MNPUJIOKEHME I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHUSA ITIPOAYKT

Cholib 145 mg/20 mg dbunmupanu TabIeTKH

2. KAYECTBEH 1 KOJIMYECTBEH CbCTAB

Enna dunmupana tadbnerka cpabpixka 145 mg dpenoduodpar (fenofibrate) u 20 mg cumBacTaTun
(simvastatin).

HomomtHo(1) BemecTBo(a) ¢ M3BECTHO ICHCTBUE:
Enna unmupana tabnetka cpabpxa 160,1 mg nakrosa (karo MoHOXHIpaT), 145 mg 3axapo3sa, 0,7 mg
nerutrH (noxyder ot cost (E322)) u 0,17 mg coucet xbiro FCF (E110).

3a IbJIHUS CIMCHK Ha IIOMOIIHUTE BCIICCTBA BM)KTC TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA
Odunmupana Tabierka (TabieTka)

OsaJiHa, IBOMHOM3IIBKHAIIA, XK BITOKA(sIBa, PriIMHIpaHa TableTKa ChC CKOCEHH PBOOBE H HAAIUC
145/20 ot emnara ctpana. Pazmepure ca mpubmmsurento 19,3 x 9,3 mm u ternoro Ha TabneTkara €
okoJio 734 mg.

4. KJIMHUYHU JAHHHU
4.1 TepaneBTHYHHU MOKAZAHMS

Cholib e moka3aH KaTo aJAIOBaHTHO JIeYEHHE KbM TUCTUYHUS PEKUM H (PUIUUECKUTE YIIPAKHEHUS TIPH
BB3PacCTHH MAIUEHTH C BUCOK ChPAEYHOCHIOB PUCK CbC CMECEH TUII TUCIHIUACMHUS, 32 HAMaJIIBaHEe
Ha TpUIIMLepUauTe U noBuiaBane Ha HUBata Ha HDL-C, koraTo Husara Ha LDL-C ce koHTpoaupar
aJIeKBaTHO ChC ChOTBETHATA 7032 CUMBACTATUH KaTO MOHOTEPAIHSI.

4.2 10o3UMpOBKA M HAYMH HA NPUJIOKEHHE

BropuunuTe NpuYMHY 332 XATIEPIUITHACMUS, KaTO HAIPUMEP: HEKOHTPOIUPAH 3aXapeH AuadeT THIl 2,
XUIMTOTHPEOUTU3IBM, HEQPOTHUEH CHHIPOM, IUCIIPOTEHHEMHUS, OOCTPYKTHBHA YepHOIpOOHa GoecT,
MeIUKaMEHTO3HO JieueHHe (KaTo HampuMep MEepOpaHU €CTPOTeHH ), aTKOXOIU3bM, TpsiOBa fa Obaat
aJIeKBaTHO JIGKYBaHU Mpeau na ce muciu 3a sedenne ¢ Cholib u nanuenture TpsoBa na Obaar
MOCTABCHU Ha CTaHJApPTHA JIMETa 3a HAMAJsIBaHEe Ha XO0JIECTEPOJIa H TPUTIHLIEPUIUTE, KOATO TPsOBa
JIa.IIPOJIBJIXKH 110 BpeMe Ha JICYCHHUETO.

2 103H[20BKa

[IpenoppunTtenHaTa 103a € eHa TabJeTKa JTHEBHO. TpsOBa aa ce n30sArea COK OT TperndpyT
(Bk. Touka 4.5).

OTroBopsT Ha JIEUEHUETO TPAOBA Aa ce CIeU Ype3 ONpeessiHe Ha CTOMHOCTUTE Ha CEPYMHUTE
muran (o6mur xonecrepod (TC), LDL-C, tpurnuuepunu (TG)).

Tayuenmu 6 cmapuecka v3pacm (> 65 200unu)

He e HeoOxoaumo kopurupade Ha go3ara. [Ipenoppusa ce oOuvaiinata 103a, OCBEH IIPH HaMaJleHa
6BOpeuHa (yHKIHS ¢ H3YMCIIEHa CKOPOCT Ha IIoMepyHa ¢unrpanus < 60 ml/min/1,73 m?, B xouro
cirygan Cholib e nmporuBomnokasas (Bx. Touka 4.3).



Tayuenmu c napywena 6v0peuna Qynkyus
Cholib e mpoTHBOMOKA3aH MPU MAIMEHTH ¢ YMEPEHa JI0 TeXKa 0b0pedHa HeJOCTaThIHOCT, IIPH
KOMTO M34KCJIHaTa CKOPOCT Ha IIIoMepyIHa punrpamus e < 60 ml/min/1,73 m* (Bx. Touka 4.3).

Cholib TpsiOBa 1a ce U3Mmon3Ba C MOBUIIIEHO BHUMAaHUE TPH MAIUEHTH ¢ Jeka 0bOpedHa
HEIOCTATHYHOCT, IPU KOUTO M3UUCICHATa CKOPOCT Ha IIIOMepyIHa QUITpanus
e 60 10 89 ml/min/1,73 m? (Bx. Touka 4.4).

Tlayuenmu ¢ napyutena uepHoOpobHa QyHKyus
Cholib He e mpoyuBaH Npu NAUEHTH C HAPYIICHA YePHOPOOHA (QYHKIIHS, TOPATIH KOETO
€ MIPOTHBOIIOKA3aH IPY Ta3u MOILynanus (Bx. Touka 4.3).

Tleouampuuna nonynayus
Cholib e mpoTHBOIIOKa3aH MpH Jiela ¥ FOHOIIU Ha Bb3pacT A0 18 roguHu (Bxk. Touka 4.3).

CpopTCTBallA TEPAIUS
[Ipu manueHTH, KOUTO MPUEMAT MPOIYKTH, ChIIbPXKAIIHY €I0aCBUP WK IPA30NPEBUD, EAHOBPEMEHHO C
Cholib, no3ara Ha cumBacTaTuH He TpsaOBa aa npeumana 20 mg/neH. (Buwxkre Toukn 4.4 1 4.5.)

HauuH Ha npusoxxeHue
Bcsika tabmeTka TpsiOBa fa ce I'biTa ISUIA ¢ Yama Boja. TabieTkuTe He TpIOBa Ja ce pa3TpoIaBar
WM apBYaT. Morar aa ce mpuemar cbC WK 0e3 xpaHa (Bxk. Touka 5.2).

4.3 IIporuBomoka3zanus

. CBpBXUyBCTBUTEITHOCT KbM aKTUBHHUTE BEIIECTBA, (bCTHLU, COS WM KbM HIKOE OT
MTOMOIIIHUTE BEIECTBA, U30poeHu B Touka 6.1 (BXK. Chio Touka 4.4)

. W3zBectHa oToaneprus uian GOTOTOKCHUUHA PeakLus 110 BpeMe Ha jeueHue ¢ pudpatu uiu
KeTorpodeH

. AKTUBHO 4€pHOIPOOHO 3a00BaHE UM HEOOSICHUMO YCTOHYMBO MOBUIIIEHHE HA CEPYMHUTE
TpaHCaMWHa31

. W3BecTHO 32001sBaHe HA HIIBUHUS MEXYP

. XpOHHYEH WK OCTHP MAHKPEATUT C U3KIII0UEHHE Ha OCThP MaHKPEaTUT, AbJDKALL Ce Ha TeXKKa
XUTEPTPUTITALIEPAIEMHIS

. YMepeHo 10 TeXKO HapylleHne Ha Ob0peunaTa GyHKUUs (M3YHCICHA CKOPOCT Ha IJIOMEpYyJIHa
dunTparms < 60 ml/min/1,73 m?)

. CorbreTBamo npunoxkenne Ha Momun CYP3 A4 naxubutopu (cpeacTBa, KOUTO TIOBHIIABAT

AUC npubau3urtenHo 5 mbTH WM NOBeYe) (Halp. UTPaKOHAa30J1, KETOKOHA30J1, I03aKOHA30,
BopukoHazoi, HIV nporteaznn naxuburopu (Hamp. HenduHaBUD), OOETIpEBUD, TEIATIPEBHD,
EPUTPOMHUIIVH, KIAPUTPOMHIINH, TETUTPOMHULIMH, He()a30/I0H U JIEKAPCTBEHU MPOIYKTH,
ChABPKAIIM KoOHIucTaT) (BXK. Touku 4.4 u 4.5)

CBIBTCTBAIIO MIPUIIOKEHUE Ha TeM(PHUOPO3NII, TUKIOCIIOPHH WX JTaHa307 (BX. Touku 4.4 u 4.5)
ChIbTCTBALIO NPUIIOKEHUE Ha TIIeKapeBUP/IUOpEeHTacBUp (BXK. TouKa 4.5)

ITeqnarpuyana nomynamus (Be3pact mox 18 rognnn)

bpeMeHHOCT U KbpMeHe (BXkK. Touka 4.6)

WHnuBuayaiHa aHaMHe3a 332 MUOTIATHUS M/WITK pabI0MHUOJIN3a ChC CTATHH W/Wiu GudpaTu
WIN IIOTBBPIEHO NOBUILIaBaHE Ha KpeaTuH (ocdoknHaszara c mopede OT 5 IbTU HaJl FOpHaTa
rpanuna Ha Hopmata (I'TH) npu npeaxoHo nedeHne cbe CTaTHHU (BXK. TouKa 4.4)

4.4 CpoeunuaaHu npeaynpexxjaeHusi U Npeana3Hu MepKH IIpH ynorpeda

Myckynan
TOKCHYHOCT 3a CKeJIeTHaTa MyCKyJIaTypa, BKIIFOUYUTEIHO PEIIKK CIIy4Yau Ha pabIOMHOIH3MaA ChC

i 6e3 6b0peyHa HeIOCTATHPYHOCT, € Orla CHOOLICHA IIPHU MPHJT OXKEHHE Ha HAMAISIBALIM JIUITAIUTE
BEIIECTBa, KaTo (GUOpATH U CTaTHHHU. M3BECTHO €, 4e PUCKBT OT MHONIATHUS NP CTATUHHUTE
u ¢pubpaTuTe € CBBbP3aH C J03aTa Ha BCEKH €IMH OT KOMIIOHEHTHTE U ¢ BHJa Ha Gpudparta.
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Hamanena ¢pynxyus na mpancnopmu npomeunu

Hamanenara ¢pynkus Ha uepHOApoOHUTE TpaHCcTopTHH poTenHN OATP Moxke na yBemman
CHCTEMHATa eKCIIO3MLUS Ha CUMBACTATUH U J1a YBEIWYH PUCKA OT MUOMATHS U pabJOMHUOIN3A.
Hamanenara QyHKIMA MOXe Jja HACTBIIM KaTO pe3ylTaT OT MHXUOMpaHe Ha B3auMoJieiicTBaIlU CH
JieKapcTBa (HampuMep LUKIOCIOPHH) WIK IPH MallMeHTH, KOUTO ca HocuTenu Ha reHotun SLCO1B1
c.521T>C.

[Maruenture HocutTenu Ha reHrus anen SLCO1BI1 (¢.521T>C), koaupar mo-Manko akKTUBHUS
nporenH OATP1BI, ca ¢ noBuilieHa cuCTeMHa €KCIIO3UIUS HA CUMBACTaTHH U IOBUILEH PUCK OT
MuomnaTusi. PHCKBT OT cBbp3aHarta ¢ Bucoka 103a (80 mg) cuMBacTaTuH MUOMIATHA 0010 € 0KoJo 1 %,
0e3 reHeTHYHO M3cienBane. B3 ocHoBa Ha mpoyuBaHeTo SEARCH, npu HocuTenuTe Ha
xomo3urotHus anen C (Hapudanu cbiio taka CC), nekyBanu ¢ 80 mg, puckbT oT Muonarus € 15% B
paMKHTe Ha eHa FOJMHA, TOKaTO PUCKBT NpU Hocutenaute Ha xetepo3urotHus anen C (CT) e 1,5%.
[Ipu manmenTn, HocuTenu Ha Hak-dyecTus reHotutn (TT), crorBeTHUAT pHick € 0,3% (Bk. TOUKa 5.2).

Hmynomeouupana nexkpomusupawa muonamus. (MMHM)

[Tomydenu ca penku chOOIIEHUS 32 UMYHOMEIMUpaHa HekpoTu3upamia muonarus (MMHM) —
aBTOMMYyHHA MHOIIaTUs, CBbp3aHa ¢ ynorpebdara Ha ctarund. UMHM ce xapakrepusupa c:
MIPOKCUMAJIHAa MYCKYJIHa CIa00CT U MOBHUILEHA CEpyMHa KpeaTHH KMHa3a, KOUTO IMePCUCTHPAT
BBIIPEKH NPEKpaTsIBaHE HA JIEYEHUETO ChC CTATHHU; MOJIOKUTENEH pe3yaTar 3a anTi-HMG CoA
penyKTa3a aHTUTSIIO; MyCKYyJIHA OMOTICHS, TIOKa3Ballla HeKPOTU3Upallla MHOTIATHS; U IOJOOpEHHE C
HMYHOCYIIPECHPALIH CpeAcTBa. BE3MOXKHO € 1a € HE0OXOAUMO JOIIBIHUTEIIHO HEBPOMYCKYJIHO U
CEPOJIOTUYHO u3cieBaHe. Bp3MOXHO € /1a ce Hajara JiedeHHe C MMyHOCYTIPECUPALIH CPENICTBA.
O6mucnere BHUMaTenHo pucka oT UMHM npenu 3amnouBane Ha APYT CTaTUH. AKO CE 3all04He
JIEYEHUE C IPYT CTaTHH, CIEAETe 3a Npu3Hay u cuMmnroMu Ha UMHM.

Mepku 3a namanasane Ha pucka om MUORAMUSL, NPULUHEHA OM 83AUMOOEUCIEUe MENHCOY
Jekapcmeenu npooyKmu

PHCKBT OT TOKCHYHOCT 32 MyCKYJIUTE MOXKe Ja ce moBumH, ako Cholib ce npunara ¢ apyr ¢uopar,
CTaTHH, HUAIMH, Qy3U10Ba KUCETMHA WU IPYTH CIICIN(GUIHN TPUIaraHd ChITBTCTBAIIIO BelecTBa (3a
crienupUYHN B3aUMOJICHCTBYS, BXK. ToUKa 4.5). JlekapuTe, KOUTO Bh3HAMEPSIBAT J1a TIPUIIOKAT
koMOuHHpaHo seyenue ¢ Cholib u Moaudunupanmy munuaure 1034 (> 1 g/neH) ot HUANKUH
(HHKOTHHOBA KHCEITMHA) HJIH JICKAPCTBEHU MPOAYKTH, ChIbPIKAIIN HHAIMH, TPA0Ba BHUMATEITHO Ja
MIPELEHST EBeHTYaJHUTE MOJI3U CIIPSIMO PUCKOBETE U JIa CIIEST BHUMATEITHO MAIIHEHTHTE 32 BCIKAKBH
MPU3HAI U CUMIITOMH Ha MYCKYJTHH OOJIKH, 60JIE€3HEHOCT WM CIa00CT B MYCKYJIHTE, OCOOEHO

B HAYAJIHUTE MECEIM Ha JICYUCHUETO U MPH MOBHUIIIABAHE HA J103aTa Ha HAKOW OT BaTa MPOIYKTa.

PuckbT oT MHONATHS M pabIOMHONII3a € 3HAYMMO MO-BHCOK NP CHITBTCTBAINA yIopeda Ha
cuMBacTatuH ¢ MoulHu nHXOUTOpHU Ha (CYP) 3A4 (BX. Touku 4.3 u 4.5).

CumBactaTvH € cyOcTpar Ha ehIyKCHHS TPaHCIIOPTEep Ha yCTOWYHMB MPOTEHH Ha paK Ha I'bpaara
(Breast Cancer Resistant Protein, BCRP). CpbTcTBamoTo mnpuiioKeHue Ha IpOIyKTH, HHXHUOUTOPH
Ha BCRP (Hanp. enbacBup u rpa3onpeBup), MOXKeE Jia JIOBEJIe /10 OBUIICHH ITa3MEHU KOHIICHTPAIH
HAa CUMBACTaTHH U MOBUILEH PUCK OT MUOTIATHS, CIE0OBATEIIHO TPsAOBa 1a ce 0OMUCIN KOpUTHPaHe Ha
Jl03aTa Ha CUHMBACTaTHH B 3aBUCUMOCT OT IpeJnrcaHara 103a. CbIbTCTBAIIOTO NPUIIOKEHHE Ha
eJI0acBUp W IPa3oNpPEBUP ChC CHMBACTATHH HE € TIPOYYEHO, HO J103aTa Ha CHMBACTATUH He TpsiOBa Jia
npeBuiiaBa 20 mg AHEBHO NPH NMAMEHTH, KOUTO MOJIy4aBaT ChIIbTCTBALIO JIeYEHHE C IPOAYKTH,
ChIbprKallly €10acBUp WIN IPa30npeBUp (BXK. Touka 4.5).

