbTH Haa ropHaTa rpaHyLia HA HOpMaTa [0 BpeMe Ha JICYEHHETO ¢ IMHOTINTA30H, HUBaTa Ha
YepHOAPOOHHUTE EH3UMH TPsIOBa a ObJIAT MPEOLIEHEHN Bb3MOXKHO Hall-0bp30. Ako HuBaTa Ha ALT
OCTaHaT > 3 MbTH HaJ TOpHATa ITPaHUIa HA HOpMAaTa, JICYCHUETO TPAOBa Aa ObAe NpeyCTaHOBEHO. AKO
HSIKOM OT MALIMEHTUTE Pa3BHE CUMIITOMH, IPEATOJIaraiyd YepHOIPOOHO HApyILICHUE, KOUTO MOXKE J1a
BKJIIOYBAT HEOOSCHUMO rajieHe, IOBphIIaHe, KopeMHa 00JIKa, yMopa, aHOPEKCHUS /WM ThMHA ypUHA,
YepHOAPOOHHUTE EH3UMH TpsIOBa J1a ObIAT MpoBepeHH. PemenneTo 3a npoabrkaBaHe Ha JICYCHUETO Ha
MalMeHTa ¢ MUOTJINTAa30H TPsOBa Aa ObAe B3€TO Bb3 OCHOBA HA KIMHUYHOTO ChCTOSHHE, 10
MoJTy4aBaHe Ha pe3yaTaTuTe OT JJabopaTOpHUTE H3cieaBanus. [Ipu mosBara Ha XbJITCHULA,
JICYCHUETO C TO3M JIEKAPCTBEH MPOAYKT TpsiOBa J1a ObJie MPEeyCTaHOBEHO.

IloBuiIaBane Ha TErI0TO

&
ITo BPEMC Ha KIIMHUYHHUTC MPOYUBAHUS C MMUOTJIIMTA30H Ca IMMOJTYUYCHU JaHHU 34 cmps@?nmma
MOBHUIIABAHC Ha TCTJIOTO, KOCTO MOKEC a CC OIbJI’KM Ha HATPYIIBAHC HAa MA3HUHU, HAKOU ClIyvdan
Aa €€ ChUCTAC CHC 3aABPIKAHC HA TCHHOCTH. HpI/I HAKOH ClIydan YBeIIH‘ICHI/IeTO@GFHOTO MOXKE aa
6’[:,[[6 CUMIITOM Ha ChpACYHA HCAOCTATBYHOCT, ITOPAAN KOCTO € HCO6XO,I[I/IM CTROF KOHTPOJI Ha
TenecHoTo Terino. Cra3BaHeTo Ha AueTa € 4acCT OT JICUCHUCTO IIPU Manue &e C ,Z[I/IaGeT. Te TpHGBa Ja
6T:Z[aT CbBCTBAHU [1a CIIa3BAT CTPUKTHO AHUCTATa, BKIIFOYBAIld KOHTPOJL @ AJIOPUUTE.

>

)
XeMaToJIOTUSI Q
- ,b‘b

o BpemMe Ha JIEYEHHETO C THOTIUTA30H € HAOII0AaBaHO C 69 MOHM)KEHHE Ha CPEJHHS XEMOTTIO0ONH
(4% otHOCHTeNHA peayKus) U xemaTokpura (4,1% OTHQEUTEIIHA PEeOyKLHMSA), OTTOBAPSIIIH Ha
xemounynus. [lonoGHu npomenu ca HaOmogaBaHU ¥ XPU NaLMCHTUTE JEKYBaHH ¢ MET(HOPMHH
(xemorno6us 3-4% u xematokput 3,6—4,1% oTHO JIHA PEAYKLUS) U B [TO-MaJIKa CTETEH ChC
cyndaHITypeHHO TPOU3BOIHO ¥ UHCYIIUH (X oun 1-2% u xemarokput 1-3,2% oTHOCUTETHA
penyKIMs) 10 BpeMe Ha CPaBHUTEITHUTE KOI}{@J‘IHpaHH MIPOYYBaHUs C MHOTIUTA30H.

J

N

XHANOTTUKEMUS \{.O
A S

Kato nocnenuua ot yBenuueHat CTBUTEIHOCT KbM MHCYJIMH [IPU NAllUEHTH, KOUTO NpUEeMaT
MMHOTINTA30H B JBOMHA WU &a MepopaHa Tepanus CbC CyhaHWTypeHHO TPOU3BOIHO, HITH
JIBOMHA KOMOMHAIUS C HHC HMMa OMaCHOCT OT Pa3BUTHE HA ]03a-3aBHUCHUMA XUIIOTJIUKEMHUSI,
MOpay KOETO MOXKE Aa 6@:{6 He0O0XOIMMO J1a C€ HaMaJIH J103aTa Ha CyJI(paHWITypeHHOTO TPOU3BOIHO
WJIM UHCYJIMHA. Q)Q

O

Hapymienus Ha Q(}QTC

CLO6H.[€HI/®®T MNOCTMApPKCTUHI'OBUS IICPUOJA HAa HOBOIIOABCH WJIN BJIOIICH ,[[Ha6eTCH MakKyJapcH €M
C HaMaJICHa 3pUTCJIHA OCTPOTA, Ca C’LO6I]_[CHI/I 3a THA30JIUAUHAWOHUTEC, BIIIOYUTCIIHO ITMOITIMTA30H.
MHoro ot Te3u IMaluMCHTH Ca CT>O6H_U/IJ'II/I 3a CBIIPOBOKAAII] nepH(bepeH CaCM. He e sacno JaJii UMa
AUPCKTHA Bpb3Ka MCIKAY NUOTTIUTA30H U MAKYJIApCH €AEM, HO IPCANINCBAIIUTC TpHGBa Ja 6T:Z[aT
6,I[I/ITCJ'IHI/I 34 Bb3MOXKCHA ITIO0sIBA HA MAKYJIApCH €[ICM, B cnyqaﬁ, Y€ MalMCHTDHT C’BO6H_[I/I 34 HapyHICHUA
B 3pUTC/IHATA OCTPOTA, TpSI6Ba Ja cC MpeaAnpucMe CbOTBETHA KOHCYJITAlUA C Oq)TaJ'IMOHOF.

[pyru

[Ipu cOopen aHanu3 Ha HEKEJIAHU PEAKLUHU KaTo (YPaKTypu Ha KOCTUTE OT PaHAOMHU3HUPaHHU,
KOHTPOJINPaHH, ABOMHO-CJIENN KIMHUYHY U3MUTBaHUA IpHu noeeye oT 8 100 nekyBaHU ¢ MHOTIUTA30H
u 7 400 nexyBaHM NAalMEHTH ChC CPABHUTEIIEH MPOAYKT B IPOABIKEHUE HA A0 3,5 TOJUHH, C&

Ha6J'IIO,I[aBa YBCINYCHA YC€CTOTA Ha q)paKTypI/I Ha KOCTUTC IIPU KCHHU.

@paxTypu ce HaOIr0HaBaT npHu 2,6% OT >KEHHUTE, IPUEMAILY MUOTIINTAa30H, cipsaMo 1,7% ot xkeHute,
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JIEKyBaHH ChC CpaBHUTEJICH NpoayKT. He ce HabronaBa yBelmueHue B 4ecToTara Ha (pakTypuTe Ipu
JIEKyBaHWUTE C MUOTIUTA30H MBxke (1,3%) cripssmo oHE3H, JIeKyBaHH ChC cpaBHUTENEeH MPOayKT (1,5%).
Wzuncnenata yectora Ha ¢paktypu € 1,9 ppakrypu Ha 100 manueHT-roANHYU NIPH JKEHUTE, JIEKYBaHU C
nuornuTasos, u 1,1 pakrypu Ha 100 nauMeHT-roAWHY [IPH )KEHUTE, JIEKyBaHU ChC CPABHUTEICH
npoaykT. CienoBaTesHO, YCTAaHOBEHUST MIPU TO3U HA0OP JaHHU 3a MUOTTIUTA30H YBEIMUEH PHCK OT
¢paktypu, npu xxerure e 0,8 ppaxrypu Ha 100 nauneHT-roquHM yrnorpeoda.

IIpu 3,5 -ropumHo npoyuBane Ha KapauoBackyitapaus puck (PROactive), 44/870 (5,1%; 1,0
¢pakrypu Ha 100 manueHT-roANHN) OT JIEKYBaHUTE C MHOTIMTA30H MALIMEHTKH MPEThPIISIBAT
¢dpaktypu crpsimo 23/905 (2,5%; 0,5 ¢paktypu Ha 100 nmanueHT-roArHN) OT NALMEHTKUTE, JIEKYBaHH
ChC cpaBHHTENIEH NPOoAYKT. [Ipu nekyBanute ¢ muorautazon muxe (1,7%) He ce Habmronasa
YBEJIMUECHUE HA YECTOTaTa Ha (paKTypH CIPSIMO OHE3H, JIEKYBaHU ChC CPABHUTENIECH MPOAYKT (2,1%).

PucksT oT (bpaKTypI/I TpH6Ba Aa ¢ uMa npeaBua nNpru NpoAbIKATCIHO JICUCHUC HA KCHU, JICKYBAHHU C

IIHOTJIMTA30H.
b’b

B pesynrat Ha noBuIIaBaHe ACHCTBUETO HA UHCYJIMHA, JICYEHHUETO C TTMOTIUTA30H I Q?aunemn c
MOJIMKKCTO3a Ha AWYHUIIMTE MOXKE Jia JOBE/E 10 Bb30OHOBSIBAHE HA OBYJIALUATA. €3U MalUeHTH
€ HaJIMIe PHUCK OT 3a0pemensBane. [lanuentute TpsaOBa na 6bpaat npeﬂynpeﬂe}@ TO3H PHUCK U B
CITy9aif, 4e MAlMeHTKaTa XKe/ae 1a 3a0peMeHee MM HACTBITN OPEMEHHOCT, TONICUCHHETO TPsiOBa 1a

Obe IpeyCTaHOBEHO (BUKTE TOUKa 4.6). &

[Tnornuraszon TpsaOBa fa ce M3MOJI3BA NPEANA3INBO NP €AHOBPEMEHNY IPUIIOKEHHE Ha IUTOXPOM
P450 2C8 uaxubutopu (Hanp. reMmpuOpo3MIT) WK UHIYKTOPH ( . pubamnuuuH). [ THKeMUYHUST
KOHTPOJI TPpOBa BHUMATEIHO J1a ce ciean. TpsiOBa 1a ce uMa BUJ aJanTHpaHe Ha Jj03aTa Ha

MMUOTJINTA30H B pAMKUTE HA MPETOphYBaHATA JTO3UPOBKA I/IJ% ce 00CBHIAT MPOMEHH B JICYCHHETO Ha
nuadeTa (BIOKTE Touka 4.5). Q\Q

Tabnerkute Pioglitazone Krka cpappikat nakrosa M&oxnnpaT U He TpsA0Ba Aa ce mpuiarat npu
MAIMEHTH C PEIKK HACIIEeICTBEHU MPOOIeMH Ha HIHAKTO3HA HEOHOCUMOCT, Lapp nakraseH neguuut
WY TIIOKO30-TaJIaKTO3HA ManaOcopOLusl. &O

J

N

4.5 BzammopeiicTBHe ¢ Apyru neKaQQBeHn NPOAYKTH U ApYyru (popmMu Ha B3auMoJelicTBHe

“
[IpoyuBaHusTa BBPXY B3aUMOJEH %I/ISITa, MOKa3Bar, 4y MUOTIMTa30H HsIMa 3HAUYUM e(eKT BbPXY
(hapmakokuHETHKATa WM (ap\a¥OIMHAMIKATA Ha JUTOKCHH, Bap(apuH, GeHIPOKYMOH U
Metdopmul. ExnoBpemen MIPYEM Ha MUOTJINTA30H ChC CyN(aHUITypeHHO IPOU3BOAHO HE
MOBJIMSBA q)apMaKOKHHeQmaTa Ha cynaHuyperHoTo npousBoAHo. [Ipoyusanusta npu xopa, He
HpeAnoIaraT UHIyK :@@pry OCHOBHHUTE MHAYLMpay uutoxpom P450, nzoenzumu 1A, 2C8/9 u
3A4. In vitro npoy-éanma HE MOKa3BaT HHXUOMpaHe HAa HUTO €IWH OT MOATHIIOBETE HA IIUTOXPOM
P450. Bzaumon BUS ChC CyOCTaHLIMHN METa0OIM3UPaHH OT T€3H CH3UMH, KATO HalpUMEp
KOHTpauenTn@L*uHKnocnopHH, Omoxepn Ha kanueBute kananu 1 HMGCoA penykra3au
WHXUOUTOPK, HE CE OUaKBaT.
CpoO1IeHo €, 4e eTHOBPEMEHHOTO IPHIIOKEHHE Ha TUOTTIUTA30H ¢ TeMpHOpo3m1 (MHXUOUTOp Ha
utoxpoM P450 2C8) e noBeno n0 3-kpaTHO NoBHIIaBaHe Ha TuiomiTa oy kpusara (AUC) Ha
MUOTNINTa30H. T'hil KaTO MMa MOTEHIIMAIHA B3MOKHOCT 3a YBEJIMYaBAHE HA HEXKEIIAHUTE PEaKIiH,
CBBP3aHH C 103aTa, MOXKE J1a € HEOOXOJMMO HaMaJleHHEe Ha Jj03aTa Ha MMOTJIMTa30H, KOraTo ce
npuiara 3aegHo ¢ reMpuopo3ni. [ TMKeMUYHUAT KOHTPOJ TPAOBa BHUMATEIHO Ja ce ciequ (BIKTeE
Touka 4.4). EAHOBpEMEHHOTO NPUIIOKEHHE Ha MUOTTIUTA30H ¢ pUaMIUIUH (MHAYKTOP Ha HUTOXPOM
P450 2C8) e noBeno no HamansBaHe Ha TuTolnTa oA kpuBata (AUC) Ha nmuornutaszoH ¢ 54%. Moxe
na € HeoOX0AMMO Jia ce MOBHIIH JJ03aTa Ha MUOTJIMTAa30H, KOraTo Ce Mpuiiara 3aeHo ¢ pupaMIuIyH.
I'mukeMUIHHAT KOHTPOJ TpsiOBa BHUMATEIHO Ja ce clienu (BIKTe Touka 4.4).

4.6 dDepruaurter, )peMEHHOCT H KbPMEHe

Bpemennoct
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Hsama AO0CTAaThbYHO JAaHHU 3a OIIPCACIAHC Ha 0e30IMacHOCTTa Ha MUOTJIUTA30H 10 BpEMC Ha 6peMeHHOCT
IIpyu Y0BCKaA. HpI/I OpOy4YBaHUA IIPU ) KUBOTHU € Ha6J’IIO,Z[aBaHO OrpaHn4aBaHC pa3BUTHUCTO HaA IJI04a
IIpU MPUJIIOKCHUC HAa TNOTTIUTA30H. ToBa Moxe Ja C€ IbJIXKK Ha Z[eﬁCTBPIeTO Ha IIMOIJIMTa30H 3a
HaMaJIIBAHC HAa XUIICPUHCYJIUHEMUATA IPHU MaiikaTa U IIOBHUIIIaBaHE Ha HWHCYJIMHOBATa PE3UCTCHTHOCT
BB3HHUKBAIIlA 110 BpEMC Ha 6peMeHHOCTTa, KaTo I10 TO3W HAYMH CC HaMaJIsIBa HAJIMYUCTO Ha
METa0OJUTHH CY6CTpaTI/I 34 Pa3BUTUCTO Ha 1JI0Aa. 3HA4YEHUETO HAa TO3U MEXaHU3bM IIpHu X0paTa HC €
SICHA U IMUOTJIMTAa30H HE TpH6Ba Ja C¢ npujara 1o BpeMe Ha 6p€M6HHOCT.

Kspmene

[Inormmrazon npeMHrHaBa B KbpMaTa IpU KbPMCIIU IIJIBXOBEC. Hee HU3BCCTHO, JaJIM ITMOIIMTA30H CC
OTACIIA B YOBCIIKATA KbpMa. Eto 3al1o, IMHOIJIMTa30H HE TpSI6Ba Ja CC Mnpujiara 1nmpu KbpMeEIH >KCHU.

depTunuter

[Ipu m3nuTBaHMS BHPXY )KUBOTHHU HE € YCTAaHOBEH €()eKT BHPXY KOIYJalUiTa, 3a6peMe1@HeTo u
WHJEKCA Ha (PepTHIIUTETA. &Q

4.7 EdexTu BbpXy crioco0HOCTTA 32 IoupaHe n padoTa ¢ MAIIUHA *Q

[TnornuTa3oH He NOBIKSABA WM MTOBIUIBA IPEHEOPEKUMO CIIOCOOHOCTTA qiuoqmpaﬂe u pabora c
MalluHU. BbhIpexu ToBa nauueHTruTe, Npy KOUTO CE MPOSIBSIBAT 3PUT §@ apyueHnus, TpsioBa aa
ObaaT BHUMaTEIHH NPy odupane uiu padoTa ¢ MallllHU.

Q

Hexxenanute peakiuu HabIr0AaBaHK Mo-uecTo (> 0, Soég'[pHMO wiane0o U He MPEeACTaBIIABAIIN
OTJICTTHH CJTy4Yau MPU MANUEHTUTE MPUEMAIH THOTTUTA30H 10 BpeMe Ha JBOWHO-CIICTTH TPOYYBaAHHS
ca MPeCTaBEeHH MO-I0JTy, CIIOPE/] CI/ICTCMHO—OpFa a kacudukanus mo MedDRA u TsixHaTa
aOcomoTHa yecToTa. YectoTata e onpesencHa [iQyelIe THMS HAUHH:

- Msoro yectu (> 1/10)

- Yectu (= 1/100 mo < 1/10) @

- Heuectn (= 1/1 000 10 < 1/100) (O

- Penxu (> 1/10 000 mo < 1/1 0

- Mmuoro penku (< 1/10 000!*
- C Heu3BeCTHA YEeCTOTa (6

4.8 Hexenanu jJeKapcTBEHH PeaKIuH

WYHUTC JaHHHU HC MOXKC a 6’[:,[[6 HaIrpaBCHa OL[eHKa).

HpI/I BCSKO IpyliipaHe B QBI/ICI/IMOCT OT 4C€CTOTAaTa, HCIKCIAHUTC JICKAPCTBCHU PCAKIIUU CC I/I36pO$IBaT
B HU3XOJA1I pea 110 O&LCHHG Ha TAXHAaTa 4€CTOTa U CCPHUO3HOCT.

TabnuyeH Bux EN O)KeHaHI/ITe peaxkumu
A
Hemenafa%v YecToTa Ha HelKeJIAaHUTE PEaKIUM HA MMOTJIMTA30H IPH Pa3JIMIHH
peaxkuus TepaneBTHYHH Pe:KUMH
Komounanuu
MomnoTtepa-
nus c ChbC c ¢ HHCYJIHH
MeTQOpMHH | cyia(poHHT | MeT(POPMHUH
ypeiiHo 7|
npousBoj | cyjganuniy-
HO peiino
NPOU3BOJHO
Nudexnun n
HHpecTanuu
nH}EeKIuI Ha 4eCcTH 4eCTH 4eCcTH 4eCcTH 4eCTH
TOpHUTE
JUXaTEIHN
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He:xenana YecToTa HAa HelKeJIAaHUTE PEaKIUM HA MMOTJIMTA30H IPU Pa3JIMIHH
peaxkuus TepaneBTHYHH PE:KUMH
Komounanuu
MomnoTtepa-
nus c chC c ¢ HHCYJIHH
MeTQOpMHH | cyia(poHHT | MeT(POPMHUH
ypeiiHo 7|
npousBoj | cyjganniy-
HO peiino
NPOU3BOJHO
BTUINA
OpOHXUT YECTH
CHHY3HT HEYECTH HEYECTH HEYECTH HEYECTH HEYECTH
Hapymenns Ha
KPBBTa H Q
auM¢pHaTa 0@
cHUCTeMa £
aHEMHUS 4eCTH | e XD
Hapymenns na \
HMYHHaTa ‘b(b
cucremMa RO
CBpBX4yBCTBH c c c 2 c
TETHOCT U HEU3BECTHA | HEW3BECTHA | HEM3BECTH Q’)QGH?»B@CTHa HEU3BECTHA
aJIepTUYHH 4ecToTa 4ecToTa qecm;gb 4ecToTa 4ecToTa
peaxiy’ O
Hapymenns na QS
MeTadosIn3Ma u Q‘Q
XpaHeHeTo X,
XHITOTJINKEMHUS Q)@ HEYECTH MHOTO YECTH 4eCcTH
MTOBHILIEHUE HA A HEYECTH
arneTuTa .O¢
Hapymenus Ha A :{"
HepBHATA o~
cHucTeMa . *
XHUIOECTE3HS yecHl | 4eCTH 4eCTH 4eCTH 4EeCTH
r1aBo0osIHe R 4eCTH HEYECTH
3aMariBaHe ) 4eCcTH
Oe3chHHE AP meectn HEYECTH HEYECTH HEYECTH HEYECTH
Hapymenus %QV
o4uTe S
3pUTETHANS 4eCcTH 4eCcTH HEYECTH
HAPYIICHHS
MaKyJIapeH eiem’ c c c c c
HEU3BECTHA | HEM3BECTHA | HEM3BECTHA | HEU3BECTHA | HEW3BECTHA
4ecToTa 4ecToTa 4eCcTOTa 4ecToTa 4eCcTOTa
Hapymenns Ha
YX0TO B
JadupUHTA
BEPTHUIO HEYECTH
Cobpaeunn
HapyLIEeHUs
ChpJeUHa 4eCTH
HEJI0CTATHYHOCT
Heonuazmu -
J00pOKavYeCcTBEH
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Hexenana
peakuust

YecroTa HA HeKeJIaHUTE P€aKIM1 HA MMUOIJIUTA30H NIPU pa3InIHHA

TEPANCBTUIHH PCKUMU

Komounanuu

MomnoTtepa-
nus

c ChbC c
MeT(OpPMHH | cya(pOHMT
ypeiiHo 7|

MPOHU3BOJ

HO peiino

MeT(OpMHH
cyJapaHuIy-

MPOU3BOIHO

U, 3JI0KA4eCTBEHU
U HeolpeaeJeHn
(BKJI. KHCTH U
MOJIMIIN)

Pax Ha TUKOYHHUS
MeXyp

HCYCCTH

HCYCCTH HCYCCTH HCYCCTH

HCUYCEeITU
¢

PecniupaTophmn,
IrPBAHU U
MeIHACTHUHAIHHA
HApPYIICHUs!

a0

Q‘a
O&

*Q\

JUCITHECA

| 7

| 4eCTU

CromanHo-
YpeBHH
HApPYIIEHUs

>
L

¢dnatyneHuus

HCYCCTH | ‘ICC"@;O |

Hapymenns Ha
KOXKaTa "
MOJKOKHATA
ThKaH

@ N
~2~®

Z
&

HN3IIOTABAHC

kol

HCYCCTH

Hapymenus Ha
MYCKYJIHO-
CKeJIeTHaTa
cucreMa u
CheAMHUTETHATA
ThKaH

(dbpaxTypu Ha
KoCTUTE

4eCTHu 4eCTHu 4eCTHu

4eCTHu

apTpairus

4EeCTHU 4EeCTHU

4EeCTHU

OoJikK B r'ppba OO

4EeCTHU

NMUKOYHHTE
MBTHUILA

XeMaTypus

4CCTHU

TJIIOKO3YpHS

HCYCCTH

NPOTEUHYPHUs

HCYCCTH

Hapymenus Ha
BB3NPON3BOANTE
JIHATA CHCTEMA H
repaara

CpEKTHIIHA
JcyHKIMS

4eCTHu

O61m
HApYIIEeHUS U
eexTn Ha
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Hexenana YecToTa HA HEKEJAHNTE PEAKIHH HA MHOTJIMTA30H NPH PA3JIHYHH

peaxkuus TepaneBTHYHH PE:KUMH
Komounanuu
MomnoTtepa-
nus c chC c ¢ HHCYJIHH
MeTQOpMHH | cyia(poHHT | MeT(POPMHUH
ypeiiHo 7|
npousBoj | cyjganniy-
HO peiino
NPOU3BOJHO
MSICTOTO HA
NPHUJI0KEeHN e
OTOK MHoro
4EeCTH
ymopa HEYECTH L O
H3caensanus bu
MTOBHILIABaHE HA 4eCcTH 4eCcTH 4eCcTH 4eCcTH &quecm
Ternoro’ Q
MTOBHILIEHA gecTu\
KpeaTuH ‘b(b
(dhocdoknnaza B &
KpPbBTa O <
MTOBHILIEHA JIAKTAT neuectn @Y
JeXUAporeHasa 2
MTOBUILICHA aJJaHUH c c N4 c c
aMHHOTpaHcge- HEHM3BECTHA | HEW3BECTHA | HeW3@eCTHA | HEM3BECTHA | HEU3BECTHA
paza’ 4ecToTa 4ecToTa ‘)@CTOTa 4ecToTa 4ecToTa
N\
Omnucanue Ha W30paHK HEXKETAHU PeaKInu Q;e'o‘@
' VIMa HOCTMApKETHHIOBH ChOOIICHHS 3 VU Ha CBPBXUYBCTBUTEIHOCT IIPY NAIMEHTH,

JICKYBAHH C MMUOTJIMTA30H. Te3n peaKHH‘I/I& JIFOYBaT aHa(anaKcm[, AHTUOCACM U YpTUKApUAL.

2 o

3pUTeTHN HapYLICHUS ca ChOOII Y TJIaBHO B HAYAJIOTO HA JICYEHNUETO U Ca CBBP3aHH CIIPOMEHHUTE
B KpbBHATa TJIIOK03a [TOPaIu BP HaTa IpoMsHa B Typrypa U pepakuMOHHUS UHACKC Ha JIelara,
HaOJII01aBaHU U TIPH APYTHUT OTJINKEMHUYHH CPECTBA.

* OToK € chobmaBan np@%‘—9% OT MAIMEHTUTE JIEKyBaHH C TTHOTJIUTA30H HAJI €IHA TOAMHA 110 BpeMe
Ha KOHTPOJIUPaHU KJJ&/II{HH npoyuBaHus. UectoTara Ha OTOKA IPU CPABHUTEIHUTE TPYITH
(cyndanunypeita OHM3BOJIHO, MeThopMuH) e ouna 2—5%. CirydanTe ¢ OTOK KaTo [syI0 ca Onin
JIEKH JI0 YMEp 0OVMKHOBEHO HE Ca HaJaralld MpeKkpaTsBaHe Ha JICYCHUETO.

4H0 BpeMe% KOHTPOJIMPpAHU KIIMHUYHU IPOYUBAHHUA, YCCTOTATA HAa CIIYy4aUTC CbC ChpACUHA
HEAOCTATHYHOCT IIPU JICHCHUCTO C MUOTJIINTA30H € ouna ChIIAaTa KAKTO Ta3u IpH rmaue6o, MeT(l)OpMI/IH
n Cy.]'[(i)aHPIJ'IypefIHaTa Tpymu Ha JICUCHUC, HO CC YBCIINYaBa, KOraTO CC IIpujiara KOM6I/IHHpaHO JICUYCHUC
C UHCYJIMH. B MMPOYy4YBAHC C KpAaCH PE3YJITAT 3a YCJIOKHCHUS ITPU MAUCHTHU C IPCAIICCTBAIIla
MakKpOaHTruomnaTus, 4€CToTaTa Ha TCIKKATA ChbpACUYHA HCAJOCTATHYHOCT € 1,6% IMO-BUCOKaA IIpHn
MUOTJIINTAa30H, OTKOJIKOTO ITpU rmaue60, Korarto ce ,[[068,B$I KBbM JICUCHUC, B KOCTO € BKJIIIOYCH UHCYJIUH.
B’LHpCKI/I TOBa B TOBA MPOYYBAaHC HC CC Ha6n}0naBa MOoBUIICHA CMBPTHOCT. HpI/I IMyCKaHCTO Ha Masapa
Ha NHUOITIUTA30H, PAAKO Ca JOKIaZIBaHU CIydau Ha CbpACYHAa HCAOCTATBhYHOCT, HO € IIO0-9CCTO, KOraTo
CC IIpuJjiara B KOM6I/IHaHI/I$I C MHCYJIMH WJIX NPU MMAaOUCHTHU C aHaMHE3a 3a CbpZACYHA HEAOCTATHYHOCT.

> U3BBpIIeH ¢ c60peH aHAIN3 Ha HeKETaHH PEaKIHH KaTo (ppakTypH Ha KOCTHTE OT PAaHAOMH3HPaHH,
KOHTPOJIMPaHH, IBOMHO-CJIENH KJIMHUYHU U3MUTBaHUA IpH noBeue oT § 100 mauueHTH ot JIeKyBaHUTE
¢ nuoriuTa3oH rpynu 1 7 400 manyeHT OT JIeKyBaHUTE ChC CPABHUTENCH MPOLYKT IPYIIH, C
MPOABIDKUTEIHOCT Ha JICYCHUETO 110 3,5 roAuHU. YBelnUeHa YecToTa Ha (pakTypH ce HaOoaaBa
MIPH IpUEMaIIUTE MUOTINTA30H JKeHH (2,6%) cIipsiMO OHE3H, JIEKyBaHU ChC CPABHUTENCH MPOLYKT
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(1,7%). He ce nabmonaBa yBeauueHHE B YecTOTaTa Ha (PpakTypUTe MPHU JIEKYBAaHUTE C ITMOTIIUTAa30H
mbxke (1,3%) cipsiMo OHe3H, JIeKyBaHH CbC cpaBHHUTENEH NpoAyKT (1,5%). Ilpu 3,5-rogummnoro
npoyuBane (PROactive), 44/870 (5,1%) oT lekyBaHUTE C THOTIIMTA30H MAIIUCHTKH MPETHPIIIBAT
¢dpaktypu crpssmo 23/905 (2,5%) oT maumMeHTKUTE, JIEKyBaHH CbC CpaBHHUTEJIEH MPOAYKT. [Ipu
JIeKyBaHUTE C MUOTNINTa30H Mbxke (1,7%) He ce HaOmoaBa yBeTMUEHUE Ha YeCTOTaTa Ha YpakTypu
CHPSIMO OHE3H, JIEKYBaHH ChC CPAaBHHUTENEH NPOAYKT (2,1%).