PuckbT 0T MHONaTHSA ce MOBUIIABA OT BUCOKH HMBA HA MHXUOUTOpHA akTuBHOCT Ha HMG CoA
peaykTasa B IIa3Mara (T.e. IOBUIIEHH IJIa3MEHH HHBA HA CUMBACTATHH U CUMBAcTaTHHOBA
KHCEHMHA), KOUTO MOTaT Jja Ce ABJIXKAT OTYACTH Ha B3aMMOJICHCTBUS C JIEKapCTBA, KOUTO MOBIHUABAT
MeTaboII3Ma W/UIIN TPAHCTIOPTHHUTE MBTUINA HAa CHMBACTATHH (BIDKTE TOUKa 4.5).
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Cholib He TpsOBa 5a ce mpuiara CbBMECTHO ¢ Qy3uaoBa kucennHa. Mima choOmmenns 3a
pabromuonu3a (BKIFOYUTEITHO HIKOM CITydau C JieTajeH Kpail) MpH MalueHTH, oyJYaBalliyd CTaTHH

B KoMOUWHaIus ¢ $y3u0Ba KucenrHa (BxK. Touka 4.5). [Ipu manueHTuTre, 3a KOUTO € IPUETO, Ye
CUCTEMHUST NpreM Ha (Dy3u0Ba KUCEIHHA € OT ChIIECTBEHO 3HAUYCHUE, JICUEHUETO ChC CTATUHU
TpsiOBa Ja ce crpe 3a IeNus Iepuo T Ha JedeHue ¢ Gy3uaosa kucennna. [lanrenture TpsioBa na ObaaT
MMOCHBETBAHU JIa MOTHPCAT HE3a0aBHO CHBET OT JIEKap, aKO MOJIydaT HSIKAKBU CUMITOMHU Ha MYCKYJTHA
cnabocT, 0oaKa v 00JIE3HEHOCT.

JleyeHHETO CHC CTATHHU MOXE J1a 3a[I0YHE OTHOBO CE/IEM JIHU CJIEI PUEeMa Ha MOCIIeAHATa 1032
¢y3unoBa kucenuHa. [Ipu U3BBHPEIHU 0OCTOATENCTBA, KOTAaTO € HEOOXOAMMO MPOIBIKUTEITHO
CHCTEMHO MPIIOKEHUE Ha (Py3U0Ba KHCEIHHA, HATIPUMED, IIPU TEHKKH HHPEKIUH, HyKJaTa OT
chBMecTHO npuiiokenne Ha Cholib u ¢py3umoBa kucenuHa TpsiOBa na ce 0OMUCIIM UHAWBUYATHO TIPA
BCEKH MALUEHT U 0]l BHUMATEIHO MEAULIMHCKO HAOIIOICHNE.

Hzmepeane na kpeamun Kunazama

Kpeatun kunazata He TpsiOBa J1a ce U3MepBa cie/l rojsiMo GU3HYecKO HATOBapBaHE WIIH B
IIPUCHCTBUETO Ha HIKAaKBa Jpyra paBIoNolo00Ha IPUYKHA 3a IOBUIIABaHEe HA KPeaTHH KUHA3aTa,
THI KaTo TOBa IPaBU TPYAHO UHTEPIPETUPAHETO Ha pe3yTaTuTe. AKO HUBaTa Ha KpeaTHH KMHAa3aTa
ca 3Ha4MMO IIOBUIIEHU B CpaBHEHHE C U3X0JHO HUBO (> 5 X I'TH), HuBara Tpsi0Ba na ce uscnensar
TOBTOPHO clex 5 10 7 OHH, 3a 1A c€ MOTBBPIAT PE3YJITaTUTE.

Ilpeou neuenuemo

Benuky nanueHTH, IpU KOUTO 3ar04Ba JISYEHHE WK Ce yBeJIH4aBa J103aTa Ha CHMBACTaTHH, TPsOBa
na Ob1aT HHGOPMHpPAHH 3a pHCKa OT MHOIIATHA M Ja TIOJTy4aT yKa3aHus Ja cbo0IIaBat He3abaBHO 3a
BCHUYKH HEOOSICHUMH MYCKYIIHH OOJKH, OOJIE3HEHOCT U c1abocCT.

Heo6xomumo e moBHIIIEHO BHUMAHUE ITPH NAIMEHTH C PUCKOBH (DakTOpH 3a pabIoMHOIN3a, KOUTO
CBIIECTBYBAT OT MPEIH MPHUIOKEHUE TO Ha JO3UTE. 3a Ja ce pasIoiiara C yrBbpleHa pedepeHTHa
CTOMHOCT Ha M3XOJIHO HUBO, HUBATA Ha KPeaTHH KWHAa3aTa TPsOBa Ja ce U3MEPST MPEIU 3arouBaHe
Ha JICYSHHETO B CIEIHUTE CIIydau:

Crapuecka Bb3pacT > 65 ronuHu

Kencku non

Hapymena 660peuna gpyHkuus

HekoHTponmupaH XHUIIOTHPEOUTUZBM

XunoanoOyMuHeMus

JlvdHa nnu GaMiIIHA aHAMHE3a 33 HACJICICTBEHH 3a00ISIBAHUSI HA MYCKYJIUTE
AHaMHe3a 32 MyCKyJTHa TOKCHYHOCT OT CTaTHH Win ¢puodpar

3noynoTpeda ¢ anKoxou

B te3u cliy4au, pUCKBT OT JICUCHUETO TpSI6Ba Ia €€ MpENCHU BbB BPb3Ka C BB3MOKHUTE MOJI3U U CE
OpernopbpYBa KIMHUYIHO ITPOCIICASABAHE.

3a J1a ce yTBbpAM pedepeHTHA CTOMHOCT Ha U3XOIHO HUBO, TPSAOBA J1a CE U3MEPST HUBATa HA KPEaTUH
(hocdokrnnazara, KaTo ce MpenopbUBa KIMHUIHOTO UM IPOCIIEsIBaHE.

AKO NalMeHTHT € UMall B MUHAJIOTO MYCKYJIHO HapylIeHHe 10 BpeMe Ha TipueM Ha pudpar wim
CTaTHUH, TPsAOBA Ja ce JeicTBa MPEAa3InBO P 3al04BaHe Ha JICYEHHUE C IPYT MPEACTABUTEN OT
CBIIMS KJIaC JIEKAPCTBEHU MPOIYKTU. AKO HUBaTa Ha KpeaTHH KMHA3aTa Ca 3HAYUMO TIOBHIIICHU
Ha u3xoaHo HUBO (> 5 x [TH), neuenuero He TpsiOBa aa ce 3amoysa.

HpI/I MMOAO3PCHUC 3a MHUOIIATHS IMOpAaAU HAKAKBA Apyra NpuinHa, JCYCHUETO Tp$I6Ba Aa C¢C CIIpe.

Jleuenueto ¢ Cholib Tps6Ba fa ce cripe BpeMEHHO 3a HAKOJIKO JHU IPH TojisiMa IUIaHOBa Oreparys
WM IPY HacJIarBaHe Ha APYro OCHOBHO 3a00JIIBaHe WM XUPYypruyHa Hameca.
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YepHoapoOHN HAPYIIEHNUS

3a MoBHIIIaBaHe HA HABATa HA TPAHCAMHUHA3UTE CEe ChOOIAaBa MPU HIKOHW MAIUCHTH, JIEKYBaHH

ChC CHMBAacTaTUH Wwin (peHopuodpar. B moBeueTo ciayvyan HapacTBAHETO € MPEXOHO, HE3HAUYUTEITHO
ACHMIITOMHO, 0€3 Hy’k/la OT CIIMpPaHe Ha JICYCHUETO.

HuBata Ha TpaHCcaMuHa3uTe TPSAOBA J1a ce MPOCIeAIBaT IPEAU 3all0UBAHE HA JICICHHETO, Ha

BCEeKH 3 Mecella pe3 mppBuUTe 12 Mecela OT JICYSHHETO U MEPHOANIHO ciie ToBa. TpsOBa na ce
00pBIIIa BHUMAaHUE Ha MAlUCHTH, IIPH KOUTO CE€ MIOBUIIABAT HUBATA HA TPAHCAMUHA3UTE, KaTO
JedeHneTo TpsiOBa 1a ce crpe, ako HUBATa Ha acraprat aMuHoTpancdepasata (AST), uzBectHa ChIIO
1 KaTo CepyMHA IIyTaMmaT oKcainarierar Tpancamuuasa (SGOT) u anannn amuHOTpaHCcdepasaTa
(ALT), u3BecTHa CBIO U KaTO CEpyMHA IIIyTaMaT nupysat Tpancamunasa (SGPT), ce moBumar ¢
IoBeYe OT 3 IBTH HaJ| FOpHaTa rpaHMIla Ha HopMara.

Ipu nosiBa Ha CHMIITOMH, ITOKA3aTEIIHHU 32 XEMATUT (HaIpUMep, XKBbITEHUIA, ChPOeK)
U MIOTBBPIKIABAHE HA AMarHo3ara upe3 1abopaTopHu nicieaBanms, Jedennero ¢ Cholib Tpsosa
Jia Ob/ie CIPSHO.

Cholib Tps6Ba 1a ce nmpuiara ¢ HIOBUIIEHO BHUMaHUE MIPU MALMEHTH, KOUTO KOHCYMHUPAT 3HAYUTEIIHO
KOJITYECTBO AJIKOXOIL.

[Hankpearur
3a maHKpeaTHT ce choOIIaBa Mpy manueHTy, npueManu Genogudpar (Bx. Touku 4.3 u 4.8). Te3un

cllydan MOXKe O OTpa3siBaT JIMIica Ha €(pUKaCHOCT MPU NALMEHTH C TEKKa XUTIEPTPUTIHLIEPUACMHUS,
MHIYLIUPAHO MOBUIIABAHE HAa MMAHKPEATUYHUTE EH3UMHU WM BTOPUYHO SIBIICHUE, KOETO C€ MEIUUPA
OT KaMbHU B XIIBYHUTE ITHTUIIA WM 00Pa3yBaHETO Ha OTJIAraHUs ChC 3allyllIBaHe HA OOLIHS KIIbUCH
KaHaJl.

Bbrbpeuna QyHKIHS
Cholib e mpoTHBOIIOKa3aH IPU YMEPEHO 0 TEKKO YBPEXKIaHe Ha ObOpeUHaTa (DYHKIHS
(BX. Touka 4.3).

Cholib Tps6Ba 1a ce U3MoI3Ba C MOBUIIICHO BHUMAHNUE MPH MAIIMEHTH C Jieka ObOpedyHa
HEeIOCTATHYHOCT, IPU KOUTO U3UUCIICHATA CKOPOCT Ha IIIOMEpYIHa QUITpaLus
e 60 10 89 ml/min/1,73 m* (Bx. Touka 4.2).

Crob1aBa ce 3a 00paTUMO TOBUILIABAaHE Ha CEPYMHUS KPEaTHHUH [IPU IALMEHTH, [10JyYaBaliy
(heHopubpaT KaTo MOHOTEPAITHS HITH PHIIOKEH CHbBMECTHO ChC CTATUHH. [lOBUIIaBaHETO Ha
CepyMHUS KpEaTHHIH OOMKHOBEHO € ChC CTAOMIIHM BbB BPEMETO CTOMHOCTH 0e3 TaHHHU 3a
MPOJBIDKABAIIO [TOBUIIABAHE HA CEPYMHUS KPEATUHUH NIPH IBJITOCPOYHO JICUCHHE U CIIE] CITUPaHe
Ha JICYEHHETO UMa TeHJICHIIM 3a Bb3CTaHOBSIBAHE JI0 U3XOIHO HUBO.

B ycnoBusita Ha KTMHUYHY U3nUTBaHuA, 10% OT manueHTUTe UMaT MOBUIIABaHE HA KpeaTHHUHA

OT U3X0JIHO HUBO ¢ noBeue oT 30 umol/l npu chIbTCTBAIIO MpHUIIOKEeHUE Ha dpeHoudpar

U CUMBAacTaTUH B cpaBHeHuUe ¢ 4,4% npu MoHoTepanus ¢be cuMmBacTatuH. 0,3% OT nanueHTure, npu
KOUTO JIEKapCTBaTa ca ChII'BTCTBAILO MPUIOKEHH, UMAT KIMHUYHO 3HAYMMO TOBUIIIaBaHE HA HUBOTO
Ha KpeaTHHHHA JI0 cTroiHoCcTH > 200 pmol/l

JleuenueTo TpsOBa a ce crpe B cilyyail Ha HUBO Ha kpeaTuHuHa 50% Haj ropHaTa rpaHMLA Ha
HopMarTa. [IpenopbuBa ce KpEeaTHHUHBT Ja CE M3MEpPBa IIpe3 IEPBUTE 3 Mecela Ciie]] 3all0YBaHe
Ha JIYEHHUETO, a CIeJ TOBA - MEPUOJUYHO.

WnTepcrunmanna 6enoapodHa Goxect

Crnyyan Ha MHTEpCTHIIMATHA OestopoOHa 0OJIECT ca ChOOIIEHH NP HAKOU CTATUHU U IIPH
(henodubpar, ocodbeHo pH NMpoabIKUTEIHA Tepanus (BXK. Touka 4.8). [IposiBuTe MOTaT 1a BKIIOYBAT
JMCITHEsI, HeTIPOAYKTUBHA KAIUTHIIA M BIOLIEHO O0IIO 3IpaBOCIOBHO ChCTOsIHUE (YMOpa, 3aryda Ha




TETJIO U BUCOKA TeMITeparypa). AKO UMa II003PEHUS, Y€ TalCH IMAallMeHT € pa3BU HHTEPCTUIMATHA
6enoapobHa Goect, teueHneto ¢ Cholib TpsOBa na 6b1e crpsiHO.

3axapeH quader
Hsxou qokasarescTsa MoACKa3Bar, ye CTATHHUTE, KaTo KJIac JIEKAPCTBEHH CPEICTBA, TOBUILABAT

KpBBHATA [IIOKO3a M TIPY HIKOW MAI[HSHTH C BUCOK PUCK OT 3axapeH nuabeT B Objelie Morar jaa
MPEIM3BUKAT TAKWBA HUBA HA XUIEPIIUKEMUS, 32 KOUTO Ca TMOIXOASIIU (POPMATHUTE TPUKH 32
nuabetHo6omHK. Han To3u prick obave HaaiensBa HAMAISIBAHETO HA ChJOBHUS PUCK OT JEHCTBHETO
Ha CTaTUHUTE, MOPaJH KOETO HAMA MPUYHHA 33 CIIMPAHE HA JICYCHUETO ChC CTaTUHU. PucKkoBUTE
nanuenTu (TarKo3a Ha riagHo 5,6 1o 6,9 mmol/ 1, BMI > 30 kg/ mz, MIOBUILICHU TPUTIUIICPUIH,
XUIEPTOHMUS) TPIOBa J1a ObJIAT MPOCIeIIBaHN KaKTO KIIMHUYHO, TaKa 1 OMOXUMHYHO CHITIACHO
HAI[MOHAIIHUTE PHKOBOJICTBA.

BeHo3Hu TpoMOeMOOIHYHH CHOUTHS

[Ipu ximanaHOTO M3nMTBaHe FIELD ce cho0maBa 3a CTaTUCTUYECKH 3HAYMMO TIOBHIIaBaHE Ha
yecroraTa Ha OenopodHa em6oms (0,7% B tutanebo rpynata B cpaBHeHue ¢ 1,1% B rpymnara Ha
tdhenoduodpar; p=0,022) 1 craTuCTHUECKN HE3HAYMMO MTOBUIIIABAHE Ha JIBJIOOKAaTa BEHO3HA TPOMOO3a
(nmnaue6o 1,0%, 48/4900 nanuenty) B cpaBHeHue ¢ peropuodpar 1,4% (67/4895); p=0,074.
[ToBHIIEHUAT PHUCK OT Cilydan Ha BEHO3HA TPOMOO3a MOXKeE Jia € CBhP3aH C MOBHUILICHUTE HUBA Ha
XOMOLIMCTEHH - PUCKOB (haKTOp 3a TpOMOO03a, KaKTO U ¢ Ipyru HeonpenesneHu ¢pakropu. Knuununara
3HaYMMOCT Ha TO3W (QaKT e HesicHa. ETo 3amio, TpsiOBa nia ce neiicTBa ¢ MOBHIICHO BHUMAHHUE MPH
MaIMEHTH C aHaMHe3a 3a 0esoipoOHa eMOousl.