%Io BpeMe Ha KOHTPOIMPAHATE POYUBAHHS C AKTUBEH CPABHUTEIIEH NPOAYKT CPEAHOTO MOBUILABAHE
Ha TErJI0TO NpH MUOTIIKTA30H, IpUjIara Kato MoHoTepamnus e 6mno 2-3 kg 3a enna roguna. Tosa e
noJ00HO Ha pe3ynTaTuTe HabIoAaBaHH NP cyndaHmTypeiiHaTa rpyma, U3MoJ3BaHa KaTo aKTHBHA
rpyma 3a cpaBHeHHE. B nmpoyuBanusaTa ¢ KOMOMHHPAHO JICUCHHE, TMOTJINTa30H, JOOABEH KbM
MeT(QOPMHUH BOAH 0 CPEIHO MOBHUILIABAHE Ha TernnoTo ¢ 1,5 kg 3a eqna roavHa, a npu J00aBIHETO MY
KBbM cylpaHuaypeiiHo npousBoaHo — ¢ 2,8 kg. B cpaBHuTEHNTE rpynu 100aBSHETO HA
cyidanmtypeiiHo MPOU3BOIHO KbM MET(POPMHUH BOAH 10 CPEIHO IMOBHUILABaHe Ha TerinoTo ¢ 1,3 kg, a
n00aBsHETO Ha METHOPMHUH KbM Cy(aHUITypPEeHHO IPOU3BOAHO — JI0 CPEAHO MOHWKEHUE Ha TETJI0TO

c 1,0 kg. @@

7B KJIMHUYHNTE IPOYYBaHHUSA C MHOTIIMTA30H, YECTOTATA HA OBMIaBaHe Ha ALT @ PH IBTH
IMpsMO rOpHAaTa rpaHMLIAa Ha HOpMaTa € eKBUBAJICHTHA HA Ta3H NpU Ipynara Ha @ue%, HO HO-MaJKa
OT Ta3H, HaOJII0/[aBaHa TIPH IPYIIHTE 32 CPABHEHHE C METQOPMUH U CYIAHIIYPEHHO IPOH3BOIHO.
Cpennure HHBA Ha YEPHOAPOOHUTE EH3UMH HAMAaJISIBAT IPH JICUEHHETO C fRrnurason. Io BpEMe Ha
MOCTMAapKETHHIOBUS IEPHUOJ Ca CHOOLICHN PEAKH CIIydaH Ha TTOBHILE §a YEPHOAPOOHNUTE EH3UMHU
U XemnarouenyapHa TMCQyHKIMs. Bpapeku ye B MHOTO pelku cny'@g cboO1IaBa 3a ¢arajeH
W3XO0J, IPUYUHHO-CIICICTBaHA BPB3Ka HE € YCTAHOBEHA. ’bQ

&

CpobmiaBane Ha OJI03MPAHN HEXKEJaHHU PEaKIINH Q

Cpo0ImaBaHeTo Ha MOA03MPAHH HEXKEIIAHN PEAKIINHI CIICppa3PeIlaBaHe 3a yoTpeba Ha JIeKapCTBEHHS
MPOAYKT € BaykHO. ToBa Mo3BOJIsIBa Aa MPOIBIDKHA HAOMONEHUETO Ha CHhOTHOIIEHUETO MOI3a/PUCK 32

JICKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CIICIU TH CE€ M3UCKBA J1a CHOOIABaT BCIAKA
MOJI03UPaHa HEeXKEJIaHa PEaKIUs upe3 HauHOHaﬂQgéI/ICTeMa 3a chOOIIaBaHe, mocoueHa B [IpuiioykeHne
V. (@)
©

4.9 TIlpeno3mpane {.O

A S
Cumnromu $
[Tpy KTMHUYHYU IPOYYBAHUS H@%HTH ca MpUeMalii MAOTJIUTA30H B TO3H MO-BUCOKH OT
MaKCHUMaJTHaTa Mpenophbya 3a oT 45 mg nHeBHo. [IpueMbT Ha Hall-BUCOKA /1034 OT

KaKBUTO U Ja € oumno TOMHM.

O

XUNOTTTUKEMHS pﬁxe J1a Bb3HUKHE MTPU KOMOMHHUPAHETO ChC CYJIHOHMITYPEs U UHCYIIHH.

120 mg/nHeBHO 3a qe%@m{, nocneaBana ot 180 mg/mHEeBHO 3a cefeM JHU HEe € OWI CBBP3aH ¢

HDGHHDHG@I@ Ha MCPCKH
B Cﬂy‘laﬁ Ha Ipeao3upaHe TpH6Ba Ja C€ B3€MaT CUMIITOMAaTU4YHHU 1 O6II_II/I noAAbpIKal MCPKHU.

5. ®APMAKOJIOTMYHU CBOMCTBA

5.1 ®apmakoguHAMMYHH CBOIiCTBA

dapmakoTepaneBTHUHA rpyna: AHTUANAOETHH JEKapCTBa, JICKApCTBa 3a MOHIKAaBaHE Ha III0K03aTa B
KpBBTa, ¢ u3kItoueHre Ha nHcynuan; ATC kox: A10BGO3.

MexaHnu3bsM Ha ICHCTBHC

EdextuTe Ha MHOTNIMTAa30H BEPOSTHO Ca CBBP3aHU C IIOHW)KaBaHE HA MHCYJIMHOBATA PE3UCTEHTHOCT.
[MnornurazoH mposiBsiBa CBOETO JCHCTBYE YpE3 aKTUBUPAHE HA CIEIU(PUIHN HYKIICApHU PElENTOPH
(mepoxcuzom mponudepaTop aKTUBHPAH PEIETITOP TaMa), KOETO BOAM JI0 MOBHUIIIABAHE HA
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HWHCYJIMHOBATAa YyBCTBUTCIIHOCT HA UCPHUS ,Z[p06, MAaCTHHUTC U KJIICTKUTC Ha CKCJICTHATA MYCKYJIaTypa
IIpU ) XUBOTHHU. JledeHneTo ¢ muoOrIMTa30H BOJHW OO0 ITIOHMXXaBaHEC 06pa3YBaHCTO Ha T'JIFOKO03a B UCPHUA
I[p06 1 IIOBUIIIAaBaHC Ha nepmbepHOTo YCBOsIBAHC Ha I'IFOKO3aTa B cnyqai/'l Ha MHCYJIMHOBA
PE3UCTCHTHOCT.

(I)aDMaKOI[I/IHaMI/ILIHI/I Cd)GKTI/I

Ha6moz[aBaH0 € HO,I[O6peHI/I€ Ha TNTMKEMUWYHHAA KOHTPOJI IIPU MAUCHTHU ChC 3aXapCH ,I[I/Ia6eT THII 2,
KaKTO Ha IrJ1aIHO, TaKa U CJICA HaXpaHBAaHC. HO,Z[06p$IBaHeTO Ha TIIMKEMUYHHA KOHTPOJI € CBBP3aHO C
HaMaJIIBAHCTO KAKTO Ha INIalHO, TaKa ! CJIC] HaXpaHBAHC HA INIA3MCHUTC KOHLICHTPALIUU Ha
HUHCYJIMHA.

Knunnyna edukacHOCT U 6€30macHOCT

KnuandHO npoy4dBaHe ¢ MHOTIUTA30H CHPSAMO IMIMKIJIA3H]] KATO MOHOTEpPAIHS € yIBIKEHO 10 2
TOAMHHU C LIeJI OLIEHKA Ha BPEMETO 0 TI0sIBaTa Ha HEYCIeX OT JICUSHUETO (ONpeIeiieH KaTo MosiBara Ha
HbAlc > 8,0% ciex mppBUTE 1IeCT Mecena JieueHne). AHanu3bT Ha Kaplan-Meier moka3Bg mo-kparbk
MIEPHUOJ O MOsIBaTa Ha HEYCHEX MPHU NallMEHTUTE JIEKYBaHU C TIHKIA3H, B CPAaBHEHHUE c@n Ha
nuornuTa3oH. Ha BropaTa rogrna, ITMKeMUYHUAT KOHTPoJ (onpenened kato HbA 1 ,0%) e
NPOABILKUI IIpU 69% OT MallMEHTUTE JEKYBAHU C MHOTIIUTA30H, B CPAaBHEHHE C 50%5& MAIUEHTUTE
Ha rmkaasu. [Ipu qByroauiHo npoyyBaHe Ipyd KOMOMHUPAHO JICUEHUE CPaBHGBAIIO MTHOTTIUTA30H C
TTIUKIIa3K]], 100aBeHU KbM MET()OPMUH, TIMKEMUYHUSAT KOHTPOJ U3MEPEH Kafv) €/1Ha IpoMsTHa
crpsMo u3xonHuTe croitHoct Ha HbAlc e 6un monoOeH mpu aBete rpy \g JIEYEHUE CIEeN IbpBaTa
roguna. Crenenra Ha Hapyuenue Ha HbAlc npes Bropara roanHa e Ou@g Ho-Manka npu rpynara Ha
MUOTJINTA30H B CPAaBHEHUE C TTIUKIA3HUI. Qy

B mane60 koHTpoIMpaHo MpoyYBaHe, NAIMEHTH C HEaJIeKB 6@ OHTPOJI Ha TIMKEMUSTA, BBIPEKU
TPUMECEUYEH NMEPUO Ha ONTUMU3UPAHE HA UHCYJIHH, Ca pa HU3UPAHU HA TUOTIUTA30H WU
iane6o 3a 12 mecena. [Ipu manuenTHTe, MOTyYaBamu r@ornHTa:sOH ce Ha0Jro1aBa CpeIHO
namanenue Ha HbAlc ¢ 0,45% npu cpaBHeHHE ¢ Te3U PO IbIDKABAIIHY JICUSHHETO CaMO Ha MHCYJIHH U
HaMaJIeHUE Ha J03aTa Ha MHCYJIMHA B TpynaTa JIeK a C ITHOTJINTAa30H.

HOMA ananu3bT mokasBa, ye MUOTTTUTA30 {9ﬂ06pﬂ3a ¢yHKUMATa Ha OeTa KIETKUTE, KaTo BOAU U O
MOBHIIIaBaHE HA MHCYJIMHOBATA quCTBHT cT. J[BerogMIHy KIMHUYHY IPOYYBaHUS TOKA3BAT
NOJIBPKAHE Ha TO3U e(eKT.

& “
HO BpPEMC Ha CAHOTOAUIIIHHN KIIN " IpOy4YBaHUA, MHUOITIMTA30H ITOKAa3Ba YCTOﬁqHBO KIIMHHUYHO
3HAYNUMO ITOHMKCHHUC HA CHOT HUCTO aﬂ6yMI/IH/eraTI/IHI/IH CIIPAMO U3XOOHUTC CTOﬁHOCTH.

Q

EdexTsT Ha nnornHTasoQ(MOHOTepanHﬂ ¢ 45 mg vs. mnane6o) e Npoy4eH B Manko 18-ceqnMUIHO
MIpOy4YBaHe NpU naun@[ Che 3axapeH auadet tun 2. JIeyeHneTo ¢ MUOTINTa30H € OUII0 CBBP3aHO
ChC 3HAYUTEITHO I aBaHe Ha TernoTo. BucuepanHara MacTHA ThbKaH € 3HAYUTEITHO HamMalleHa,
KaTo e HabIox 0 €IHO MOBHIIABAaHE HA eKCTpa-abJJOMUHATHATA MAacTHA ThKaH. [lomo0HN MpoMeHu
B pa3npez[ene®?mTo Ha Ma3HUHHUTE B OpraHW3Ma IPH MUOTJIUTA30H ca OWIN NPUIPYKEHH C

MoJ00pEeHINE Ha MHCYJIMHOBATa YyBCTBUTENHOCT. [Ipn moBe4eTo KIMHUYHU POYYBAHUS, €
Ha0Jr01aBaHO TTOHIKEHHE Ha OOIIUTE TPUTIMLEPUIN B TUIa3MaTa U CBOOOIHUTE MAacTHU KHCEIUHH, U
noBuIaBane Ha HuBata Ha HDL-xosnecrepona, B cpaBHeHHUE ¢ I1ae60, ¢ MaJIKO, HO KIIMHUYHO
HE3HAaYNTEITHO NoBHIIEHHE HUBaTa Ha LDL-xonecrepona.

B kMHUYHU POYYBaHUS C POABIKUTEIHOCT A0 JIBE TOJUHHU, MHOTJINTA30H HaMaJIsiBa OOLIUTE
IUTa3MEHH TPUTIULEPUIN U CBOOOAHN MAacTHH KHUCEMHM U noBHIaBa HuBata Ha HDL xonecrepona, B
cpaBHeHHe ¢ iane0o, MeTHOPMHUH WK IHKIa3ua. [InornuTa3oH He BOOW O CTaTUCTUYECKU3HAYNMO
noBuuIeHue Ha HUBaTa Ha LDL xomecteposa B cpaBHEHHUE ¢ Tu1ane0o, JOKaTo peAyKIHS €
HabmronaBaHa nmpu MeThopMuH U rmukiasum. [1o Bpeme Ha 20-ceAMUYHO POYUBaHe, HApEA C
MOHW)KEHUE HA TPUIIIULEPUANTE Ha TNIAAHO, MHOTIMTA30H MOHMKABA MTOCT-TNIPaHIuaIHaTa
XHUIIEPTPUTTULIEPHIEMHS Ype3 ePeKT KaKTo BbpXy adcopOIusTa, Taka 1 BbPXY CHHTE3a Ha
TpuriuiepuauTe B uepHus 1pod. Teszu edextn ca OMIM He3aBUCHMU OT e(hEeKTUTE Ha MTUOTIIUTA30H
BBPXY IIMKEMUSTA U IOKa3BaT €Ha CTATUCTUYECKU 3HAUYMMA PA3IUKa CIIPAMO INTUOCHKIaAMUI.
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B ITPOakTHB — nmpoy4BaHe ¢ KpaeH pe3yTar 3a CbpACYHO-ChA0B eheKT — 5 238 mauueHTH cbe
3axapeH AuadeT TUT 2 ¥ CHIIECTBYBAIIO OT MPEAN TOBa CEPUO3HO MAaKpPOCHIAOBO 3a00IsIBaHe ca
PaHIOMHU3UPAHU Ha MMUOTIINTA30H MK TUIae0o0 B IOMBIHEHNE Ha CHIIECTBYBAIllA aHTHUINA0ETHA U
CBhPIACYHOCHAOBA Tepamnus A0 3,5 rogunu. [lomynanusaTa Ha IPOyYBAHETO € HA CPElIHA BB3pacT 62
TOJIMHY;, CpeTHATA MPOIBIDKUTEITHOCT Ha quabdeta e 9,5 roquau. Okono 1/3 oT manueHTuTe ca
TOJTy4aBajIi MHCYJIUH B KOMOMHAIMS ¢ MeT(POPMHH W/WiH CynhaHITypeiHO TPOU3BOIHO. 3a J1a
ObJaT BKIIFOUEHH, MTAIUEHTUTE TPSOBA J1a ca MPETHPIIETH €HO OT CIeTHUTE: HH(MAPKT Ha MUOKap/a,
yaap, epKyTaHHa Chp/ieYyHa HHTEPBEHIINS MM OalTiac Ha KOpOHapHA apTepus, OCThP KOPOHAPEH
CHUHJIPOM, KOpOHapHa 0oJieCT Wi 00CTPYKTUBHO 3a00IsaBaHe Ha riepudepHa aptepus. [lourn
MOJIOBMHATA OT MPOYyYBaHaTa MOMYJIANHUS ca MOIYYHIN HH(YAPKT Ha MUoKap/a u npuonusurenso 20%
ca nperbpnenu yaap. [loutu nosoBruHAaTa OT MpOyUBaHATAa MOIMYJIALKS Ca UMaJIH [IOHE ABA KPUTEpU
Ha cbpaeYHOChA0Ba uctopus. [loutn Becnuku nuna (95%) ca moiydaBany ChplIeYHO-ChIOBU
nekapcTBeHu npoayktu (6era 6mokepu, ACE maxuburopu, anrunoreHsut lI, Ookepu Ha xannueBuTe
KaHaJW, HUTPATH, TUYPETHIIN, aCTIUPUH, CTAaTHHU, GUOpaTH).

B’BHpCKI/I YC MPOYYBAHCTO HEC YCIIsIBA IO OTHOIICHHMEC Ha IbPBUYHATA KpaﬁHa TOYKa, KOﬂ@@

ChYeTaHUE OT CMBPTHOCT MOPAAX BCSIKAKBU MIPUYMHU, He(aTajaeH HHPapKT HA MUOK , yI1ap, OCTBp
KOpOHApEH CHHAPOM, FoJsiMa aMITyTalusl Ha Kpaka, KOpOHapHa peBacKyJIapu3au
peBacKyJapu3anys Ha Kpaka, pe3yJITaTHTe TI0Ka3BaT, 4 HAMa ABITOCPOYHH Ch HOCBHJIOBH

HpO6J'ICMI/I, CBBpP3aHU C yHOTpeGaTa Ha IHOTNIMTa30H. B ChIIOTO BPEMC 0681108,]1 qanuTe Ha OTOK,
MOBHUIIABAHEC Ha TCIJIOTO U MOPOK HA CHPUCTO Ca CC YBCIUYNIIN. He ce Hal J'I%I[aBa YBCINYaBaHC Ha
CMBPTHOCTTA OT ChbpPACIHA HCAOCTATHYHOCT. &6

HCI[I/IaTDI/ILIHa nonmyjaanus

EBpOHCﬁCKaTa arcHuuys 1o JeKapCTBaTra 0c3060>1<z[aBa OT 3an HUCTO 3a NPCAOCTABAHC Ha

pe3yATaTUTE OT MPOYYBAHUATA C MUOTJIUTAa30H BbB BCHUKHU FOXIPYITM HA TIeIUaTPUIHATA TTOITYJIALHS
TP 3aXapeH Auadet Thi 2 (BIKTE TouKa 4.2 3a HHPOPMGHIS OTHOCHO yIIoTpeda B IE/IUATPHSTA).

5.2 ®apMakoKMHETHMYHHM CBOIicTBA @Q@
AbGcopbuus &QQ)
J

Crnen nepopaiHO NpUIOKEHHE, HI/IOFJ‘II/IQ@)H ce abcopbupa 6bp30, KATO MUKOBH IJIa3MEHU
KOHIICHTpAIH Ha HETIPOMEHEHUS 1'£¢F«J'H/IT33OH ce MocTUraT OOMKHOBEHO 2 Yaca ciie]l IPUIIOKEHHUETO.
[IponopumoHanHo NOBUIIEHHE H@NNa3MeHaTa KOHLIEHTpalys ce HabIronaBa npu Ao3u ot 2 10 60 mg.
PaBHOBeCHO chcTOsIHME CE nocg@‘ cnen 4-7 qHU MpuiIokeHue. MHOMOKpaTHOTO MPUIIOKEHUE HE
BOJIM JI0 aKyMyJIMpaHe Ha BRNECTBOTO MJIM HETOBUTE MeTaboIuTH. AGCOpOIMATA HE CE TIOBJIHABA OT
[IpUeMa Ha XpaHa. A60011@THaTa ouonammyHoct e Hag 80%.

Pasnpenenenue c’}

OmnpenenenusgsdbeM Ha pasnpenenenue npu xopata e 0,25 I/kg.
[Muornuras3ef 1 BCHYKM aKTHBHU METa0OJIMTH CEe CBBP3BAT B TOJISIMA CTEIEH C IJIa3MEHUTE IPOTEHHH
(> 99%).

BI/IOTDaHC(bODMaI_II/IH

[TnornuTasoH ce moajara Ha 3HAYUTEIEH META00IN3BM B YEPHHUS APOO Ype3 XUAPOKCHINPAHE Ha
anugaTHUTE METUICHOBH Ipymu. Toll ce M3BBpPIIBaA NPeAUMHO upe3 nuToxpom P450 2C8 Bbnpeku, ue
€ Bb3MOKHO APYT'H H30()OpPMH J1a y4acTBaT B MO-MajKa CTENeH. Tpu OT LIecTTe yCTaHOBEHH
Metabonuta ca aktuBaH (M-11, M-Il 1 M-1V). Nmaiiku npeaBul ak THBHOCTTA, KOHIIEHTPAITUHUTE U
CBBP3BAHETO C MPOTEHHUTE, MHOTTUTA30H U MeTabonuThT M-III nonprHacsT B eqHaKBa CTETEH 3a
eduxacHoctta. Ha Tazu ocHoBa, npuHochT Ha M-IV 1o oTHOIIEHNE HAa €PUKACHOCTTA € OKOJIO TPU
I'BTU CIIPSIMO TO3H HA MHOTJIMTA30H, IOKaTO OTHOCHUTENHaTa eukacHocT Ha M-I e MuHMManHa.

In vitro mpoy4BaHuATa HE MOKA3BAT, Y€ MUOTIINTA30H HHXUOUPA HAKOH OT MOATUIIOBETE HA IIUTOXPOM
P450. He e nabnromaBana MHAYKIUS HA OCHOBHUTE MHAYIuOWTHN P450 m3oemsumu 1A, 2C8/9 u 3A4
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IpU XoparTa.

[IpoyuBaHus BBPXY B3aUMOJCHCTBUATA [TOKA3BAT, Y€ MHOTIUTA30H HAMA 3HAUUTEIICH €(PEeKT, KAKTO
BBPXY (papMaKOKMHETHKATA, TaKa U BBPXY (hapMaKoJMHAMHKATA HAa TUTOKCHH, Bap(hapuH,
(hernpoxymMoH u MeTopmuH. Mima cho0IIeHus, Y€ €THOBPEMEHHOTO MPIIIOKEHUE Ha THOTJINTa30H C
remMpuopo3ua (MEXUOUTOP Ha HuTOXpoM P450 2C8) unu ¢ pudamnuuus (MHIYKTOP Ha IUTOXPOM
P450 2C8) choTBETHO MOBUIIIABA WIIM TTOHMKABA TJIa3MeHaTa KOHIICHTPAIKs Ha MTHOTINTA30H (BIDKTE
Touka 4.5).

Eaumunupane

Cren nmepopaiHO MPUIIOKEHUE HA PaIMOAaKTUBHO OeNsA3aH MHOTINTA30H PU X0pa, OCHOBHO
KOJINYECTBO OT OeJisi3aHus MPOAYKT c€ OTKPHBA B M3NpakHEHHATA (55%) M MO-MaJIKO KOIUYECTBO B
ypuHara (45%). IIpu )kMBOTHH, caMO MaJIKO KOJIMYECTBO OT HEMIPOMEHEH MMUOTJINTa30H MOKeE 11a ObJe
OTKPHUTO B ypUHATa WM U3NpaXHEeHUsTa. CpeAHUAT IUIa3MEH eTMMUHAIMOHHEH MTOYXHUBQT Ha
HETMPOMEHEHUS IMOTJIMTA30H P YOBEK € 5 10 6 yaca, a Ha HErOBUTE OOIIY aKTUBHU M onutu 16

1o 23 gaca. &QQ

Bu3pacTHH X0pa *QO

CTaLII/IOHapHI/ITe (l)apMaKOKI/IHeTI/I‘IHI/I ImoKa3aTcJjii ca HO,Z[06HI/I IIpu manue ’I(hTe Ha 1 Hal 65 TroguIIHa
BB3paCT U TC3U HA IMMO-MJIAAUTC UHAUBUIU. &6

R
&
HpI/I NalMCHTUTEC C 636peqH0 HapymeHue, mia3sMeHUTE KO Tpaly Ha NUOTJTINTA30H U HCTOBUTC
METa0OJIUTH Ca MO-HUCKHU B CpaBHCHHUC C TC3U, Ha6n}0na@}m IIpu HHAUBUAW C HOPMAJIHA 61,6peqHa
q)YHKI_[I/Iﬂ, HO NEpOpaIHUAT KIMPHHC HA OCHOBHOTO BCI&CTBO (S HO,Z[06€H. Ilo To3m Ha4uH,
KOHIOCHTpalusATa Ha CBO60,Z[HI/I$I (HeCB’Lp3aH) TIHNOT. 30H € HCIIPOMCHCHA.

N4

YepHoapoOHO YBpeXKIaHE (@)

K
Oomiara miaa3MeHa KOHIICHTPAIUs Ha nx@imawn € HEMPOMEHEHa, HO C TIOBUIIICH 00eM Ha
pasnpenenenue. [lopaau ToBa, BBTPRUANAT KIUPBHC € HAMAJIEH, IPUAPYKEH OT MO-rofsama Gpakius
Ha HECBBP3aH MUOTJIUTA30H. Qﬁ{"

5.3 IlpeaxkIMHAYHH nax@ 3a 0e30I1aCHOCT

B’L6DCLIHO YBPEIKIAAHE

[Ipu TOKCUKOTIOTHYH YUBaHUsL, IBHU MTOBUIICHUS Ha IIa3MEHUS 00EM C XeMOAWITYLHS, aHEMUS U
o0paTHMa eKCLEHT; fuiia XUNEPTPOGUs HA CHPLETO ca HOCTOSHHNA P MHOTOKPATHO MPUIIOKEHHUE
MIPHU MUILIKH, HH’P&, KydeTa u MaiiMyHu. OCBeH TOBa, ca HaOJI0JaBaH! U IOBUIIEHO MacTHO
HaTpyTBaHE @hq)nmpaum. Tes3u npomenu ca HaOIIOJaBaHU IPH BUAOBETE C IIIa3MEHU

KOHIIEHTPaNPM < 4 IbTH CIPAMO TE3H IIPH KIMHUYHO NpuiIokeHre. OrpaHuueHo pa3BUTHE Ha IIIOAA €
YCTaHOBEHO MO BPEME Ha MPOYUBAHMsI C MMOTJIMTA30H NPH KUBOTHH. ToBa Moske 1a Oblie CBBP3aHo ¢
JeWCTBUETO Ha MUOTJIMTA30H 32 HaMaJsiBaHE Ha XUIIEPUHCYIMHEMHATA IPH MakKaTa 1 MOBUIIaBaHE
Ha MHCYJIMHOBATa PE3UCTEHTHOCT Bb3HMKBALIA IO BpeMe Ha OPeMEHHOCTTa, KaTo MO TO3U HAYHH Ce
HaMaJsiBa HAIMYMETO Ha METa0OIMTHH CyOCTpaTy 3a pa3BuTHETO Ha mioza. [Ipu goctaTbyno nodpe
nogOpana 6aTepus OT in vivo U in vitro npoy4uBaHHUsA BbPXY '€HOTOKCHYHOCTTA, THOTIUTA30H HE €
MoKa3all TeHOTOKCHYEH noTteHnuai. [loBuiiena yecrora Ha Xurepruiasus (MBbXKH U )KEHCKH TI0JT) U
TyMOpH (MBKKH TI0JT) Ha eUTeNa Ha TMKOYHUS MEXYp € HaOJioaBaHa MpH IUTbXOBE, Ha KOUTO €
MpriIarad NHOTIUTA30H A0 2 TOIUHH.

O6pa3YBaHCTO 1 HAJIMYKUCTO HA KaMBbHH B IIMKOYHATa CUCTEMaA C IMOCJICABAIO BH3IIaJICHUEC U
XUIICPIUIa3nd C€ CYUTAT 3a (1)I/I3I/IOJ'IOI‘I/I‘IHa OCHOBA Ha Ha6J'IIO,I[aBaHH$I TYMOPOI'CHCH OTI'OBOP IIpH
IUTBXOBE OT MBXKKU IIOJI. 24-MeCEUIHO MMPpOYy4YBAHC Ha MCXAaHU3MaA BbPXY IIJIBXOBC OT MBbKKHU I10JI
IMOKa3Ba, 4€ NPUJIAraHeTO Ha MUOITIMTA30H BOAW A0 IMOBHUIICHA YCCTOTA HA XUIICPINIACTUYHHN ITPOMCHHU
B MMKOYHUA MEXYP. HO,Z[KI/ICCJ'IHBaHC Upe3 XpaHaTa 3HAYUTCIIHO HaMaJIsiBa Y€CTOTATa, HO HC OTMCHA
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nosgBaTa Ha TYMOPH. Hannuwnero Ha MUKPOKPUCTAJIN YCUJIBA XUIICPITACTUIHUSA OTTOBOP, HO HE CC
CUHTa KaTO OCHOBHA NpUYMHA 34 XUIICPIUIACTUIHU ITPOMCHHU. 3HAYMMOCTTA 33 YOBEKA Ha
TYMOPOI'CHHUTC HAXOJAKH, YCTAHOBCHU IIPU MBIKKHU IINIBXOBC, HC MOXKC J1d 6’[;,[[6 HU3KIIOYCHA.

He e ycTtanoBeH TyMOporeHeH OTroBOp MpU MUILIKHY IPHU ABaTa Moja. XUnepiazus Ha MUKOYHUS
Mexyp He ¢ HabJloAaBaHa Ipy KydeTra 1 MaiiMyHH, JIEKyBaHU C MUOTTIMTA30H 10 12 Mecena.

[Ipu Mozen BBpXyY XKMBOTHHU Ha hamMuiIHa afneHoMaTo3Ha nonunosa (FAP), nedenuero ¢ aBa apyru
THA30JMIMHIMOHH, TOBUIIIABA PA3IIPOCTPAHEHUETO HA TyMOpa B 1e0EI0TO YepBO. 3HAUEHUETO Ha
Ta3| HaXOJKa HE € U3BECTHO.

OLIeHKa Ha pHMCKa 34 OKOJIHATa Cpcaa (ERA) HC CC O4YaKBa B’BS,Z[GﬁCTBPIC BBPXY OKOJIHATA Cpcaa Inpu
KIMHHU4YHa yHOTpe6a Ha IMMOrJIMTa30H.