Muactenus rpaBuc

B Hakonko citydas ce cboO111aBa, ye CTAaTUHUTE MHIYLUPAT de novo WU BIOLIaBaT Beue
CBIIECTBYBallla MUACTEHHS TPABHC MIIM OYHA MUACTeHUs (BXk. Touka 4.8). [Ipunoxxennero Ha Cholib
TpAOBa Ja ce cIipe B Cliyyail Ha BJIOIIaBaHe HAa cuMOTomMuTe. MiMa choOIeH s 3a peluIuB [Ipu
(MOBTOPHO) MpHJIaraHe Ha CHINUS WK PA3INYCH CTATHH.

ITomonTtHM BeniecTBa

Tbii KaTO TO3M JIEKAPCTBEH MPOJYKT ChABPKA JIAKTO3a, MAIMEHTH C PEJIKA HACIICACTBEHU POOIEMHU
Ha TaJlaKTO3Ha HEMOHOCUMOCT, Lapp nakrazeH AeHUINT U TITF0K030-TajlakTo3Ha MajabcopOIs, He
TpsOBa J]a MpUEMAaT TO3HU JICKAPCTBEH MPOIYKT.

Twit kKaTo TO3MU JICKAPCTBCH IMPOAYKT CbABPIKA 3aXapo3a, MalqUCHTU C PAAKO CPCIIaHN HACJICACTBCHU
HpO6J’IeMI/I Ha (1)1’)}H(T03Ha HCIIOHOCHMOCT, I'NTFOKO30-TaJIaKTO3Ha Mana6cop6u1/m 501058
3axapa30-nu30MajiTasHa HEAOCTATbYHOCT, HE TpH6Ba Ja ImpueMar ToBa JICKAapCTBO.

ToBa nexapcTBO ChAbpika Mo-mManko ot 1 mmol HaTpuii (23 mg) Ha eqHa TabneTka, T.e. NPAaKTHUECKH
HE ChABpPIKA HATPUIL..

Tosu nexapcTBeH NpoayKT chabpxa chbHeeT KbaT0 FCF (E110), KoeTo Moxe 1a mpeau3BuKa
QJIEPTHYHH PEaKLIUH.

4.5 B3aumopgelicTBHe ¢ APYI'M JeKAPCTBEHH NPOAYKTH M APYru (popMHU Ha B3auMoJelicTBUe
He ca nposexaanyu npoyusaHus 3a B3anmozaeiicteusara ¢ Cholib.
BsanMo1eicTBHS, OTHACAIIM CE€ 10 MOHOTEPANUATA

Huxubumopu na CYP 344
CumBacraTHH e cyocTpat Ha nuToxpom P450 3A4.

MHOKeCTBO MEXaHM3MHU MOTAT JIa TOMPUHACST 32 MOTCHIUAIHUTE B3aUMOICHCTBHUS C HHXUOUTOPUTE
Ha HMG Co-A penykraza. JlekapcTBa uiii OMIKOBH MPOAYKTH, KOUTO HHXHOUPAT OTpeaeseH!
ensumu (Hanp. CYP3A4) u/unu tpancnioptau (Hanp. OATP1B) mpTHmna, MoraT 1a moBumat
IUIA3MECHUTE KOHIIEHTPALUK Ha CHMBACTATHH U CAMBACTATHHOBA KHCEIUHA M MOTaT J]a IOBEIAT 10
MOBHIICH PUCK OT MHUOTIATHSI/pabJOMUOIH3A.



MomauTe nHXUONTOPH Ha IUTOXpoM P450 3A4 moBummasar prucka OT MUOTIATHS U pabIoOMUOIN3a
4pe3 MOBUILABAHE HA HHXHOUTOpHaTa akTHBHOCT HAa HMG-CoA penykrasara B ruiazmara o Bpeme
Ha JieueHHe cbc cuMBacTaTuH. Cpell Te3u MHXUOUTOPHU ca UTPAKOHA30J1, KETOKOHA30J1, I0CAaKOHA301I,
€pUTPOMHUIIHH, KIAPUTPOMUIIMH, TenurpoMulivH, HIV npoTeasnu nHxubutopu (Hamp. HenduHABUP),
KoOumcTaT u He(ha3oa0H.

KomOuHanusiTa ¢ UTpakoHa30J1, KETOKOHA301, mocakoHas3on, HIV nporeasnu naxuburopu (Hamp.
HesuHaBHP), KOOUIKCTAT, EPUTPOMUIIMH, KIAPUTPOMULIMH, TETUTPOMHLIMH U HE()a3010H €
MPOTUBOIOKAa3aHa (BXk. Touka 4.3). AKO JICYEHHETO C HTPAKOHA30J, KETOKOHA30lI, T0OCAKOHA301L,
SpUTPOMHITHH, KIIAPUTPOMULIVH WIH TEIUTPOMHUILUH ¢ Hen30exHo, Tepamusrta ¢ Cholib Tps6Ba na
ObZie OTMEHEHA, JOKATO Tpae KypchT Ha JieueHne. Heo0XoanMo e MOBHIIIEHO BHUMAHUE TIPH
koMmOuHHMpaneto Ha Cholib ¢ npyru mo-cnabu naxuouropu Ha CYP 3A4: durykonasos, BeparmaMui
WM quiitiaseM (BK. Touku 4.3 u 4.4).

Koncynrupaiite ce ¢ mHpOpMaNNATA 32 MPEANICBAHE 32 BCHUKH CHITBTCTBAIIO H3MOI3BAHH
JeKapcTBa, 3a Ja MOMy4YHUTe MoBeue HHPOopMaLus 3a OTEHINATHUTE UM B3aUMOJICHCTBUS ChC
CHMBACTaTUH W/UIM NOTEHIMANA 32 IPOMEHU B €H3UMHUTE UM TPAHCIIOPTEPUTE U BB3MOKHHUTE
KOPEKIIMHU Ha J]03aTa H CXEMHUTE.

Janazon

PuckbT oT MHONIaTHS M PabIOMHOIIN3A € TIO-BUCOK MPH CHITBTCTBAIIO NPHJIOKEHUE Ha JTaHa30I
CbC cUMBacTaTuH. Jlo3aTa Ha CUMBAacTaTHH He TpsAOBa Ja HajBuIIaBa 10 mg IHEBHO NpH MAlUEHTH,
mpuemany ganasoil. [lopaau ToBa, ChIpTCTBAIIOTO MpriIoxkeHue Ha Cholib ¢ nanazon e
MIPOTUBOIIOKA3aHO (BXK. ToukKa 4.3).

LHuxnocnopun

PuckbT 0T MHOTIATHSA/PabIOMHOIII3A € TT0-BUCOK IPH CHITBTCTBAIIO MPIIIOKEHHE HA MUKIOCIIOPHH
CbC CUMBAacTaTUH. Brrpeky, 4e MEXaHU3MBT HE € HAIIbJIHO U3ACHEH, YCTAHOBEHO €, Y€ LIUKIOCIIOPUH
nosuuiasa miazmenara ekcriosunus (AUC) Ha cuMBacTaTUHOBA KUCEJIMHA, BEPOSITHO [TOpaiu
yactuaHo nuaxubupane Ha CYP 3A4 u OATP-1B1 tpancnoprepa. Thit kaTo g03aTa HA CHUMBACTATHH
He Tpsi0Ba 1a HajBuaBa 10 mg AHEBHO NpU MALMEHTH, IPUEMAal LUKIOCIIOPUH, ChIIBTCTBAILIOTO
npuioxenue Ha Cholib ¢ IMKIOCTIOPHH € MPOTHBOIIOKA3aHO (BXK. Touka 4.3).

Amuooapon, amioounut, OunMmuazem u 6epanamii
PuCKBT OT MHOTIATHS M PaOIOMUOJIH3A € TIO-BHCOK MPH ChITBTCTBAIIO MPHUIOKEHHE HA aMHOIAPOH,
AMITOJTUITHH, TUJITHA3EM HITH BeparmaMill ChC CUMBAcTaTHH 40 mg JHEBHO.

B ycnoBusiTa Ha KITMHUYHO M3NKUTBaHE, 32 MUOMATHA ce choOmaBa nmpu 6% OT MallMeHTUTe, TpUeMalln
cuMBacTatuH 80 mg U aMHoAapoH, B cpaBHeHue ¢ 0,4% npu namuenture, npueMainu camo 80 mg
CHMBACTaTHH.

CBII'BbTCTBAIIOTO MPHUIIOKECHUE HA aMJIOJAUIIMH U CUMBACTaTHH € JOBEJIO 1O IMTOBHUIIaBaHEC Ha
CKCIIO3UIMATa HA CUMBACTaTUHOBA KHCCJIMHA C 1,6 ObTH.

CBIIBTCTBAILIOTO IIPUIOKECHUE HA TUITHA3EM U CHMBACTATHH € OBEJIO [0 ITOBHUIIABAaHE HA
€KCIIO3UIMSITa Ha CUMBACTaTUHOBA KUCEIMHA C 2,7 I'bTU, BEPOATHO IOPay UHXUOUpPaHE Ha
CYP 3A4.

CBITBTCTBAIIOTO IMPUIIOKCHUE HA BEPpATaMUII U CUMBACTAaTHH € JTOBEJIO 10 MMOBUIIABAHE HA IJIa3MEHATa
CKCIIO3UII KA Ha CUMBACTaTHHOBA KHCCJIMHA C 2,3 IIbTHU, BEPOATHO OTHACTH IMOpaAIn I/IHXI/I6I/IpaHe Ha
CYP 3A4.

[Mopanu ToBa, mo3ara Ha Cholib He TpsOBa na HaaBumasa 145 mg/20 mg AHEBHO MPH MALUEHTH,
KOUTO MPHUEMAaT aMHOAPOH, aMJIOJIUIINH, TUITHA3EM WU BEparaMul.

Huxubumopu na ycmotiuue npomeut Ha pax Ha evpoama (BCRP)
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ChIBTCTBAIOTO TPUIIOKEHUE HA JIEKAPCTBECHH MPONYKTH, MHXHOHTOpH Ha BCRP, BRITIOUHTETHO
MIPOIYKTH, ChIBPIKAIIN eI0aCBUP HITU TPa30INPEBHP, MOXKE JIa TOBEJE 0 TOBUILICHH TUIa3MEHH
KOHIIEHTpAI[MN Ha CUMBACTATHH ¥ MMOBUIIIEH PUCK OT MUONAaTus (BX. ToUku 4.2 u 4.4).

Jlpyeu cmamunu u pubpamu

I'emdubposnn nosumasa AUC Ha cMBacTaTHHOBA KHCeIHHA ¢ 1,9 MbTH, BEPOSTHO MOPaaH
WHXUOMpPaHEe Ha IbTS Ha TIIOKYpOHUpaHe. PHCKBT OT MuonaThs U pabaoMHONIN3a € 3HAYHMO MO-BUCOK
IPU CHITBTCTBALIO MIPUIOKEHUE HA TeM(PHOPO3IIT ChC CUMBACTATHH. PUCKBT OT pabJOMHOIIH3a CHIIIO
€ TMOBHILEH NPY MAallUeHTH, KOUTO MMOJy4YaBaT ChII'BTCTBAIIO JICYEHHE ¢ APYTH (UOpaTH UIH CTATHHH.
[Mopanu ToBa, cerrbTcTBaNIOTO MprIokeHue Ha Cholib ¢ rempubposw, ¢ apyru pudbpaT uiu
CTaTHHU € MPOTHUBOIOKA3aHo (BXK. TOUKa 4.3).

Huayun (nuxomunoea xucenuna)

Crnyyan Ha MUOTIATH/PabIOMHUOIIN3A CE CBBP3BAT C CHITBTCTBAIIOTO MIPUIOKEHHE HA CTATHHH
Y HUAIWH (HUKOTHHOBA KHMCEINHA) B MOIUGUIMpaIIH TUIHIUTe 1031 (> 1 g/neH), karo ce 3Hae,
Ye HUANMHBT ¥ CTATUHUTE MOTAT JIa IPUYUHIBAT MHOITATHS U KOTATO C€ IPUIIAraT MOOTACIHO.

JlexapuTe, KOUTO Bb3HAMEPSBAT Jla MPWIIOKaT KoMOuHMpano nedenne ¢ Cholib n Mmogudunmpanm
aunuanTe 1034 (> 1 g/neH) HuauuH (HUKOTHHOBA KHCENMHA) UK JISKApCTBEHU POIYKTH,
CBIBPIKAIIN HAALWH, TPsIOBa BHIMATETHO 1A IPELICHAT €BEHTYaIHUTE ITOJI3M U PHCKOBE U 12
MPOCIIeIIBAT BHUMATEIHO MAI[CHTUTE 33 BCIKAKBH ITPH3HAIM U CHMIITOMH Ha MyCKYJTHa 00JIKa,
0O0JIE3HEHOCT UITH C1ab0CT, 0COOCHO B HAYAIHUTE MECEIH Ha JICYEHHETO U IIPH MOBUIIABAHE HA 103aTa
Ha HSIKOH OT JABaTa MPOIYKTa.

Dy3udosa Kuceruna

PuckbT 0T MHOTIATHS, BKIIOYATETHO paOIOMUOIIHI3a, MOXKE Jia C€ MOBHIIH MOPaId ChITBTCTBALIOTO
CHCTEMHO MPIJIOKeHNe Ha (Qy3uI0Ba KUCEIHHA ChC cTaTUHH. CHBMECTHOTO MPUIIOKEHUE HA Ta3u
KOMOWHAIIMS MOXKE JIa IPUYMHY MTOBUIIABaHE HA IJIA3MEHUTE KOHIICHTPAIIMK 1 Ha JIBETE BEIIECTBA.
MexaHH3MBT Ha TOBa B3aUMOJIEHCTBUE (HE3aBUCUMO Al € OT (hapMaKOIUHAMUYEH HIIH
(hapMaKOKMHETHYEH THII WJIM OT J[BaTa THIIA) 3acera € Hem3BecTeH. Vima cro0meHns 3a pabgomMuomnmsa
(BKJIFOUHMTEIHO HAKOM CITydYaH C JISTaJleH Kpaii) Py MallueHTH, T0JTyYaBally Ta3d KOMOMHAIIHS.

Axko e HeoOxoauMo JeueHue ¢ (y3uaoBa Kucenuna, tedeHrero ¢ Cholib TpsoBa na Obae cripsHO
3a IIeJIMs IEPUOJ Ha TepanusTa ¢ Gpy3unoBa kucenuna. (Brkre cbino u Touka 4.4).

Cox om epetingpym

CoxsT ot rpeiindpyt naxubupa CYP 3A4. cerrbTcTBaNIOTO MPHEMaHe Ha TOJIEMH KOJHMYECTBA
(Hax 1 TUTHP THEBHO) COK OT TPeHI(PYT M CHMBACTATHH BOJH 70 IIOBHIIABaHE HA ITIa3MEHATA
€KCITO3UIIVsI Ha CUMBACTaTUHOBA KHceInHa ¢he 7 mbTH. [Ipuemanero Ha 240 ml cok ot rpedndpyT
CYTPHH M CUMBACTaTUH Beyep ChIIO BOAMU 10 [TOBUIIABaHE HA IJIa3MEeHAaTa eKCIIO3ULUS Ha
cUMBacTaTuHOBa KucenuHa ¢ 1,9 meu. [lopagu ToBa TpsiOBa na ce U30iArBa KOHCYMAaLUATa HA COK
oT rpeindpyT o Bpeme Ha nedenueto ¢ Cholib.

Konxuyun

Nma choOmeHns 3a MAOTIATHS U pabIOMUOIIH3a MIPU CHITBTCTBAIIO MPUIIOKEHHE Ha KOJIXHIUH U
CUMBACTATHH TPU NAIMEHTH ¢ ObOpeuHa HeoCcTaThuHOCT. [lopaau ToBa ce MpenopbuBa BHUMATEIHO
KIIMHUYHO MPOCIIC/ISBaHe Ha TAMEHTUTE, KOUTO Npuemat koiaxuimH U Cholib.