6. OAPMAIEBTUYHU JAHHU @b@'
Q
O&

6.1 CnuceK HAa NIOMOIIHHUTE BelIeCTBa

*Q
JlakTo3a MOHOXUMIPAT Q>
Xunpoxcunponwmiienynos3a (E463) )
Kpockapmenosa natpuit @Q\
Marnesues creapart (E572) 6&

6.2 HecnBmecTHMOCTH Qo3
Henpunoxumo.
6.3 Cpoxk Ha rogHoct \_xe'

5 roguHU
©
6.4 Crnenuananu ycJ10BHA Ha cnxpa@ne
“
To3u nexkapcTBEeH NPOAYKT HE 143@%;1 CIEIMATTHY YCIIOBUS 3a CbXpaHEHHUE

O
6.5 Buam anmeaHne{@onaKOBKaTa
brnucrepna OHaKOBK%}& @A/AUPVC—AI ¢dommo): 14, 28, 30, 56, 60, 90 u 98 TabneTKH B KyTHSL.
O

He Bcuukn BHHQ&%H&KOBKI/I Morar Aa ObJaT MycHaTH B IPoAaxoa.
6.6 Cne@a.mm NpeanasHu MepKH IPH U3XBbPJISHE

Hsama CriciaJIHU U3MCKBAHHUA 34 U3XBBPJISHC.

7. HNPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeﬁka cesta 6, 8501 Novo mesto, CnoBenus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA
14 tabnerku: EU/1/11/723/008
28 tabaerku: EU/1/11/723/009
30 tabnerku: EU/1/11/723/010
56 tabnerku: EU/1/11/723/011
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60 Ttadnerku: EU/1/11/723/012
90 Ttadnerku: EU/1/11/723/013
98 taonerku: EU/1/11/723/014

9. JATA HA ITbPBO PA3ZPEIIABAHE/TIOJJHOBABAHE HA PASPEIIEHUETO 3A
YIHOTPEBA

Jarta Ha mepBO paspemasane: 21 Mapr 2012 r.
Jlata Ha MOCJIETHO IOJHOBSIBAHE:

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

[Monpobna nHdopmanus 3a TO3H JEKapCTBEH NPOAYKT € IIPeJOCTaBeHa Ha yeOcalTa Ha &neﬁcmﬂa

areHIus 10 JIeKapcTBaTa http://www.ema.europa.eu Z)
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1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Pioglitazone Krka 45 mg Tabnetku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Bcesika Tabnetka chabppxa 45 mg nHOrauTa3oH pioglitazone) (kato XUAPOXIOPUA).

[TomomHO(1) BemecTBO(a) ¢ U3BECTHO ACHCTBHE:
Bcesika TabneTtka chabpxa 264,68 mg nakto3a (BHKTE Touka 4.4).

3a IIBJIHUS CIIUCHK Ha IIOMOIIMHUTEC BCUICCTBA BHXKTC TOYKaA 6.1.

@’b

Z)
3. JIEKAPCTBEHA ®OPMA O&Q
Q\
TaGnerka Q
>
Benu 1o moutn 6enu, KpBIK, TAOIETKH ChC CKOCEHH PHOOBE U TPaBH d\ ¢ ,,45” oT egHaTa cTpaHa
Ha Tabnerkara (muameTsp 10,0 mm). %)
S
4. KJIMHNUYHU JAHHHU @Q
Z
4.1 TepaneBTHYHHU NOKA3AHUS Q>
R4
[InornurasoH e mokasaH KaTo BTOpa WU TpETa @»ﬁ/m JIeYCHNE HA 3aXapeH AUA0EeT THII 2, KaKTO €
ONHKCAHO MO-J0JIy: «Q

)

KaTo MOHOTepanus O

- IIpU BB3PACTHU MMAUCHTU (OC@SHO TaKUBa C HAAHOPMCHO TCI‘J'IO), HCAaZACKBATHO KOHTPOJIMPAHU
C Auc€ra u (l)I/IBI/ILIeCKI/I yup HUA, [IPU KOUTO NPUITIAraHCTO Ha MeT(bOpMI/IH € HCIIOAXO 1110,
nopaay HAJIMIHUECTO Ha H@ BOITOKa3aHUs UJIN HECIIOHOCHUMOCT.

Kato JBOiHA MepopaTHaxepanus B KOMOWHANus ChC

- cynq)aHHnypeﬁg[é&’rpomBoz[Ho, caMo IIPY BB3pPACTHHU MALIUEHTH, KOUTO ca MOKa3aIn
HETIOHOCHMOE XM MET(GOPMHH HIIH, IPH KOUTO MET(GOPMHH € POTHBOIIOKA3aH,
HEAOCTa MJIMKEMHYEH KOHTPOJI, HE3aBUCUMO OT IPUIIOKEHUETO HA MaKCUMallHaTa
HOHOCJ@ 71032 TIPY MOHOTEPAIus cbC CylpaHuIypeiHO IPOU3BOIHO.

- [MnornurasoH e mokazaH 3a KOMOWHUpPAHE C MHCYIIWH TPH 3aXapeH quadeT THIT 2 IPU Bb3PacTHH
MAIUeHTH C HeJIOCTAThUEH KOHTPOJ Ha TITUKEMUSITA MPH JISYEHUE C HHCYIIHMH, TIPU KOUTO
MeTHOPMHUH € HEMOIXOISII TIOPaIy ChIIECTBYBAIIH TPOTHBOIIOKA3aHUS HITH HETOHOCUMOCT
(Bk. BIKTE 4.4)

CJ'IGI[ 3al04BaHC Ha JICUCHHUC C ITMOINIMTA30H, IMAIIMCHTUTC TpH6Ba Ja 6’L,E[aT nperjicaanu CJicq 3 a0

6 MEcCela, 3a Aa CC MPCLUCHU AaJIi OTTOBOPBHT KbM JICHCHHUCTO € 3aTIOBOJIUTCIICH (Hanp. HaMaJIsIBAHC Ha
HbAlC) HpI/I ManUCeHTH, KOUTO HC MMOKA3BaT 3aJOBOJIMTCIICH OTTOBOP, IIPUJIOKCHUCTO Ha
IIHOTJINTa30H TpH6Ba Ja CcC NMPCyCTaHOBU. C orjiea Ha MOTCHUHUAIIHUTC PUCKOBC IMPU MMPOABILKUTCIIHO
JICYCHUC, NPCANMCBAIIIUTC JICKAPHU Tpr6Ba Ja NOTBBPAAT MPU IMOCICABAIIN PYTUHHU MIPEIIICan, 4C
noJji3aTa OT JICUCHHETO C ITMOIIMTA30H CC 3alla3Ba (B)K. BUIXKTC 44)

4.2 Jlo3upoOBKA M HAYWH HA NMPHIIOKEHHE
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EOL’J/IQOBK&

Jleyenuero ¢ MMOTIUTA30H MOXKe Aa 3anoyHe ¢ 15 mg unu 30 mg BenHbx AHEBHO. J[03aTa Moxe 1a
ObJie oBUIIIeHA 10 45 mg BeTHBK JTHEBHO.

HpI/I KOM6I/IHHpaHe C MHCYJIMH, TCKYyIIAaTa 1034 Ha UHCYJIMH MOXC [1a 6’[:,[[6 3aria3cHa Ipu 3arr04YBaHC Ha
JICUCHHUE C MMUOTIUTa30H. AKO MMallMCHTUTC C’BOGH_IFIT 34 XUIIOTTIMKEMU, 103aTa HA UHCYJIMHA TpH6Ba

na0bae HaMajIeHa.

CHCI_II/IaJ'IHH nonyJjanun

Br3pactau xopa

He ce namara IMpoOMAHA Ha JO3UPOBKATa IMPU MAIUCHTU B CTAPpUCCKa Bb3pacT (BI/I)KTC TOYKa 52)
HeKapI/ITC Tpﬂ6Ba Ja 3aro4HaT J€YCHUCTO C Hali-HHCKaTa Bb3MOKHA A03a U [a yBCJIn4aBaT n03aTa
IIOCTCIICHHO, 0COOEHHO KOTaTo MUOTIMTA30H CE U3I0JI3BA B KOM6I/IHaI_II/I$I C UHCYJIMH (Bl@
Touka 4.4 3allp’B)KKa Ha TCYHOCTHU U CbpJACHHA HC,Z[OCTaT’BLIHOCT). &Q

[NanmenTu ¢ 6B0peyHO yBpEXKIaHE *Q
He ce nanara npomsiHa Ha JO3UpOBKaTa MPH NalMEHTH C HapyleHa 6b0p ) ¢$byHKUMS

(kpeaTMHUHOB KIHUPBHC > 4 ml/min) (Brxte Touka 5.2). [Topaan nunca@ Ha nHGOpMaIHsI OTHOCHO
MIPIJIOKEHUETO TIPU TTAIIMEHTH Ha JUalin3a, THOTIUTA30H He TPSIOB Ce M3MO0JI3Ba OT Te3U

MaIUEHTH. ,bQ
&
[ManmenTu ¢ uepHOAPOOHO yBpEKAaHE @Q
[Tuornuraszon He TpsAOBa Aa ce mpuiIara npu nauHeHTH\R\{epHoupo@{o yBpexkIaHe (BIKTe Touka 4.3 u
4.4). N
)
N4
Ileouampuuna nonynayus &0

)
BesonacHoctTa n e(l)HKaCHOCTTa Ha HI/IQQQTTaL’.OH IIpu A€1a U FOHOIIW Ha BB3PACT IIOJ 18 T'OAWHU HE
Ca YCTAHOBCHHU. JIuncsar JaHHH. %

Hauun Ha OPHUITOKCHHUC

TabneTkute HI/IOFJII/ITaSOQCC npueMar nepopajaHo BEAHBK JHECBHO CbC UIIN 0e3 XpaHa. TabneTkute
TpSI6Ba Ja ce HOFH’BW qaimia BoJa.

4.3 Hpornno;ﬁcmaﬂml
Hnornmaz@} € MPOTUBOIIOKA3aH MPH NAllUEHTH C:

- CBPBXUYYBCTBHTEIHOCT KbM aKTUBHOTO BEIIECTBO MIIM KbM HSKOE OT OMOIIIHUTE BEIIECTBA,
n30poeHu B Touka 6.1,

- ChpJCYHa HEAOCTAaTHYHOCT WM aHaMHe3a 3a cbpaeuHa HegocraTbuHocT (NYHA crenen 1 o
V),

- YepHOAPOOHO HapYyILICHHE,

- nrabeTHa KeToalum03a,

- HaJIMYCH paK Ha MMKOYHUS MEXyp WJIM aHaAMHe3a 3a paK Ha MUKOYHUS MEXyp,

- HeH3cleIBaHa MaKPOCKOIICKA XeMaTypHsl.

4.4 ChnenuanaHu npeaynpesxaeHust U NpeANa3Hil MEePKH NIPH ynoTpeda

3am>p>KaHe Ha TCYHOCTH U ChpAC€YHa HEAOCTATHYHOCT
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ITnormmurazon Moxe Ja IPpUYIUHHU 3aIbPIKAHC HAa TCYHOCTH, KOCTO [id BJIOIIH HUJINM YCKOPH IMOABATA HA
CbpACYHa HCAOCTATHYHOCT. Koraro ce JICKYBAT MAllUCHTU C [IOHC CANH PUCKOB (baKTOp 34 PAa3BUTUC HaA
3acTOMHA ChpACYHA HCAOCTATHYHOCT (HaHpI/IMep npeamecTBan] MUOKapACH I/IH(l)apKT nin
CUMIITOMAaTU4YHA KOpOHapHa 6OJ'I€CT, HJIK CTap4ycCKa B’B3paCT) JICKapAT Tpﬂ6Ba Ja 3al104He JICYCHUC C
Hali-HHCKaTa Bb3MOKHA [03a U IMMOCTCTICHHO [1a YBCJIMYM O03aTa. HaLII/ICHTI/ITe TpH6Ba Ja 6’L,E[aT
Ha6J’IIO,I[aBaHI/I 3a IIpU3HAlU U CUMIITOMHA Ha CbpACYHA HECAOCTATBbYHOCT, IOBUIIIABAHC HA TCTJIOTO UIIN
OTOK, 0CO0EHO Te3H C HaMaJICHU CbpACYHU PEC3CPBU. HNma NOCTMApPKCTUHI'OBU C’LO6H.[€HI/I$I 3a Cliy4an
Ha CbpACYHA HCAOCTATHYHOCT IIPU KOM6I/IHI/IpaHOTO MPUJIOKCHUC HAa MNOITINTA30H U MHCYJIMH IIPU
NanueHTH, ¢ NpeaAlICCTBAlld ChbpACYHA HCAOCTATHIHOCT. HaLII/IeHTI/ITG Tpﬂ6Ba Ja 6’L,Z[aT Ha6J'IIO,I[aBaHI/I
34 IpHU3HAIU U CUMIITOMH Ha CbpACYHA HCAOCTATBYHOCT, HAAAABAHC HA TCIJIO U OTOU, KOIaTO
IMMUOTJIINTA30H CC IIpuJjiara B KOM6I/IHaI_II/I$I Ha UHCYJINH. Twit xato HWHCYJIMH U MUOTJINTA30H Ca CBbP3aHU
ChbC 3aAbPKAHC HA TCHHOCTU, TAXHATa CAHOBPCMCHHA yHOTpe6a MOIXKE J1a TIOBUIIIHN pHUCKaA OT OTOK.
[Inormurazon TpH6Ba Ja 6’5,[[6 CIIPsIH IIPH BCAKO BJIOMIABAHC HA CHPACYHOTO ChCTOSHUC.

HpquBaHe C KpacH pe3yJITaT Ha CbpACYHO ChA0BU YCIIOXKHCHUS IPHU MUOTJIIUTA30H € MPOBCACHO IIPpU

NalMCHTH 1100 75 TOAWHU CBC 3aXapCH I[I/Ia6eT THI 2 U ChHICCTBYBAIlla IPCAN TOBA MAK TUOIIaTHA.

KoM MMpoBCXKJaaHaTa aHTI/I,Z[I/Ia6CTHa " ChbpACYHO CBAOBA TCpanusd € I[O6aBeH IIHOTJINT niIn

Hﬂaue60 B IPOABJDKCHUC Ha 10 3,5 TOAWHH. ToBa MMPOYy4YBaHC MMOKa3Ba YBCJ'II/ILIGHI/@&a C’BO6H_ICHI/I$ITa

3a CbpACYHA HEAJOCTATBYHOCT, BBIIPCKU Y€ TOBA HC BOJAU 10 IIOBUIIICHA CM’LpTH%@B TOBA MPOY4YBAHC.
>

>

Bu3pacTHH X0pa ‘2‘
%)

[Ipu maumenTy B cTapuecka Bb3pacT, KOMOMHUpaHaTta yrnorpeba ¢ WHH TpsiOBa 1a ce 0OMHUCIA ©
BHUMAaHUE NOPaJH MOBUILEH PUCK OT CEPUO3HA ChPIECYHA HEAOC YHOCT.

C ornen Ha pUCKOBE, CBBP3aHH € Bb3pacTTa (0coO0eHO pak 1? KOYHUS MeXyp, PpakTypu U ChbpAcUHA
HE/I0CTATBYHOCT), IPHU MALUCHTH B CTAPYECKa Bh3PACT TPjOBa BHUMATEIHO Ja Ce 00CHIH
CBHOTHOLIEHHUETO MOJ3a-PUCK MIPEIU U 110 BpEME Ha JICHEHHUETO.

N

Pak Ha TUKOYHHS MEXYD Q)Q

Ciy4aun Ha pak Ha MUKOYHMS MEXYp ca Cb OaBaHI/I [I0-9€CTO MPH METa-aHaJIN3 OT KOHTPOJIUPAHU
KJIIMHAYHU U3IHATBAHKS C IUOTIUTA30H ciryyast ot 12 506 manuent, 0,15%) B cpaBHEeHue ¢
KoHTposHUTE TpymH (7 cimydas ot 10212 manmenTn, 0,07%) HR=2,64 (95% CI 1,11-6,31, P=0,029).
Cren M3KITIOYBAaHE HA MALMCHTH, KOHMTO €KCIIO3ULMUATA Ha U3UTBAHOTO JICKAPCTBO IPH
MOCTaBsIHE Ha JUarHo3aTa paKk KOYHUS MEXYp € Onia mo-Majiko OT €JHa TOAWHA, € UMAJIO 7
ciryyast (0,06%) Ha nuornuga3dH u 2 ciryyas (0,02%) B kouTponnute rpynu. Hanuanure
CMIICMHOJIOTHYHH JAHHKMUPE/IIONAraT ChILO JIEKO MOBUIICH PHCK OT Pak HA MMKOYHMS MEXyp HpH
MalMueHTH ¢ 1uader, aHH C MUOTJINTAa30H, 0COOEHO NPH MALUEHTH, JEKYBaHH C HAal-TOJsIMa
TPOBDKATETHOCT ¢,® Hali-BUCOKHTE KyMy/IaTHBHH 103H. He MOXKe [a ce H3KIIIO4H BB3MOXCH PUCK
cien KpaTKOTpaféa JICYCHHE.

HpC,Z[I/I 3an8,}%me Ha JJCYCHUC C MNOTTINTa30H TpSI6Ba Ja 6’L,Z[aT OLCHCHHU PUCKOBUTC (baKTOpI/I 3a pakK
Ha NMKOYHHUA MEXYP (pI/ICKOBeTe BKJIFOYBAT BB3pPACT, aHAMHEC3a 3a TIHOTFOHOMIYIIICHE, U3JIaraHC Ha
HAKOH HpO(beCHOHaJIHPI WM XUMHUOTCPAIICBTUYHU arCHTU, HAIIp. I_II/IKJ'IO(i)OC(i)aMI/II[, HJIK INPCAX 0K A0
JIBYCIICYCHUEC B Ta30BaTa O6J'IaCT). Bcesxka MAaKpOCKOIICKa XeMaTypus Tpﬂ6Ba Ja 6’1:,[[6 n3CJICaBaHa
npeau aa €€ 3aro4He JICUCHUEC C TUOTJINTA30H.

HaI_[I/IeHTI/ITe Tpﬂ6Ba Ja 6’B,Z[aT INOCBBETBAHU a CC O6’BpHaT He3a0aBHO KBbM CBOS JICKap, ako 110 BpEME
Ha JICYCHUCTO CC MOABAT MAKPOCKOIICKA XeMaTypus WU APpYyTrd CUMIITOMU KAaTO AU3YPUS, WIN YCCTH

IO3WBH 3a YPUHHUPAHC.

HDOCJ’IGI[SIBaHG Ha ‘ICDHO,Z[DO6HaTa (bVHKHI/ISI

ITo BpPEMC Ha MOCTMAPKCTUHIOBHUA IICPUOI Ca JOKJIIAZIBAHU PCAKHU CIIydan Ha XCIIATOLCITyJIapHa
I[I/IC(l)YHKI_II/IH (BI/I)KTG TOYKa 48) Ero 3aIo, CC MpernopbIBa NAMUCHTUTC JICKYBAHU C MAOITIMTA30H [a
MoJICKAT HAa NCPHUOAUYCH KOHTPOJI Ha I'IepHO,Z[pO6HI/ITe CH3UMM. qepHO,[[pO6HI/ITe CH3UMH TpSI6Ba Ja
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ObAaT NPOBEPEHH MPEIU HAYaJIO0TO HA JICYCHUETO C MUOTIIMTA30H [P BCUYKHU MaleHTH. JledeHuero ¢
MUOTTIUTA30H He TpsiOBa 1a ObAe 3al0YBaHO MPH MALMEHTHU C TOBUIIEHH U3XOJHH HUBA Ha
yepHoapoOHuTe eH3umMu (ALT > 2,5 mbTH Hazx ropHata rpaHula Ha HOpMAaTa) WiK B cly4yai Ha
KaKBHTO U J1a € JaHHU 3a YEPHOAPOOHO 3a00sIBaHe.

Crneq 3amouBaHe Ha JICUCHUETO C MUOTTIMTA30H, CE MPENOphUBa NEPUOAUYHO MPOCIECAIBAHE HA
YepHOIPOOHUTE EH3MMU Bb3 OCHOBA HAa KIIMHWYHATA TIpelleHKa. B ciydaii Ha moBuaBaHe HUBaTa Ha
ALT no 3 nbTH Haj TOpHATA FPAHMIIA HA HOPMATa MO0 BPEME Ha JICUCHHUETO C MUOTJIUTAa30H, HUBATa Ha
YepHOJIPOOHHUTE SH3UMH TPSAOBA Ja Ob/IaT MPEOLIEHEHN Bb3MOXKHO Hail-0bp30. Ako HUBaTa HAa ALT
ocTaHaT > 3 MHTH HaJ| TOpHATa FPpaHUIla Ha HOpMarTa, JICYCHHETO TPsiOBa fa Ob/ie MpeyCcTaHOBEHO. AKO
HSIKOH OT MAaIlMEHTUTE Pa3BUE CUMIITOMH, IIPEATIOIarallyd YepHOAPOOHO HapyIIIeHHEe, KOUTO MOXE Ja
BKITIOYBAT HEOOSICHUMO Ta/IeHe, MOBPhIaHe, KopeMHa 00JIKa, yMOpa, aHOPEKCHsI W/UIN ThMHA YPUHA,
YepHOIPOOHUTE SH3UMU TPSIOBa /1a ObAAT IPOBEPEHHU. PemenneTo 3a mpoabbKaBaHe Ha JICUSHUETO Ha
MAIUeHTa C TTHOTIUTa30H TPsiOBa 1a ObJie B3€TO Bh3 OCHOBA HAa KIIMHUYHOTO CHCTOSIHUE, JIO
MoJTy4aBaHe Ha Pe3yJATaTUTE OT IabopaTopHUTE m3cieaBanus. [Ipu mosiBaTa Ha JKBITEHUI]

JICYEHUETO C TO3M JICKAPCTBEH MPOIYKT TPsIOBa a ObJie MPEyCTaHOBEHO. @

2
Q
S

IloBuiaBane Ha TErI0TO

N\
ITo BpPEMC HAa KIIMHUYHHUTC MPOYUBAHUS C TUOTJIIMTA30H Ca IMMOJTYUYCHU JaHHHA %C%bpSaHO C Jo3aTta
MOBHUIIABAHC HA TCIIJIOTO, KOCTO MOXKE J1a C€ AbJKU HAa HATPYIIBAHC HA MA3HHWHU, 4 IIPU HAKOU CIIydan
Aa €€ ChUYCTAC CBC 3aAbPrKaHC HA TCUHOCTH. HpI/I HAKOU ClIy4dau yBCJIN €TO Ha TCTJIOTO MOXKE Ja
6’[:,[[6 CUMIITOM Ha ChpACYHA HCAOCTATBYHOCT, [IOPAAN KOCTO € HCO UM CTPOI" KOHTPOJI Ha
TenecHoTo Terino. Cra3BaHeTo Ha AaueTa € 4acCT OT JICUCHUCTO IIp IOUCHTUTC C ,Z[I/IaGeT. Te TpHGBa Ja
6’BZ[aT CbBCTBAHU A CIIa3BaT CTPUKTHO AMWCTATA, BKIIFOYBAIIld OJI Ha KaJIOPpHUUTC.

)
Z
AS
Ilo Bpeme Ha JeUEHUETO C MUOTIIMTA30H € Ha6nm;[a}glo c1ab0 OHMKEHNE Ha CPEAHUS XEMOTTIO0NH
(4% oTHOCHTENHA PEAYKIHS) U XeMAaTOKPHTA ( OTHOCHUTEJIHA PEAYKLHS ), OTTOBapsIIIN Ha
xemonmrynus. [lonoOHN mpomMenu ca HaOMIQARBAHM U [IPU NALUEHTUTE JIEKYBAaHH ¢ MET(HOPMHH
(xemorno6uH 3-4% U XeMaTOKpUT 3,6—4,1%. THOCUTEJIHA PEAYKLHS) U B [IO-MaJIKa CTETEH ChC

cyndaHMITypeHHO MPOU3BOIHO U HHCY. (xemornobun 1-2% u xemarokput 1-3,2% oTHOCUTETHA
pEeAyKIHUs) 110 BpeMe Ha CPAaBHUTEITHKTE KOHTPOIUPAHU MPOYUYBAHUS C TUOTIINTA30H.

XeMaToJIOTHSI

N
XUIOTIUKEMHUS QOQ‘
Karo nocinenuma ot yBeﬂqu{aTa YyBCTBUTEIHOCT KbM MHCYJIMH MIPU NAllUEHTH, KOUTO IpUEeMat
IMMOTJINTAa30H B nBoﬁﬂQg&rH TpOIHA MepopaliHa Tepanwsi ChC CyI(PpaHUITYyPEHHO POU3BOTHO, UIIH
JIBOMHA KOMGI/IHaHI/@&C WHCYJIMH UMa OMacHOCT OT Pa3BUTHUE HA J03a-3aBHUCHUMA XUIIOTJIUKEMUSI,
Mopaau KOETO na Ob/ie He0OXOAMMO J1a Ce HaMaJd J103aTa Ha CyN(aHWITypeHHOTO MPOU3BOHO
I MHCYTHHE)

Hapyiienuns Ha ouurte

C’LO6H_ICHI/I$I OT MOCTMAPKETUHTOBUSA NICPHUO/J Ha HOBOIIOABCH WUJIX BJIOIIICH ,Z[Ha6GTeH MakKyJapeH ¢ACM
C HaMaJICHa 3pUTCJIHA OCTPOTA, Ca C’LO6I]_[CHI/I 3a THA30JIUAUHAWMOHUTEC, BIIIOYUTCIIHO ITMOITIMTA30H.
MHoro oT Te3u nalMCHTH Ca C’BO6H_II/IJ'H/I 3a CBIIPOBOKAAIL] nepmbepeH CACM. He e sacno JaJii UMa
AUPCKTHA Bpb3Ka MCIKAY MUOITIMTA30H U MAKYJApCH €ACM, HO IMPCAINMUCBAIIIUTE TpH6Ba Ja 6’B,Z[aT
6,I[I/ITCJ'IHI/I 34 Bb3MOXKCHA ITI0sIBA HA MAKYJIApCH €[ICM, B cnyqaﬁ, 49C MalMCHTDHT C’BO6H_[I/I 34 HapyHICHUA
B 3pUTCJIHATA OCTPOTA, TpH6Ba Ja CC NMpeaAnpucMe CbOTBETHA KOHCYJITAllUA C O(I)TaJ'IMOJ'IOF.

[pyru
[Ipu cOopen aHanu3 Ha HEKENIAHU PEaKLUHU KaTo (YPaKTypu Ha KOCTUTE OT PaHAOMHU3HUPaHHU,

KOHTPOJINPaHH, ABOMHO-CJIENN KIMHUYHY U3MUTBaHUA Ipu nioeeye oT 8 100 nekyBaHU ¢ MHOTIUTA30H
u 7 400 nexyBaHM MallMEHTH ChC CPABHUTEIIEH MPOAYKT B IPOABIKEHUE HA A0 3,5 FTOAUHM, CE
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Ha6J'IIO,Z[aBa YBCINYCHA YC€CTOTA Ha q)paKTypI/I Ha KOCTUTC IIPH KCHU.

@paxTypu ce HaOIr0HaBaT npHu 2,6% OT >KEHHUTE, IPUEMAILY MUOTIINTAa30H, cipsaMo 1,7% ot xeHute,
JIeKyBaHH ChC CpaBHUTEJCH NpoayKT. He ce HabmronaBa yBennueHue B yecToTara Ha (pakTypuTe Ipu
JIEKyBaHWUTE C MHOTIUTa30H Mbxke (1,3%) cpsiMo oHe3w, JIeKyBaHU ChC cpaBHUTENEH MPOIyKT (1,5%).
Wzuncnenata yectora Ha Gpaktypu € 1,9 ppakrypu Ha 100 manueHT-roANHYU NIPH )KEHUTE, JIEKYBaHU C
nuornuTasoH, u 1,1 ¢pakrypu Ha 100 nanMeHT-roArHY [IPH )KEHUTE, JIEKYBaHU ChC CPABHUTEICH
npoaykT. CieqoBaTeHO, YCTAaHOBEHUST IIPU TO3M Ha0OP AaHHU 33 MHOTTIUTA30H YBEJIMUEH PHCK OT
¢paktypu, npu xxenure e 0,8 ppaxrypu Ha 100 nauneHT-roquHM yrnorpeoda.

IIpu 3,5 -roxuimHo npoyuBaHe Ha KapauoBackynapaus puck (PROactive), 44/870 (5,1%; 1,0
¢pakrypu Ha 100 nmanueHT-roANHN) OT JIEKYBaHUTE ¢ THOTIUTA30H MAMEHTKH MPEThPIISIBAT
¢dpaktypu crpsimo 23/905 (2,5%; 0,5 ¢paktypu Ha 100 nanueHT-roArHN) OT NALUEHTKUTE, JIEKYBaHH
ChC CpaBHHTEINIEH NPOAYKT. [Ipu nekyBanute ¢ muornutazon muxe (1,7%) He ce Habmronasa
YBEJIMUECHUE HA YECTOTaTa Ha (PPaKTypH CHPSIMO OHE3H, JIEKYBaHH ChC CPAaBHUTEIICH npoz[%T (2,1%).

PucksT oT (bpaKTypI/I TpH6Ba Ja ¢ uMa npeaABu Npu NpoaAbJIZKUTCIHO JICUCHUC HA )K&, JICKYBAaHH C
IIUOTJINTAa30H. O

B pesynraT Ha nmoBuIIaBaHe ASHCTBUETO HA MHCYJIMHA, JIEICHUETO C THOTIIH é{ NP TIALMEHTH C
MOJIMKKCTO3a Ha SHYHUIIUTE MOXE Ja JOBE/E 10 Bb300HOBSBAaHE HA OBYII (ira. [Ipu Te3u nauneHTH
€ HaJIMIe PHUCK OT 3a0pemensBaHe. [lannenture TpaOBa na 6bpaaT npe €/ICHU 3a TO3H PUCK U B
cilydail, 4e manueHTKara kejae fa 3a0peMeHee Uil HaCThIIN OpeM CT, TO JICYEHHETO TPAOBa 1a
Obe npeyCcTaHOBEHO (BUKTE TOUKa 4.6). ’bQ

&

[Tnornuraszon TpsaOBa oa ce U3MO0JI3BA NPEATIA3INBO MIPH €11 %eMeHHO NPUIOKEHHE Ha TUTOXPOM
P450 2C8 nnxuburopn (Hanp. reMpuOpO3HII) MK HHAYKEOPH (Hanp. prudaMmuimH). ITMKeMHIHASIT

KOHTPOJI TpIOBa BHUMATEITHO Ja ce ciean. TpsoBa ma Ma TIpe]] BUJI aIallTUPaHe Ha /103aTa Ha
MMUOTJITA30H B pAMKUTE HA MIPETIOphYBAHATA JT03U a WK J1a ce 0OCHIAT IPOMEHU B JICYSHUETO Ha
nuadeTa (BIOKTE Touka 4.5). Q

O

Tabnerkute Pioglitazone Krka cpappxat f@rosa MOHOXHJIpAT U He TpsiOBa J1a ce MpuiIarat npu
MAIMEHTH C PEIKU HACIEACTBEHHU NMPOOXEMH Ha rajJakTo3Ha HEOHOCUMOCT, Lapp nakraszen neguuut
UM TIFOKO30-TalaKTO3Ha ManabcopaUuHsL.