Anmazonucmu Ha sumamun K
denoduOpaT U CHMBACTATHH yCHUIIBAT €(EKTUTE HA AaHTATOHUCTUTE HA BUTaMHH K 1 Moxe na
MOBUINIAT PUCKA OT KbpBeHe. [IpernopruBa ce 103aTa Ha TE3W NEPOPATTHA aHTHKOATYJIaHTH 1a ObJlie
HaMalleHa JIO €JJHa TPeTa B HAYalloTO Ha JICYUSHHETO U CJIe] TOBA MOCTEIIEHHO J1a Objie KOpUTupaHa,
aKo € HeoOXOMMO CIIOpe.l JaHHUTE OT npocieasBaneTo Ha INR (MexmyHapoIHO HOpMaIU3UPaHO
croTHOmeHue). INR TpsiOBa fa ce onpenenu npenu 3anouBane Ha JedeHuero ¢ Cholib, kakro
U JIOCTAaThYHO YE€CTO B PAHHUTE €TAIM Ha JICYCHUE, 32 Jla CE TApAaHTHPA, Y€ HIMA J]a HACTHIIN 3HAYMMO
n3MeHenue B croitHocTute Ha INR. Cnen karo ce JOKyMeHTHpa CTa0MIU3UpaHe Ha CTOMHOCTUTE Ha
INR, mokasarensiT Moke a ce pocieIsiBa Mpe3 HHTEPBAINTE, KOUTO 0OWYaHO Ce MPeTnophIBaT 3a
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MAIUEeHTH, TIPUEMAaIY TO3H THUI MIEPOPATHY aHTHKOaryinanTu. Ako fo3ara Ha Cholib 6b11e mpomeneHa,
WM JICYSHUETO CcIpe, TpsIOBa Jla ce IOBTOPH ONKCaHaTa mo-rope npoueaypa. Jleueanero ¢ Cholib He
Ce CBBP3Ba C KbPBEHE IIPH HAMECHTH, KOUTO HE MOIyJaBaT aHTHKOATYJIAHTH.

Tnumasonu

3a HAKOM cllyyau Ha oOpaTuma napanokcainsa penykuus Ha HDL-C ce cpoO11aBa o Bpeme Ha
CBITBTCTBAILO MpUIOKeHHe Ha peHoduOpar u rimurtazonu. [lopanu ToBa ce nmpenopbyBa MPOCIEAIBaHE
Ha HDL -C, B ciyuaii, ye Cholib ce npuiara chI'bTCTBAIIO C TIAUTA30H, KAKTO U CIIHpPAHE Ha
TepamnusATa ¢ €aUH OT JiBaTa npoaykra, ako HDL-C e TBbp/e HUCHK.

Pugpamnuyun

Twii kaTo pudamnuimH e MomeH nHIykTop Ha CYP 3 A4, koiito 3acsira metabonu3ma Ha
CHMBACTaTUH, AIIMEHTH, KOUTO NPOBEXKAAT IBJITOCPOYHO JIeueHHe ¢ pUpaMITUIMH (HaIp. JeueHue

Ha TyOepKyo3a) Moxe Jia U3MUTaT 3ary0a Ha eukacHOCT Ha cuMBacTaTHH. [1pu 31paBu 10OpOBOIIIH,
IIa3MeHaTa eKCIO3UIIMA Ha CUMBACTaTUHOBA KUCEIUHA € HamaleHa ¢ 93% 1pu chIbTCTBALIO
MIPHUIIOKEHUE C pUPAMITUIIVH.

EdexTu BbpXy hapMaKOKMHETHKATA HA JPYIH JIEKADCTBEHH IIPOIAYKTH

®enodudOpaT 1 CHMBAaCTaTUH He ca HUTO MHXMOUTOpH, HUTO MHIYKTOopu Ha CYP 3A4. TTopaau ToBa
He ce ouakBa Cholib na moBnusBa mazMeHara KOHIICHTPAIHS HA BEIIECTBA, KOUTO CE€ METa0OIU3NpaT
ype3 CYP 3A4.

®eno¢pubpar u cumBactatul He ca nHXxuOUTOpH HAa CYP 2D6, CYP 2E1 nimm CYP 1A2. denodpudpar
e cnab o ymeper uaxubutop Ha CYP 2C9 u cnab naxuburop nHa CYP 2C19 u CYP 2A6.

[NanmenTure, momyyasany cbirbTeTBaIo Cholib 1 iekapcTBa, KOUTO ce MeTabOIU3UpaT OT

CYP 2C19, CYP 2A6, unu ocodbero or CYP 2C9 u umar TeceH TepaneBTU4EH UHACKC, TpIOBa aa ce
MPOCIIeISIBAT BHUMATEIIHO, KaTO TIPU HEOOXOAUMOCT ce TPENopbhUBa KOPEKIHS Ha J103aTa Ha Te3H
JIEKapCTBa.

BsaumMmoeiicTBue MEXIy CUMBACTATUH U peHoduoOpar

EdexTuTe OT MHOrOKpaTHOTO NpHUIIOXKEeHHE Ha peHohnOpaT BbpXy (hapMaKOKMHETHKATA HA €AMHUIHH
WJIM MHOTOKPATHU /1031 OT CUMBACTAaTHH Ca W3CIIEABAHN B JBE MAJIKW KIMHAYHY W3MHUTBaHuUs (n=12),
MOCJIEZIBAHM OT MO-TOJISIMO TIpoyuBaHe (n= 85) mpwu 3/1paBu JOOPOBOJIIIH.

[Ipu eqnoro npoyuBane AUC Ha cuMBacTaTHHOBA KucenrnHa (SVA) - OCHOBHUSI aKTUBEH METa0OHUT
Ha cuMBacTaTHH, HaMmansaBa ¢ 42% (90% CI 24%-56%) npu komOnHNpaHe Ha €AHOKpaTHa 1032

oT 40 mg cuMBacTaTHH C MHOTOKPAaTHO TpHiIokeHne Ha peHopudpar 160 mg. [Ipn BropoTo
npoyuBane [Bergman et al, 2004] MHOrOKpaTHOTO CbBMECTHO MIPUIIOKEHHE HA cuMBacTaTuH 80 mg u
¢denodpudpar 160 mg Boxu o HamassiBane Ha AUC Ha SVA ¢ 36% (90% CI 30%-42%). IIpu
MO-TOJIIMOTO MIpoy4BaHe ce HaOmonaBa HamassaBane ¢ 21% (90% CI 14%-27%) na AUC na SVA
cJie]] MHOTOKPaTHO CHbBMECTHO IpHIIockeHue Ha cumBacTtatuH 40 mg u ¢penoduodpar 145 mg Beuep.
ToBa He ce pasnuuaBa 3HAYMMO OT HamassiBaHeTo ¢ 29% (90% CI 22%-35%) na AUC Ha SVA,
Ha0Jr01aBaHO TIPH ChbBMECTHO NpHIIokeHue npe3 12 yaca: cumBactatil 40 mg Beuep u

¢denodudpar 145 mg cyTpuH.

He e nzcneasano namu peHoPuOpaTsT MMa eheKT BbpXy APYTH aKTUBHU META0ONUTH Ha
CHMBACTaTHHA.

TouyHHMAT MEXaHW3bM Ha B3aUMO/IeiCTBHE He € n3BecTeH. Crope HANMYHUTE KINHIYHU TaHHU
edexThT BbpXy HamassiBaneTo Ha LDL-C He ce cunTa 3a CTAaTUCTUYECKH 3HAYMMO Pa3indeH OT TO3U
TIPY MOHOTEPAIUATA ChC CUMBacTaThH, korato LDL—C e koHTponupaH MpH 3amovYBaHe Ha JICICHUETO.

MHOrokpatHoTo npuioxkeHue Ha cumBactatuH 40 win 80 mg, KoeTo e Hai-BUCOKaTa ChoOLIaBaHa
71032, He BIIMsE BHPXY TUIa3MEHHUTE KOHIEHTpaun Ha peHoduOpaTHa KUCETHHA B CTAIIHOHAPHO

CbCTOSIHHUCE.
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HpCHOpTxKI/ITe 3a NpEATIMCBAHC Ha B3aMMO/ICHCTBAIIM BEIISCTBA Ca OMTMCAHU HAKpPAaTKO B CJI€AHATa

Tabaua (BUXKTE ChIIO TOUKU 4.2 U 4.3).

B3aumopeiicTBalnu BenecTsa

IIpenopbKH 3a npeanucBaHe

Moiau naxubutopu Ha CYP 3A4:
Utpakonazon

Ketoxonazon

D1yKOHA3071

[Tocakonazon

EputpomMuniun

Knapurpomunun

TenurpoMuux

HIV npoteasnu naxubuTOpn
(aamp., HenduHABHP)

[Mporusomnokasanu ¢ Cholib

Hedazonon
Koburcrar

aHa3oln .
a [Mporusomnokasanu ¢ Cholib
[ukocniopuH
Tempubposun, Apyru cratuau ¥ ¢udpatu | [IpotuBomokazanu ¢ Cholib
AmHozapoH Ja ve ce nagsumiasa eana Cholib 145 mg/20 mg
Bepanamun

JTHEBHO, OCBEH aKO KIMHUYHATA 0134 Ha/IBUIIIaBa

Juntuazem oK
AmMnogununa p
EnGacsup Jla ne ce nagsumiasa eqna Cholib 145 mg/20 mg
I"'pasonpeBup JTHEBHO
I'neka .

JICKATIPEBIP [Mporusomnokasanu ¢ Cholib
[MuGpenracsup

Huanun (HuKoTHHOBA KucenuHa) > 1 g/nen

N36sreaiite Cholib, ocBeH ako KIMHUYHATA O34
HE HaJIBHIIIaBa PHCKa

Crneiere NalMEHTUTE 32 BCIKAKBU NPU3HALN

M CUMITOMH Ha MYCKYJTHH OOJIKH, 60JI€3HEHOCT

u c1abocT

(DYSI/I,I[OBa KHUCCIIMHa

IManuenTuTe TpsAOBa 1@ ce MPOCIEAIBAT BHUMATEIHO.
Moske 1a ce 0OMHCITH BPEMEHHO CITUpaHe Ha
neuenuero ¢ Cholib.

Cok ot rpedndpyT

Jla ce n3bsrea B neproza Ha npueM Ha Cholib

AHTtaronucty Ha BUTaMuH K

Kopurupaiite no3ata Ha Te3u nepopaHu
AHTUKOATryJIaHTH B 3aBUCUMOCT OT JaHHUTE
oT npociensBade Ha INR

I'nmurazonn

Cnenere HDL-C u cipere 1e4eHHUETO C €IUH OT
JIBaTa JIEKapCcTBEHH NpoaykTa (rmTa3oH win Cholib),
ako HDL-C xosiecTepoibT € TBbp/ie HUChK

4.6 @epTHaUTET, O)PEMEHHOCT U KbPMEHe

bpemenHoct
Cholib

Tbif KaTO CUMBACTaTHH € IPOTHBOIIOKA3aH 10 BpeMe Ha OpeMeHHOCT (BXK. TyK 1mo-noiy), Cholib
€ TIPOTHBOIIOKA3aH 1Mo BpeMe Ha OpeMeHHOCT (BK. Touka 4.3).

Denopubpam

Hsma moctarpyHo qaHHE OT ynoTpebara Ha heHopuOpar npu OpeMeHHH xeHu. [IpoyuBanusiTa npu
KUBOTHH TIOKa3BaT eMOPUOTOKCHYHU €(EKTH B I03H, B IMAlTa30Ha HA TOKCHYHOCT 3a MalKaTa (BXK.
touka 5.3). [loTeHIIManHUAT pUCK MpH Xopa He e u3BecTeH. [lopanu ToBa, peHohubpat Moxe na ce
IprJIara 1o BpeMe Ha OpPEeMEHHOCT CaMo CIIe/l BHUMATENIHA OLCHKA Ha ChOTHOIICHNUETO MOI3a/PHCK.
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Cumsacmamun

CuMBacTaTHH € MPOTUBOIIOKA3aH M0 BpeMe Ha OpeMeHHOCT. be3onacHocTTa mpy OpeMeHHH KEHU
HE € ycTaHOBeHa. JleueHneTo Ha MaiikaTa ChbC CHMBACTaTHH MOXE J]a HAMaJlil HUBaTa Ha MEBAJIOHAT
y IJI0/1a, KOWTO € MpeKypcop B OHOCHHTEe3aTa Ha XoecTepod. [1o Te3u MpUIrHU, CHMBACTATHH HE
TpsiOBa Jia ce mpHiiara npu OPEMEHHU JKEHH, )KEHH, KOUTO CE€ OMIMTBAT J1a 3a0pEMEHEST HITH
Mperoiarar, ue ca OpeMeHHu. JIeueHneTo Chc CUMBACTATHH TPsAOBA J1a ObJIC BPEMEHHO CIIPSHO 32
CpOKa Ha OpeMEHHOCTTa UJIH JOKATO CE€ YCTAHOBH, Y€ )KeHaTa He ¢ OpeMeHHa .

Kvpmene
JInncat nanHu gamu GpeHopuOpaT, CHMBACTATHH W/MIIM METa0OINTHTE UM CE€ EKCKPETHpaT

B kbpMata. [lopagu ToBa, Cholib e npoTnBomoOKa3aH B mepuoa Ha KbpMeHe (Bxk. Touka 4.3).

deprunurer
[Ipu onuTH BHpXyY KUBOTHU ca HaOIt0JaBaHU 00paTuMu epekTr BepxXy (pepTrnurera (BXK. Touka 5.3).

JInncBaT KIMHUYHM JaHHU OT yrorpedaTta Ha Cholib mpn GpemMeHHM >XeHH.
4.7 EdekTn BbpXy cnocodHoOCTTa 32 modupaHe u padoTa ¢ MAIIMHA

®enopuOpaT He MOBIIMSBA WIH TIOBIMSBA IPEHEOPEKMMO CIIOCOOHOCTTA 32 modupaHe U padora
C MallIWHU.

B nepuona ciren myckaHe Ha nma3apa Ha CHMBAacTaTHH, 3aMaiiBaHe ce cho0maBa psako. Tasu Hexxenana
peakuus TpsAOBa Aa ce UMa MPEABH] IIPH YIpaBIEeHHE HA MOTOPHH IIPEBOIHU CPENICTBA MK paboTa
¢ MamuHM 1o BpeMe Ha nedenue ¢ Cholib.

4.8 HexeslaHu JeKapCTBEHU PeaKIIUA

Pestome Ha ipoduia Ha Ge3omacHOCT

Haii-yecto cpobniaBanuTe Hexkenanu jgekapctBeHu peaknuu (HJIP) mo Bpeme Ha neuenne ¢ Cholib
ca MOBHIICH KPeaTHHUH B KPBbBTa, HH(MEKIMH HA TOPHUTE JUXATEIHU ITbTHILA, TOBUIIEH Opoii Ha
TPOMOOIINTHTE, TACTPOCHTEPHT U MOBHIICHA ATaHWH aMHHOTpaHcdepasa.

TabnuyeH cMChK HA HeXKETAHUTE PEaKLUU

ITo Bpeme Ha yeTHpHU IBOWHOCIIENH KIMHUYHY U3IUTBAHUS C IPOIBIDKUTETHOCT 24 CeIMULIY,

1 237 manueHTH ca MOJYYHIIU JISYSHHE ChITBTCTBAINO ¢ (heHogubpar u cumBactatud. B coopeH
aHaJIM3 Ha T€3M YEeTHPH U3NUTBAHUS, YECTOTATa Ha CIIMPaHe Ha IpHeMa IOpaay IOsSBUIN Ce 10
BpeMe Ha JICUeHHETO Hexenanu peakuuu e 5,0% (51 ygactaumm ot 1012) cneq 12 ceaqmuano
neyenue ¢ peHopubpar u cumBactaTul 145 mg/20 mg nuesHo u 1,8% (4 ydactHuum ot 225)
cien 12 ceqmuuano nedenue ¢ penogubpar u cumBactatud 145 mg/40 mg nHEBHO.

[osiBunKTE CE IO BpeMe Ha JICUEHUETO HEXKEJIaHU PeaKLUy, ChbOOILEHN IPH NAllUEeHTH, I0Ty4aBallin
ChIbTCTBAINO (heHO(UOpaT U CHMBACTATHH, ca OMUCAHU MO-J0JIY 110 CHCTEMO-OpTaHHH KJIACOBE U 110
YecToTa.

Hesxenanute peakuun npu Cholib cboTBeTCTBAT Ha TE3H, KOUTO Ca U3BECTHH 33 HETOBUTE JIBE
aKTHBHH BelecTBa: (eHopudpar u CHMBacTaTHH

UecToTHTe Ha HEXKEJIAHUTE PEAKIIUH ca TPYINHUPaHH I10 CIeIHUs HauuH: MHOTO dyectH (>1/10), yectn
(>1/100 mo <1/10), meuectu (>1/1 000 no <1/100), penxu (=1/10 000 mo <1/1 000), MHOTO peaKH

(<1/10 000), c HeuszBecTHa YecToTa (OT HATMYHUTE JAHHU HE MOXKE Ja ObJIe HarpaBeHa OICHKA).