Jie

4.5 BzammopeiicTBue ¢ npé@%ielcapcn;elm NMPOAYKTH U ApYyru (popmMu Ha B3auMoJeiicTBHe

[IpoyuBaHusTa BEPXY BsQLMoz[eI?ICTBHﬁTa, MOKAa3BaT, Ye MUOTJINTa30H HAMA 3HAYUM €EKT BbPXY
(apMaKOKHHETHKATa @ZI (apmakoJMHaMHUKaTa Ha JUTOKCHH, BappapHuH, PEHIIPOKYMOH U
meTdopMuH. EHORPOMCHHUST IPHEM Ha ITHOTIIMTA30H ChC CyN(haHMITyPEiiHO POU3BOIHO HE
nosnusiBa papm WHETUKaTa Ha cyaaHnIypeiHOTO por3BoaHo. IIpoyuBanusTa npu xopa, He
HIPEANOIarar, YKIHSI BbPXY OCHOBHUTE MHAYLMpaiy urtoxpom P450, usoensumu 1A, 2C8/9 u
3A4. Invi pOyUYBaHMTA HE IOKAa3BaT MHXMOMpaHE Ha HUTO €JUH OT IIOATUIIOBETE HA LIUTOXPOM
P450. B3aumoneicTBus ¢bc CyOCTaHIIMM METAOOTU3UPAHH OT TE3H €H3UMH, KaTO HallpuMep
KOHTpaLEeNTHBH, LIMKJIOCIOPHH, Ookepu Ha KanuueBute kanaan 1 HMGCoA peaykra3zHu
WHXUOHUTOPH, HE CE OUAKBAT.

CpoO1IeHO €, Ye eTHOBPEMEHHOTO NPHIIOKEHUE Ha THOTIUTA30H ¢ TeMpHOpo3m1 (MHXUOUTOp Ha
utoxpoM P450 2C8) e noBeno a0 3-kpaTHO noBHUIIaBaHe Ha TuronTa o kpueara (AUC) Ha
MUOTNINTa30H. Thil KaTO MMa MOTEHIIMAIHA BB3MOKHOCT 3a YBEJIMYABAHE HA HEXKEIIAHUTE PEaKLiH,
CBBP3aHH C J103aTa, MOXKE J1a € HEOOXOJMMO HaMaJleHHEe Ha J103aTa Ha MUOTJIMTa30H, KOTraTo ce
npuiara 3aegHo ¢ reM(uopo3ni. I TMKeMUYHUAT KOHTPOJ TPsiOBa BHUMATEIHO Aa Ce CIeH (BIKTE
Touka 4.4). EAHOBpEMEHHOTO NPUIIOJKEHHUE Ha MUOTTIUTA30H ¢ pUaMIUIUH (MHAYKTOP HA HUTOXPOM
P450 2C8) e noBeno g0 HamansBaHe Ha TuToInTa o kpuBata (AUC) Ha nmuornutazoH ¢ 54%. Moxe
Ia € HeoOX0AMMO Jia ce MOBHIIH JJ03aTa Ha MUOTJINTa30H, KOTaTo Ce Mpuiiara 3aeHo0 ¢ pupaMIuIyH.
I'mukeMUIHHAT KOHTPOJ TpsiOBa BHUMATEIHO J1a ce clieau (BIKTe Touka 4.4).

4.6 dDepruiaurter, )peMEHHOCT H KbPMeHe
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Bpemennoct

Hsama AOCTATHhYHO JAaHHH 34 OIIPCACIIAHC HaA 0e30IMaCHOCTTA Ha MHOTIUTA30H 10 BpEMC Ha 6p€MeHHOCT
IIpU 90BCKaA. HpI/I MMpOoy4BaHUs IIPU ) KUBOTHU € Ha6J'IIO,Z[aBaHO OrpaHn4aBaHC pa3BUTHUCTO HA IJI04a
IIpU MPUJIIOKCHUC HAa TUOTJTIUTA30H. Toa Moxe Ja C€ IbJIDKKW Ha ,Z[CflCTBHeTO Ha IMMOIrJIMTa30H 3a
HaMaJIIBAHC HAa XUIICPUHCYJINHEMUATA IPU MaiikaTa 1 IIOBUIIIaBaHE Ha HWHCYJIMHOBATa PE3UCTCHTHOCT
BB3HHUKBAIIlA 110 BPEMC Ha 6peMeHHOCTTa, KaTo I10 TO3W HAYMH CC HaMaJIsIBa HAJIMYUCTO Ha
METa0OJUTHH CY6CTpaTI/I 34 Pa3BUTUCTO Ha IJIOAA. 3Ha4YEHUETO HAa TO3U MEXaHU3bM IIpU XOpaTa HE €
SICHA U ITUOTJIMTAa30H HE TpH6Ba Ja C¢ npujara 1o BpeMe Ha 6p€M6HHOCT.

Kspmene

[Inormurazon MpeMHrHaBa B KbpMaTa IPU KbPMCIIU IIIIBXOBEC. Hee HU3BCCTHO, JaJIN ITMOITIMTAa30H CC
OTACIIA B YOBCIIKATA KbpMa. Eto 3al1o, IMMOIJIMTa30H HE TpH6Ba Ja C¢ npujara nmpu K’LpMG{ng/I JKCHH.

depTunuter (%)
Q

[Ipu m3nUTBaHMS BHPXY )KUBOTHHU HE € yCTAaHOBEH €(EKT BHPXY KOITYJIALHATA, @eMeHﬁBaHeTo u
WHJEKCA Ha (PepTHIIUTETA. 'b(b

4.7 EdexTu BbpXy crmoco0HOCTTA 32 mo¢upane u padora ¢ Ma@

[TuornuTa3oH He NOBIMSBA MM MTOBIUIBA IPEHEOPEKUMO CIIOC CTTa 3a wodupane u paboTa c
MallvHHA. BeIpeku ToBa MaueHTUTe, MPU KOUTO CE TPOSIBAB TEJIHU HapyILIeHUsI, TpsOBa Aa
ObaaT BHUMaTENIHH MpHY modupane uin padora ¢ MallMHA G
4.8 Hexenanu JjeKapCTBEHH PeaKIuH Q

%

Hexxenanute peakiiuy HaOIIOIaBaHH MO-YECTO @@,5%) crnpsMo Tianebo U He MPeACTaBIIABAIIN
OTJIENTHY CTy4aH IPH NalUeHTUTE NPUeMAIPTIOrINTA30H 110 BpEME Ha JABOMHO-CIIENH IPOyYBAHUSA
ca MPeCTaBEeHH MO-0JTy, CIIOPE/] CI/ICTeMI«’@x prannara knacupukanus mo MedDRA u TaxHaTa
abcomoTHa yecToTa. Yecrorata e omnpe HA 10 CIICHUS HAYWH:

- Mmoro gectu (> 1/10) A

- Yecru (= 1/100 10 < 1/10) %‘{*

- Hedecru (> 1/1 000 mo fﬁl‘ 0)

- Pexxu (> 1/10 000 m{\Ql/l 000)

- MHoro penku (< 1QO 000)

- C HeusBecTHA LQ&’OTa (OT HANMMYHUTE JAHHU HE MOXeE Ja ObJie HapaBeHa OICHKA).

Ipu BCsiko TPy c)He B 3aBUCHMOCT OT YECTOTATA, HEXKEIAHUTE JICKAPCTBCHU PEaKIUK ce U30posiBat
B HU3XOJIAII] @-no OTHOIIICHUE Ha TAXHATA YECTOTA M CEPUO3HOCT.

TabauuecH By Ha HEOXKCJIAHUTEC PCAKITMHU

He:xenana YecToTa HAa HelKeJIAaHUTE PEaKIUM HA MMOTJIMTA30H IPH Pa3JIMIHH
peaxkuus TepaneBTHYHH Pe:KUMH
Komounanuu
MomnoTtepa-
nus c ChbC c ¢ HHCYJIHH
MeTQOpMHH | cyia(poHHT | MeT(POPMHUH
ypeiiHo 7|
npousBoj | cyjganniy-
HO peiino
NPOHU3BOJHO
Nudexnun n
HHpecTanuu
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Hexenana

YecroTa HA HeKeJIaHUTE P€aKIM1 HA MMUOIJIUTA30H NIPU pa3InIHHA

peaxkuus TepaneBTHYHH PE:KUMH
Komounanuu
MomnoTtepa-
nus c ChbC c ¢ HHCYJIHH
MeTQOpMHH | cyia(poHHT | MeT(POPMHUH
ypeiiHo 7|
npousBoj | cyjganniy-
HO peiino
NPOU3BOJHO
nH}EeKIuI Ha 4eCcTH 4eCcTH 4eCcTH 4eCcTH 4eCcTH
TOpHUTE
TUXaTEITHN
MBTUINA
OpOHXUT UgCTH
CHHY3HT HEYECTH HEYECTH HEYECTH HEYECTH fecrn
Hapymenns Ha &Q‘U
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Onucanue Ha I/136DaHI/I HCXCJIaHU PCAKI]

e

1 b
Hma MOCTMApPKCTUHI'OBH C’LO6H_IC 34 PCAKINU HAa CBPBXUTYBCTBUTCIIHOCT IIPU IMAUCHTH,
JICKYBAHH C IMUOTJIMTA30H. Te3u WX BKJIFOYBAT aHa(l)I/IJ'IaKCI/IH, AHI'MOCACM U YpTUKApPUL.

2
3pI/ITeJ'IHI/I HapyuieHus: € &%IﬂaBaHH TJIaBHO B HA4YaJIOTO HaA JICYCHUCTO U Ca CBbP3aHU CIIPOMCHUTC
B KpbBHATAa INIFOKO3a II 1 BpEMCHHATAa NIpOMAHA B Typrypa u pe(l)paKLII/IOHHI/IH HHACKC Ha JICara,
Ha6J'IIO,I[aBaHI/I u HpI/L&/FI/ITe XUIIOTJIMKEMUYHHA CPCICTBA.

* Otok € ¢h06 @% pu 6—9% OT ManMeHTHUTE JIEKYBaHU C MMOTIIMTA30H HAJ[ €IHA TOJINHA 110 BpeMe
Ha KOHTpO&@HH KIIMHUYHYU TIPOyYBaHus. YecToTaTa Ha OTOKA MPU CPABHUTEITHUTE TPYTH
(cyndanunypeitHo Mpou3BoIHO, MeTPOopMUH) € bumna 2—5%. CirydanTe ¢ OTOK KaTo IsI0 ca Onin
JIEKH JI0 YMEPEHU M OOMKHOBEHO HE Ca Hajaraid NpeKpaTsIBaHe Ha JICUCHUETO.

4H0 BpPEMC HAa KOHTPOJIMPAHU KIIMHUYHU IIPOYUBAHHUA, YCCTOTATA HA CIIYy4aUTC CbC ChpACUHA
HEAOCTATBYHOCT IPHU JICUHCHUCTO C MMUOTJIIMTA30H € ouna ChllaTa KaKTO Ta3u IIpu rmaueGo, MeT(bOpMI/IH
n Cy.]'[(i)aHPIJ'IprfIHaTa TpyImu Ha JICUCHHUC, HO CC YBCINYaBa, KOraTO CC Mpujiara KOM6I/IHI/IpaHO JICYCHUC
C UHCYJIMH. B MMPOYy4YBAHC C KpAaCH PE3YJITAT 3a YCJIOKHCHUS ITPU MAUCHTHU C PCAIICCTBAIIla
MakKpOaHTHuoImaTus, 4€CToTaTa Ha TCIKKATAa CbpACYHA HCAOCTATHYHOCT € 1,6% IMO-BUCOKaA IIpn
MUOTIINTA30H, OTKOJIKOTO IIPU rmaue60, Korarto ce ,I[06aB$I KBbM JICYCHUC, B KOCTO € BKJIIFOYCH UHCYJIUH.
B’LHpCKI/I TOBa B TOBA MMPOYYBAHC HC CC Ha6n}0naBa MOBHUIICHA CMBPTHOCT. HpI/I IMyCKaHCTO Ha Masapa
Ha NHUOITIUTA30H, PAAKO Ca JOKIaJIBaHU CIydau Ha CbpAC€YHA HCAOCTATBhYHOCT, HO € IMO0-9€CTO, KOraTo
CC IIpuJiara B KOM6I/IHaI_[I/I$I C MHCYJIMH WJIX NPU MMAaOUCHTU C aHAMHE3a 3a CbpJACIHA HCAOCTAThYHOCT.

5
I/I3B’Lp].HeH € C60p€H AHAJIM3 Ha HCXKCJIAaHU PCAKIIUU KATO (l)paKTypI/I Ha KOCTUTC OT paHAOMU3HPAHU,
KOHTPOJIMPAHU, ﬂBOﬁHO—CHeHH KIIMHAYHU U3IIHUTBAHUWSA IIPU TOBEYC OT 8 100 ManUCHTH OT JICKYBAHUTC
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¢ nmuoriuTa3oH rpynu 1 7 400 manyeHT OT JIeKyBaHUTE ChC CPABHUTENCH MPOLYKT IPYIIH, C
MPOABIDKUTEIHOCT Ha JICYEHUETO 10 3,5 TOAWHHU. YBeluueHa YecToTa Ha PpakTypH ce HabIoaaBa
MIPH IpUEMalIUTe MUOTIINTAa30H keHH (2,6%) cnpsaMo OHE3H, IEKYBaHU ChC CPAaBHUTEIICH HPOIYKT
(1,7%). He ce nabmonaBa yBeauueHHE B YecTOTaTa Ha (PpaKTypUTe MPHU JIEKYBaHUTE C ITMOTIUTa30H
mbxke (1,3%) cpsiMo oHe3H, JIeKyBaHU CbC cpaBHUTENEH MPoAyKT (1,5%). Ilpu 3,5-rogumnoro
npoyuBane (PROactive), 44/870 (5,1%) oT lekyBaHUTE C MHOTIINTA30H MAIIUCHTKH MPETHPIISBAT
¢dpaktypu cipsimo 23/905 (2,5%) oT maumMeHTKUTE, JIEKyBaHH CbC CpaBHHUTEJIEH MPOAYKT. [Ipu
JIEKyBaHUTE C MMOTTINTa30H MBbxke (1,7%) He ce HaOMoaaBa yBeIMYCHNE HAa YeCTOTaTa Ha YpaKkTypu
CHPSIMO OHE3H, JIEKYBaHH ChC CPAaBHHUTEIEH NPOAYKT (2,1%).

%Io BpeMe Ha KOHTPOIMPAHHUTE NPOYUBAHHS C AKTUBEH CPABHUTENICH MPOIYKT CPEAHOTO MOBUILABAHE
Ha TErJI0TO NpH MUOTIIMTA30H, IPUJIaral Karo MoHoTepanus ¢ 6mno 2-3 kg 3a enna roguna. Tosa e
noJ00HO Ha pe3ynTaTuTe HabIoAaBaHH NP CyndaHmTypeiiHaTa rpyma, U3MoJ3BaHa KaTo aKTHBHA
rpymna 3a cpaBHeHHe. B mpoyuBaHuaTa ¢ KOMOMHHPAHO JIeUCHHUE, MMOTJINTa30H, JOOaBeH KbM
MeT(QOPMUH BOAHM 10 CPEIHO MOBHUILIABAHE Ha TeroTo ¢ 1,5 kg 3a eqHa roanHa, a mpu JOOZBIHETO My
KBbM cylpaHuaypeiiHo npousBoaHo — ¢ 2,8 kg. B cpaBHuTEHNTE rpynu 100aBSHETO Ha©
cyiadaHmIypeiiHO MPOU3BOIHO KbM MET(GOPMUH BOAHU 0 CPEIHO MOBHUILIABAHE HA Tel:fo cl,3kg,a
n00aBsHETO Ha METHOPMHUH KbM Cy(aHUITyPEHHO IPOU3BOAHO — 0 CPEAHO MOH € Ha TErJIoTO

c 1,0 kg. *Q

! B xnmuanuHNTE MMpOoy4BaHUs C MUOTJTIMTA30H, YCCTOTATA HA ITIOBUIIIABAHEC &LT Haa TpU IbTU
inSIMO TOpHaTa rpaHvlia Ha HOpMaTa € CKBUBAJICHTHA HA Ta3W IIPU I'P @ a Ha nnaue60, HO ITO-MaJIKa
OT Ta3u, Ha6J'IIOI[aBaHa IIpu rpynurTe 3a CpPaBHCHUC C MeT(bopMI/IH n @é)am/mypefmo MMPOU3BOJHO.
Cpe,[[HI/ITe HHWBa Ha I'IfprO,Z[pO6HI/ITC CH3UMU HAMAJIABAT IIPHU JICH TO ¢ nmuoriauTasoH. 1o BpEMC Ha
MOCTMApPKCTUHI'OBUS IICPUOJ Ca C’LO6H.I€HI/I pCOKHu ciiydyau Ha MICHUEC Ha I'IepHO,Z[pO6HI/ITC CH3UMHU
U XcnaroueiayjaapHa ,Z[I/IC(I)YHKLII/ISI. B’BHpeKI/I 49€ B MHOI'O pe@écnyqan ce C’BO6H_IaBa 3a (l)aTaJ'IeH
H3XO0J, NPUINHHO-CJICACTBAHA BPb3Ka HC € YCTAHOBCHA. @

C’BO6H_IaBaHe Ha 110A03MpaHd HCXCIIaHU PCAKITNN \>~®

C’BO6H_[aBaHCTO Ha IOAO03UPAHU HCKCIIaHU pea CJICA pa3pcClIaBaHeC 3a y1'IOTp66a Ha JICKapCTBCHUA
MNPOAYKT € BaKHO. Topa nmo3BosiBa Ja npon .@(I/I Ha6J'I}0,Z[6HI/ICTO Ha CbOTHOIICHHUECTO HOJ'I3a/pI/ICK 3a
JICKApCTBCHUSA TPOAYKT. Or MC,Z[I/II_II/IHCKI/IT)@C COUAJINCTHU CC N3UCKBA Oa C’BO6H_[aBaT BCsiKa
moAo3upaHa HCXKCJIaHa peaKrd Ype3 H OHaJIHA CUCTEMaA 3a C’BO6H_[aBaH€, IIOCOYCHA B HQI/IJ'IO)KCHI/IG

% .
@%
O
C K

[Ipu xTuHUYHU npole%h/m MALUEHTH Ca NPUEMaly MUOTJIUTA30H B 103U MO-BUCOKU OT
MaKCcHMaJTHATa npe@anHa no3a ot 45 mg nqHeBHO. [IpuemMbT Ha Hall-BUCOKA 1032 OT

120 mg/nHEeBHO eTHpH JTHH, mocieasana ot 180 mg/mHeBHO 3a ceqieM THU He € OWJI CBBP3aH ¢
KaKBUTO U a@ﬁ) CUMIITOMH.

XI/IHOFHHK(%ISI MOJK€ Jia BE3HUKHE MTPH KOMOMHHUPAHETO ChC CYI(POHWITYPEs WM WHCYIIUH.

4.9 TIlpeno3mpane

HpeﬂaneMaHe Ha MCPKH
B cnyqaﬁ Ha OpeaAO3HUpPaHC TpH6Ba Ja C€ B3€MaT CUMIITOMAaTU4YHHU 1 06H_II/I noAAbpIKAII MCPKU.

5. ®APMAKOJIOTMYHU CBOMCTBA
5.1 ®apmakoAMHAMMYHH CBOIicTBA

dapmakoTepaneBTHUHA rpyna: AHTUANAOETHH JEKapCTBa, JICKApCTBa 3a MOHI)KAaBaHE Ha III0K03aTa B
KpBBTa, ¢ u3kItoueHre Ha nacynuan; ATC koa: A10BGO3.

MexaHu3bM Ha JelCTBUE
EdextuTe Ha MHOTIIMTa30H BEPOATHO Ca CBHP3aHU C IMMOHIKAaBaHE Ha MHCYJTMHOBATA PE3UCTEHTHOCT.
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[Inormurazon IMposABsiABa CBOCTO HeﬁCTBHG Upe3 aKTUBUPAHC HA CHCI_[I/I(I)I/ILIHI/I HYKJICAapHU PCULCIITOPU
(HepOKCHBOM nponn(bepaTop AKTUBUPAH PECLCIITOP raMa), KOC€TO BOJHM A0 IMOBHIIIABAHC HA
HWHCYJIMHOBATAa YyBCTBUTCIIHOCT HAa UCPHU ,Z[p06, MAaCTHHUTC U KIICTKHUTC Ha CKCJICTHATA MYCKYJIaTypa
IIpU ) XUBOTHHU. JledeHneTo ¢ muOTIMTa30H BOJHW OO0 ITIOHMXXaBaHEC 06pa3YBaHCTO Ha T'JIFOKO03a B UCPHUA
I[p06 M IIOBUIIIAaBAHC Ha nepmbepHOTo YCBOSIBAHC Ha T'JIFOKO3aTa B cnyqaﬁ Ha UHCYJIMHOBA
PE3UCTCHTHOCT.

(I)aDMaKOI[I/IHaMI/ILIHI/I Cd)GKTI/I

Ha6moz[aBaH0 € HO,Z[06p€HI/Ie Ha TIIMKEMUYHUA KOHTPOJI IIPU MAITUCHTH CBC 3aXapCH ,I[I/Ia6eT THII 2,
KaKTO Ha IJ1aiHO, TaKa U CJICA HaXpaHBAaHC. HO,Z[06p$IBaHeTO Ha TIIMKEMUYHHA KOHTPOJI € CBBP3aHO C
HaMaJIIBAHCTO KAKTO Ha INIaaAHO, TaKa U CJIC HaXpaHBAHC HA INIA3MCHUTC KOHLICHTPALIUU Ha
HUHCYJIMHA.

Knynnyna eukacHOCT U 0€300aCHOCT

KnuandHO npoydBaHe ¢ MHOTIUTA30H CHOPSAMO IMIMKIJIA3H] KATO MOHOTEPAIHS € yIBIKEHO J0 2
TOAMHHU C LI OLICHKA Ha BPEMETO A0 MOosiBaTa Ha HEyCIeX OT JICYCHUETO (OmpeiesieH Ka@ osiBaTa Ha
HbAlc > 8,0% ciex mppBuUTE 1IECT Mecena JieueHne). Ananu3sT Ha Kaplan-Meier it Ba [10-KpPaTbK
MIEPHUOJ [0 MOsIBaTa Ha HEYCNEX MPU NallMEHTUTE JIEKYBaHH C TIUKIA3H], B CPAaBH C TE3W Ha
nuornuTa3oH. Ha BropaTa roanHa, rmukeMUIHUSAT KOHTpoa (onpeneneH kato HB& e < 8,0%) e
IPOBJLKAI IPH 69% OT NALMEHTUTE JICKYBAHH C HOITIHTa30H, B CPABHCHHE: Y070 OT MALMEHTUTE
Ha rmkiasu. [Ipu qByroaumiHo npoyyBaHe Ipyu KOMOMHUPAHO JIeUeHUE CPABHSBAILO MTUOTTIUTA30H C
TTIUKIIa3K]], 100aBeHH KbM MET(HOPMHH, INTMKEMUYHHUAT KOHTPOJ U3MEP@) KaTo CpeHa IpOMSIHA
crpsMo u3xonHuTe croitnoctu Ha HbAlc e 6un mogo0OeH npu aset M Ha JIEYEHHUE CIIe/ IbpBaTa
roguna. Crenenra Ha Hapymenue Ha HbA lc mpes Bropara rozu/q;gQ: Wja o-MaJjika IpH rpynara Ha
MUOTJINTA30H B CPABHEHUE C TIIMKIA3U. be

B 1u1ane6o KOHTpOIMpaHo NPOyYBaHe, MALMCHTH C HeaJgKBATCH KOHTPOI Ha NIINKEMUSTA, BBIPCKU
TpHUMECEUEH NTEPHO Ha ONNTUMU3NPAHE HAa MHCYJINH, CAPAHTOMU3HPAHH HA THOTJINTa30H WIH
mnane6o 3a 12 mecena. [lpu nauueHTrTe, NoIy4an MHUOTTIUTA30H, ce HAabII01aBa CPeTHO
Hamanenue Ha HbAlc ¢ 0,45% npu cpaBHeHue Q&m IIPOIBIDKABALIY JICUCHUETO CAMO Ha UHCYJIUH U
HaMaJICHUE Ha J103aTa Ha MHCYJIMHA B rpylzak:GeKyBaHa C MMOTTIUTA30H.

HOMA ananu3bT mokassa, ye rmornHT{Qﬂ nofo0psiBa pyHKIHATA Ha OeTa KJIETKUTE, KATO BOIU U 10
MTOBUILIABaHE HA HHCYJIMHOBATa ‘IYB&BHTeHHOCT. JlBeroauuHyu KIMHUYHN IPOYYBAHHS TOKA3BaT

MOTbPIKaHEe Ha TO3U €(EKT. *
X

ITo BpEMC Ha CAHOTIOAUIIIH HUYHU IIPOYUBAHHWA, MTUOTJIINTA30H I[IOKa3Ba YCTOﬁQHBO KIMHHUYHO
3HAYMMO INIOHMXKXCHHUEC Ha %OTHOH.IeHI/ICTO aJ'I6YMI/IH/ KpCaTUHUH CIIPAMO U3XOJHHUTC CTOMHOCTH.

EdexTbT Ha nnorm@soﬁ (MoHOTEpanus ¢ 45 mg vs. mianedo) € mpoydeH B MaJIKO 18-ceaqMu4HO
MpoyYBaHe NPH BFANUECHTH ChC 3axapeH anadet tun 2. JleyeHneTo ¢ MUOTIMTa30H € OUII0 CBBP3aHO
ChC 3HAUUTE OBMILIABAHE HA TErI0TO. BHUcliepanHaTa MacTHA ThKaH € 3HAYUTEITHO HAMAJICHA,
KaTo ¢ HaOMWOAaBaHO eHO MOBHUIIABAaHE HAa eKCcTpa-a0JoMHUHAIHATa MacTHA ThKaH. [logooHu npoMeHu
B pa3NpeneeHUeTO Ha Ma3HUHHUTE B OpraHW3Ma MPH MUOTTIUTA30H ca OWIN NPUAPYKEHH C
noJo0peHne Ha MHCYJIMHOBATa YyBCTBUTENHOCT. [Ipy moBe4eTo KIMHUYHYU IPOYYBaHMUS, €
Ha0Jr01aBaHO TTOHIDKEHHE HAa OOIIUTE TPUTIMLEPUIN B TUIa3MaTa U CBOOOIHUTE MAaCTHU KHCEIUHH, U
noBuIaBane Ha HuBata Ha HDL-xonecrepona, B cpaBHEHHUE ¢ I1ae60, ¢ MaJIKO, HO KIIMHUYHO
HE3HAYNTEIHO NoBHIIEHNE HUBaTa Ha LDL-xonecrepona.

B xnuHAYHY NpOYYBaHUs ¢ NPOIBIKUTEIHOCT A0 BE TOJUHHM, IMOTJINTA30H HaMaJIsiBa OOLIUTE
IUIa3MEHH TPUTIULEPUIN U CBOOOAHN MAaCTHHM KUCETMHHU U roBuiIaBa HuBata Ha HDL xonecrepona, B
cpaBHeHHE ¢ iane0o, MeTHOPMHUH WK IHKIa3ua. [InornuTa3on He BOOM 1O CTaTUCTUYECKU3HAYNMO
noBuuIeHue Ha HuBaTa Ha LDL xonectepona B cpaBHeHHE ¢ Mu1ane0o, JOKaTO PeAyKIHS €
HabmronaBaHa mpu MeThopMHH U rukiasul. [1o Bpeme Ha 20-ceAMUYHO MPOYUBaHE, HApE C
MOHW)KEHUE HA TPUIIIULEPUANTE HA TNIAAHO, MHOTIMTA30H MOHMKABA MTOCT-TNIPaHInaHaTa
XHUIIEPTPUTTULEPUIECMHSA Ype3 e(hEeKT KaKTO BbPXY adcopOumaTa, Taka U BbpXY CHUHTE3a Ha
TpUrMepuauTe B uepHus 1pod. Tesu edextn ca Ounm He3aBUCHMU OT e(heKTUTE Ha MUOTTIUTA30H
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BBPXY INIMKCMHUATA U MOKA3BAT €IHA CTATUCTUYCCKU 3HAYNMa PA3JIMKa CIIpAMO FJ'II/I6GHKIIaMI/II[.

B ITPOakTuB — nmpoy4BaHe ¢ KpaeH pe3yiTar 3a ChbpJAeUHO-ChA0B eheKT — 5 238 mauueHTH cbe
3axapeH OualeT THI 2 U ChIIECTBYBAILO OT MPEAH TOBA CEPHO3HO MaKpOCHAOBO 3a00IsABaHe ca
PaHIOMU3UPaHH Ha MUOTJIMTA30H WM IU1ale00 B JOIBJIHEHUE HA ChIIECTBYBAIlla aHTUANAOETHA U
ChpPACYHOCHA0BA Tepanus 10 3,5 rogusH. [lomynanusaTa Ha IPOyYBaHETO € HA CpeHa Bb3pacT 62
TOAMHY; CpelHaTa NPOIBIDKUTETHOCT Ha tuabeta € 9,5 ronuau. Oxono 1/3 ot manuentuTte ca
MOJTyYaBajIl WHCYJIMH B KOMOWHAMS C MET(QOPMUH H/WIH CyI(paHUIypeHO MTPONU3BOIHO. 3a na
ObAaT BKIIOYCHH, TALMEHTUTE TPSOBA Ja ca MPETHPIIENN eIHO OT CIeIHUTE: MH(AapKT HAa MUOKAp/a,
yaap, HepKyTaHHa ChbpACYHA HHTEPBEHIMA WK Oaiimac Ha KOpOHApHA apTepHs, OCThP KOPOHAPEH
CHUHIPOM, KOpOHapHa 00JIecT Ml 0OCTPYKTHBHO 3a00J1siBane Ha nepudepHa aprepus. [lourn
MOJIOBUHATA OT MPOYyYBaHATA MOMYNALHs ca MOIyYrid HHPAPKT Ha MHOKapaa 1 npubamsurento 20%
ca npeTbpnenu yaap. [lodrn nonoBuHaTa OT Npoy4YBaHaTa MOIYJIALMS Ca UMaJIA ITOHE ABAa KPUTEPUS
Ha chpAeyHOChI0Ba UcTopus. [loutn Bcmuku una (95%) ca nmoiayvaBanu CbpAECYHO-CHIOBU
JieKapcTBeHU NpoayKTH (O6era 6nokepu, ACE nnxuburopu, anrnorensut 1, 610kepr Ha KaiuueBuTe
KaHaJIu, HUTPaTH, INyPETULH, aCIUPHH, CTATHHH, (hudparn). 0@

BrIpexn ue npoydBaHeTo HE ycIisABa O OTHOIIEHUE HA IbpBUYHATA KpailHa Tqu@'%o TO €
ChUYeTaHHE OT CMBPTHOCT MOPAAX BCSKAKBU MPUYNHH, HeaTajaeH HHPAPKT Ha Kapna, ynap, ocTbp
KOPOHAPEH CHHJPOM, TOJIIMa aMITyTALisl Ha Kpaka, KOPOHAPHA PEBACKYIapUagLs 1
peBacKyJapu3anys Ha Kpaka, pe3yJTaTUTe OKa3BaT, ye HAMa AbIT0CpoY &Lpz{equcuan
npo0jeMu, CBbP3aHu ¢ ynoTpedaTa Ha MUOTTUTa30H. B chIioTo Bpeme @2\% CIIy4anuTe Ha OTOK,
MTOBHILIABAHE HA TETJIOTO U MOPOK Ha CHPILETO ca ce yBenuumiu. He gﬁa@noua]sa yBeJIM4aBaHe Ha
CMBPTHOCTTA OT ChPJEYHA HENOCTATHYHOCT. ’bQ

&

[leanaTpuyna monynanus Q

EBponeiickara areHus 1o Jekapcrsara 0CBOO0K1aBa QpaIbIDKCHHCTO 3 MPEAOCTABSHE Ha
pe3yATaTUTE OT MPOYYBAHUATA C MUOTTIUTA30H BbB BCHYRY MOATPYIM HA IIeAUaTPUYHATA MTOITYJIALHS
IpH 3axapeH auader Tun 2 (BUKTe Touka 4.2 3a 1 MalHs OTHOCHO yroTpe0a B MeAUaTPHITa).

N4

5.2 ®apMakoKMHETHMYHHM CBOIicTBA &Q
(K

AOcopouus \{.O

KOHIICHTpAIK Ha HETTPOMEHE HOTJINTAa30H c€ TIOCTUraT OOMKHOBEHO 2 Yaca Clel MPUI0KEHUETO.
[IponopumoHanHo NOBUIICER Ha MJIa3MEeHATa KOHLIEHTpaNys ce HabIronaBa npu Ao3u ot 2 10 60 mg.
PaBHOBECHO CHCTOAHME GNTOCTHTA ClIe/l 4-7 THU MPUIOKEHHE. MHOTOKPaTHOTO MPHUIOKEHHE HE
BOJU 10 aKYMYJIHpaH& BEIIECTBOTO MM HEroBUTE MeTaboinTH. AOCOpOLMsITa HE Ce MOBIUIBA OT
IIpyUeMa Ha XpaHa. OJIf0THaTa OMoHanu4HOCT € Hax 80%.

A S
Cﬂeﬂ NepopajIHo HpHHO)KCHHC;&&IHTa3OH (6] a600p6Hpa 6'Bp30, KaToO IMMKOBHU IIJIa3MCHU

Pasnpenene
Omnpenenenus odeMm Ha pasnpenencHue npu xopara e 0,25 I/kg.
[MnornuTa3oH ¥ BCHYKU aKTHBHU METa0OJUTH CE CBBP3BAT B IOJISIMA CTEICH C IJIa3MEHUTE IPOTEHHH

(> 99%).

BI/IOTDaHC(bODMaI_II/IH

[TnornuTasoH ce moajara Ha 3HAYUTEIEH META00JIN3BM B YEPHHUS APOO Ype3 XUAPOKCHINPAHE HA
anugaTHUTE METUIICHOBH IpyIu. Tol ce N3BBpIIBa NpeAUNMHO upe3 nuToxpom P450 2C8 Benpekw, ue
€ Bb3MOKHO APYTH H30()OpPMH J1a y4acTBaT B IO-MajKa CTENeH. Tpu OT LIecTTe yCTaHOBEHH
Metabonuta ca aktuBaH (M-11, M-Il 1 M-1V). Nmaiiku npeaBu ak THBHOCTTA, KOHIIEHTPAITUHUTE U
CBBP3BAHETO C MPOTEHHUTE, MUOTTUTA30H U MeTabonuTsT M-III nonprHacsT B eqHaKBa CTETEH 3a
edukacHoctTa. Ha Ta3u ocHoBa, npuHochT Ha M-IV 1o oTHOmIEHNE HAa €PUKACHOCTTA € OKOJIO TPU
I'BTU CIIPSIMO TO3H HA MHOTJIMTA30H, IOKaTO OTHOCHUTENHATa eukacHocT Ha M-1I e MuHMManHa.
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In vitro mpoy4BaHusATa HE TOKA3BAT, Y€ MHUOTIIMTA30H HHXUOMPA HAKOH OT MOATUIIOBETE HA IIUTOXPOM
P450. He e nabmronaBaHa MHIYKINS Ha OCHOBHUTE MHAYIMOMIHU P450 m3oensumu 1A, 2C8/9 u 3A4
[IpU XOpara.

[IpoyuBaHus BBPXY B3aUMOJICHCTBUATA [TOKA3BAT, Y€ NMHOTIUTA30H HAMA 3HAUUTEIICH €(PEeKT, KaKTO
BBPXY (papMaKOKMHETHKATa, TaKa U BBPXY (hapMaKoJMHAMHKATA Ha TUTOKCHH, Bap(hapuH,
(hernpokymMoH u MeThopMuH. MIMa chOOIIEHUs, Y€ €THOBPEMEHHOTO MPIIIOKEHUE Ha THOTJINTA30H C
remMpuopo3ua (MEXUOUTOP Ha HuTOoXpoM P450 2C8) unu ¢ pudamnuuus (MHIYKTOP Ha IUTOXPOM
P450 2C8) croTBeTHO MMOBUINIABA WIIM TIOHWKABa IJIa3MeHaTa KOHIICHTPAIKS Ha MTHOTINTA30H (BIDKTE
Touka 4.5).

Eaumunupane

Cren nmepopaiHO MPUIIOKEHUE HA PaIMOaKTUBHO OeNsA3aH MUOTINTA30H PU X0pa, OCHOBHO
KOJINYECTBO OT OeJisi3aHus MPOAYKT c€ OTKPHBA B M3NpakHEHHATA (55%) M MO-MaJIKO KOIHUIECTBO B
ypuHara (45%). IIpu >kuBOTHH, CaMO MaJKO KOJHMYECTBO OT HEMPOMEHEH MHOTIIUTA30H f(gke na Obze
OTKPHTO B ypUHATA WM U3NpaXHEeHUsTa. CpeAHUAT IUIa3MEH eMMUHAIMOHHEH MOTYH#BOT Ha

HENPOMEHEHHS TUOTJINTA30H IPH YOBEK € 5 10 6 Jaca, a Ha HETOBHUTE OOIIN aKTH eraboauru 16
1o 23 yaca. $

Bu3pacTHu X0pa Q‘(b

CrammoHapauTe hapMaKOKHHETHYHH TI0KA3aTeIH ca OJOOHH IPH %ﬁleHmTe Ha 4 HajJ 65 roguiHa
BB3PACT U TE3U HA MO-MJIAJAUTE UHIUBUIU. ’bQ

Br0Opeuno yBpexnane @Q

HpI/I NalMCHTUTEC C 6’B6p€‘lHO HapylicHuce, HHa3MeHI/ITe&®OHHCHTpaHI/IH Ha IMUOIJIMTa30H U HCTOBUTC
METa0OJIUTH Ca IMO-HUCKH B CpaBHCHHUC C TC3U, Ha0 AaBaHU IPpU UHAUBUJIU C HOpMaAJIHA 6’B6p€‘lHa
q)YHKI_II/Iﬂ, HO NEPpOpaTHUAT KIMPBHHC HA OCHOB BCIICCTBO € HO,I[06€H. Ilo To3m Ha4uH,
KOHIOCHTpalusATa Ha CBO60,Z[HI/I$I (HeCB"praHk@OFHHTaZSOH € HCIIPOMCHCHA.

J

N

YepHO1poOHO YBpEKIAHE \{.O

A S
Oomiara naa3MeHa KOHICHTPAIU MUOTIIUTAa30H € HEMTPOMEHEHA, HO C MOBHIIICH 00eM Ha
pasnpenenenue. [Topaau ToBa, CIIHUAT KIUPHHC € HaMaJICH, TIPUIPYKEH OT MO-ToJIIMa Qpakius

Ha HCCBBbP3aH HHOI‘J’IHTEBO%

53 Hpenknnﬂnq}{&a}mn 3a 0€e30IacCHOCT

[Tpu TokcuKoIIO c)1/1 MPOyYBaHUs, SIBHY ITOBUIIICHUS HA TIa3MEHHS 00€M C XEMOIMITYIHS, aHEMUS H
oOparnma eK@%‘HTpH‘iHa XUNEePTPOoUs Ha CHPIETO Ca MOCTOSHHU P MHOTOKPATHO MPHIIOKEHUE
TIPY MUIIKM, YLTBXOBE, KydeTa 1 MaiiMynn. OCBEH TOBa, ca HaOII0JaBaH! U MIOBUIIIEHO MacTHO
HaTpynBaHe U HHGWITpanus. Te3u mpoMeHu ca HabJI0JaBaHy MTPY BUOBETE C IUIa3MEHU
KOHIIEHTpAIMK < 4 ITTH CTIPSAMO TE3W NPpH KIMHUYHO Npuiioxerne. OTpaHHYeHO pa3BUTHE Ha IUIOJA €
YCTaHOBEHO IO BpeMe Ha MIPOYYBaHUS C MUOTIIMTA30H MPH KUBOTHU. ToBa MOXe /1a ObJe CBBP3aHO C
JIESHCTBUETO HA TIHOTIIUTA30H 32 HAMAIABaHE Ha XUTICPUHCYJIMHEMUSTA DU MaliKaTa U MOBUIIIaBaHE
Ha WHCYJIMHOBATa PE3UCTEHTHOCT BH3HMKBAIIA IO BpeMe Ha OpEMEHHOCTTA, KaTo M0 TO3U HAYUH Ce
HaMaJIsiBa HATMYUETO Ha METaOOIMTHU CyOCTpaTH 3a pa3BUTHETO Ha tioda. [Ipu gqoctarsuno modpe
nonOpana OaTepus OT in Vivo | in Vitro mpoy4YBaHUS BEPXY T€HOTOKCUYHOCTTA, TIMOTIUTA30H HE €
MOKa3a reHOTOKCHYeH noTeHnuan. [loBunieHa dectora Ha Xuneprurasust (MBXKKH U )KEHCKH TI0J) U
TyMOpH (MBKKH TTI0JT) Ha eNUTeNa Ha MTUKOYHUS MEXYp € HaOIltoJaBaHa MPH ILTHXOBE, HA KOUTO ©
MpIJIaraH THUOTIINTa30H 0 2 TOIUHM.

O6pa3yBaHeT0 1 HAJIMYKUCTO HA KaMBbHH B IMIMKOYHATa CUCTEMaA C IMOCJICABAINO BH3IIaJICHUEC U

XUIICPIUIAa3nd C€ CYUTAT 3a (1)I/I3I/IOJ'IOI‘I/I‘IHa OCHOBA Ha Ha6J'IIO,I[aBaHH$I TYMOPOI'CHCH OTI'OBOP IIpHU
IUTBXOBE OT MBXKKU I10J1. 24-MeCEUIHO MMPpOYy4YBAHC Ha MCXAaHU3MaA BbPXY IIJIBXOBC OT MBbKKHU I10JI
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IMMOKa3Ba, 4 MpUWJIAraHeTo Ha NUOIJINTAa30H BOAU OO IMMOBUIIICHA YE€CTOTA HA XHUIICPIIACTUYHU ITPOMCHU
B MMKOYHUA MEXYP. HO,Z[KI/ICCJ'IHBaHC Upe3 XpaHaTa 3HAYUTCIIHO HaMaJIsiBa Y€CTOTATd, HO HC OTMCHA
rnosgBaTa Ha TYMOpPH. Hanmmuuero na MHUKPOKPHUCTAIN YCHUJIBA XUIICPITACTUIHUSA OTTOBOP, HO HE CC
CUHTa KaTO OCHOBHA NPpHUYMHA 3a XUIICPITACTUIHU ITPOMCHHU. 3HAYMMOCTTA 33 YOBEKA Ha
TYMOPOI'CHHUTC HAXOJAKH, YCTAHOBCHU IIPU MBIKKHU IINIBXOBC, HC MOXKC J1d 6’[;,[[6 HU3KIIOYCHA.

He e YCTAaHOBCH TYMOPOI'CHCH OTI'OBOP IIPU MUILKHU IIPU ABATa I1OJA. Xnnepnnamﬂ Ha ITMKOYHUA
MCXYp HC € Ha6J'IIO}:[aBaHa Ipu Ky4deTa U MaﬁMYHPI, JICKYBAHH C IMUOTJIMTA30H 10 12 MeEcela.

[Ipu Mozen BBpXy KUBOTHHU Ha amMuiIHa afneHoMaTo3Ha nonunosa (FAP), nedenuero ¢ aBa apyru
THA30JMIMHINOHY, TOBUIIABA PA3IPOCTPAHEHUETO HA TyMOpa B 1e0€I0TO YepBO. 3HAYEHUETO Ha
Ta3| HaXOJKa HE € U3BECTHO.

OLICHKa Ha prUCKa 3a OKOJIHATa Cpcaa (ERA) HC CC O4YaKBa B’BS,Z[GﬁCTBPIC BBPXY OKOJIHATA Cpcaa Ipu
KIMHHU4YHa yHOTpe6a Ha IMHMOrJIMTa30H. %

Q
6. OAPMAIEBTUYHU JAHHHAU QO&Q
6.1 Chnucbk Ha IOMOIIHHUTE BelleCTBA ‘b(b*
JlakTo3a MOHOXUIpAT Q‘z\
Xunpoxcunponwiienyno3a (E463) 6&
Kpockapmenosa nHatpuit ’bQ
Marsuesues creapar (E572) be
<
6.2 HecnBMecTHMOCTH (4]
AS
Henpunoxumo. \_xe'
Q)@

6.3 Cpoxk Ha rogHoct (o)

W&

N
3 roguHU £
A S
6.4 CrnenuanaHu ycJ10BHA Ha &iﬁaﬂeﬂne
O

To3u JICKApCTBCH NPOAYKT @IEH/ICKBB. CliCHHUAJIHU YCJIOBUA 3a CbXPAaHCHUC

6.5 Buam cun;p;l’{&e Ha OIIAKOBKAaTa

O
bnucrepna onalgﬁa (OPA/AI/PVC-AI dommo): 14, 28, 30, 56, 60, 90 u 98 TabneTKu B KyTHSI.
<
He Bcnqxnﬂ?ﬂnom OITaKOBKH MOTAT Jia ObJaT ITyCHATH B TIPOIax0a.
6.6 CrnenuajaHu NpeaNna3sHu MEPKH NPH U3XBHPJIsIHE

Hsama CIICliMaJIH U3UCKBAHUS 34 U3XBBPJIAHC.

7. HNPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

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

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

14 tabnerku: EU/1/11/723/015
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28 tabnerku: EU/1/11/723/016
30 tabnerku: EU/1/11/723/017
56 tabnerku: EU/1/11/723/018
60 tabnerku: EU/1/11/723/019
90 tabnerku: EU/1/11/723/020
98 Tabnerku: EU/1/11/723/021

9. JATA HA ITBPBO PA3ZPEIIIABAHE/TIOJJHOBABAHE HA PASPEIIEHUETO 3A
YIHOTPEBA

Jara Ha mepBO paspemasane: 21 Mapr 2012 r.
Jlata Ha MOCJIETHO IOJHOBSIBAHE:

10. JATA HA AKTYAJIU3BUPAHE HA TEKCTA @@fb
Q
[MonpoOHa nH(OpMAaIKS 3a TO3H JEKAPCTBEH MPOAYKT € MIPEeI0CTaBeHa Ha ye6c@ﬁ Ha EBporetickara
areHIus 10 JIeKapcTBaTa http:// www.ema.europa.eu ’b(b
&
Q@
&
@@
Q
o‘@
®®
L, &0
O\“
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“
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X
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MHNPUJIOKEHMUE 11 &

Q
MNPON3BOJAUTEJI(N), OTTOBOPEH(HN)

OCBOBOXKIABAHE HA ITAPTUIN Q
,b’b

YCJIOBUA NJIN OFPAHI/I‘IEHI/IHégI[OCTABKA n
YIHOTPEBA Q\Q

JPYTH YCJIOBUS Y UBUCKBAHMS HA
PA3PEIIIEHUETO 3A YI@‘PEBA

O
YCJIOBUS WJIHN oﬁg&HI/IqEHI/m 3A BE3OIIACHA 1
E®EKTHBHA YIIGTPEFA HA JJEKAPCTBEHHSI
MPOJYKT .

S
&K
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O
&
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A. TTPOU3BOIUTEJI(M), OTTOBOPEH(HH) 3A OCBOBOKJABAHE HA
MHAPTUIN

Hme n aJpEC HAa MPOU3BOAUTEIIA, OTTOBOPEH 34 OCBO60)K,I[aBaHe Ha NapTuauTe

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

8501 Novo mesto
CnoBenus

TAD Pharma GmbH
Heinz-Lohmann-Stral3e 5
27472 Cuxhaven
I'epmanus

IleyaTHaTa nuCcTOBKA Ha JICKaApCTBCHUA MTPOAYKT Tpﬂ6Ba Ja CpAbpiKa UMCTO U aJipeca H%®
MMPOU3BOAUTCIIA, OTTOBOPCH 3a OCBO60)K):[aBaH€TO Ha CbOTBCTHATA MapTUAA. Q

O
S
b. YCJIOBHUA NN OTPAHUYEHUA 3A JOCTABKA " YHOT(I;@B

HeKapCTBeHI/IHT MMPOAYKT CC OTITYCKa ITO JICKAPCKO IMPEAINTUCAHUC. @Q\

N

)
B. JPYI'M YCJIOBUA U U3BUCKBAHUSA HA PA3P%§§(§H/IETO 3A YIIOTPEBA
. IleproauyHy aKTyaIM3UPAHHU AOKJIATH 32 0€3QFgCHOCT

KbM MoMeHTa Ha U3/jaBaHe Ha pa3pelIeHueTo 3a y&eGa HE C€ M3MCKBA I10/IaBaHEe Ha MePHOANIHU
aKTyaJM3UpaHd JOKIAJN 32 OE30MaCHOCT 3a TO KapCTBEH MPOAYKT. [Ipurexarenst Ha
paspemieHHeTo 3a yrnorpeda, obaue, TpsOBa J4I0AaBa MIEPHOANYHH aKTyaIU3UPAHH JTOKIIAIH 32
0€30IacHOCT 32 TO3U JICKAPCTBEH nponymﬂ@ 0 MPOJYKTHT € BKJIFOUEH B CIIHCHKA C pe)epeHTHUTE
natu Ha Epomneiickus cbio3 (EURD cmidfcsk), mpensuier B wi. 1078, an. 7 ot Hupextusa 2001/83/EO
Y yOJIMKyBaH Ha €BPOIIEHCKHUS ye6§pTan 3a JIeKapcTBa.

r. YCJIOBUA UJIN OF%@I‘IEHI/IH 3A BE3OITIACHA 1 E@EKTUBHA
YIHOTPEBA HA JIE@APCTBEHI/IH MHNPOAYKT

. IInan 3a ynpz}ﬁ‘hne Ha pucka (ITYP)

[TPVY tpsa6B @IstpMBa M3MCKBaHWUTE AEHHOCTHU U JIEHCTBHS, CBBP3aHM C IPOCIEAsIBaHE Ha
JexapgLTBeHaTa 6e3onacHocT, mocoueHu B onoopenus [IYP, npeacrasen B Monyn 1.8.2 Ha
Pazpemenunero 3a ynorpe0a, KakTo ¥ IPY BCHYKH CJIEBAILN ChITIACYBaHU aKTyaJIM3allH Ha
I1YP.

Axkrtyanusupat [IYP tpsabBa na ce mopasa:

. 0 HcKaHe Ha EBpornelickarta areHIus 1o JekapcTBara;

. BUHAru, KOTaTo Ce M3MEHsI CUCTEMAaTa 3a YIpaBJIeHHE Ha pUCKa, 0COOCHO B pe3yiTaT Ha
MoJIy4aBaHe Ha HOBa MH(pOpMaus, KOSTO MOXe Aa JOBEAE 10 3HAYMMHU IPOMEHH B
CHOTHOLICHUETO IT0JI3a/PHUCK, WK CIIell IOCTUTaHe HA BayKeH eTarl (BbB BPB3Ka C MPOCIeIsBaHe
Ha JIeKapcTBeHaTa 0e30MaCHOCT MIIM CBEXIAHE Ha PUCKA 10 MUHUMYM).

Axo patute 3a nonaBanero Ha [IAJ[b u aktyanusupanero Ha [IYP cpBnanar, Te Moxe na ce nmomaaaT
€IHOBPEMEHHO.

. JloNbJIHUTE/IHM MEPKH 32 CBe:KIaHe HA PUCKA 10 MUHUMYM
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I[Py e npeaoCTaBnu 06y‘II/IT€J'IeH MaKeT, HACOYUCH KbM BCHUYKHU JICKAPU, KOUTO CC OUaKBa Aa
npeanucBaT / M3MOI3BAT MUOTJIUTA30H. Hpe,Z[I/I pa3snpoCTpaHCHUCTO Ha P’BKOBO)_ICTBOTO 3a
MpCANIMCBAHC BbB BCAKA AbpPiKaBa-4JICHKA, HPYTp;[6Ba Ja CbrijiaCyBa CbABPIKAHUCTO U (popMaTa Ha
06y‘II/ITCJ'IHI/I$I MaTtcpuall, 3aCJHO C IUIaH 3a KOMYHUKaAIUA, C HATUOHAJTHUS KOMIICTCHTCH OPraH.

To3u OOyuuTesneH nakeT UMa 3a 11eJl 3acuiIBaHe Ha HH()OPMHUPAHOCTTA 32 BaKHUTE
UACHTHQHULIMPAHN PUCKOBE OT PaK HA MMKOYHUS MEXYp U ChbpJeYHa HENOCTAThYHOCT, KAKTO U
00IIMTE NPENOPBKHU, MPEIHA3HAYCHHU 32 ONTUMHU3UPAHE Ha CHOTHOIIEHHETO MOI3a-PUCK Ha
HUBO Ha MalKEHT.

OOyuuteneH maker 3a Jiekaps TpsOBa Aa cbabpka: KpaTka xapakTepucTrka Ha MPOAYKTa,
JIMCTOBKA U PBKOBOJCTBO 3a IpeanycBalusl.

B P’BKOBOZ[CTBO 3a IMpeArnrcBalusd TpH6Ba Ja ¢ noadeprac CICaAHOTO:

KpUTEPUUTE 3a IMOA00p Ha MAIUSHTUTE TPSOBA JIa BKIIOYBAT, MHOTIIMTA30H Ja HE CE U3II0I3Ba
KaTo JISYCHHE OT ITbPBA JIMHUS U J]a c€ ouepTae HeoOXOJUMOCTTa OT PeIOBHA ? CHKa Ha
10JI3aTa OT JICUCHHUETO;

PHUCKBT OT paKk Ha MUKOYHHUS MEXYP U ChOTBETHUTE CHBETH 32 MUHUMH3UPA g pHUcKa.
PHUCKBT OT ChpJACUHA HEAOCTATHYHOCT U CbOTBETHUTE CHBETHU 32 MUHUMURHPaHE HA PUCKA.
MTOBUINIEHO BHUMaHUE MPY yHOTpeba B cTapuecka Bh3pacT KaTo ce MMAPIIPE/IBU]L PUCKOBETE,
CBBP3aHHU C Bh3pacTTa (ITO-CHEeIMaTHO PaK Ha TUKOYHUS MEXYD, (bE?‘K PH U ChpJeYHa
HEJO0CTATHYHOCT) (%)
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(2
MNPUJIOKEHMUE II1 Q)Q

&
JAHHU BBPXY OHAKOBKA']%% JIMCTOBKA
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JAHHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA U
II'BPBUYHATA OITAKOBKA

CI'BBAEMA KAPTOHEHA KYTHUS

1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Pioglitazone Krka 15 mg Tabnetku

[Inornurazon
2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A) O
o>
Bcesika Tabnerka cpappxa 15 mg NHOTIUTa30H (KaTO XUAPOXIOPU). O&Q
*Q\
(%
3. CIIMCBK HA IOMOIIHUTE BEINECTBA D
Q‘(‘
Chbabpxa JaKTO3a MOHOXUAPAT. 6&
3a gombaHMUTENHA HH(POPMALHs BIKTE JTMCTOBKATA. ’bQ
Q’b
Qs
4. JIEKAPCTBEHA ®OPMA U KOJII/I‘—IECTB@"EIIHA OIMTAKOBKA
X
Tabnerka s.)sg
Q)@
14 Tabnerku ; «O
28 TabneTku O¢
30 TabneTkn £
56 TabieTKH {'} s
60 TabieTKH N\
90 TabneTkn OQ
98 tabnerku QQ
X
Pare)

S. HAYUH H@PI/IJIAFAHE N IIbT (MIIA) HA BBBEXK/IAHE

[720
HpC,Z[I/I yn@ MMpOYCTCTC JIUCTOBKATA.

3a mepopano MPUIIOKEHHE.

6. CIIEIUAJIHO NPEAYHPEXJIEHUE, UE TEKAPCTBEHUAT INIPOAYKT TPSABBA
JA CE CBbXPAHSBA HA MSICTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC CbXpPaHsABa Ha MACTO, HCAOCTBHIIHO 3a ACHA.

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

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT
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TI'omen no:

9. CIIEIIMAJIHH YCJIOBUS HA CbXPAHEHUE

10. CHEHOUWAJIHHU INPEAITA3SHA MEPKU ITPU NU3XBBHPJISIHE HA HEN3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HME U AAPEC HA ITIPUTEXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

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

[
12. HOMEP(A) HA PASPEILIEHUETO 3A YIIOTPEBA AQV

14 tabaerku: EU/1/11/723/001 Q\O
28 tadnerku: EU/1/11/723/002 (b*
30 ta6aerku: EU/1/11/723/003 o)

56 Tabnetku: EU/1/11/723/004 @‘3‘

60 tabnerkn: EU/1/11/723/005 6\\>

90 Ta6netku: EU/1/11/723/006 %Q

98 tabnerku: EU/1/11/723/007 Q

13. TAPTHJEH HOMEP X

[TapT. Ne Q;e'
)

14. HAYMH HA OTIIYCKAHE &~

&
HeKapCTBCHI/IHT OPOAYKT CC OTl'I@ I10 JICKAPCKO NpCAnrCaHuce.

R

[15.  VKA3AHMSI 3A0¥TIOTPEBA

,QO
.00

| 16. MHOQRMAILIMSI HA BPAIJIOBA A3BYKA
\ 4

Pioglitazone Krka 15 mg
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MHUHHMUMYM JAHHH, KOUTO TPABBA JJA CbABPXKAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPHU

| 1. NME HA JIEKAPCTBEHUA TPOAYKT

Pioglitazone Krka 15 mg Tabnetku

ITnornurazon

| 2. NME HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

KRKA @rb
%)
o
| 3. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT A\A‘
>
T'ogen mo: Q‘(b
<
N
| 4. HNAPTUJAEH HOMEP AQ,V
Q‘U'
[TapT. Ne @@
Q>
N’%)
5.  JIPYTO @q}"
&9
N
L
é “
&
O
&K
X
L
QO
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JAHHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA U
II'bPBUYHATA OITAKOBKA

CI'BBAEMA KAPTOHEHA KYTHUS

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Pioglitazone Krka 30 mg TabneTku

ITnornurazon
-0
2. OBSIBABAHE HA AKTUBHOTOMTE) BEILIECTBO(A) A@‘U
AN
Bcesika Tabnetka cpabspxka 30 mg MHOrIUTa30H (KaTO XUAPOXIOPHUL). *QO
R
3. CIIUCBK HA IOMOIIIHUTE BEHIECTBA ‘Q‘(‘
6\?
Chabpika JaKTO3a MOHOXHUPAT. Q
3a gombIHUTENHA HHDOPMAIIKS BIXKTE THUCTOBKATA. beq’
o %)
)
4, JEKAPCTBEHA ®OPMA U KOJII/I‘—IECI}%O B EJJHA OITAKOBKA
o‘v
Tabnerka Q,e'
20
14 Tabnerku O¢
28 TabneTku £
30 TabieTkn {'} N
56 TabneTKN %
60 TabneTkn OQ
90 TabneTKu QQ
98 TabneTkn @Q\
QD
~O

5.  HAYMHMA NPUJIATAHE U TbT(MILA) HA BbBEJKJIAHE
A

[Ipenn yno%eGa MPOYETETE JINCTOBKATA.
3a mepopaHO MPUIIOKEHHE.