Hexenanu pcaKkuuu, Ha6J'IIOZ[aBaHI/I IIpU CBIIBTCTBALIO MPUJIIOKEHUE HA (I)CHO(DI/I6paT U CUMBAaCTaTUH
(Cholib)

12



CucTeM0-0OpranHu KJIacoBe Hexesann peakuum YecrToTa
Wndexuns Ha ropHUTE TUXATEIHN TBTUIIA
HNudexunn u nandecranun (bexny P A ma, YeCTH
l"acTpoenTepur
Hapyumienusi Ha KpbBTa B .
Py P [NoBumen 6poit TpoMOOIHTH YecTu
auMpHaTa cucrema
XenaToOMJIMapHU HAPYLIEHMSI [ToBuiieHa anaHWH aMUHOTpaHcdepasa 4ECTH
Hapyumenns Ha KoxkaTa u
JepMaTut u ex3ema HEYECTH
NMOJIKOKHATA ThKaH
[loBuIlleH KpeaTHHUH B KPBBTA (BXK. MHOTO
HN3caensanusa
touku 4.3 u 4.4) 4ecTu

Onwcanye Ha W30paHu HeXKETaH! PEaKITUU

[ToBumiaBane Ha KpeaTHHUHA B KpbBTa: 10% OT MallMEHTUTE UMAT NOBUIIIABAaHE HA KpeaTHHUHA

B CPaBHEHHUE C U3XO/AHO HHUBO C roBeye ot 30 umol/l mpu chbTeTBAIIO NpHIOKeHHe Ha PeHopudpaT
¥ cCUMBacTaTuH B cpaBHeHUe ¢ 4,4% npu MoHoTepanus cbc cumBactaTiH. 0,3% OT manueHTuTe, mpu
KOHTO JIEKapCTBaTa Ce MPHJIaraT ChIIbTCTBAIIO, UMAT KIMHAYHO 3HAYMMO TTOBHIIABaHEe HA HUBOTO

Ha KpeaTuHuHa 110 croiHocTH > 200 pmol/l.

JonbaauTeana nHGOpMaIis OTHOCHO OTAETHNUTE aKTHBHU BEIIECTBA HA KOMOMHAIIUATA

¢ hUKCHpaHM 103U

[Mo-nmomy ca onucaHu JONBIHUTENHUTE HEKEJIAHU PEaKLUK, CBbP3aHH C IPUIIOKCHUE TO Ha
JIEKapCTBEHU MPOIYKTH, ChIBPIKAIIN CUMBACTATHH WIH (peHoduopar, HabMoaaBaHH B KIIMHUIHH
W3IUTBAHUS U B TIEPHOJA CIIe/I yCKaHe Ha Ma3apa, KOUTO € BhKMOXKHO Aa Bb3HUKHAT mpu Cholib.

Knacudunupanero um mo yecrora e Ha 6a3ara Ha HaTMYHATa HHPOPMAIH OT KPaTKUTE

XapaKTePHCTHKY Ha JICKapCTBEHUTE MPOIYKTH Ha CHMBAcTaTHH U (peHOpHOpaT, KOUTO ce Mpeasarar B

EC.
CucreMo-opraHHu Hexenann peakuun Hexenann peakuun YecroTa
KJIacoBe (¢penodpuodpar) (CMMBAaCTaTHH)
Hapymenns: Ha Hamanen xemornoOun peaxu
KPbBTa 1 TuM@HATA Hamanen 6poii Ha Genute
cucremMa KPBBHH KJICTKU
AnemMus penku
Hapyumenus: Ha CBpBX4UYBCTBHTEITHOCT peaKu
HMYHHATa cUCTEeMAa Anadunaxcus MHOTO
penku
Hapymenusi Ha 3axapeH quaber™®*** c
MeTadou3Ma HEeHU3BeCTHa
XpaHeHeTo YecToTa
Hcnxnann bescbHue MHOTO
HapyUIeHus! peaKu
Hapymenus Ha cbHS, c
BKJIIOUHUTENIHO KOLIMAapH, HeHU3BeCTHa
Jlenpecust YyecToTa
Hapymenus Ha ['maBoGosne HEYECTH
HepBHATA CUCTEMa [Tapecresus, 3amaiiBane, peaxu
nepudepHa HeBPOIaTHsl
Hapymena mamet/ 3ary6a Ha | penxu
namerTa
MpuacTteHus rpaBucC c
HEU3BECTHA
YHCTOTA
Hapyumenus: Ha ounTe 3aMBIIIEHO 3pEHHE, penku
HapyLIEHO 3peHHe
OyHa MUaCTeHHS c
HEU3BECTHA
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CucremMo-opranHu Hexesann peakuumn Hexesann peakuuu Yecrora
KJIacoBe (benopudpar) (cuMBaCTaTHH)
YHCTOTA
Cb10BM HApYLIEHUS TpomboemO0IHU3BEM HEYECTH
(6enoapobHa emboNHs,
TpomMOO03a Ha IBIOOKUTE
BeHN)*
PecniupaTtopHu, Wntepcrunuanna 6exoapobHa | ¢
IrPBAHU U Oouect HEeH3BeCTHA
MeANACTHHAJIHH yecTorTa
HapyLIeHus!
CToMalHO-4YpeBHH CroMalHo-4peBHU YeCTH
HapyLIeHHust MPHU3HAIM U CHMITOMH
(xopemHa Ooika, rajzieHe,
MOBpBIIAaHE, TUapus,
(datyneHuus)
[Tankpearur* HEUYEeCTH
3armnek, qucnencus peaxu
Xenatoouanapau [ToBulIeHU TpaHCAaMHHA3U YeCTH
HapyLIeHHust XonenuTrnasa HEUECTH
VYcnoxHeHus Ha c
XoJienuTHas3aTa (Harmp. HEeHM3BEeCTHA
XOJIELUCTHUT, XOJaHTHUT, 4ecToTa
XJIbUHA KOJIMKA, U T.H.)
IloBumiena rama penku
riyTamuiaTpatcdepasa
XenatuT/KbJITSHHLA MHOTO
UYepHoapoOHa penku
HEJIOCTaThYHOCT
Hapymenus Ha TexXKU KOXKHU peaKuu c
KOKATa M MOJKOKHATA | (HapuMep epurema HeHU3BeCTHa
ThKaH MynTudopme, CHHIPOM Ha 4ecToTa
Stevens-Johnson,
TOKCHYHA
eMHUIePMOHEKPOIIN3a U
T.H.)
Koxna HEYECTU
CBPBXYYBCTBUTEITHOCT
(Hamp. oOpuB, IPYPUT,
YpTUKapHsl)
Anonenus peaKu
Peakiuu Ha penku
(hOTOUYBCTBUTEITHOCT
Cunapom Ha peaxu
CBPBXTYBCTBHTEITHOCT***
JInXeHOUIHU JIeKapCTBEHU MHOTO
epynuuu penku
Hapymenns: Ha MycKyHO HapyIlIeHue HEYECTU
MYCKYJIHO-CKeJIeTHATA | (Halp. MUaITrus, MUO3UT,
cucTeMa M MYCKYJIHU CIIa3MU U
CheIMHUTEIHATA ciabocr)
TbKaH Pabpomuonmsa cbe mim penku

0e3 ObpOpeuHa
HEOCTATBYHOCT (BIK.
Touka 4.4)
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CucremMo-opranHu Hexesann peakuumn Hexesann peakuuu Yecrora
KJIacoBe (benopudpar) (cuMBaCTaTHH)
Muonarus** peaxu
NmyHOMenMupaHa
HEKPOTHU3HpAIa MUOTIATHSA
(Bk. TOouKa 4.4)
TenauuomnaTus c
HeU3BeCTHa
YyecToTa
MyckynHa pynTypa MHOTI'O
penku
Hapymenns: Ha CexkcyasnHa nuchyHKIUS HEYECTU
BB3NPOU3BOIMTETHATA Epexrunna qucdyHnkuys c
cHcTeMa M Ir'bpAaTa HEM3BECTHA
4ecToTa
I'mnexomacTus MHOI'0
peaKu
OO0mm HapymeHus u Acrenus peaxu
e()eKTH HA MSICTOTO HA
NPUJIOKEHH e
HN3cnensanus [ToBHmeHO HUBO Ha MHOI'0
XOMOLIMCTEUH B KPBBTa YeCTH
(BX. TOUKa 4.4)*****
[oBumiena kpbBHA ypest penku
IToBuiiena ankaiHa penku
docdarasza B KppBTa
[loBuIIEHO HUBO Ha KpeaTUH | PEOKH
docthokrHaza B KPBBTa
[ToBumen raukupan c
XEeMOI100uH HEeHU3BeCTHa
YyecToTa
YBenuueHa KpbBHA IJII0KO3a | €
HEU3BECTHA
4ecToTa

Onwcanye Ha U30paHu HEXETAHU PEAKITUU

Tlanxkpeamum

* B kmuanunoto npoyusane FIELD - pangomusupano, miane0o-KOHTPOJIMPaHO U3MUTBAHE,
MpoBeJIeHO Tipu 9 795 manumeHTH che 3axapeH quadet Tuil 2 ¢ HaOII0AaBaHO CTATUCTUYECKU 3HAYUMO
MOBHIIIaBaHE HA CIy4auTe Ha ITAHKPEAaTUT Cpel MallMeHTUTe, Moidy4yaBain peHopuodpar B cpaBHEHUE
C MalueHTuTe, moryyasany mianedo (0,8% copsmo 0,5%; p = 0,031).

Tpomboembonuzom

* B ximagHOTO npoyusaHe FIELD ce cho0miaBa 3a CTATHCTHYIECKH 3HAUYMMO [TOBHIIABAHE Ha
yecroTaTa Ha 6enoapodHa em6onus (0,7% [32/4900 nauuentu] B mnanedo rpynaTta B CpaBHEHHE

¢ 1,1% [53/4895 nanuenTu| B rpynara Ha pernopudpat; p=0,022) u cTaTUCTUIESCKU HE3HAYHMO
MOBUINIABAHE HA JIbJIOOKATa BeHO3HA TpoMOo3a (tutate6o 1,0%, [48/4900 nanueHTu| B cpaBHEHUE C
¢denodpuodpar 1,4% [67/4895]; p=0,074).
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Muonamus

** [Ipu KJIMHUYHO U3MUTBaHE MUOIIATHSTA HACTHIIBA YECTO MTPH MAIMSHTH, JIEKYBaHH ChC
cuMBacTaTuH 80 mg/AeH B cpaBHEHME C MALMEHTH, JeKyBaHu ¢ 20 mg/nen (cporBeTHO 1,0%
B cpaBHeHue ¢ 0,02%).

Cunopom Ha C8PBXUYBCMBUMETHOCTN

*#% CpoOuIaBa ce psIIKO 3a MPOSIBEH CHHIPOM Ha CBPBXUYBCTBUTEIHOCT, KOWTO BKJIFOUBA HAKOH

OT CJICIHUTE XapaKTePUCTHKU: aHTUOEIEM, JIYITyC-T0J00CH CHHAPOM, MOJMMHAJITHS PEBMATHKA,
JIePMaTOMHO3HT, BACKYJIUT, TPOMOOIUTONCHHUS, €O3UHODIIIHS, IOBUIIIEHA CKOPOCT Ha yTasBaHE Ha
epurpouutute (CYE), apTput u apTpairus, ypTHKapus, GOTOIYBCTBUTEIHOCT, BUICOKA TEMIIEPATYpa,
3auepBsiBaHe Ha JIMLETO, AUCIIHEsl, OOLI0 Hepa3oNIoKEHHE.

3axapen ouabem

****3axapeH nuader: PuckoBute manmenTH (TJI0K03a Ha maaHo 5,6 10 6,9 mmol/ 1,

BMI > 30 kg/ m’, HOBHIIIEHN TPUTITHIIEPUIH, XHIIEPTOHHS) TPA6Ba 1a OBIAT IIPOCIEIIBAHH KaKTO
KITMHUYHO, TaKa H OMOXUMHYHO CHITIACHO HAIIMOHATHUTE YKa3aHHUS.

Tosuuieno Hugo Ha xoMoyucmeur 6 Kpbema

*A%+% [pu kmuanHOTO M3nuTBane FIELD, cpenHoTo moBHIIaBaHe HA HUBOTO Ha XOMOIIMCTEHH
B KpBbBTa IpH JieKyBaHH ¢ heHoPubOpar naruentu e 6,5 pmol/l, koeTo e oOpaTuMo npu criupaHe
Ha JiedeHneto ¢ penoduodpart.

Cpo01aBane Ha MOAO3UPAHH HEXKEITAHU PEaKIIFKU

Cpo0111aBaHeTo Ha TIOI03UPAHH HEXENAHU PeaKilny Clie]] pa3pelliaBaHe 3a yrnorpeda Ha JIeKapCTBeHHs
MPOIYKT € BaXKHO. TOBa M03BOJISIBA /1a MPOABIDKA HAOIIOJJCHUETO Ha CHOTHOIICHHUETO MOJI3a/PHCK 32
JeKapCcTBEeHus MPOAYKT. OT MEIUIMHCKHUTE CIICHUAIUCTH Ce H3UCKBA JIa ChOOIIAaBaT BCsKa
M0I03MpaHa HeXKeTaHa peakiys ype3 HallMOHAIHA CHcTeMa 3a ChoOIaBaHe, OCOYeHa B
[punoxenue V*.

4.9 IIpeno3upane

Cholib
He e usBecten cnenuduyeH aHTHAOT. AKO MMa CbMHEHHE 3a IPeNO3Upane, TpA0Ba [a ce MIPUI0KU
CHMIITOMATHYHO JICYEHHE U IIPU HEOOXOIMMOCT J1a C€ OCUTYPST MOAXOIAIIM OOIOYKPENBALIA MEPKH.

Denogubdbpam

ITpuem Ha cBpBX 1032 PeHODUOPAT € HACTHIIBAMI CaMO B €AMHUYHH CIydan. B GonmmHCTBOTO OT
CIlydauTe He ce choOlaBa 3a CHMIITOMH Ha npefo3upaHe. PeHopuOpaT He MOXKe 1a ce eIMMUHUpa
9pe3 XeMOJHaIIHN3a.

Cumeacmamun
Ch0o0IIeHN ca HIKOJIKO CIyyau Ha MPeJo3UpaHe Ha CUMBACTATHH; MAaKCUMAJIHATA MPUETA 1032
e 6una 3,6 g. Bcuuku MaieHTH ca ce Bb3CTaHOBMIIM Oe3 mocnenunu. Hama crierududno neueHue

3a CIIy4auTe Ha mpejo3upane. B To3u cirydaii TpsibBa qa ce IPHIOKAT CUMIITOMATHYHH
00II0yKpenBaIy MEPKH.

5. ®APMAKOJIOTMTYHU CBOMCTBA

5.1 ®apmakoguHAMHYHM CBOWCTBA

dapmaxkoTeparneBTHdHa rpyna: Jlumua-moandunupay Bemectsa, naxuoutopn Ha HMG-CoA
penykTazara B KOMOWHaNuMs ¢ apyru aunuaomoauduuupamy semecrsa, ATC koa: C10BA04
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MexaHn3bM Ha JICHCTBHE

Denogudbpam

denodudpaT e mporu3BoaHO Ha PUOPUHOBATA KUCETUHA, YAUTO MOAUGDUIIMPALIH JTHITUANTE eHEKTH
IPU XOpa Ce MEAUUPAT Ype3 aKTUBUPAHE Ha MEPOKCU30MHUS IpoaudepaTop-aKTHBUPAH PELEITOP
ot tun anda (Peroxisome Proliferator Activated Receptor type alpha (PPAR®)).

Upes aktuBupane Ha PPARa, deHopudpaT akTuBUpa NpoU3BOACTBOTO Ha JUIIONPOTEHH JIMIa3a
Y HamasisiBa npou3BoaAcTBoTO Ha anonporenH CIII. AxktuBupanero Ha PPARa nnaynupa cpio taka
U MIOBUIIIaBaHEe Ha cuHTe3a Ha anonporennute Al u All

Cumsacmamun

CuMBacTaTHH, KOMTO € HEaKTHUBEH JIAKTOH, C€ XHIPOJIHM3HUpa B YSPHHUS Ipo0 10 CHOTBETHATA MY
aKTHBHA OeTa-XHIPOKCH KHUCENMHHA ()OpMa, KOATO UMa MOLIHA aKTHBHOCT NIPH HHXUOHUPaHe Ha
HMG-CoA penyxkra3zata (3-xuapokcu-3-mermnrinyTapmin-CoA penykrasa). To3n eH3uM KaTanusupa
koHBepcwusTa (npesppuianeto) Ha HMG-CoA B MeBalioHAT, KOETO € PaHEH CKOPOCTOOIIPEIEIISII eTaIl
npu GHOCHHTE3aTa Ha XOJIECTEePOIL.

Cholib
Cholib cbpappxa penopudpar u cMUMBacCTaTHH, KOUTO €a C pa3jIMuHU MEXaHU3MH Ha JefCTBHE, KAKTO

€ OIMMCaHO IO-Tope.

dapMakoMHAMAYHU ePEKTH

Denogudbpam

[IpoyuBanusTa BpXy peHOPHOPAT MO OTHOIICHHE HA JTUIONPOTEHHOBUTE (PPaKIMK YCTAHOBSIBAT
HamansBane Ha HuBata Ha LDL u VLDL xonectrepon (VLDL-C). HuBara na HDL-C gecro ca
nosumenn. LDL n VLDL tpurmumepuaure ca HamaneHu. L[smocTHHAT eekT ¢ HamMansBaHe Ha
CHOTHOIIEHUETO Ha JIMITONPOTEUHUTE C HUCKA M MHOTO HUCKA IUTBTHOCT KbM JIMIIOTIPOTEUHUTE

C BUCOKa IUTBTHOCT.

®enodubpaTsT NMa U ypHKO3ypHUEH eeKT, BOACI] 0 HaMallsIBaHe HA HIBATa HA THKOYHA KHCEINHA
¢ npubnuzutenHo 25%.

Cumeacmamun

YcTaHOBEHO €, 4e CUMBACTATHH HaMaJjlsiBa KaKTO MOBUIIIEHUTE, TaKa M HOPMaJTHUTE KOHIICHTPAIUU Ha
LDL-C. LDL ce o6pa3sysar ot nmpoTerHuTe ¢ MHOTO HHCKa IurbTHOCT (VLDL) 1 ce kaTabonuzupar
peaAnMHO dpe3 BucokoaduuuteTHns: LDL penenrrop. MexaHm3MbT Ha edekra Ha HaMalIsIBaHe Ha
LDL ot cuMmBacTaTHH MOe Aa BKJIIOYBA KaKTO HaMaJisiBaHe Ha KoHUeHTpamusaTa Ha VLDL-C, taka u
naaynupane Ha LDL penentop, KoeTo Boau 10 HAMaJIeHO MPOU3BOJICTBO U MOBUIIIEH KaTabOJIM3bM Ha
LDL-C. AnonpoTteut B ch1110 HaMassiBa 3HAUUTEIHO [0 BpeMe Ha JICYEHUETO ChC CUMBAcTaTUH. B
JIOITBJTHEHUE, cuMBacTaTHH ymepeHo nosuimasa HDL-C n HamansiBa ruia3mennte HuBa Ha TG. B
pe3yJiTaT OT Te3u MPOMEHHU ChOTHOIICHUETO Ha 00mus xonectepos kbM HDL-C u va LDL kbM
HDL-C namanssar.

Cholib:
CroTBeTHUTE e()eKTH HAa cHMBAacTaTHH U (peHoduoOpar ce JombIBaT.

Knnanyna eukacHOCT ¥ 0€30I1aCHOCT

Cholib
B knmHMYHATA TpoTrpaMa ca MpOBECHN 0010 YSTUPHU OCHOBHH KITMHHYHU U3ITUTBAHMSL.
OO6m1o 7 583 yyacTHHIIM ChC CMECEH TUM JTUCIUITUACMHUS Ca OUJIM BKIIIOUEHHU B 6-CEIMUYHUS
BBBEXa1] epuo] cbe cratud. Ot Tsx 2 474 gy ca Ounu paHIOMH3UPaHU 3a 24 ceMHUYHO
neyenue, 1 237 ydacTHUIM ca mony4asanu GpeHohuOpar u cMMBacTaTHH, IPUIIOKEHH ChIIBTCTBAILO,
a 1230 y4acTHUIM ca Mody4YaBaJId MOHOTEPAIHS ChC CTATHH, KATO TPY BCUYKH MTPHII0KEHUETO
€ CTaBaJio Bevep.
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M3non3Banu CTaTUHY - BH U 103a

Cenmuna 0 no Cenmuna 12 Cenmuna 12 no Ceamuua 24

IMpoyuBane Cratus — CratuH - ®enopudbpar/ | CraTus - denopubdpat/
3a 6 ceMUUYEH | MOHOTEpaNusl | CUMBAcCTaTMH | MOHOTEpamnus | CUMBacTaTHH
BBBEXXIAI] B KOMOMHAIH B KOMOMHAIUS
NIepUoJL

0501 CUMBACTAaTUH | CUMBACTATHH | CUMBACTaTUH | CUMBAaCTaTUH | CUMBACTAaTHUH
20 mg 40 mg 20 mg 40 mg 40 mg

0502 CUMBACTAaTUH | CUMBACTATHH | CUMBACTaTUH | CUMBAaCTaTUH | CUMBACTAaTHUH
40 mg 40 mg 40 mg 40 mg 40 mg

0503 aTOpBacTaTUH | aTOPBACTaTUH | CUMBACTaTUH | aTOPBACTaTHH | CUMBACTaTHH
10 mg 10 mg 20 mg 20 mg 40 mg

0504 [IpaBaCTaTUH | [IpaBaCTaTUH | CUMBACTaTUH | NIpaBacTaTUH | CUMBAacTaTHH
40 mg 40 mg 20 mg 40 mg 40 mg

Cholib 145/40

B xnmmanyHOTO poyuBane 0502 e HanpaBeHa OLICHKA Ha TIOCTOSIHHA 710332 HA KOMOMHANUSTA
(deHopuOpaT-cHMBaCTaTHH U CPAaBHUTEJICH NPOIYKT, ChIbPIKAI CTATHH, 3a HEeTHs 24-ceqMUuieH
IBOIHOCHAM epuo. [IbpBUYHHAT KpUTEpUil 32 eUKACHOCT € OHII MPEBH3XOJCTBO HA KOMOUHALIUITA
ot henoduobpar 145 u cumBacrarun 40 mg B cpaBHeHHE ChCc cUMBAcTaTH 40 mg 1Mo OTHOIIIEHHUE Ha
HamansiBaneTo Ha obmmte Tpurnuiepunu (TG) u LDL-C u noBumaBanero na HDL-C Ha cenqmuna 12,

Ha cemmura 12 u ceqmuna 24 komOunanusta gpeHopudpat 145 mg u cumBacratua 40 mg (F145/540)
€ MoKa3aJia MpeBb3X0/CTBO crpsiMo cumBactaTuH 40 mg (S40) mo oTHOLIEHNE Ha HAMAJISIBAHETO Ha
obwmute Tpurmuuepuu (TG) u nosumasane Ha HDL-C.

Komb6unanmsta F145/S40 nmokasBa mpeBb3xoacTBO crpsiMo S40 1o OTHOIIEHHE Ha HAMAJISIBAHETO Ha
LDL-C camo Ha cenmunia 24: OT CTaTUCTHYECKH HEJOCTOBEPHOTO JOMBIHUTEIHO HamassiBane ¢ 1,2%
Ha LDL-C Ha cenmuna 12 10 cTaTUCTHYECKH 3HAYMMOTO HaMansBaHe ¢cbe 7,2% Ha ceaqmuiia 24.

IIpomenu B TG, LDL-C u HDL-C B npouentu ot n3x0a4H0 HUBO 10 Ceamuua 12 u Cegmuua 24
Isj10cTeH aHAJIU3 HA U3BAKA OT YYACTHUIIHN

Feno 145+Simva 40 Simva 40 CpaBHsiBaHe Ha | P-cToiiHocT
(N=221) (N=219) JleyeHuero*
Ciaen 12 cexMuu ITpomsana B %, cpeana (SD)
TG -27,18 (36,18) -0,74 (39,54) -28,19 <0,001
(-32,91; -23,13)
LDL-C -6,34 (23,53) -5,21 (22,01) -1,24 0,539
(-5,22;2,7)
HDL-C 5,77 (15,97) -0,75 (12,98) 6,46 <0,001
(3,83; 9,09)
Ciaen 24 ceqxMuu ITpomsana B %, cpeana (SD)
TG -22,66 (43,87) 1,81 (36,64) -27,56 <0,001
(-32,90; -21,80)
LDL-C -3,98 (24,16) 3,07 (30,01) -7,21 0,005
(-12,20; -2,21)
HDL-C 5,08 (16,10) 0,62 (13,21) 4,65 0,001
(1,88; 7,42)

*CpaBHSBaHETO HA JISYEHHUETO IPEJICTaBIsIBa pasiuKara Mexay LS-cpennure croiiHOCTH 32
Feno 145 + Simva 40 u Simva 40, xaxto u crorBeTHHTE 95% CI (HOBEpHTETIEH HHTEPBAT)
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Pe3YJ'ITaTI/ITC OT U3CJICABAHUTEC OMONIOTUYHU napamMeTpu Ha c€aAMHUIa 24 ca MNpeACTaBCHU B CJIEAHATA

TabIHIIA.

F145/S40 noka3Ba cTaTUCTHYECKN 3HAYMMO TPEBBH3XOJICTBO IO OTHOIIIEHUE Ha BCHUKH ITapamMeTpu
C M3KJIIOYEHUE Ha MOoBUIllaBaHe Ha ApoAl.

ANCOVA (xoBapuanuoHeH aHaju3) Ha npomenute B % Ha TC, ne-HDL-C, ApoAl, ApoB,
ApoB/ApoAl u ¢pudpunHoren ot u3xoano HuBo a0 Ceqmuua 24 — Is10cTen aHaIN3 HA U3BAIKA
OT y4aCTHULH

IMapameTsp Tperupana rpyna N | Cpeano (SD)* CpaBHsIBaHe Ha P-croiinoct
JIeyeHueTo*

TC (mmol/l) Feno 145 + 213 | -4,95(18,59)
Simva 40 203 1,69 (20,45) -6,76 (-10,31; -3,20) <0,001
Simva 40

Non-HDL-C Feno 145 + 213 | -7,62(23,94)

(mmol/1) Simva 40 203 2,52 (26,42) | -10,33 (-14,94; -5,72) <0,001
Simva 40

Apo Al (g/1) Feno 145 + 204 5,79 (15,96)
Simva 40 194 4,02 (13,37) 2,34 (-0,32; 4,99) 0,084
Simva 40

Apo B (g/1) Feno 145 + 204 | -2,95(21,88)
Simva 40 194 6,04 (26,29) -9,26 (-13,70; -4,82) <0,001
Simva 40

Apo B/Apo Al | Feno 145 + 204 | -4,93 (41,66)
Simva 40 194 3,08 (26,85) -8,29 (-15,18; -1,39) 0,019
Simva 40

Fibrinogen* Feno 145 + 202 -29 (0,04)

(gD Simva 40 192 0,01 (0,05) -0,30 (-0,41; -0,19) <0,001
Simva 40

*CpaBHABAaHETO Ha JICYEHUETO MPECTaBIsIBA Pa3iuKaTa Mexay LS-cpenHute cToifHOCTH 32
Feno 145 + Simva 40 u Simva 40, kakTo 1 cboTBeTHUTE 95% CI (MHTEpBaNIIOBEPUTEIIEH).
LS ( naii-mankure kBagpaTu cpeana croiiHocT ) SD (cTaHAapTHO OTKIIOHEHHE)

Cholib 145/20

B ximHanuHOTO M3nuTBane 0501 e HampaBeHa OleHKa HA 2 pa3jINyHU 103U Ha KOMOMHALIUATA
(henodubpar-cumMBacTaTuH B cCpaBHEHHE ChC cuMBacTaTuH 40 mg 3a 24-ceMUYeH ABOWHO-CIISIT
nepuof. [IbpBUUHUAT KpUTEpUil 3a ehUKACHOCT € OUII MPEeBB3X0ACTBO HA KOMOMHALIMATA OT
tdhenodubdpar 145 u cumBacrarun 20 mg B cpaBHeHHE Chc cuMBacTaTuH 40 mg BbpXy HaMaJIBAHETO
Ha TG n nosumasanero Ha HDL - C u He mo-mom1o AeiicTBre N0 OTHOIIEHUE Ha HaMaJIsiBaHEe Ha

LDL-C ua ceqmuna 12.

CpenHa npoMsiHA B POLEHTH OT U3X0AHO HUBO 10 Ceamuua 12
Ils1JIoCTeH aHAJIM3 HA M3BAJIKA OT YYACTHUIN

I[Mapametsp Feno 145+Simva 20 Simva 40 CpaBHsiBaHe Ha P-croitHocT
(N=493) (N=505) Jle4eHueTo™
Cpenno (SD) Cpenno (SD)
TG (mmol/l) -28,20 (37,31 -4,60 (40,92) | -26,47 (-30,0; -22,78) <0,001
LDL-C (mmol/l) -5,64 (23,03) -10,51 (22,98) 4,75 (2,0;7,51) NA
HDL-C (mmol/l) 7,32 (15,84) 1,64 (15,76) 5,76 (3,88; 7,65) <0,001
TC (mmol/l) -6,00 (15,98) -7,56 (15,77) 1,49 (-0,41; 3,38) 0,123
He-HDL-C (mmol/l) -9,79 (21,32) -9,79 (20,14) -0,11 (-2,61; 2,39) 0,931
Apo Al (g/D) 3,97 (13,15) 0,94 (13,03) 2,98 (1,42; 4,55) <0,001
Apo B (g/) -6,52 (21,12) -7,97 (17,98) 1,22 (-1,19; 3,63) 0,320
Apo B/Apo Al -8,49 (24,42) -7,94 (18,96) -0,73 (-3,44; 1,97) 0,595
®udpunoren (g/l) -0,31 (0,70) -0,02 (0,70) -0,32 (-0,40; -0,24) <0,001
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*CpaBHsIBaHE Ha JICUEHUETO: pa3nuka Mexay cpennute LS 3a Feno 145 + Simva 20 u Simva 40,
KaKTO ¥ ChOTBETHHUS UM 95% oBepuTEIeH HHTEPBAI

Cnex mepBHTE 12 CEIMUI OT JICICHUETO KOMOMHAIMATA OT peHopuOpar 145 mg u
cuMBactatud 20 mg moka3Ba IPEeBb3XOACTBO CHPSIMO cuMBacTaTHH 40 mg MO OTHOLICHHE Ha
HamaisiBaeTo Ha TG n mosummaBaneTo Ha HDL-C, HO He TOKpHBa KPUTEPHUTE 32 HE MO-JIONIO
neiicteue no otHomenue LDL-C. KomOunanusta ot peHopubpar 145mg u cumBactatud 20 mg
MOKa3Ba CTATUCTUYECKU 3HAYMMO IPEBB3XOJICTBO [0 OTHOLICHUE HAa OBUIIABAHETO Ha apoAl u
HamalsBaHeTo Ha (GUOpPUHOTEHA B CpaBHEHUE ChC cuMBacTaTHH 40 mg.

THookpensawo npoyusane

KnmHUYHOTO M3NMUTBaHe 32 JIMIHIN ChC 3ariaBue ,,MepKH 3a KOHTPOJIUPAHE Ha ChPIECYHOCHIOBHS
puck nipu auadet (Action to Control Cardiovascular Risk in Diabetes (ACCORD))

€ paHIOMHU3UPAHO, IANe00-KOHTPOIUPAHO BBPXY 5 518 manueHTn che 3axapeH quadeT THIl 2,
nexyBaHu ¢ peHo(uOpar B JOMbIIHEHHE KbM CUMBacTaThH. JledenneTo ¢ peropudpar mioc
CHMBACTAaTHH HE € MOKA3aJI0 CTATUCTUYECKN 3HAYUMH PA3JIUKH B CPABHEHHE C MOHOTEPAITUATA ChC
CHUMBACTAaTHH 110 OTHOILIEHHE Ha ChbCTAaBHUA IbPBUUEH PE3YJITaT, BKIOUBAIL HedaTaleH MUOKapAeH
nHGapKT, HedaTaleH MO3bUEH yAap U ChPIEUHO-ChJI0BA CMBPT (KOSPULIUEHT Ha PUCK

[HR] 0,92; 95% CI1 0,79-1,08, p = 0,32; namansiBane Ha abcomotuus puck: 0,74%). B npensapureinno
oIpeJieNIeHUTe MOATPYNHU OT JUCIUNUISMUYHH MTallUeHTH, Je(UHIpaHu KaTo TaKHBa ChC CTOMHOCTU
Ha HDL-C B Haii-auckus Teptad (< 34 mg/dl wim 0,88 mmol/l) u B Hal-Bucokus Teptui 3a TG
(=204 mg/dl unm 2,3 mmol/l) Ha U3XOAHOTO HUBO, JieyeHHETO ¢ (heHOPHUOPAT TUTFOC CUMBACTATHH €
nokasaio 31% OTHOCUTENIHO HaMaJsIBaHE B CPaBHEHHE C MOHOTEpanusATa CbC CUMBACTaTHH ChAECHKU
0 MPBUYHUS pe3ynTar (choTHolIeHue Ha puck [HR] 0,69; 95% CI 0,49-0,97, p = 0,03; abcontoTHO
HamalsiBaHe Ha pucka: 4,95%). AHanu3 Ha Ipyra npenBapuTesHo AeuHUpaHa IOATPYNa € yCTaHOBUII
CTaTUCTUYECKH JIOCTOBEPHO BIIUSTHUE HA JICUCHUETO B 3aBUCUMOCT OT mosa (p = 0,01), koeTo mokaspa
BB3MOJKHA 0J13a OT JICYEHHUETO ¢ KoMOMHMpaHa Tepanus npu Mbxete (p = 0,037), HO MOTEHIIATIHO
MMO-BUCOK PHCK IO OTHOIICHUE HA TbPBUYHUS PE3YJITAT IPH KCHUTE, JICKYBaHH C KOMOWHHpaHaTa
Tepanus B CpaBHEHUE ¢ MOHOTepanusiTa cb¢ cumBacTtaTiH (p = 0,069). ToBa He e 6ui0 HaOMOAABaHO
MIPH TIOCOYEHATA MO-TOPe IMOATPYIIa OT MAESHTH C JUCIUIHIEMHES, HO OT JIpyTa CTpaHa JIUICBAT U
CUTYpHH J0Ka3aTeJICTBA 3a I10JI3a IPH JKEHH C TUCIUIHUIESMUS, IEKyBaHH ¢ (peHoPHOpaT IIItoc
CHMBACTaTUH U Bb3MOXHHU BPEIHU €(EKTH B Ta3H MOATPYyNa He MOraT Aa ObAaT U3KIIOUCHH.