6. CIIEIUAJIHO NPEAYHPEXJIEHUE, UE TEKAPCTBEHUAT INIPOAYKT TPSABBA
JA CE CBbXPAHSBA HA MSICTO JAJIEYE OT IOTJVIEJA U TOCET'A HA TEIIA

I[a CC CbXpPaHsABa Ha MACTO, HCAOCTBHIIHO 3a ACHA.

‘ 7. APYI'U CIIEHUAJIHU TPEAYTIPEXJIEHUSA, AKO E HEOBXOINMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT
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TI'omen no:

9. CIIEIIMAJIHH YCJOBUs HA CbXPAHEHUE

10. CHEHOUWAJIHHU NPEAITA3SHA MEPKWU ITPU NU3XBBHPJISIHE HA HEN3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

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

KRKA, d.d., Novo mesto, Smarjeﬁka cesta 6, 8501 Novo mesto, CnoBenus

12. HOMEP(A) HA PASPEILIEHUETO 3A YIIOTPEBA (\&V

14 tabnerkn: EU/1/11/723/008 2>
28 tabnerku: EU/1/11/723/009 )
30 ta6aetku: EU/1/11/723/010 @‘3‘

56 Tabnetku: EU/1/11/723/011 O

60 tadonerku: EU/1/11/723/012 %QQ

90 Ta6netku: EU/1/11/723/013 Q

98 tadbnerku: EU/1/11/723/014

13. MAPTHJAEH HOMEP ’910

[TapT. Ne , O
S
§

14. HAYMH HA OTIYCKAHEN °

HeKapCTBeHI/IFIT MNPpOAYKT CC @%(a 10 JICKAPCKO NpCANNCaHUC.

X

[ 15.  YKA3AHMSKIR YIIOTPEBA

\}
.@Q

| 16. MHOGPMAILMSI HA BPAIJIOBA A3BYKA

Pioglitazone Krka 30 mg
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MHUHHMUMYM JAHHH, KOUTO TPABBA JJA CbABPXKAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPHU

| 1. NME HA JIEKAPCTBEHUA TPOAYKT

Pioglitazone Krka 30 mg TabneTku

ITnornurazon

| 2. NME HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

KRKA @rb
%)
o
| 3. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT A\A‘
>
T'ogen mo: Q‘(b
<
N
| 4. HNAPTUJAEH HOMEP AQ,V
Q‘U'
[TapT. Ne @@
Q>
N’%)
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JAHHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA U
II'BPBUYHATA OITAKOBKA

CI'BBAEMA KAPTOHEHA KYTHUS

1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Pioglitazone Krka 45 mg Tabnerku

[Muornurazon
2. OBSIBABAHE HA AKTUBHOTO(MTE) BEHIECTBO(A) O
o>
Bcesika Tabnerka chabpika 45 mg MHOTIIMTa30H (KaTO XUIPOXIOPHU). O&Q
*Q\
D
3. CIIUCBK HA TIOMOIIHUTE BEHIECTBA D
Q‘(‘
Chappika JaKTO3a MOHOXHIPAT. 6&
3a mombIHUTETHA HHGOPMAITHS BIDKTE JIMCTOBKATA. ’bQ
Q’b
Qs
4. JIEKAPCTBEHA ®OPMA " KOJII/I‘JECTB@"EI[HA OITAKOBKA
Xt
Tabnetka s.)sg
Q)@
14 Tabnerku ; «O
28 TabneTku O¢
30 TabneTkn £
56 TabneTKu {'} s
60 TabneTku N\
90 TabneTkn OQ
98 Tabnerku QQ
X
Pa’e)

S. HAYUH Ij@PI/IJIAFAHE N IIbT(MIIA) HA BBBE/KJAHE

[720
HpC,Z[I/I yn@ MMpOYCTCTC JIUCTOBKATA.

3a mepopano MPUIIOKEHHE.

6. CIIEIUAJIHO NPEAYHPEXJIEHUE, UE TEKAPCTBEHUAT INIPOAYKT TPSABBA
JA CE CBbXPAHSBA HA MSICTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC CbXpPaHsABa Ha MACTO, HCAOCTBHIIHO 3a ACHA.

‘ 7. APYI'U CIIEHUAJIHU TPEAYNIPEXIEHUSA, AKO E HEOBXOJINMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT
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TI'omen no:

9. CIIEIIMAJIHH YCJIOBUS HA CbXPAHEHUE

10. CHEHOUWAJIHHU INPEAITA3SHA MEPKU ITPU NU3XBBHPJISIHE HA HEN3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HME U AAPEC HA ITIPUTEXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

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

[
12. HOMEP(A) HA PASPEILIEHUETO 3A YIIOTPEBA AQV

14 tabnerkn: EU/1/11/723/015 Q\O
28 tadnerku: EU/1/11/723/016 (b*
30 ta6aerku: EU/1/11/723/017 o)

56 Tabnetku: EU/1/11/723/018 @‘3‘

60 tabnerxn: EU/1/11/723/019 6\\>

90 Ta6netku: EU/1/11/723/020 %Q

98 tadbmerku: EU/1/11/723/021 005

13. TAPTHJEH HOMEP X

[TapT. Ne Q;e'
)

14. HAYMH HA OTIIYCKAHE &~

&
HeKapCTBeHI/IFIT MNPpOAYKT CC OTl'I@ 10 JICKAPCKO NpCANNCaHUC.

R

[15.  VKA3AHMSI 3A0¥TIOTPEBA

,QO
.00

| 16. MHOQRMAILIMSI HA BPAIJIOBA A3BYKA
\ 4

Pioglitazone Krka 45 mg
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MHUHHMUMYM JAHHH, KOUTO TPABBA JJA CbABPXKAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPHU

| 1. NME HA JIEKAPCTBEHUA TPOAYKT

Pioglitazone Krka 45 mg Tabnetku

ITnornurazon

| 2. NME HA ITPUTEXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

KRKA @rb
%)
o
| 3. JATA HA UIBTUYAHE HA CPOKA HA TOAHOCT A\A‘
>
T'ogen mo: Q‘(b
<
N
| 4. HNAPTUJAEH HOMEP AQ,V
Q‘U'
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Q>
N’%)
5.  JIPYTO @q}"
&9
N
L
é “
&
O
&K
X
L
QO
@

60



/\QQ
QO
N
>
0
@%
QJ&
Bb. IUCTOBKA (bQ
{2
Q
Q
%@
\)@
&
L, &0
&
& N
&
e
&L
0%

61



JIncroBka: nHGopManus 3a NOTPpeOHTES

Pioglitazone Krka 15 mg TabneTrkn
[Muornurason (Pioglitazone)

IIpoyeTeTre BHMMATEIHO LUSJIATA JIMCTOBKA MPeIN 1A 3all0YHeTe /1a IpUeMaTe TOBa JIEKAPCTBO,

Thil KATO TS CbAbPka BaxkHa 3a Bac nngopmanus.

- 3anasere Ta3u JUCTOBKA. MOXe 1a ce HAJIO0XKU Ja s MPOYETETE OTHOBO.

- AKO UMaTe HIKaKBH JIOBIHUTEITHA BBIPOCH, MMONUTalTe Bammms nekap wiu gpapMaresT.

- ToBa nekapcTBo € npennucano 1uyHo Ha Bac. He ro mpeorcrhnBaiite Ha npyru xopa. To Moxe
Jla UM HaBPEeY, HE3aBUCHUMO Y€ TIPU3HAIIMTE Ha TAXHOTO 3a00JsIBaHe ca ChIuTe KaTto BammuTe.

- AKO NMONTy4YuTe HIKAKBU HEXKEJIaHU JIEKaPCTBEHU PeaKinuy, yBeaomMere Bamus nekap unu
(apmanieBT. ToBa BKITIOYBA M BCHYKU BH3MOXHH HEXEJIAaHHU PEaKI[UH, HEOHCAHU B Ta3H
JIHCTOBKa. Brkre Touka 4.

KakBo cbabp:ka Ta3u JHCTOBKA: @rb
1. Kakso npencrasnsaBa Pioglitazone Krka u 3a kakBo ce u3nomissa QQ

2. Kakso tpsi0Ba na 3Haere, npeau aa npuemete Pioglitazone Krka O&

3. Kak na npuemare Pioglitazone Krka *Q

4. BBb3MOoxkHM HeXenaH! peakun Q>

5. Kak na cexpansiBare Pioglitazone Krka >

6. ChbabpxaHue Ha ONIaKOBKATa M JOIMBIHUTENIHA HH(POPMALUS @Q\

N
1. Kaxkso npeacraBassa Pioglitazone Krka un 3a Raks%b(a:momna

Pioglitazone Krka cpapprka nuornurason. To ¢ aHTHIHAGETHO IEKapCTBO, H3IOI3BAHO 33 JICYCHUE HA
TUN 2 (He-WHCYIMHO3aBUCUM) 3aXapeH AnadeT, KoraToWeT(opMHH He € MOAXOISII UK He JIeiicTBa
noctarbuHO. ToBa e muader, KOMTO 0OMKHOBEHO C BHBA IIPH BB3PACTHU.

Pioglitazone Krka moanomarar KOHTpola Ha KBOTO Ha 3aXapTa B KPHBTa, KOraToO MMaTe JUabeT THIT
2, KaTo TIoMara Ha TsUJIOTO J1a U3I0JI3Ba no{@o pe NPOU3BEACHUS OT HETO HHCYJIUH.

Bammsar nexap me nposepu ganu Pioglifazone Krka nefictsa 3 1o 6 Mecena cieq Kato 3amoyHeTe 1a
ro Ipuemare. &

Pioglitazone Krka moxe na ce @b]‘BBa CaMOCTOSITEITHO MPH MAalMEHTH, KOUTO HE MOTaT J1a TpueMaT
MeT(hOpPMUH, U KOTaTO Upe3AsdieHue ¢ AneTa 1 (PU3uIecKo HaToBapBaHEe HE MOXKE Ja C€ KOHTPOJIMpa
KPBBHATA 3aXap, WK MOXE fa ce J00aBU KbM JIPYTO JIedeHHE (KaTo CyI(PaHmIypeitHO TIPOU3BOIHO
WJIM UHCYJIUH), C KoeTQgé € IOCTUTHAT 33JJOBOJIUTEIICH KOHTPOJI HAa KpbBHATA 3axap.

QO

2. Kaxso@*f{gﬁBa Aa 3Haete, npeau Aa npuemere Pioglitazone Krka

5

He npuemaiite Pioglitazone Krka

- aKo CT€ AJEPTrUYHU KbM MHOTIMTA30H MM KbM HSKOS OT OCTaHAJIUTE ChCTAaBKM HA TOBA
JIeKapcTBO (M30pOCHU B TOUKA 0).

- aKo UMaTe WM aKO B MHHAJIOTO CTE€ UM ChPACYHA HEJOCTATHYHOCT.

- aKo uMarte YepHoIpoOHO 3a00sABaHe.

- aKo CTe UMali JuadeTHa KeToauuao3a (yCIoXHEeHHe Ha quadeta, IpUIuHsIBaIo Obp3a 3aryoa
Ha TerJo, raicHe WIX MOBPBIIAHE).

- aKo UMaTe WM CTe UMAaJIM PaK Ha MUKOYHUS MEXYpP.

- aKo MMarte KpbB B ypUHATa, KOSATO HE € u3cienBaHa oT Bammmus nekap.

Ipexynpesxnenns u npeanasHu MepKu

I'oBopere ¢ Bammus nexap npeau aa npuemere Pioglitazone Krka:

- aKo 3a7bprkaTe BoJa (3aApbKKa Ha TEYHOCTH) HIIM aKO CTE UMAJIM MPOOJIEMH ChC ChpIEYHA
HEIOCTaTBYHOCT, 0COOCHO aKo cTe Haj 75 TOAWHH.
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- aKo uMarte 0coOeH BUA AMa0ETHO OYHO 3a00JsiBaHe, HAPEUEHO MaKyJIapeH eeM (IToyBaHe Ha
3aJHaTa 4yacT Ha OKOTO).

- aKo MMaTe KUCTU Ha SHYHUIKTE (MOJIMKUCTO3EH CHHAPOM Ha ssiiununuTe). ChiecTByBa
MOBHIICHA Bb3MOXKHOCT 32 3a0peMeHsIBaHe, 3aI10TO MOKE J1a MMaTe OBYJIALUsl OTHOBO, KOT'aTo
npuemare Pioglitazone Krka. Axo ToBa ce oTHacs no Bac, nznon3zBaiite nogxoasima
KOHTpauemnus, 3a 1a n30eruere HermjIaHupaHa OpeMeHHOCT.

- aKo uMmare npobsemu ¢ uepHust 1pod u cepuero. [lpean ga 3anounere na npuemare
Pioglitazone Krka mie HampaBuTe KpbBHU H3CIICABAHUS, 32 1a CE MPOBEPU PYHKIHATA HA
yepHusa Bu n1po6. Ta3u npoBepka MoXke IEPHOANIHO a Obe moBTapsiHa. Hikou manueHTH cbe
3axapeH AuadeT THII 2 ¢ rojsiMa JABHOCT M ChPACYHO 3200 sIBAHE HIIH MIPEXKUBSH yaap, KOUTO
ca Ha JleueHue ¢ uHCyauH U Pioglitazone Krka, momyuaBaT cbpaeyHa HeIOCTATBUYHOCT.
YBenomere nekapsi CH Bb3MOXHO Hali-paHo, aKO yCETUTE NPU3HALM Ha ChbpACYHA
HEIOCTAThYHOCT KaTO HEOOWYaeH HEAOCTHT Ha Bb3LyX WM ObP30 MOKAaYBaHE HA TETJIO WK
JIOKAJIM3UPAHO MOAMYXBaHe (OTOLH).

Axko npuemate Pioglitazone Krka ¢ npyru nekapctsa 3a auader, UMa BEpOSTHOCT KpLBP@BH 3axap
Jla aJIHe 10l HOPMATHUTE HUBA (XUIOTIIMKEMHS). &Q

HpI/I Bac moxe Ja CC IOsABU U HAMAJISIBAHC Ha 6p0$[ Ha KPBbBHUTC KIJICTKH (aHCM@

CuynBaHus Ha KOCTUTE >
HabnronaBa ce mo-rojsiM Opoii cuynBaHUs HA KOCTUTE IPH KEHUTE (H @g\ U TIPH MBXKETE), IpUEMaIln
MUOTIINTA30H. BammaT nekap me B3eMe NpenBH] TOBA NP JICUYEHH a Bammms nuaber.

Jena u 1oHOIIH fbbe

VYnorpebara npu neua nox 18 roquHy He ce MpenopbyBa. @Q

Apyru nexapcrBa u Pioglitazone Krka ‘2‘6

Moz, uadopmupaiite Bamms nexap nnn (bapMauey@' aKo IpueMare, HACKOPO CTE MPUEMaIH WU €
BB3MOXO J1a IpUeMaTe APYTH JIeKapCTBa. QO

B noseuero ciyuan Bue me moxe na npo OI/ITC npueMa Ha JpyTUTe JIeKapcTBa 110 BpeMe Ha
neuyenueto ¢ Pioglitazone Krka. Muor eposITHO 00ade HIKOM JIEKapCTBa J1a MOBIMAT HUBOTO HA
KpbBHaTa Bu 3axap: A

- reM(puOpO3wWI (M3MON3BaH ‘%aManﬂBaHe Ha XO0JIECTEpOIIa)

- prdaMIHUIKH (33 TCYCHES A TyOepKyI103a i APy HH(CKIINH)

VYBenomere Bamms nekap apMarlleBT, aKO pHeMaTe KOEeTO U J1a € OT Te3H JekapcTBa. KppBHaTa
Bu 3axap me 6bp1e NPOBEPABAHA M 103aTa HA Pioglitazone Krka moxe na ce Hanoxwu na 0b1e
MIPOMEHEHA. &Q)

Pioglitazone Kyk# ¢ xpana, HanuTKu 1 aJIKOX0JI
Mosxe na n&p@&ne Bammre Tabnetku cbe minu 0e3 xpana. TpsOBa 1a ripTHETE TaONETKUTE € Yala
BOJA.

Bpemennoct, kbpMeHe U pepTHIANTET

AKko cTe OpeMeHHa WM KbPMHTE, CMSTATE, Y€ MOXKe Jja CTe OpeMeHHa WM TUIaHupaTe OpEeMEHHOCT,
nochBeTBaiTe ce ¢ Bamms nexap miu gapmaneBT npeau ynorpedara Ha TOBa JIEKapCcTBO.

BammsT nexap me Bu nocbBeTBa a NpekpaTUTE JICYEHUETO C TOBA JIEKApPCTBO.

lodupane u padora ¢ MalIUHU
[MnornuraszoH HIMa Ja MoBnuse Ha Bamrata cmiocoOHOCT 3a modupane u paboTa ¢ MalIuHU, HO
B3€METE MEPKH, aKO TOUYBCTBATE IPOMEHHU B 3PEHUETO.

Pioglitazone Krka cbabpika 1aKkT032a MOHOXHAPAT

Axko Bammsr nekap Bu e ka3an, ye umaTe HETOHOCHMOCT KbM HSIKOU 3aXapu, IOCHBETBANTE €€ C HETO,
npeau aa Bzemere Pioglitazone Krka.
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3. Kak na npuemare Pioglitazone Krka

Bunaru aneMaﬁTe TOBAa JICKAPCTBO TOYHO KAKTO Bu e xazan Bamusr JICKap Wjin (l)apMaI_IeBT. Axo He
CTC CUT'YPHHU B HCIIO, nonuraite Bamms JICKap Wi (bapMaueBT.

Tps6Ba na ce npuema eqna TadneTka THEBHO. AKO € HeoOxoauMo, BamusT nexap Moxe na Bu kaxe
Jla IpreMare pasinyHa J03a.
Ako cMmsTare, ye edexTsT Ha Pioglitazone Krka e npekaneno cnal, koHcynTupaiite ce ¢ Bamus nexap.

Korato Pioglitazone Krka ce npuemar B koMmOnHanus ¢ qpyry JeKapcTBa 3a JIeueHUe Ha quadeT (KaTto
HanpUMep, HHCYIIHH, XJIOPIPONaMHL, INIMOSHKIaAMUA, TAMKIa3ua, TON0yTaMua), Bammsr nekap e
Bu xaxke nanu e He0o0X0AMMO J1a IpUeMaTe Mmo-Majka /103a oT BammTe nexapcTsa.

Bammst nexap me Bu nomonu nepnoauyuHo Aa npaBUTE KPbBHU U3CICABAHHA 110 BpEME HY JICYEHHETO
c Pioglitazone Krka. ToBa ce Hanara, 3a 1a ce npoBepH Jaiu yepHUsT Bu npo6 ¢yHkun a

HOPMAJHO. Q
O&

AKo cria3zBaTe JueTa BbB Bpb3Ka ¢ Bammsa quader, TpsiOBa 1a MpOABIKUTE Heﬁﬁ U3IIBJIHEHUE U T10
BpeMe Ha npuema Ha Pioglitazone Krka. Bamero Terno tpsioBa na 6b1e PeOBHO POBEPABAHO. AKO
YCTaHOBHTE ITOKayBaHE Ha TETJI0TO, yBenomeTe Bamms nekap. &

Ynorpeda npu gena U IOHOLIHA 6&
VYnotpebara npu neua nox 18 roquHy He ce MpernopbyBa. Q)Q
&

AKo cTe NpHesn NoBeyve oT HeoOxoauMara o3a Pioglit Krka

AKo ciy4aifHO lpueMeTe rmoBeye TabJaeTKu Pioglitazoneé‘;ﬁl, WY HAKOM IPYT WIIU I€TE IPUEME OT
Bamrero nekapctBo, He3abaBHO yBenomere Bammms nexdp nnn papmanest. KppBHara Bu 3axap moxe
Jla CIIaJHe Mol HOpMAJIHUTE HHUBA U MOXKeE J1a CE I 1 4pe3 nprueMaHe Ha 3axap. [IpenopsuBa ce 1a
HocuTe Chbe cee cu Oyuku 3axap, CIajKy, 6HCK%@h WM MOJICIIAJIEH ChC 3aXap IIIOI0B COK.

O

AKo cTe npomycHaJim 1a npuemere Pio «zone Krka
[Ipuemaiite Pioglitazone Krka taGetku a KakTo Bu e nmpennucano. Benpeku ToBa, ako
MPOIyCHETE MpHEMa, IPOCTO MPOABKKETE ChC ceBalnaTa 103a, KakTo ooukHoBeHo. He B3emaiite
JBOHA 71033, 3a a KOMHCHCI/IpaT$§)<HYCHaTaTa TabJeTKa.

Q\
AKo cTe crpesiM mpuemMa %Q?oglitazone Krka
Pioglitazone Krka Ta6nexg~u TpsiOBa J1a ce mMpreMaT BCEKH JEH, 3a 1a UMaT eeKT. AKO CIpeTe nprueMa
Ha Pioglitazone Krka &remn, KpbBHaTa By 3axap Moke Aa ce MoBUIIM. YBenomeTe Bamms nexap
peIH 1 NPEKPaTHTGMOBA JICUCHHC.

AKo nmarte H B JIOITBJIIHUTEIIHA BBIIPOCH, CBBP3aHH € yIoTpedara Ha TOBa JIEKAPCTBO, IIONMHUTATE
Bamms nekap nnu gpapmanesT.
4. BB3MOKHI HexkeTaHU peaKkIuu

Kakro Bcuuku nekapctBa, ToBa nekapctBoPioglitazone Krka mosxe na npenu3Buka Hexenanu
peakuuy, BEIIPEKHU Y€ HE BCEKH T'H [TOJTy4aBa.

HpI/I NalMCHTUTEC Ca HaGJ’IIOZ[aBaHPI MMo-CrieyaIHoO CICAHUTC CCPUO3HHN HCIKCIIaHU PCAKIIUU:

[Ipu nauumentu, kouto npueMat Pioglitazone Krka B komMOuHaIus ¢ MHCYTUH YecTo ce HabroaaBa
ChpZEYHA HEJOCTaThUHOCT (MOXe Aa 3acerHat 1o 1 Ha 10 xymmu). CuMnToMuTe ca HeoOHMYacH
HEIOCTHUT Ha BB3IyX, Obp30 MOBHUILIABAHE HA TETJIOTO WM JOKAIN3UPAH OTOK (eneM). AKO UMaTe
HSIKOM OT T€3H CUMIITOMH, 0COOEHO aKo CTe Ha Bb3pacT HaJ 65 TroauHH, He3a0aBHO MOThPCETE
MEIUIIHCKA TTOMOIII.
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Pak Ha nuKkoYHUS MEXyp ce cpela HeuecTo (Moxke Aa 3acerHar jo 1 Ha 100 qymmm) mpu naryeHTH,
mpuemanty Pioglitazone Krka. [Ipu3HanuTe 1 cMMOTOMUTE BKIIIOYBAT KPBB B ypUHATa, OOJIKA TPU
YpPUHHUPAHE WIM BHE3AICH MO3UB 32 YPUHUPaAHE. AKO MOIYYUTE HIKOU OT TE€3U CUMIITOMU, CBBPKETE
ce Bamus nekap Bb3MOXKHO Hail-CKOpO.

Jlokanu3upaHusaT OTOK (€eM) ChIIO € MHOTO YeCcTO HabJIo1aBaHa HeXKeNaHa peakys IpH MalueHTH,
kouto npuemart Pioglitazone Krka B koMOuHaIms ¢ MHCYTUH. AKO UMaTe Ta3u HeXellaHa PeakLusl,
rOBOpETE BB3MOKHO Hali-CKopo ¢ Bamms nekap.

CuynBaHe Ha KOCTUTE € YeCTO ChOOIaBaHa HexKellaHa peakuus (Moxe fa 3acerHat Ao 1 Ha 10 xymm)
npu >xeHu, npuemany Pioglitazone Krka. Ako umare Ta3u HexenaHa peakiysi, TOBOPETE Bb3MOKHO
Hal-ckopo ¢ Bammus nekap.

3aMBIIICHO 3peHHE, IBIDKAIIO ce Ha MOAyBaHe (MJIM TEYHOCT) B 3aHATa YacT Ha OKOTO (C HEM3BECTHA
YecTOTa) CHIIO € HeXKENaHa peakiys, Cho0IaBaHa Ipy MalUeHTH, TpUEMalH Ploghtaz ka. Ako
MMaTe T€3H CUMIITOMH 3a IIBPBH ITBT, FOBOPETE ¢ Bammms ekap Bb3MOKHO Hall-CKOPQnICBEH TOBA,
aKo Beue MMaTe 3aMbIIIEHO 3pEHHE U CHMIITOMHTE CE BIIOIIAT, ToBOpeTe ¢ Bamms 6% BB3MOKHO

Hal-CKOpO. *
>

Nwma cpobiieHus 3a anepriuyHu peakiuy (C HEM3BECTHA YeCTOTa) NP Tall; QQTH, TIpreMaIu
Pioglitazone Krka. Axo umare cepro3Ha anepruvHa peakiys, BKIIOYH \éo KOIIPUBHA TpecKa
(ypTHKapus) 1 IO{yBaHE Ha JUIETO, YCTHUTE, €3UKa WK T'BPIIOTO, gg MOJKeE J1a TPUYUHH
3aTpyIHEHO JWIAHE WK MPETThIIane, CIpeTe MprueMa Ha TOBa g&pomo 1 roBopete ¢ Bamms nexap
BB3MOYKHO Hai-CKOPO. be
JpyruTe HeXelnaHu peakluy, KOUTO ca HaOII01aBaHu TR, HAKOM MalueHTH, npuemManu Pioglitazone
Krka ca: ‘gﬁ

R4
yectr (Moxe fa 3acerHat 1o 1 Ha 10 mymm) Q)Q
- WHQEKIHS HA TUXATCITHUTE MHTHIIA &Q

- HapyIIEHO 3pEHUE Q
- MOBHIIABaHE HA TETJIOTO \&,O
- U3TPBIBaHE

&
He4yecTH (MOXKE J1a 3acerHaT aod@ 100 mymm)
- BB3MAJICHUE Ha CUHY!

- Oe3chHME (I/IHCOMHQQ)

C HEM3BECTHA ‘ICCT(@%)T HIMYHUTE JaHHU HE MOXKe 1a Objie HampaBeHa OL[CHKA)
- MOBHIIABHIQHA YEPHOAPOOHUTE CH3UMU
- anepm@fm peaxkuun

Jlpyrute HexenaHu PeakLuH, KOUTO ca HaOII0AaBaHH MIPU HIKOM MAllUEHTH, KOUTO MpHUeMar
Pioglitazone Krka ¢ npyru nexapcTsa 3a jedenue Ha 1ualer ca:

MHOT0 YecTH (MOXe J1a 3acerHaT moBeyve ot 1 Ha 10 xymm)
- TTOHIKABaHE HAa KPhBHATA 3aXap (XUMOTIINKEMUS)

gyecT (Moxe aa 3acerHar a0 1 Ha 10 gymm)

- riaBo0osme

- 3aMaiiBaHe

- OO0JIKM B CTaBUTE

- UMIIOTEHTHOCT

- OoJiku B r'ppba

- HEIOCTHUT Ha BB3IyX

- JIEKO TIOHIDKEHHE Ha Opos Ha YEPBEHUTE KPHBHU KIETKU
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- o0Opa3yBaHe Ha ra3oBe

HevecTH (Moxke 1a 3acerHar jo 1 Ha 100 gymm)
- 3axap B ypuHaTa, OCNTHIN B ypUHATA

- MOBHIIIEHH CH3UMH

- CBETOBBPTEX (BEPTHUIO)

- H3II0TSABAHE

- ymopa

- MOBMIIIEH AllCTUT

CpolImaBane Ha He)KeJAHH PeaKIHH

AXO TIOJTyYHTe HIKAKBY HEKEJIaHU JICKApCTBEHH PEaKiny, yBeaoMeTe Barms ekap win hapManesT.
ToBa BKJIFOUBa BCHYKU BH3MOKHU HEONMCAHM B Ta3M JIUCTOBKA HEXKEJIAHU peakuuy. MoxeTe ChIIo Ja
CHOOIMTE HEXXEJIAaHH PeaKy JUPEKTHO Ype3 HAIlMOHAIHATA CUCTEMa 32 ChOOIIaBaHe, MOCOYCHA B
[punoxenue V. Karo cro0maBare HeKeNIaHU pEaKUK, MOJKETE J1a JaJeTe CBOSI IPUHOC 3

MoJy4aBaHe Ha MoBeye HH(pOopManus OTHOCHO 0€30MacHOCTTa Ha TOBA JICKapCTBO. 0@
5. Kak na cexpansiBare Pioglitazone Krka $
Jla ce cbXxpaHsABa Ha MsCTO, HEJOCTBHITHO 3a Jlela. Q\(b

He u3nonspaiite ToBa JICKApCTBO CJICA CpOKa HA TOAHOCT, OT6CJ’I$I33@)XY OIIaKOBKaTa CJIc ,,FOZ[CH
I[OZ”. CpOK’LT Ha TOAHOCT OTTOBapA HAa NOCICAHUA ACH OT HOCO“I?@H MCCCII.

&

To3u JICKAPCTBCH MPOAYKT HC U3UCKBA CIICIIMAJIHN YCJIOBH%%&C’BXpaHeHI/Ie.

He n3xBbpuidiiTe ilekapcTBaTa B KaHaIU3alMsITa WIN B @QHTeI‘/'IHepa 3a TOMAaIIHU OTIAIBIIH.
[NomuTaiite Bammst hapManeBT Kak ga U3XBBPIAT apcTBara, KOUTO Beue He u3nosssare. Te3n
MEpKH III€ CIIOMOTHAT 3a ONa3BaHe Ha OKonHaTané;[a.
’\K\O
6. ChbabpkaHue Ha OIAKOBKATA PL@HLJIHHTGJIH& HH(popManus
A S
Kakso ceabp:ka Pioglitazone
- AKTHBHOTO BEIIECTBO € &THHTZBOH. Bcesika Tabnetka chabpxa 15 mg nuornurasoH (KaTo
XUIPOXJIOPHUL). Q
- Hpyrure CBCTABKKPA: TAKTO3a MOHOXH/IPAT, XUIPOKCHIIPOTIAII LIETy103a (E463),
KpOCKapMenoia&tpHﬁ, MmarHesueB cteapar (E572).