Hegnamn'{ﬂa nonyJjaanus
EBpOHeﬁCKaTa arcHius 110 J€KapcTBaTa OCBO60)K,Z[3.B8. OT 3aABJDKCHHUCTO 3a NPEAOCTABSHEC HA

pesynrarure ot npoyuBanuaTa ¢ Cholib BbB BCHYKU MOATPYIH HA EAUATPUYHATA TOIYJIALHUS IPH
KOMOMHHpaHa quciunuaeMus (Bx. Touka 4.2 3a nHpopMaIus OTHOCHO yHoTpeOa B MeUaTpusiTa).

5.2 ®apmakoKMHETHYHH CBOHCTBA

Cpennoreomerpuunute cboTHoIeHus U 90% CI 3a cpaBusaBane Ha AUC, AUC(0-t) and Cpax Ha
aKTUBHUTE MeTa0oIuTH, (peHodudpaTHa KUCEIMHA U CUMBACTaTHHOBA KUCEIMHA HA KOMOMHALUATA C
¢uxcupanu 103u Cholib 145 mg/20 mg TabaeTKu ¥ CHITBTCTBAIIO MPHIJIOKESHUE MTOOTASIHO Ha
(dhenodubdpar 145 mg u cumBacratud 20 mg B TaOIETKH, TaKa, KAKTO Ca U3IMOJI3BaHU B KJIMHHUYHATA
rporpama, ca nomazgany 06e3 n3kimodenue B quana3zona ot 8§0-125% GnoeKBUBaIIEHTHOCT.

CpenHOT€OMEeTpHUYHATA CTOMHOCT HA MAaKCUMAITHOTO TU1a3MEHO HUBO (Cax) HA HEAKTHBHHS
MPeKypcop cuMBacTaTHH € Ouna 2,7 ng/ml npu koMmOnHanusATa ¢ PUKCUPAHU 103U B

Cholib 145 mg/20 mg Tabxerku, u 3,9 ng/ml npu chIIBPTCTBAIOTO MpHIIOKEeHUE Ha 145 mg
(denopudpar 1 20 mg cUMBACTaTHH B OTIEITHU TAOJIETKH, TaKa KAaKTO Ca U3IMOJI3BAaHH B Ta3H
KIMHUYHA TIporpama.

CBhOTHOILIEHUETO Ha cpeaHuTe reoMeTpudHu ctoHocTy U 90% CI 3a cpaBHsABaHE Ha IJIJa3MeHaTa
excriozunust (AUC u AUC(0-t)) Ha cuMBacTaTHHA Ciie]] TPUIIOKEHNE Ha KOMOMHANUsATa ¢ PUKCHpaHu
no3u Cholib 145 mg/20 mg TabneTKu u ciejl ChIIbTCTBAIO MPHJIOKEHUE HA OT/ICITHU TaOJISTKH
(dhenodubdpar 145 mg u cumBacratud 20 mg, Taka, KaKTO ca M3MOJI3BaHU B KIIMHUYHATA TIpoTrpama ca
nonajaau B guamna3zona Ha 80-125% OMOEKBUBaJICHTHOCT.
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AGcopbims
MaxkcumanHauTe mia3MeHu KoHIeHTpannu (Crax) Ha heHouOpaT HacThIBAT OT 2 10 4 "aca ciref

TICPOPATTHO TPUIIOKEHUEC. IInazmenute KOHIOCHTpAIINH Ca CTaOMIIHH I10 BpEME Ha MPOABIDKUTCITHO
JICUCHHUE ITPU BCCKU €IUH UHAWBU.

denoduOpaTHT € BOIOHEPA3TBOPUM U TPSIOBa J1a ce pUeMa ¢ XpaHa 3a yJecHsABaHe Ha abcopOmmsaTa.
UsnonspanerolIpunoxkenyue Ha MAKpOHU3UpaH dheHodubpar u Texnonorusta NanoCrystal® 3a
MIPOU3BOJICTBO Ha JiekapcTBeHata popma Ha peHopudpaT 145 mg TabneTkn nmopumasa abcopoOuusiTa

My.

3a pa3nuka OT MpeJUIIHUTE JIeKapCTBeHN GopMHu Ha peHopuOpaT, MakcuMalHaTa Imia3MeHa
KOHIICHTpAIMS B 00IIaTa eKCIIO3UIHUS ITPH TO3H BUI (popMa He 3aBHCH OT IpHEMa Ha XpaHa.

[IpoyuBane OTHOCHO eekTa Ha XPaHEHETO BKIIOUBAIIO IPIJIOKEHHE Ha II0COYCHATA JIEKApCTBEHA
¢dopma Ha penoduOpara B TabneTKa oT 145 mg Ha 37ApaBU MBXKE U )KEHH - TOOPOBOJIIIHN, KAKTO Ha
[JIaTHO, TaKa U CJIe/l OOWIHO XPaHEeHE C BUCOKO ChIbpIKAHUE HA MAa3HUHH MOKA3Ba, Y€ eKCIO3UIIMATA
(AUC 1 Cax) Ha PpeHO(DMOpHHOBA KHCETMHA HE ce Biusie oT xpaHa. [lopaau ToBa, peHOPHUOpaTsT B
¢unmupanu tabdierku Cholib Moraxe aa ce B3eMa HE3aBUCUMO OT XPaHEHHUATA.

Kunernaau IMPpOYy4YBaHUs CJICH NPUIIOKEHNUEC HA €AUHNYHA N03a U CJICT IPOABIDKUTEIIHO JICYCHNUE
MOKa3BaT, 4€ JICKapCTBOTO HE KyMYyJinpa.

CuMBacTaTHH € HEaKTHBEH JIAKTOH, KOHTO JIECHO ¢€ XUAPOIU3UPA in ViVo 10 ChOTBETHATA
Oera-XuapoKcH KucenrnHa - MoteH naxuoutop Ha HMG-CoA penykrazara. Xuaponnzara ce
M3BBPIIBA OCHOBHO B YepHHS APO0; CTENICHTAa HA XUAPOJIM3a B YOBEUIKATa TJla3Ma € MHOTO HUCKA.

CuMBacTaTHH ce ajcopOupa J00pe U IPETHPIsiBa eKCTEH3UBEH YEPHOAPOOCH METa00IM3bM Ha ITBPBO
npeMuHaBane. ExcTpakiusara B yepHUs Apo0 3aBUCH OT YepHOAPOOHHS KPBBOTOK. UepHHAT 1pob

€ OCHOBHOTO MSCTO Ha JIEWCTBHE Ha aKTHBHATa (opMa. Y CTAHOBCHO €, Ye HATMIHOCTTA Ha
OeTa-XUIPOKCUKICEINHATAa B CHCTEMHOTO KPBBOOOPALICHUE CIIe]] IepOpaHa 1032 CHMBACTATHH

e nox 5% ot no3ara. MakcuMaiHaTa I1a3MeHa KOHLEHTpPAI|sl Ha aKTUBHUTE UHXUOUTOPH Ce AOCTUTa
3a MpUOIM3UTENHO 1-2 Yaca clie/i IPUIIOKEHHE TO Ha CUMBAcTaTHH. EJTHOBpEMEHHUAT NIPUEM C XpaHa
HE BJIHsIE BHPXY abcopOuusTa.

q)apMaKOKI/IHeTI/IKaTa Ha CUMBACTAaTHUH IPpHU €AHOKPATHO U MHOTOKPATHO IMPUJIOKEHNE ITIOKAa3Ba, 4c
HiAMa KYMYJIMPAHE Ha JICKAPCTBCHUAT NPOAYKT CJIIEA MHOTOKPATHO MPHUIIOKCHUEC.

Pasnpenencuue
DenodubOpruHOBaTa KUCEIUHA CE CBBP3BA BbB BUCOKA CTEIEH € IUIa3MeHUs allOyMuH (Hag 99%).

CBBbp3BaHETO Ha CUMBACTATUH U Ha AaKTUBHUSA My MeTabosuT e > 95%.

Buorpanchopmaliys u eTUMUHEPAHE

Cunien nepopanHo npuiokeHue GeHopudpar ce Xxuaponusupa 6bp30 Mo JEUCTBUETO HA €CTepasH 10
aKTHBHHA MeTaboHT - peHoPHOpHMHOBA KHcennHa. B mra3smara He ce OTKpHBa HEIPOMEHEH
¢denopudpar. denopudpar He e cydoctpar Ha CYP 3A4. He ydacTBa B MEKpO30MEH YepHOAPOOECH
METabOoIN3bM.

JlexapcTBOTO ce eKCKpeTHpa OCHOBHO B ypHHaTa. Ha mpakTuka, IsUI0TO KOJIMIECTBO OT JIEKapCTBOTO
ce SMMMUHMPA 32 He IoBede oT 6 auu. PeHopudpar ce eKCKkpeTnpa NpeauMHO 1o GhopmaTa Ha
(eHoprOpHHOBa KUCENIMHA U HEHHHMS TIIOKYPOHOB KOHIorat. [Ipy nanueHTy B crapyecka Bb3pacT He
HACTBIIBA MTPOMSIHA Ha TIPUBWIHUS OO IUTa3MEH KIMPBHHC HA peHopuOpruHOBa KHCEIHHA.

Kunetnynu n3nutBaHus ciell MpUI0KEeHHE Ha €IUHUYHA 1032 U ClIe IPOIBIDKUTEIIHO JIeYeHUE
MOKa3Bar, 4e JIEeKapcTBOTO He Kymynupa. @eHodubpoBa KucenrHa He ce eMMMUHHApPA Ype3

XeMoauajnsa.
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CpeneH mia3MeH MONYXHUBOT: CPEJHOTO BpeMe Ha eTMMHUHHUpPaHe OT I1a3Mara Ha (eHopuOprHOBaTa
KucesnHa e npubausurenHo 20 yaca.

CumBactatuH e cyoctpar Ha iutoxpoM CYP 3A4 n epmykcnust tpancnoprep BCRP. CumBactatna
MOCTHIIBA aKTUBHO B Xenarouutute upe3 Tpancrnoprupamniusi OATP1B1. OcHoBHHUTE METa0OIUTH Ha
CHUMBAaCTaTUH, KOUTO c€ OTKPHUBAT B YOBEILKATa IJ1a3Ma ca 0eTa-XUAPOKCUKUCEINHA U YeTUPH
JOBITHUTENHU MeTabonuta. Cliesr mepopaiHa J03a OT paIOaKTUBEH CUMBACTATHH, IPUJIOKHA Ha
4yoBeK, 13% OT pannoakTUBHOCTTA ce EKCKpeTHpa B ypuHara 1 60% - B usnpaxxHeHusTa 10 96 yaca.
Y CTaHOBEHOTO KOJIMYECTBOTO B M3MPAXKHEHUATA MTPEICTABIsIBA EKBUBAICHTH Ha abcopOupaHus
JIeKapCTBEH MPOJYKT, OTIEJIEH B XKIIbUKaTa, KAKTO U Ha HeabcopOupaHus JiekapcTBeH NpoaykT. Cien
HMHTPABEHO3HA MHXEKINSI Ha MeTabommTa OeTa-XUAPOKCHKHCEIIHA, HETOBHUAT IIOJTYXKHBOT € CPETHO
oxoJio 1,9 gaca. Cpeano ensa okoso 0,3% ot mpuioxkeHaTa HHTPABEHO3HO 1032 C€ EKCKPETHpa B
ypuHaTa KaTo UHXUOUTOPHU.

Edexrure 0T MHOTOKpaTHOTO NMpHIIOKeHUE Ha heHOPHOpAT BEPXY (papMaKOKHHETHKATA IIPH
€/THOKPATHO MJIM MHOTOKPATHO TIPUIJIO’KEHHE Ha CUMBACTATHH ca M3CIIEBaHH B JIBE MAIIOOPOITHA
KIIMHUYHU U3nuTBaHus (n=12), mociaenBaHu OT NO-MHOTOOPOHHO KIMHUYHO U3NUTBaHe (n= 85) mpu
31paBH JOOPOBOIIIH.

[Ipu eqnoTto npoyuBane AUC Ha cumBacTaTHH KuceanHa(SVA) - OCHOBHHSI aKTHBEH METa0O0JIUT

Ha CHMBacTaTHHa, ¢ Hamaisina ¢ 42% (90% CI 24%-56%) npn koMOuHMpaHe HA eUHIIHA

n03a 40 mg cMMBacTaTUH C MHOTOKPATHO npuiokenue Ha penodgudpar 160 mg. [Tpu BTropoTo
npoyuBane [Bergman et al, 2004] MHOTOKpaTHOTO CHBMECTHO MIPHUJIOKEHHE HA cuMBacTaTuH 80 mg n
(dhenodubdpar 160 mg e noseno no mamanseane Ha AUC Ha SVA ¢ 36% (90% CI 30%-42%). [Tpu
TI0-MHOTOOPOWHOTO KIMHUYHO U3MUTBaHe € HabmogaBano HamansiBane ¢ 21% (90% CI 14%-27%)
Ha AUC na SVA ciey MHOTOKpAaTHO ChbBMECTHO IPHJIOKEHUE Ha cuMBacTaTrH 40 mg u
¢denopudpar 145 mg Beuep. Toa He ce paznuyaBa 3HAYUTEIHO OT HAMaIIBaHETO ¢ 29%

(90% CI 22%-35%) na AUC na SVA, HaGut0aBaHo IpU CbBMECTHO IIPUII0XKEHUE C UHTEpBal

ot 12 yaca: cumBactatut 40 mg Beuep u pernopudpar 145 mg cyrpuH.

He e uzcneapano nanu penodudparsT nMa eekT BbpXy ApYrd aKTUBHH METa0OIUTH Ha
CHMBacTaTHHa.

TouyHHMAT MEXaHU3bM Ha B3aMMOJCHCTBHE HE € M3BECTCH. CHOpCZ[ HaJIMYHUTC KIMHUYHHU JaHHU
e(i)eKT’BT BBbpPXY HAMAJISIBAHCTO Ha LDL-C He ce cunTa 3a CTATUCTHYECKU 3HAUMMO Pa3JINYuCH OT TO3U
Ipu MOHOTEpanusaTa CbC CUMBACTATUH, KOIraToO LDL-Ce KOHTPOJIMPAaH IIpU 3a11I04YBaHC Ha JICUCHUCTO.

MHoTroKpaTHOTO NpriIokeHne Ha cuMBacTaTH 40 mwm 80 mg, KoeTo e Hai-BHCOKaTa ChOOIIaBaHa
71033, HE BIIUsie BbPXY MIa3MEHHUTE KOHLEHTPAIUU Ha (eHo(HOpUHOBATA KUCEINHA B CTAI[MOHAPHO
(steady state) crcTosTHUE.