Kak n3rnexna litazone Krka u kakBo CbAbp:Ka OIaKOBKATA

Benu o moupidenu, Kpbriau, TaOIETKH ChC CKOCEHU pHOOBE U TpaBUpaHi ¢ ,,15” OT emHaTa CTpaHa
(mmameTsp N mm)

Taberkure ce mpemiaraT B Kytuu ot 14, 28, 30, 56, 60, 90 u 98 B GiucTepu.

He Bcuuku BHUIOBC OIMAKOBKU MOrart aa 6’L,I[aT ITyCHATHU B npona>i<6a.

IIpurte:xkaTesa Ha pa3pelnieHHETO 32 ynoTpeda
KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CinoBeHus

IIponsBoauten 5
KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CnoBeHus
TAD Pharma GmbH, Heinz-Lohmann-Stralle 5, 27472 Cuxhaven, ['epmanus

3a JOII'BJIHUTCIIHA PIH(bOpMaL[I/IH OTHOCHO TOBa JICKAPCTBO, MOJII, CBBPIKETC CC C JIOKAJTHUA
MNPEACTABUTCII HA MIPUTCIKATECIIA Ha PA3PCHICHUCTO 3a yHOTpe6a:
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Belgié/Belgique/Belgien
KRKA, d.d., Novo mesto
Tél/Tel: + 32 (0)3 321 63 52

Bbarapus

[IpeacraButenctBo Ha KRKA B bwarapus

Ten.: + 359 (02) 962 34 50

Ceska republika
KRKA CR, s.r.o.
Tel: + 420 (0) 221 115 150

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

Deutschland
TAD Pharma GmbH
Tel: + 49 (0) 4721 606-0

Eesti
KRKA, d.d., Novo mesto Eesti filiaal
Tel: + 372 (0) 6 671 658

E)\rGda
QUALIA PHARMA S.A.
TnA: +30 (0)210 2832941

Espaiia
KRKA Farmacéutica, S.L.
Tel: +34 911 61 03 81

France

KRKA France Eurl
Tél: + 33 (0)1 57 40 82 250Q
Hrvatska éz\
Krka — farma d.o.@

Tel: + 385 1 63@100

Ireland
KRKA Pharma Dublin, Ltd.
Tel: + 353129391 80

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

Italia
KRKA Farmaceutici Milano S.r.1.
Tel: +39 02 3300 8841

Kvnpog
Kipa Pharmacal Ltd.
TnA: + 357 24 651 882

Lietuva
UAB KRKA Lietuva
Tel: + 3705236 27 40

Luxembourg/Luxemburg
KRKA, d.d., Novo mesto
Tél/Tel: + 32 (0)3 321 63 52

Magyarorszag
KRKA Magyarorszag Kereskedelmi Kft.
Tel.: + 361 (0) 355 8490

Malta

KRKA Pharma Dublin, Ltd. (30"

Tel: + 353 1293 91 80 Q
Q

<\O
I9B.V.

Nederland
Focus Care Pharmaceutj
Tel: +31 (0)75 61 2Qz§‘1’_>1

Norge

Tlf +46 43(’?%43 67 66 (SE)

(")stgl%ich
Pharma GmbH, Wien

SEEL: + 43 (0)1 66 24 300
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Polska
KRKA-POLSKA Sp. z o.0.
Tel.: + 48 (0)22 573 7500

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

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

Slovenija
KRKA, d.d., Novo mesto
Tel: + 386 (0) 1 47 51 100

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

Suomi/Finland
KRKA Sverige AB
Puh/Tel: + 46 (0)8 643 67 66 (SE)

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



Latvija United Kingdom
KRKA Latvija SIA Consilient Health (UK) Ltd.
Tel: +371 6 733 86 10 Tel: + 44 (0)2089562310

IIaTa Ha MOCJIECAHO MpepasrjaeKaaHe Ha JUCTOBKaTa

INoapoOHa nHpopManys 3a TOBA JIEKapCTBO € MpelocTaBeHa Ha yeOcaiita Ha EBporneiickata areHIus
1o JieKapcTBaTa http://www.ema.europa.eu
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JIncroBka: nHGopManus 3a MOTPeOUTEIS

Pioglitazone Krka 30 mg Ta0ieTrku
[Muornurason (Pioglitazone)

IIpoyeTeTre BHMMATEIHO LHSVIATA JIMCTOBKA MPeIM 1A 3all0YHeTe /1a pueMaTe TOBa JIEKAPCTBO,

Thil KATO TS CbAbPka BaxkHa 3a Bac nngopmanus.

- 3anazere Ta3u JUCTOBKA. MOXe 1a ce HAJIO0XKU Aa s MPOYETETe OTHOBO.

- AKO UMaTe HIKaKBH JIOBIHUTEITHA BBIPOCH, MMONUTalTe Bammms nekap wiu gpapMaresT.

- ToBa nekapcTBo € npennucano 1uuHo Ha Bac. He ro mpeorcrhnBaiite Ha npyru xopa. To Moxe
Jla UM HaBPEeY, HE3aBUCHUMO Y€ TIPU3HAIIMTE Ha TAXHOTO 3a00JsIBaHe ca ChIuTe KaTto BammuTe.

- AKO MONTy4YuTe HIKaKaBU HEXXEJaHU JIEKapCTBEHU peakluy, yBeaomere Bamus nexap unu
(apmanieBT. ToBa BKIIIOYBA M BCHYKH Bb3MOXKHH HEXEJIaHU PEaKI[UH, HEOHCAHU B Ta3H
JHCTOBKa. Brkre TOouka 4.

KakBo cbabp:ka Ta3u JUCTOBKA: @rb
1. Kakso npencrasnsBa Pioglitazone Krka u 3a kakBo ce u3nomissa QQ

2. Kakso tpsi0Ba na 3Haere, npeau aa npuemete Pioglitazone Krka O&

3. Kak na npuemare Pioglitazone Krka *Q

4. BB3MOXKHM HEXeTaH! peakun Q>

5. Kak na cexpansiBare Pioglitazone Krka >

6. ChbabpxaHue Ha ONIaKOBKATa M JOIMBIHUTENHA HH(POPMALUS @Q\

N

1. Kaxkso npeacraBasBa Pioglitazone Krka u 3a Rakst&(amomsa

Pioglitazone Krka cpapprka nuornurason. To ¢ aHTHAMAGGTHO JIEKapCTBO, H3IOI3BAHO 33 JICYCHUE HA
TUN 2 (He-WHCYIHHO3aBUCUM) 3aXapeH aAnadeT, KoraToWeT(opMHH He € TOAXOISII UK He JeiicTBa
noctarbuHO. ToBa e muader, KOMTO 0OMKHOBEHO C BHBA IIPH BB3PACTHU.

Pioglitazone Krka moanomarar KOHTpo/a Ha KBOTO Ha 3aXapTa B KPHBTA, KOraToO MMaTe JUabeT THII
2, KaTo TIoMara Ha TsUJIOTO J1a M3I0JI3Ba no{@o pe IPOU3BEACHUS OT HETO HHCYJIUH.

Bammsr nexap me nposepu ganu Pioglifazone Krka nefictsa 3 1o 6 Mecena cien Kato 3amoyHeTe 1a
ro IIpuemare. &

Pioglitazone Krka moxe na ce @%bnsBa CaMOCTOSITeITHO TIPY TIAIIMeHTH, KOUTO HE MOTar Jia MprueMar
MeT(hOpPMUH, U KOTaTO Upe3AsdieHue ¢ AneTa 1 (PU3MUecKko HaToBapBaHEe HE MOXKE Ja C€ KOHTPOJINpa
KPBBHATA 3aXap, WM MOXE fa ce J00aBU KBbM JIPYTO JIedeHHE (KaTo CyI(PaHmIypEiHO TIPOU3BOIHO
WJIA WHCYJINH), C KoeTQgé € TIOCTUTHAT 3aJJ0BOJIUTENICH KOHTPOJI HAa KpbBHATA 3axap.

QO

2. Kaxso@*f{gﬁBa Aa 3Haete, npeau Aa npuemere Pioglitazone Krka

5

He npuemaiite Pioglitazone Krka

- aKo CT€ aJEPTrUYHU KbM MHOTIMTA30H MM KbM HSKOS OT OCTaHAJIUTE ChCTABKM Ha TOBA
JIeKapcTBO (M30pOCHU B TOUKA 0).

- aKo MMaTe WM aKO B MHHAJIOTO CTE€ UMM ChPACYHA HEJOCTATHYHOCT.

- aKo uMare yepHopoOHO 3a00sABaHe.

- aKo CTe MMai JuadeTHa KeToaunao3a (yCIoXHEeHHe Ha quadeta, IpUIuHsBalo Obp3a 3aryoa
Ha TerJo, raicHe WIK HOBPBIIAHE).

- aKo MMAaTe WM CTe UMAJIU PaK Ha IMUKOYHUS MEXYpP.

- aKo MMate KpbB B ypUHATa, KOSATO HE € u3cienBaHa oT Bamms nekap.

Ipexynpesxnenns u npeanasHu MepKu

I'oBopere ¢ Bammus nexap npeau aa npuemera Pioglitazone Krka:

- aKo 3a7bpikaTe BoJa (3aApbKKa Ha TEYHOCTH) HIIM aKO CTE UMaJI MPOOJIEMH ChC ChPACYHA
HEIOCTaThYHOCT, 0COOCHO aKo cTe HaJ 75 TOAWHH.
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- aKo uMarte 0coOeH BUA AMa0ETHO OYHO 3a00JsiBaHe, HAPEUEHO MaKyJIapeH eeM (IToyBaHe Ha
3aJHaTa 4yacT Ha OKOTO).

- aKo MMaTe KUCTU Ha SHYHUIKTE (MOJIMKUCTO3EH CHHAPOM Ha ssiiununuTe). ChiecTByBa
MOBHIICHA BB3MOXKHOCT 3a 3a0peMeHsIBaHe, 3aIll0TO MOXKE J1a MMaTe OBYJIALUsl OTHOBO, KOT'aTo
npuemare Pioglitazone Krka. Ako ToBa ce oTHacs no Bac, nznon3zBaiite nogxoasima
KOHTpauenuus, 3a 1a n30eruere HermaHupana OpeMEeHHOCT.

- aKo uMmare npoosemu ¢ yepHus apod u cvpuero. [Ipeau aa 3anodynere ga npuemare
Pioglitazone Krka mie HarpaBuTe KpbBHH H3CIICABAHUS, 32 1a CE MPOBEPH PYHKIHATA HA
yepHusa Bu n1po6. Ta3u npoBepka MoXke IEPHOANIHO a Obe moBTapsiHa. HAKkou manueHTH cbe
3axapeH AuadeT THII 2 ¢ ToJsiMa JaBHOCT M ChPACUYHO 3a00JsIBAHE MITH MIPEKUBSIH y1ap, KOUTO
ca Ha JedeHue ¢ nHCYIMH U Pioglitazone Krka, momyuaBaT cbpaeyHa HeIOCTATBUYHOCT.
YBenomere nekapsi CH Bb3MOXHO Hali-paHo, aKO yCETUTE NPU3HALIM Ha ChbpACYHA
HEIOCTAThYHOCT KaTO HEOOWYaeH HEAOCTHUT Ha BB3LyX WM ObP30 MOKAaYBaHE HA TETJIO WK
JIOKAJM3UPAHO MOAIyXBaHe (OTOLH).

Axko npuemate Pioglitazone Krka ¢ npyru nekapctsa 3a guader, ©Ma BEpOSTHOCT KpLBP@BH 3axap
Jla aJIHe 10l HOPMATHUTE HUBA (XUIOTIIMKEMUS). &Q

HpI/I Bac moxe Ja CC INOsABU U HAMAJISIBAHC Ha 6p0$[ Ha KPBbBHUTC KJICTKH (aHCM@

CuynBaHus Ha KOCTUTE >
Habnronasa ce mo-rojsiM Opoii cuynBaHUs HA KOCTUTE IPH KEHUTE (H @g\ U TIPH MBXKETE), IpUEMAILU
MUOTIINTA30H. BammaT nekap me B3eMe NpenBH] TOBA NP JICUEHH a Bamms nuater.

Jena u 1oHOIIH fbbe

VYnotpebara npu neua nox 18 roquHy He ce MpernopbyBa. @Q

Apyrn nexapcrBa u Pioglitazone Krka ‘2‘6

WNndopmupaiite Bamms nexkap nnu dapmanesrT, alcq)gﬁneMaTe, HACKOPO CTE€ MPHEMAIH W €
BB3MOXKHO J1a IPHEMaTe APYTH JIEKapCTBa. QO

B noseuero ciyuan Bue me moxe na npo OI/ITC npueMa Ha JpyTUTe JIeKapcTBa 110 BpeMe Ha
neuenueto ¢ Pioglitazone Krka. Muor eposITHO 00aue HIKOM JICKapCTBa Ja MOBIHIT HUBOTO Ha
KpbBHaTa Bu 3axap: A

- reM(puOpO3wWI (M3MOI3BaH ‘%aManﬂBaHe Ha XO0JIECTEpOIIa)

- prdaMIHIIKH (33 TCYCHES A TyOepKyI103a i APy HH(CKIINH)

YBenomere Bammst gexap apMarleBT, aKo IIpUeMaTe KOETO U Aa € OT Te3H JekapcTBa. KppBHarta
Bu 3axap me 6p1e NPOBEPABAHA M 103aTa HA Pioglitazone Krka moxe na ce Hanoxwu na 0b1e
MIPOMEHEHA. &Q)

Pioglitazone Kyk# ¢ xpana, HanuTKu 1 aJIKOX0JI
Mosxe na n&p@&ne Bammre Tabnetku cbe minu 0e3 xpana. TpsOBa 1a rpTHETE TaONETKUTE € Yala
BOJIA.

Bpemennoct, kbpMeHe U pepTHIANTET

Axo cTe OpeMeHHa WM KbPMHUTE, CMsITaTe, Y€ MOXeE Ja CTe OpeMEeHHa WM TUIaHUpaTe OpeMEHHOCT,
nochBeTBaiTe ce ¢ Bamus nexap miu gapmaneBT npeau ynorpedarta Ha TOBa JIEKapCcTBO.

BammsT nexap me Bu nocbBeTBa a NpekpaTUTE JICYEHUETO C TOBA JIEKapCTBO.

lodupane u padora ¢ MalIUHU
[MnornuraszoH HIMa Ja MoBiHse Ha Bamarta cmocoOHOCT 3a modupane u paboTa ¢ MaliuHU, HO
B3€METE MEPKH, aKO TOUYBCTBATE IPOMEHHU B 3PEHUETO.

Pioglitazone Krka cbabp:ka 1aKkT032a MOHOXHAPAT

Axko Bammsr nekap Bu e ka3an, ye nmaTe HETOHOCHMOCT KbM HSIKOU 3aXapu, IOCHBETBANUTE €€ C HETO,
npeau aa Bzemere Pioglitazone Krka.
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3. Kak na npuemare Pioglitazone Krka

Bunaru aneMaﬁTe TOBAa JICKAPCTBO TOYHO KAKTO Bu e xazan Bamusr JICKap Wjin (l)apMaI_IeBT. Axo He
CTC CUT'YpPHH B HCIIIO, nonuTante Barmmms JICKAp Wi q)apMaI_ICBT

Tps6Ba na ce npuema eqna TadneTka THEBHO. AKO € HeoOxoaumMo, BamusT nexap Moxe 1a Bu kaxe
Jla mpreMare pasinyHa J03a.
Ako cMmsTare, ye edexTsT Ha Pioglitazone Krka e npekaneno cnal, koHcynTupaiiTe ce ¢ Bamus nexap.

Korato Pioglitazone Krka ce npuemat B koMmOnHanus ¢ qpyry JeKapcTBa 3a JieueHue Ha quadeT (KaTo
HanpUMep, WHCYIIHH, XJIOPIPONaMHL, INIMOSHKIaMUA, TAUKIa3ua, ToN0yTaMua), Bammusr nexap e
Bu xaxke ganu e He00X0AMMO J1a IpUeMaTe Mmo-Majka J103a oT BammTe nexapcTsa.

Bammst nexap e Bu momonu neproandHo a npaBUTe KPbBHU U3CIIEIBAHUS IO BpEME HY JICYEHHETO
c Pioglitazone Krka. ToBa ce Hanara, 3a 1a ce npoBepH Jaiu yepHUsIT Bu npo6 ¢pyHkun a

HOPMAJIHO. Q
O&

v

AKo crazBaTe eTa BbB Bpb3Ka ¢ Bammst quaber, TpsiOBa 1a IpoabiDKUTE Hen§?o U3IIBJIHEHUE U IO
BpeMe Ha npuema Ha Pioglitazone Krka. Bamero Terno Tpsi6Ba na 6b1e PeOBHO POBEPABAHO. AKO
YCTaHOBHTE ITOKayBaHE Ha TETJI0TO, yBenomeTe Bamms nekap. Q‘(b

Ynorpeda npu gena U IOHOLIHA 6&
Ynorpebata npu nena moA 18 ToaMHMA HE ce MPernophYBa. ’bQ
&

AKo cTe npuesn NoBeyve 0T HeoOxoguMara 103a Pioglit Krka

AKo ciy4yaifHO pueMeTe rmoBeye TabJaeTKu Pioglitazoneéra%, WM HAKOM IPYT WIIU I€TE IPUEME OT
Bamrero nekapctBo, He3abaBHO yBenomere Bammus nexdp ninn papmanest. KppBHara Bu 3axap moxe
7la CIIaJiHe MOl HOpMAJIHUTE HUBA U MOXeE Jia c€ I U 4pe3 nprueMaHe Ha 3axap. [IpenopsbuBa ce na
HoOcuTe Che cee cu Oyuku 3axap, CIajKy, 6HCK%@h WM MTOJICIIAJIEH ChC 3aXap IIIOI0B COK.

O

AKo cTe npomycHaJim 1a npuemere Pio «zone Krka
[Ipuemaiite Pioglitazone Krka tabetku a KakTo Bu e mpennucano. Benpeku ToBa, ako
MIPOIIyCHETE MpHEMa, IPOCTO MPOABKKETE ChC ceBallaTa 103a, KakTo ooukHoseHo. He B3emaiite
JBOHA 71033, 3a Ja KOMHCHCI/IpaT$§)<HYCHaTaTa TabJeTKa.

Q\
AKo cTe crpesiM mpueMa %Q?oglitazone Krka
Pioglitazone Krka Ta6nexg~u TpsiOBa J1a ce mpreMaT BCEKH JEH, 3a a UMaT eeKT. AKO CrpeTe nprueMa
Ha Pioglitazone Krka &remn, KpbBHaTa Bu 3axap Moke Aa ce moBUIIM. YBenomere Bamms nexap
peIH 1 NPEKPaTHTGMOBA JICUCHHC.

Axo umare H B JIOITBJIHUTEITHH BBIIPOCH, CBBP3aHH € yIIoTpedaTa Ha TOBa JIEKAPCTBO, MIOMHUTATE
Bamms nekap nnu ¢apmanesT.
4. BB3MOKHI HexkeTaHU peaKIuu

Kakro Bcuukn JICKApCTBa, TOBA JICKAPCTBO MOXKC 1a IPCAN3BUKA HCIKCIIAHU PCAKIINH, BBIIPCKU Y€ HC
BCCKH I' TIOJTy4aBa.

HpI/I NalMCHTUTEC Ca HaGJ’IIOZ[aBaHI/I MMo-CrieiuaIHO CICAHUTC CCPUO3HN HCIKCIaHU PCAKIIUU:

[Ipu nauumentu, kouto npueMat Pioglitazone Krka B komMOuHaIus ¢ HHCYTUH YecTo ce HabroaaBa
ChpZEYHA HEJOCTaThUHOCT (MOXe Aa 3acerHart 1o 1 Ha 10 xymm). CuMnToMuTe ca HeoOHMYacH
HEIOCTHUT Ha BB3IYX, ObP30 MOBUILIABAHE HA TETJIIOTO MM JIOKAJIM3UPaH OTOK (eeM). AKO umare
HSIKOM OT T€3H CUMIITOMH, 0COOEHO aKo CTe Ha Bb3pacT Haj 65 ToauHH, HE3a0aBHO MOThPCETE
MEIUIHCKA TTOMOIII.
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Pak Ha nuKkoYHUS MEXyp ce cpela HeuecTo (Moxke Aa 3acerHar jo 1 Ha 100 qymmm) mpu naryeHTH,
mpuemanty Pioglitazone Krka. [Ipu3HanuTe 1 cMMOTOMUTE BKIIFOYBAT KPBB B ypHUHATa, OOJIKA MPU
YpPUHHUPAHE WIM BHE3AICH MO3UB 32 YPUHUPaAHE. AKO MOIYYUTE HIKOU OT TE€3U CUMIITOMU, CBBPKETE
ce Bamus nekap Bb3MOXKHO Hail-CKOpO.

Jlokanu3upaHusaT OTOK (€eM) ChIIO € MHOTO YeCTO HabJro1aBaHa HeXKeNaHa peakys Ipy MalueHTH,
kouto npuemat Pioglitazone Krka B komOnHaIus ¢ MHCYTUH. AKO UMaTe Ta3u HexelaHa Peakius,
rOBOpETE BB3MOKHO Hali-CKopo ¢ Bamms nekap.

CuynBaHe Ha KOCTUTE € YeCTO ChOOIaBaHa HexKellaHa peakuus (Moxe fa 3acerHat Ao 1 Ha 10 xymm)
npu >xeHu, npuemany Pioglitazone Krka. Ako nmate Ta3u HexelaHa peakLysi, TOBOPETE Bb3MOKHO
Hal-ckopo ¢ Bammus nekap.

3aMBIIICHO 3peHHE, IBIDKAIIO ce Ha MOAyBaHe (MJIM TEYHOCT) B 3aJHATa YacT Ha OKOTO (C HEM3BECTHA
YeCcTOTa) CHIIO € HeXKENaHa peakys, Cho0IaBaHa Npy MalUeHTH, TPUEMalIH Ploghtaz ka. Axo
MMaTe T€3M CUMIITOMH 3a TBPBU ITBT, TOBOPETE ¢ Bamus nekap Bb3MOKHO Hal-CKOPQnICBEH TOBA,
aKo Beue MMaTe 3aMbIIIEHO 3pEHHE U CHMIITOMHTE CE BIIOIIAT, ToBOpeTe ¢ Bamms 6% BB3MOKHO

Hal-CKOpO. *
>

Nma cpobiieHus 3a anepriuyHy peakiuy (C HEM3BECTHA YECTOTa) IIPH Tl g-ﬁm, MpreMaIu
Pioglitazone Krka. Axo umare cepro3Ha anepruvHa peakiys, BKIIOYH §o KOIIPUBHA TpecKa
(ypTHKapus) 1 IO{yBaHE Ha JUIETO, YCTHUTE, €3UKa WK T'BPIIOTO, gg MOJKeE J1a TPUYUHH
3aTpyJHEHO JUIIAHE WIH MPETTbIIane, CIpeTe MprueMa Ha TOBa g&pcmo 1 ToBOpeTe ¢ Barmmist nexap
BB3MOYKHO Hai-CKOPO. be
JpyruTe HeXelnaHu peakluy, KOUTO ca HaOII01aBaHu TR, HAKOM MalueHTH, npuemManu Pioglitazone
Krka ca: ‘gﬁ

R4
yectr (Moxe fa 3acerHat 1o 1 Ha 10 mymm) Q)Q
- WHQEKIHS HA TUXATCITHUTE MHTHIIA &Q

- HapyIIEHO 3pEHUE Q
- MOBHIIABAaHE HA TETJIOTO \&,O
- U3TPBIBaHE

&
He4yecTH (MOXKE J1a 3acerHaT aod@ 100 mymm)
- BB3MAJICHUE Ha CUHY!

- Oe3chHME (I/IHCOMHQQ)

C HEM3BECTHA ‘ICCT(@%)T HIMYHUTE JaHHU HE MOXKe 1a Objie HampaBeHa OL[CHKA)
- MOBHIIABHIQHA YEPHOAPOOHUTE CH3UMU
- anepm@fm peaxkuun

Jlpyrurte HexenaHu PeakLuK, KOUTO ca HAOJI01aBaHH NIPU HAKOM MAUEHTH, KOUTO MpHUeMat
Pioglitazone Krka ¢ npyru nexapcTsa 3a jedenue Ha 1ualer ca:

MHOT0 yect (moBede oT 1 Ha 10 mymm)
- TTOHIKABaHE HAa KPhBHATA 3aXap (XUMOTIINKEMUS)

yectr (Moxe fa 3acerHat 1o 1 va 10 mymm)

- riaBoOoIre

- 3aMaiBaHe

- OOJIKH B CTaBUTE

- HAMIIOTEHTHOCT

- OoJiku B r'ppba

- HEJOCTHT Ha BB3IIyX

- JIEKO TOHIDKEHUE Ha OpOsi Ha YePBEHUTE KPHBHU KIIETKH
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- o0Opa3yBaHe Ha ra3oBe

HevecTH (Moxke 1a 3acerHar jo 1 Ha 100 gymm)
- 3axap B ypuHaTa, OCNTHIN B ypUHATA

- MOBHIIIEHH CH3UMH

- CBETOBBPTEX (BEPTHUIO)

- H3II0TSABAHE

- ymopa

- MOBMIIIEH AllCTUT

CpolImaBane Ha He)KeJAHH PeaKIHH

AXO TIOJTyYHTe HIKAKBY HEKEJIaHU JICKApCTBEHH PEaKiny, yBeaoMeTe Barms ekap win hapManesT.
ToBa BKJIFOYUBa BCHYKM BH3MOKHU HEOIMCAHU B Ta3H JIMCTOBKA HE)KENaHU peakuun. MokeTe ChIIo Aa
CHOOIMTE HEXXEJIAaHH PeaKy JUPEKTHO Ype3 HAIlMOHAIHATA CUCTEMa 32 ChOOIIaBaHe, MOCOYCHA B
[punoxenue V. Kato cro0mmaBare He)KeaHN pEakLUK, MOKETE J1a aJIeTe CBOS IPHUHOC 3

MoJy4aBaHe Ha MoBeye HH(POPMAaLUI OTHOCHO 0€30M1aCHOCTTA Ha TOBA JICKapCTBO. @@
5. Kak na coxpansBare Pioglitazone Krka $
Jla ce cbXxpaHsABa Ha MsCTO, HEJOCTBHITHO 3a Jlela. Q\(b

He usnonspaiite ToBa JICKApCTBO CJIC CPpOKa Ha T'OAHOCT, OT6€HH33@JXY OIIaKOBKaTa CJICI ,,FOZ[CH
I[OZ”. CpOK’BT Ha TOAHOCT OTTOBAps HA MOCJICOHUA ICH OT HOCO‘I?@SI MCCCII.

&

To3u JICKAPCTBCH MPOAYKT HC U3UCKBA CIICIIMAJIHN YCJIOBH%%&C’BXpaHeHI/Ie.

He n3xBbpuidiiTe ilekapcTBaTa B KaHaIU3alMsITa WIN B @QHTeI‘/'IHepa 3a TOMAaIIHU OTIAIBIIH.
[NonuTaiite Bammst hapManeBT Kak ga U3XBBPIAT apcTBara, KOWTO Beue He u3nosssare. Te3n
MEpKH III€ CIIOMOTHAT 3a ONa3BaHe Ha OKonHaTané;[a.
’\K\O
6. ChbabpkaHue Ha OIAKOBKATA PL@HLJIHHTGJIH& HH(popManus
A S
Kakso ceabp:ka Pioglitazone
- AKTHBHOTO BEIIIECTBO € &HHT@BOH. Bcesika Tabnerka cpappxka 30 mg nuorauTasoH (KaTo
XUIPOXJIOPHUL).
- Hpyrure CBCTABKKPA: TAKTO3a MOHOXH/IPAT, XUIPOKCHIIPOTIAII LIETy103a (E463),
KpOCKapMenoia&tpHﬁ, MmarHesueB cteapar (E572).

Kak n3rnexna litazone Krka u kakBo CbAbp:Ka OIaKOBKATA
Benu 1o moupNdeny, Kpbriy, TabIETKH ChC CKOCEHH phOOBe (anamersp 8,0 mm).

Taberkure ce mpemiaraT B Kytuu ot 14, 28, 30, 56, 60, 90 u 98 B GiucTepu.
He Bcuuku BUI0BE OMAKOBKU MOTAT Aa OBJIAT ITyCHATH B IPOAAKOA.

IIpurtexkaTesa Ha pa3pelieHHETO 32 yOoTpeda
KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CnoBeHus

IIponsBoauten 5
KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CnoBeHus
TAD Pharma GmbH, Heinz-Lohmann-Strale 5, 27472 Cuxhaven, ["'epmanus

3a JOIIBJIHUTCIIHA I/IH(l)OpMaI_II/IH OTHOCHO TOBa JICKapCTBO, MOJIA, CBBP7KCTC CC C JIOKAJTHUA
MNPEACTABUTCII HA MPUTCIKATEIIA HA PA3PCHICHUCTO 3a yrIOTpe6a:

73



Belgié/Belgique/Belgien
KRKA, d.d., Novo mesto
Tél/Tel: + 32 (0)3 321 63 52

Bbarapus

[IpeacraButenctBo Ha KRKA B bbarapus

Ten.: + 359 (02) 962 34 50

Ceska republika
KRKA CR, s.r.o.
Tel: + 420 (0) 221 115 150

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

Deutschland
TAD Pharma GmbH
Tel: + 49 (0) 4721 606-0

Eesti Norge @‘z\
KRKA, d.d., Novo mesto Eesti filiaal KRKA Sverig
Tel: + 372 (0) 6 671 658 TIf: + 46 (0 3 67 66 (SE)
@
E)Mda (")ster@figl
QUALIA PHARMA S.A. harma GmbH, Wien
TnA: +30 (0)210 2832941 T 43 (0)1 66 24 300
R4
Espaiia Q,Q Polska
KRKA Farmacéutica, S.L. (o) KRKA-POLSKA Sp. z 0.0.
Tel: +34 911 61 03 81 @ Tel.: + 48 (0)22 573 7500
L
France A Portugal
KRKA France Eurl *‘{" KRKA Farmacéutica, Sociedade Unipessoal Lda.
Tél: +33 (0)1 57 40 82 25 QOQ Tel: + 351 (0)21 46 43 650
Hrvatska Q\Q Romania
Krka — farma d.o.0. & KRKA Romania S.R.L., Bucharest

Tel: + 3851 6312

Ireland @{fb
KRKA P a Dublin, Ltd.
Tel: +353 1293 91 80

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

Italia
KRKA Farmaceutici Milano S.r.1.
Tel: +39 02 3300 8841

Kvnpog
Kipa Pharmacal Ltd.
TnA: + 357 24 651 882
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Lietuva
UAB KRKA Lietuva
Tel: +370 5236 27 40

Luxembourg/Luxemburg
KRKA, d.d., Novo mesto
Tél/Tel: + 32 (0)3 321 63 52

Magyarorszag
KRKA Magyarorszag Kereskedelmi Kft.
Tel.: + 361 (0) 355 8490

Malta
KRKA Pharma Dublin, Ltd.
Tel: + 353129391 80

@’b
/\Q@

V.

Nederland
Focus Care Pharmaceutical
Tel: +31 (0)75 61 20 S(Ibdb

Tel: +4 021 310 66 05

Slovenija
KRKA, d.d., Novo mesto
Tel: + 386 (0) 1 47 51 100

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

Suomi/Finland
KRKA Sverige AB
Puh/Tel: + 46 (0)8 643 67 66 (SE)

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



Latvija United Kingdom
KRKA Latvija SIA Consilient Health (UK) Ltd.
Tel: +371 6 733 86 10 Tel: + 44 (0)2089562310

IIaTa Ha MOCJIECAHO MpepasrjaeKaaHe Ha JUCTOBKaTa

[MoapoOHa nHpopManys 3a TOBA JIEKapCTBO € MpelocTaBeHa Ha yeOcaiita Ha EBporneiickata areHIus
1o JiekapcTBaTa http://www.ema.europa.eu
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JIncroBka: nHGopManus 3a NOTPpeOHTES

Pioglitazone Krka 45 mg Ta0neTrkn
[Muornurason (Pioglitazone)

IIpoyeTere BHMMATEIHO LSLJIATA JIMCTOBKA MPeIM 1A 3all0YHeTe /12 IpueMaTe TOBa JIEKAPCTBO,

Thil KATO TA ChIAbPka BaxkHa 3a Bac mngopmanus.

- 3anasere Ta3u JUCTOBKA. MOXe 1a ce HAJIO0XKU Aa s MPOYETETE OTHOBO.

- AKO UMaTe HIKaKBH JIOBIHUTEITHA BBIPOCH, MMONUTalTe Bammms nekap wiu gpapMaresT.

- ToBa nekapcTBo € mpeanucano auuHo Ha Bac. He ro npeorcrenBaiite Ha npyru xopa. To Moxe
Jla UM HaBPEeY, HE3aBUCUMO Y€ TIPU3HAIIMTE Ha TAXHOTO 3a00JsIBaHe ca ChIuTe KaTto BamuTe.

- AKO NMoNy4YuTe HIKAKBU HEXKEJIaHU JEKAPCTBEHU PeaKIny, yBeaomMeTe Bamus nekap winu
(apmaneBT. ToBa BKIIFOYBA M BCHYKH BE3MOXKHH HEXEJIaHU PEaKI[UH, HEOHCAHU B Ta3H
JHCTOBKa. Brokre Touka 4.

KakBo cbhabp:ka Ta3u JMCTOBKA: @rb
1. Kakso npencrasnsBa Pioglitazone Krka u 3a kakBo ce u3nomissa QQ

2. Kakso tpsi0Ba na 3Haere, npeau aa npuemete Pioglitazone Krka O&

3. Kak na npuemare Pioglitazone Krka *Q

4. BB3MOXKHM HEXeTaH! peakun Q>

5. Kak na cexpansiBate Pioglitazone Krka >

6. ChbabpxaHue Ha ONIaKOBKATa M JOIMBIHUTENHA HH(POPMALUS @Q\

N

1. Kaxkso npeacraBasBa Pioglitazone Krka u 3a Rakst&(amomsa

Pioglitazone Krka cpapprka nuornurason. To ¢ aHTHAMAGGTHO JIEKapCTBO, H3IOI3BAHO 33 JICYCHUE HA
TUN 2 (He-WHCYIMHO3aBUCUM) 3aXapeH aAnadeT, KoraToWeT(opMHH He € MTOAXOISII UK He JieiicTBa
noctarbuHO. ToBa e muader, KOMTO 0OMKHOBEHO C BHBA IIPH BB3PACTHU.

Pioglitazone Krka moanomarar KOHTpola Ha KBOTO Ha 3aXapTa B KPbBTa, KOraToO MMaTe JUabeT THIT
2, KaTo 1omara Ha TsUI0TO Ja M3M0J3Ba no{@o pe NPOU3BEACHUS OT HETO HHCYJIUH.

Bammsr nexap me nposepu ganu Pioglifazone Krka nefictsa 3 1o 6 Mecena cien Kato 3amoyHeTe 1a
ro IIpuemare. &

Pioglitazone Krka moxe na ce &b]‘BBa CaMOCTOSTEIHO TP MAIMEHTH, KOUTO HE MOTAaT Ja IpreMaT
MeThOPMUH, U KOTaTO Upe3AsdieHue ¢ AreTa 1 (pU3ruecko HaToBapBaHe HE MOXE Ja C€ KOHTPOJIHMpa
KPBBHATA 3aXap, WM MOXE fa ce J00aBU KBbM JIPYTO JIedeHHE (KaTo CyI(PaHmIypEiHO TIPOU3BOIHO
WJIM UHCYJTUH), C KOCT& € TIOCTUTHAT 33JJ0BOJIUTENICH KOHTPOJI HAa KpbBHATA 3axap.

QO

2. Kaxno@{gﬁsa Ja 3Haere, mpeau Aa npuemere Pioglitazone Krka

5

He npuemaiite Pioglitazone Krka

- aKo CT€ aJEPTrUYHU KbM MHOTIMTA30H MM KbM HSKOS OT OCTaHAJIUTE ChCTABKM Ha TOBA
JIEKapcTBO (M30pOCHU B TOUKA 0).

- aKo MMaTe MM aKO B MUHAJIOTO CTE€ UMaJH ChPACYHA HEJOCTATHUYHOCT.

- aKo uMare yepHopoOHO 3a00sABaHe.

- aKo CTe MMai JuadeTHa KeToaunao3a (yCIoXHEeHHe Ha quadeta, IpUIuHsBalo Obp3a 3aryoa
Ha TerJo, raicHe WIK HOBPBIIAHE).

- aKo UMaTe WK CTe UMaJlM PaK Ha MUKOYHUS MEXYP.

- aKo MMaTe KpbB B ypUHATa, KOSTO HE € U3cieaBaHa oT Bammus nekap.

Ipexynpesxnenns u npeanasHu MepKu

I'oBopere ¢ Bammus nexap npeau aa npuemere Pioglitazone Krka:

- aKo 3agbprkaTe BoJa (3aApbKKa Ha TEYHOCTH) MIIM aKO CTE HMAJIM MPOOJIEMH ChC ChpIEYHA
HEIOCTaThYHOCT, 0COOCHO aKO cTe HaJ 75 TOANHH.
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- aKo UMarte 0coOeH BUA AMa0ETHO OYHO 3a00JIsiBaHe, HAPEUEHO MaKyJIapeH eAeM (IToIyBaHe Ha
3aJHaTa 4yacT Ha OKOTO).

- aKo MMaTe KUCTU Ha SHYHUIKTE (MOJIMKUCTO3EH CHHAPOM Ha ssiiununuTe). ChiecTByBa
MOBHIICHA BB3MOXKHOCT 3a 3a0peMeHsIBaHe, 3alll0TO MOXKE J1a MMaTe OBYJIALUsl OTHOBO, KOT'aTo
npuemare Pioglitazone Krka. Ako ToBa ce oTHacs no Bac, nznon3zBaiite nogxoasima
KOHTpauenuus, 3a 1a n30eruere HermaHupana OpeMEeHHOCT.

- aKo uMare npodsemu ¢ yepHus apo0 u cepuero. Ilpean na 3anouneTe aa npuemare
Pioglitazone Krka mie HampaBuTe KpbBHU H3CIICABAHUS, 3a Ja CE MIPOBEPU (PYHKIHTA HA
yepHusa Bu npo6. Ta3u npoBepka MoXke IEPHOANIHO a Obe MoBTapsiHa. HAKou manueHTH cbe
3axapeH AuadeT THII 2 ¢ rojsiMa JABHOCT M ChPACYHO 3200 sIBAHE HIIH MIPEXKUBSIH yap, KOUTO
ca Ha nedeHue ¢ uHCYIMH U Pioglitazone Krka, momydaBaT cbpaeyna HeIOCTaTBUYHOCT.
YBenomere neKapsi CH Bb3MOXHO Hali-paHo, aKO yCETUTE NPU3HALN Ha ChbpACUHA
HEIOCTAThYHOCT KaTO HEOOWYaeH HEAOCTHUT Ha BB3LyX WM ObP30 MOKAaYBaHE HA TETJIO WK
JIOKAJM3UPAHO MOAMyXBaHe (OTOLH).

Axko npuemate Pioglitazone Krka ¢ npyru nexapctsa 3a guadet, vMa BEpOSTHOCT KpLBI—@BI/I 3axap
Jla aJiHe 10l HOPMATHUTE HUBA (XUIOTTIMKEMH). &Q

HpI/I Bac moxe Ja CC INOsABU U HAMAJISIBAHC Ha 6p0$[ Ha KPBbBHUTC KJICTKH (aHCM@

CuynBaHus Ha KOCTUTE >
Habnronasa ce mo-rojsiM Opoii cuynBaHUs HA KOCTHTE IPH KEHUTE (H @g\ U TIPH MBKETE), IpUEMaIld
MUOTIINTA30H. BammaT nekap me B3eMe NpenBHl TOBA NP JICUEHH a Bamms nuater.

Jena u 1oHOIIH fbbe

VYnotpebara npu neua nox 18 roquHy He ce MpenopbyBa. @Q

Apyru nexapcrBa u Pioglitazone Krka ‘2‘6

Wndopmupaiite Bamms nexkap nnu dapmanesrT, axq)&neMaTe, HACKOPO CTE€ MPHEMaNX W €
BB3MOXKHO J1a IPHEMaTe APYTH JIEKapCTBa. QO

B noseuero ciyuan Bue me moxe na npo OI/ITC npueMa Ha JpyTUTe JIeKapcTBa 110 BpeMe Ha
neuenueto ¢ Pioglitazone Krka. Muor eposITHO 00ayue HAKOM JICKapCTBa Ja MOBIHIT HUBOTO Ha
KpbBHaTa Bu 3axap: A

- reM(puOpO3wWI (M3MON3BaH ‘%aManﬂBaHe Ha XO0JIECTEpOIIa)

- prdaMIUIKH (33 TCYCHES A TyOepKyI103a i APy HH(CKIINH)

YBenomere Bamms gexap apMalleBT, aKO IIpUEMaTe KOETO U Ja € OT Te3H JiekapcTBa. KpbBHaTa
Bu 3axap e 6b1ae NPOBEPABAHA M 103aTa HA Pioglitazone Krka moxe na ce Hanoxwu na 0b1e
MIPOMEHEHA. &Q)

Pioglitazone Kyk# ¢ xpana, HanuTKu 1 aJIKOX0JI
Mosxe na n&p@&ne Bammre Tabnetku cbe minu 0e3 xpana. TpsOBa 1a rpTHETE TaONIETKUTE € Yala
BOJA.

Bpemennoct, kbpMeHe U pepTHIANTET

AKko cTe OpeMeHHa WM KbPMHTE, CMSTATe, Y€ MOXKE Ja cTe OpeMeHHa WM TUIaHupaTe OpeMEeHHOCT,
nochBeTBaiTe ce ¢ Bamus nexap wiu gapmaieBT npeau ynorpedara Ha TOBa JIEKapCcTBO.

BammsT nexap me Bu mocbBeTBa Aa MpekpaTUTe JIEUEHUETO C TOBA JIEKAPCTBO.

lodupane u padora ¢ MalIUHU
[MnornuraszoH HAMa Ja noBnHse Ha Bamarta ciocoOHOCT 3a modupane u paboTa ¢ MalliuHY, HO
B3€METE MEPKH, aKO TOUYBCTBATE IPOMEHHU B 3PEHUETO.

Pioglitazone Krka cbabp:ka 1aKkT032a MOHOXHAPAT

Axko Bammmsr nekap Bu e ka3an, ye nmaTe HEITOHOCHMOCT KbM HSIKOM 3aXapH, IOCHBETBANTE CE C HETO,
npeau aa Bzemere Pioglitazone Krka.
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3. Kak na npuemare Pioglitazone Krka

Bunaru aneMaﬁTe TOBAa JICKAPCTBO TOYHO KAKTO Bu e xazan Bamusr JICKap Wjin (l)apMaI_IeBT. Axo He
CTC CUT'YpHHU B HCIIO, nonuTtaite Bamms JICKap Wjin q)apMaueBT.

Tps6Ba na ce mpuema egHa TadneTka THEBHO. AKO € HeoOxoauMo, BammsT nekap Moxe na Bu kaxe
Jla mpreMare pasinyHa J03a.
Ako cMmsTare, ye edexTsT Ha Pioglitazone Krka e npekaneno cnal, koHcynTupaiiTe ce ¢ Bamus nexap.

Korato Pioglitazone Krka ce npuemar B koMOMHaIMs C ApyTH JEKapcTBa 3a JIeUeHUE Ha quadeT (KaTto
HanpUMep, WHCYIIHH, XJIOPIPONaMHL, TNIMOSHKIaMUA, TAMKIa3ua, TON0yTaMua), Bammusr nekap e
Bu xaxxe nanu e He0o0X0AMMO J1a IpUeMaTe Mo-Majka J103a oT BammTe nexapcTsa.

Bammsr nekap me Bu momonu nepuoanvHo a mpaBuTe KPbBHU M3CIEABAHUS [0 BPEMeE HY JICYEHHETO
c Pioglitazone Krka. ToBa ce Hanara, 3a 1a ce npoBepH Jaiu yepHUsIT Bu npo6 ¢pyHkun a

HOPMAJIHO. Q
O&

AKo crazBaTe JueTa BbB Bpb3Ka ¢ Bammst quaber, TpsiOBa 1a IpoabiDKUTE Heﬁﬁo U3IIBJIHEHUE U TIO
BpeMe Ha npuema Ha Pioglitazone Krka. Bamero Terno tpsioBa na 6b1e PEOBHO POBEPABAHO. AKO
YCTaHOBHTE MTOKayBaHE Ha TETJI0TO, yBenomeTe Bamms nekap. &

Ynorpeda npu gena U IOHOLIHA 6&
Ynorpebata npu nena moA 18 ToauHN He ce MPernophYBa. ’bQ
&

AKo cTe puesn moBeye 0T HeoOxoanMara no3a Pioglit Krka

AKO ciy4aiiHO IpueMeTe moseye TabaeTku Pioglitazoneéﬁ, WJIM HAKOH IPYT MIIU JI€TE PUEME OT
Bamrero nekapctBo, He3abaBHO yBenomere Bammms nexdp nnn papmanest. KppBHara Bu 3axap moxe
Jla CIIaJHe Mol HOpMAJIHUTE HUBA U MOXKeE J1a ce I 1 4pe3 nprueMaHe Ha 3axap. [Ipenopsusa ce na
HOcHUTe Chbe cee cu Oyuku 3axap, CIajKy, 6HCK%@h WM MOJICIIAJIEH ChC 3aXap IIIOI0B COK.

O

AKo cTe npomycHaJm 1a npuemere Pio «zone Krka
[Ipuemaiite Pioglitazone Krka taGetku a KakTo Bu e mpennucano. Benpeku ToBa, ako
MIPOIYCHETE MPpHEMa, IPOCTO MPOABKKETE ChC CeaBallaTa 1032, KakTo ooukHoBeHo. He B3emaiite
JBOIHA 71033, 3a a KOMHCHCI/IpaT$§)<HYCHaTaTa TabJeTKa.

Q\
AKo cTe cripesiM mpuemMa %Q?oglitazone Krka
Pioglitazone Krka Ta6nexg~u TpsiOBa J1a ce mpueMaT BCEKH JEH, 3a a UMaT eeKT. AKO CIpeTe nprueMa
Ha Pioglitazone Krka &remn, KpbBHaTa Bu 3axap Moke Aa ce moBUIIM. YBenomeTe Bamms nexap
IpeIH 1 NPEKPaTHTGMOBA JICYCHHUC.

AKko nmare H BU JIOIBIHUTEIIHA BBIIPOCH, CBBP3aHH € yIoTpebdara Ha TOBa JIEKAPCTBO, IIONMHUTAITE
Bamms nekap nnu ¢apmanesT.
4. BB3MOKHN HexkeTaHU peaKIuu

Kakro Bcuukmu JICKApCTBa, TOBA JICKAPCTBO MOIKE J1da MPCAN3BHUKA HCIKCIIAHU PCAKIINH, BBIIPCKU Y€ HE
BCCKH I' TIOJTy4aBa.

HpI/I NalMCHTUTEC Ca HaGJ’IIOZ[aBaHI/I MMo-CrieiaIHO CICAHUTC CCPUO3HN HCIKCIaHU PCAKIIUU:

[Ipu naumentu, kouto npueMat Pioglitazone Krka B komOuHawus ¢ HHCYIHH 4ecTo ce HabIroaaBa
ChpZEYHA HEJOCTaThUHOCT (MOXe Aa 3acerHat 1o 1 Ha 10 xymmu). CuMnToMuTe ca HeoOMyacH
HEIOCTHUT Ha BB3IyX, ObP30 MOBHUILIABAHE HA TETJIOTO WM JOKAIN3UPAH OTOK (eneM). AKO UMaTe
HSIKOM OT TE€3HM CUMIITOMH, 0COOEHO aKo CTe Ha Bb3pacT HaJ 65 roanHH, He3a0aBHO MOThPCETe
MEIUIHCKA TTOMOIII.
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Pak Ha nuKkoYHUS MEXyp ce cpela HeuecTo (Moxke Aa 3acerHar jo 1 Ha 100 qymmm) mpu naryeHTH,
npuemanty Pioglitazone Krka. [Ipu3HanuTe n cuMnToMUTE BKIIIOYBAT KPHB B ypHUHATA, OOJIKA ITPU
YPUHHUPAHE WM BHE3AICH MO3UB 32 YPUHUPAHE. AKO MOJYYUTE HAKOU OT TE€3U CUMIITOMH, CBBPKETE
ce Bamus nekap Bb3MOXKHO Hail-CKOpO.

Jlokanu3upaHusaT OTOK (€eM) ChIIO € MHOTO YeCTO HabJro1aBaHa HeXKeNaHa peakys Ipy MalueHTH,
kouto npuemat Pioglitazone Krka B koMOuHaIus ¢ MHCYTUH. AKO UMaTe Ta3u HexXelaHa Peakius,
rOBOpETE BB3MOKHO Hali-CKopo ¢ Bamms nekap.

CuynBaHe Ha KOCTUTE € YeCTO ChOOIaBaHa HexKellaHa peakuus (Moxe fa 3acerHat Ao 1 Ha 10 xymm)
npu >xeHu, npuemany Pioglitazone Krka. Ako nmate Ta3u HexelaHa peakiys, TOBOPETE Bb3MOKHO
Hal-ckopo ¢ Bamms nekap.

3aMBIIICHO 3peHHE, IBIDKAIIO ce Ha MOAyBaHe (MJIM TEYHOCT) B 3aHATa YacT Ha OKOTO (C HEM3BECTHA
YeCcTOTa) CHIIO € HeXKENaHa peakys, Cho0IaBaHa Npy MalUeHTH, IPUEMalIH Ploghtaz ka. Axo
MMaTe T€3W CUMITOMHU 3a TBPBU ITBT, TOBOPETE ¢ Bamms ekap Bb3MOXKHO Haii- CKOp% CBEH TOBA,

aKo Beue MMaTe 3aMbIIIEHO 3pEHHE U CHMIITOMHTE CE BIIOIIAT, ToBOpeTe ¢ Bamms 6 BB3MOKHO
Hal-CKopo. *

Nma cpo0iienns 3a anepruyHy peakuy (¢ HeM3BecTHa YeCTOTa) PH Malf Satn, MpueMaIu
Pioglitazone Krka. Axo numare cepro3Ha anepruuta peakuus, BKIIOYH 0 KOTIPHBHA TPECKa
(ypTukapus) U mogyBaHe Ha JMLETO, YCTHUTE, €3UKa WIX I'bPIOTO, 0 MOKE J1a IPUYUHA

3aTPyAHEHO JUIIAaHEe WK MPErTbIIate, CIpeTe MpUeMa Ha TOBa g&pcmo 1 roBopere ¢ Baius iekap
BB3MOKHO Hal-CKOPO. Qo3

Q

JpyruTe HeXenaHu peakiuu, KOUTO ca HaOJIro1aBaHu w HSIKOU TanueHTH, npueManu Pioglitazone
Krka ca:
R4
yectr (Moxe fa 3acerHat 1o 1 Ha 10 mymm) Q)Q
- WH(pEKINS Ha TUXATETHUTE THTUIIA &0

- HapyIIEHO 3pEHUE Q
- MOBHIIABAaHE HA TETJIOTO \&,O
- U3TPBIBaHE

&
He4yecTH (MOXKE J1a 3acerHaT aod@ 100 mymm)
- BB3IMAJICHUE HA CHHY!

- Oe3chHME (I/IHCOMHQQ)

C HEU3BECTHA ‘ICCT(@%)T HIMYHUTE JaHHU HE MOXKe 1a Objie HampaBeHa OL[CHKA)
- MOBHIIABHIQHA UEPHOAPOOHUTE CH3UMU
- anepm@fm peaxkuun

Jlpyrute HexelaHu PeakiH, KOUTO ca HabIo1aBaHH NIPU HAKOM MAlUEHTH, KOUTO MpHUeMar
Pioglitazone Krka ¢ npyru nekapctsa 3a nedenue Ha qualer ca:

MHOI'O 4€CTHU (MO)Ke Ja 3aCCraar 1oBcyc OT 1 ma 10 )_IYH_II/I)
- IOHMW)XXAaBAHC HA KpBbBHATA 3aXxap (XI/IHOI‘J’II/IKCMHSI)

yectr (Moxe fa 3acerHat 1o 1 va 10 mymm)

- riaBoOoIre

- 3aMaiBaHe

- OOJIKHM B CTaBUTE

- HAMIIOTEHTHOCT

- OoJiku B r'ppba

- HEJOCTHT Ha BB3IIyX

- JIEKO TOHIDKEHUE Ha OpOsi Ha YePBEHUTE KPHBHU KIIETKH
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- o0Opa3yBaHe Ha ra3oBe

HevecTH (Moxke 1a 3acerHar jo 1 Ha 100 gymm)
- 3axap B ypuHaTa, OCNTHIN B ypUHATA

- MOBHIIIEHH CH3UMH

- CBETOBBPTEX (BEPTHUIO)

- H3II0TSABAHE

- ymopa

- MOBMIIIEH AllCTUT

Cpo0maBaHe Ha HeKeJAHU PeaKIHH

AXO TIOJTyYHTe HIKAKBY HEKEJIaHU JICKApCTBEHH PEaKiny, yBeaoMeTe Barms ekap win hapManesT.
ToBa BKJIFOYUBa BCHYKM BH3MOKHU HEOIMCAHU B Ta3H JIMCTOBKA HE)KENaHU peakuun. MokeTe ChIIo Aa
CHOOIMTE HEXXENIAaHHU PEeaKny JUPEKTHO Ype3 HAIlMOHAIHATA CUCTEMa 32 ChOOIIaBaHe, MOCOYCHA B
[punoxenue V. Kato cro0mmaBare He)KeaHN pEakLUK, MOKETE J1a aJIeTe CBOS IPHUHOC 3

MoJy4aBaHe Ha MoBeue HH(POopManus OTHOCHO 0€30MacHOCTTa Ha TOBA JICKapCTBO. 0@
5. Kak na coxpansBare Pioglitazone Krka $
Jla ce cbXxpaHsABa Ha MsCTO, HEJOCTHITHO 3a Jlela. Q\(b

He u3nonspaiite ToBa JIeKapCcTBO CIENl CPOKA HA TOJTHOCT, 0T6enﬂ3a@$pxy oITakoBKara cien ,,] oaeH
10:”. CpOKBT Ha TOAHOCT OTTOBApPS HA MOCIEAHUS IEH OT nocoq@a Mecell.

&

To3u JICKAPCTBCH MPOAYKT HC U3UCKBA CIICIIMAJIHU YCJ'IOBI/I%% ‘BXPAHCHUC.

He n3xBbpuidiiTe ilekapcTBaTa B KaHaIU3alMsITa WIN B @QHTeI‘/'IHepa 3a TOMAaIIHU OTIAIBIIH.
[NonuTaiite Bammst hapManeBT Kak ga U3XBBPIAT apcTBara, KOUTO Beue He u3noinssare. Te3n
MEpKH III€ CIIOMOTHAT 3a ONa3BaHe Ha OKonHaTané;[a.
’\K\O
6. ChbabpkaHue Ha OIAKOBKATA PL@HLJIHHTGJIH& HH(popManus
A S
Kakso ceabp:ka Pioglitazone
- AKTHBHOTO BEIIECTBO € &MHT%OH. Bcesika TabneTka chabpxka 45 mg MUOTTUTa30H (KaTo
XUIPOXJIOPHUL). Q
- Hpyrute CBCTaBKIARA. JIAKTO32 MOHOXH/IPAT, XUIPOKCHIIPOTIAII LIETy103a (E463),
KpOCKapMenoia&tpHﬁ, MmarHesueB cteapar (E572).

Kak n3rnexna litazone Krka u kakBo cbAbp:Ka OIaKOBKATA

Benu no moupidenu, kpbriau, TaOIETKH ChC CKOCEHU pHOOBE U IpaBUpaHi ¢ ,,45” OT enHaTa CTpaHa
(mmameTspN 8,0 mm)

Taberkure ce mpemiaraT B Kytuu ot 14, 28, 30, 56, 60, 90 u 98 B GiucTepu.

He Bcuuku BHUIOBC OIMAKOBKU MOrart aa 6’L,I[aT ITyCHATHU B npona>i<6a.

IIpurtexkaTesa Ha pa3peleHHETO 32 yOTpeda
KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CioBeHus

IIponsBoguten 5
KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CinoBeHus
TAD Pharma GmbH, Heinz-Lohmann-Stralle 5, 27472 Cuxhaven, ['epmanus

3a JOIIBJIHUTCIIHA I/IH(l)OpMaI_II/IH OTHOCHO TOBa JICKapCTBO, MOJIA, CBBP7KCTC CC C JIOKAJTHUA
MNPCACTABUTCII HAa IPUTCKATCIIA Ha PA3PCIICHUCTO 34 yHOTpe6a:
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Belgié/Belgique/Belgien
KRKA, d.d., Novo mesto
Tél/Tel: + 32 (0)3 321 63 52

Bbarapus
[IpeacraButenctBo Ha KRKA B bwarapus
Ten.: + 359 (02) 962 34 50

Ceska republika
KRKA CR, s.r.o.
Tel: + 420 (0) 221 115 150

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

Deutschland
TAD Pharma GmbH
Tel: + 49 (0) 4721 606-0

Eesti
KRKA, d.d., Novo mesto Eesti filiaal
Tel: + 372 (0) 6 671 658

E)\rGda
QUALIA PHARMA S.A.
TnA: +30 (0)210 2832941

Espaiia

KRKA Farmacéutica, S.L. Q

Tel: + 34911 61 03 81 ©

France

KRKA France Eurl
Tél: + 33 (0)1 57 40 82 250Q
Hrvatska éz\
Krka — farma d.o.@

Tel: + 385 1 63}@100

Ireland
KRKA Pharma Dublin, Ltd.
Tel: + 353129391 80

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

Italia
KRKA Farmaceutici Milano S.r.1.
Tel: +39 02 3300 8841

Kvnpog
Kipa Pharmacal Ltd.
TnA: + 357 24 651 882

Lietuva
UAB KRKA Lietuva
Tel: + 3705236 27 40

Luxembourg/Luxemburg
KRKA, d.d., Novo mesto
Tél/Tel: + 32 (0)3 321 63 52

Magyarorszag
KRKA Magyarorszag Kereskedelmi Kft.
Tel.: + 361 (0) 355 8490

Malta

KRKA Pharma Dublin, Ltd. (30"

Tel: + 353 1293 91 80 Q
Q

<\O
I9B.V.

Nederland
Focus Care Pharmaceutj
Tel: +31 (0)75 61 2Qz§‘1’_>1

Norge

Tlf + 46 @'?%43 67 66 (SE)

(")stgl%ich
Pharma GmbH, Wien

SEEL: + 43 (0)1 66 24 300
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Polska
KRKA-POLSKA Sp. z o.0.
Tel.: + 48 (0)22 573 7500

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

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

Slovenija
KRKA, d.d., Novo mesto
Tel: + 386 (0) 1 47 51 100

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

Suomi/Finland
KRKA Sverige AB
Puh/Tel: + 46 (0)8 643 67 66 (SE)

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



Latvija United Kingdom
KRKA Latvija SIA Consilient Health (UK) Ltd.
Tel: +371 6 733 86 10 Tel: + 44 (0)2089562310

IIaTa Ha MOCJIECAHO MpepasrjaeKaaHe Ha JUCTOBKaTa

INoapoOHa nHpopManys 3a TOBA JIEKapCTBO € MpelocTaBeHa Ha yeOcaiita Ha EBporneiickata areHIus
1o JieKapcTBaTa http://www.ema.europa.eu
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