CrenyanHy Nonyiauy

Hocurenure na rera SLCO1B1 anen ¢.521T>C ca ¢ no-uucka aktuBHocT Ha OATP1B1. Cpennara
excriozunust (AUC) Ha OCHOBHHUS aKTHBEH MeTa0OJIUT, CUMBAaCTaTHHOBA KucenuHa e 120% mnpu
xeteposurotante Hocutenu (CT) Ha anena C u 221% npu xomozurotaure (CC) HOCUTENH CTIPSIMO
Ta3W MPH NalUEHTHUTE, KOUTO uMat Haif-uectus renotun (TT). Cpen Hacenenuero Ha EBpona anexst
C e c gectoTa 18%. IIpn marentyn ¢ nommmop¢u3sm Ha SLCO1B1 chimecTByBa prck OT TOBHIIICHA
€KCTIO3UIMsI HA CHMBACTaTHH, KOETO MOXKe Ja JOBeJIe 10 MOBUIICH PUCK OT pabaoMHuoIn3a (BXK. TOUKa
4.4).

5.3 IIpeakJVMHWYHU JAHHH 32 0€30MACHOCT

He ca mpoBexnanu MpeAKIMHHYHE H3MUTBAHUS 3a 0€30MaCHOCT Ha KOMOHWHANUATA ¢ PUKCUPAHU
no3u Cholib.

Denopubpam
[IpoyuBaHusATa 32 OCTPa TOKCHYHOCT HE ITOKa3BaT clielin(PUIHA TOKCHYHOCT Ha PeHOoPHOpaT.
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[Ipu TpuMeceYHO HEKIIMHUYHO U3MUTBaHE BHPXY IUIBXOBE C IEpopaieH npreM Ha heHopudprHOBa
KHCEJIMHA - aKTHBHUS MeTabouT Ha peHoduoOpart, ca HabIII0OJaBaH! TOKCHYHOCT 33 CKEJICTHHUTE
MyCcKyJu (0coO0eHO OHe3H, Ooratu Ha MHOGUOpH OT ThIl | -GaBHO OKCHAMpPAIIH) U ChpACYHA
JeTeHepanys, aHeMHs ¥ HAaMaJICHHE Ha TEJICCHOTO TETJIO IIPH HUBA HA eKCHO3UIHsA >50 mbTH
MIO-BHCOKH OT EKCIIO3UIHUATA IIPH X0pa, BOAEIIA O CKEJIETHAa TOKCHYHOCT U > 15 mbTH mo-ronsma
OT €KCIO3UIMATA, BOACIIA 10 KapAUOMUOTOKCHUYHOCT.

OO0OpaTuMH SI3BU ¥ €PO3MU HA CTOMAIIIHO-YPEBHUS TPAKT Ca HACTHIMIU IIPU Ky4eTa, TPETUPAHH
B MPOIBIKEHHE HA 3 Mecella MPU eKCIO3UIIMH, KOUTO ¢a OUIIM OKOJIO 7 MBTH KOJIKOTO
kiauanaHara AUC.

W3nuTBaHus 3a MyTareHHOCT Ha (peHOPUOpaT ca 1anu OTpULATesIeH pe3yTar.

ITpu m1pX0BE M MUILIKKM 4EPHOAPOOHU TYMOPH Ca YCTAHOBEHU B PAMKHUTE HA M3IUTBAHMUS 32
KaHIIEPOTCHHOCT, KOUTO C€ OTJaBaT Ha MEPOKCU30MHA Iponndeparust. [Ipomenure ca criennupuaan
3a TpU3auu U He ca Ouny HaONogaBaHU IPH APYTU BUJOBE MPU CPAaBHUMU HUBA Ha Ao3ara. ToBa HsIMa
OTHOILIEHUE 3a KIMHUYHATa YIOTpeba npH Xopa.

W3nuTBanusita IIpyu MULIKH, IIITBXOBE U 3alIM HE MOKa3BaT TEPATOTCHCH e(l)eKT. EM6pI/IOTOKCI/I‘IHI/I
CCI)GKTI/I ca Ha6J'IIOIIaBaHI/I B /103U B JMana3oHa Ha TOKCUYHOCT 3a MaKaTa. Y IbJI)KeH TeCTallMOHEeH
Nepuoa U TPYAHOCTH IIPU paXXAAaHETO Ca Ha6J'IIO,Z[aBaHI/I IIpU BUCOKH TO3H.

He ca ycranoBenu edextu BbpXy epTuinTeTa Ipu HEKIMHUYHY IPOYYBAHHUS 32 PENPOIYKTHBHA
TOKCUYHOCT, IPOBeZIeHH ¢ (peHopuOpat. YcTaHoBeHa e, 00aue, 00paTUMa XUIIOCIEPMUS U TECTHKYIHA
BaKyOJIM3alUs U HE3PEIOCT Ha AWYHUIMTE B YCIOBHUATA HA M3MHUTBAHE 32 TOKCUYHOCT TIPH
MHOT'OKPaTHO NpuiiokeHne ¢ GpenopuOpruHOBa KHCeNMHa IPU MM KydeTa.

Cumeacmamun

Ha ocHoBaHHe TaHHHTE OT KOHBEHIIMOHAIHUTE IPOYYBaHUsI TPH )KUBOTHH 110 OTHOIIICHHE HA
(hapmakouHAMKKA, TOKCHYHOCT IPU MHOTOKPATHO MPUJIOKEHUE, TCHOTOKCUYHOCT U
KaHI[EPOTCHHOCT, HE Ce OYaKBaT JAPYTH PUCKOBE 3a MAIIMEHTa, OCBEH TE3U, KOUTO MOraT 1a Obaar
OTHOCEHH KbM (PapMaKOJIOTUYHUTE MEXaHH3MHU. [Ipr MaKCUMaIHO MOHOCHMHU JIO3H KaKTO MPH
IUTbXOBE, TaKa U TPH 3aHIlH, CAMBACTATHH HE MPEAN3BUKBa Ma()OpMaIlMH Ha TUI0a U HIMa eeKT
BBPXY QepTHIINTETA, PEPOAYKTHBHUTE (DYHKIIMU M HEOHATAITHOTO Pa3BUTHE.

6. DOAPMAIEBTUYHU TAHHU
6.1 Chnucbk HA MOMOIIHHUTE BEIeCTBa

Slnpo Ha TablleTKaTa:

Byrunxunpokcuanuzon (E320)

JlakTO3a MOHOXHIIPAT

Hatpues naypuncyndar

Humecre, npexxenatnan3npaHo (apeBUYHO)
Hatpues nokysar

3axapo3za

Jlnmonena kucenuHa moHoxuapat (E330)
Xunpomenosa (E464)

Kpocmosuznon (E1202)

Maruesues creapar (E572)

Cunucunypana MUKpOKpPHUCTaJIHA L1ETyJ103a (ChbCTOU C€ OT LIeyJ103a, MUKPOKPHUCTAaIHA U CUIIMLIUEB
JIMOKCH]I, KOJIOUJICH O€3BOJICH)
AckopOunosa kucennna (E300)
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DOHIMOBO MMOKPUTHE:

[Tonm(BUHIIIOB aTkoX0J1), YacTHYHO Xuapoiusupad (E1203)
TuranoB nnokcux (E171)

Tank (E553b)

Jlenutun (momryden ot cos (E322))

Kcantanosa ryma (E415)

UepseHn xxene3eH okcun (E172)

XKbnr xenesen okcun (E172)

CwHcer xbito FCF (E110)

6.2 HecnbBMecTUMOCTH

Henpunoxumo

6.3 Cpoxk Ha rogHoct

2 TOIMHA

6.4 CrhenuajaHu ycJa0BHA HA CbXpPaHeHHe

Ha ce cpxpansa nox 30°C.

6.5 Bwuau cpabpkaHue Ha ONMIAKOBKATa

Al/Al 6nucrepu

Coabpkanue Ha onakoBkata: 10, 30 u 90 ¢punmupanu TabIeTKu.
He Bcruky BUJIOBE ONTAKOBKH MOTAT Jia O'BJIaT MyCHATH B TIPOJIAXK0a.
6.6 CnenuajJHu npeana3’Hu MePKH IPH U3XBbPJIsIHE
Hewusnon3BaHuAT JeKapcTBEH NPOLYKT WM OTIAJbYHUTE MaTepUaIl OT HEro TpAOBa Jja c€ U3XBBPIIAT
B CBOTBETCTBHE C MECTHUTE N3UCKBAHMUS.

7. MHNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA
Viatris Healthcare Limited

Damastown Industrial Park

Mulhuddart

Dublin 15

Dublin

Wpnannug

8. HOMEPA HA PASPEIIEHHUETO 3A YIIOTPEBA
EU/1/13/866/001-002

EU/1/13/866/005

9. JATA HA ITBPBO PA3BPEINABAHE/IIOJJHOBSIBAHE HA PASPEIIEHUETO 3A
YIHOTPEBA

Jara Ha mepBo pazpemaBane: 26 asryct 2013 r.
Jlara Ha mociemHO MoAHOBsBaHe: 16 maii 2018 T.
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10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

[onpoOHa nHpOpMaIs 32 TO3M JEKAPCTBEH MPOIYKT € Mpe0CcTaBeHa Ha yeOcaiita Ha EBporetickara
areHmus 1o Jjexkapcrata http://www.ema.europa.eu.
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1. HUME HA JIEKAPCTBEHUSA ITIPOAYKT

Cholib 145 mg/40 mg dbunmupanu TabIeTKN

2. KAYECTBEH 1 KOJIMYECTBEH CbCTAB

Enna dunmupana tabnerka cpabpixka 145 mg dpenoduodpar (fenofibrate) u 40 mg cumBacTaTun
(simvastatin).

HomomtHo(1) BemecTBo(a) ¢ M3BECTHO ICHCTBUE:
Enna unmupana tabnetka cpabpxa 194,7 mg nakrosa(karo MoHoxuapar), 145 mg 3axaposa, 0,8 mg
nenutrH (oxydeH ot cos (E322)).

3a IbJIHUS CIMCHK Ha IIOMOIIHUTE BCIICCTBA BHM)KTC TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA
Ounmupana Tabierka (TabieTka)

OsaJiHa, IBOIHO U3ITBKHAJA, KEPEMUICHOUEPBEeHa, (PUIMHIpaHa TableTKa CbC CKOCEHH PBOOBE U
Haamnuc 145/40 ot ennara crpana. Pazmepure ca nmpubnmsurenso 19,3 x 9,3 mm u ternoro Ha
tabseTkata € okosio 840 mg.

4. KJIMHUYHU JAHHHU
4.1 TepaneBTHYHHU MOKAZAHMS

Cholib e moka3aH KaTo aJAIOBaHTHO JIeY€HHE KbM TUCTUYHUS PEKUM H (PUIUUECKUTE YIIPAKHEHUS TIPH
BB3pPacTHH MAIMEHTH C BUCOK ChPIEYHO-CHIO0B PUCK ChC CMECEH THI JUCIUIUAECMHS, 38 HAMAIIIBAHE

Ha TpUIIMLepuauTe U nosumaBane Ha HuBata Ha HDL-C, koraTo Husara Ha LDL-C ce koHTpoaupar

aJICKBaTHO ChC ChOTBETHATA J03a CUMBACTATHH KaTO MOHOTEPAIHSI.

4.2 10o3UpPOBKA M HAYMH HA NPUJIOKEHHE

BropuunuTe NpuYMHY 33 XATIEPIUITHAESMUS, KaTO HAIPUMEDP: HEKOHTPOIUPAH 3axXapeH AuadeT THIl 2,
XUIMOTHPEOUIU3IBM, HEQPOTHUEH CHHIPOM, IUCIIPOTEHHEMHUS, OOCTPYKTHBHA YepHOIpOOHa GoecT,
MEIMKaMEHTO3HO JieueHHe (KaTo HampuMep MEepOpaHU €CTPOTEeHH ), alTKOXOIU3bM, TpsiOBa fa Obaat
aJICKBaTHO JIGKYBaHU Mpeau aa ce Muciu 3a siederne ¢ Cholib u nanuenture TpsoBa na Obaar
MOCTAaBCHU Ha CTaHJApPTHA JMETa 3a HaMaJsIBaHe Ha XO0JIECTEPOJia H TPUTIHLIEPUIUTE, KOATO TPsOBa
Jla TIPOJTBJIXKH 110 BpEME Ha JICYCHHUETO.

2 103H[20BKa

[IpenoppunTtenHaTa 103a € eHa TabseTKa JTHEBHO. TpsOBa aa ce n30sArBa COK OT Tperndpyt
(Bk. Touka 4.5).

OTroBopsT Ha JIEUEHUETO TPAOBA Aa ce CIeU Ype3 ONpeessiHe Ha CTOMHOCTUTE Ha CEPYMHUTE
maruu (061 xonectepon (TC), LDL-C, tpurmunepunu (TG)).

Tayuenmu 6 cmapuecka v3pacm (> 65 200unu)

He e HeoOxoaumo kopurupade Ha go3ara. [Ipenoppusa ce oOuvaiinata 103a, OCBEH IPH HaMaJleHa
6BOpedHa (yHKIHS ¢ H3UMCIIEHa CKOPOCT Ha IIoMepyHa ¢unrpanus < 60 ml/min/1,73 m?, B xouro
cirygan Cholib e nmporuBomnokasas (Bx. Touka 4.3).
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Tayuenmu c napywena 6v0peuna Qynkyus
Cholib e mpoTHBOIIOKa3aH PN MAIMEHTH ¢ YMEPEHa JI0 TeXKa Ob0pedHa HeJOCTaTHIHOCT, IPH KOUTO
M34KCIIeHaTa CKOPOCT Ha IJIoMepyIHa ¢punrpamus e < 60 ml/min/1,73 m?® (Bx. Touka 4.3).

Cholib TpsiOBa na ce U3MoN3Ba C MOBUIIIEHO BHUMAaHUE TPH MAIUEHTH ¢ Jeka 0bOpedHa
HEIOCTATHYHOCT, IPU KOUTO M3YUCIICHATa CKOPOCT Ha IIIOMepyIHa QUITpanus
e 60 10 89 ml/min/1,73 m* (Bx. Touka 4.4).

Tlayuenmu ¢ napyutena uepHoOpobHa QyHKyus
Cholib He e mpoyuBaH Npy NAMEHTH C HAPYIICHA YePHOAPOOHA (DYHKITHS, TOPaIH KOETO €
MIPOTUBOIIOKA3aH B Ta3M MOITyaamus (BXK. Touka 4.3).

Tleouampuuna nonynayus
Cholib e mpoTuBOIIOKa3aH MpH Jiela ¥ FOHOIIU Ha Bb3pacT A0 18 roguHu (Bxk. Touka 4.3).

CpopTCTBallA TEPAIUS
[Ipu manueHTH, KOUTO MPUEMAT MPOIYKTH, ChIIbPXKAIIHY €I0aCBUP WK IPA30NPEBUD, EAHOBPEMEHHO C
Cholib, no3ara Ha cumBacTaTuH He TpssOBa aa npeumana 20 mg/neH. (Buwxkre Toukn 4.4 1 4.5.)

HauuH Ha npunoxxeHue
Bcesika TabieTka TpsiOBa 1a ce T'hJITa [sU1a ¢ Yama Boaa. TabneTkure He TpsOBa 1a ce pa3TpolaBaT
WM apBYaT. Morar aa ce mpuemar cbC WK 0e3 xpaHa (Bxk. Touka 5.2).

4.3 IIporuBomoka3zanus

. CBpBXUyBCTBUTEITHOCT KbM aKTUBHHUTE BEIIECTBA, (bCTHLU, COS WM KbM HIKOE OT
MTOMOIIHUTE BEIECTBa, n30poeHu B Touka 6.1 (BXK. Chio Touka 4.4)

. W3zBectHa oToaneprus uian GOTOTOKCHUHA PeaKLus 110 BpeMe Ha JeueHue ¢ pudpaTtu uiu
KeTorpodeH

. AKTUBHO 4€pHOJIPOOHO 3a00BaHe UM HEOOSICHUMO YCTOHYMBO MOBUIIIEHHE HA CEPYMHUTE
TpaHCaMUHa31

. W3BecTHO 32005BaHe HA HITBUYHUS MEXYP

. XPpOHUYEH WK OCTHP MAHKPEATUT C U3KIII0UEHHE Ha OCThP MaHKPEaTUT, AbJKALL ce Ha TeXKKa
XUTEPTPUTITALIEPUIEMHIS

J YMepeHo 10 TeXKO HapylleHne Ha ObOpeunaTa GyHKUUs (M3YHCICHA CKOPOCT Ha INIOMEpYyJIHa
dunTparms < 60 ml/min/1,73 m?)

. CorbreTBamo npunoxkenne Ha Momun CYP3 A4 naxubutopu (cpeacTBa, KOUTO TIOBHIIABAT

AUC npubau3urtenHo 5 mbTH WM NOBeYe) (Halp. UTPaKOHAa30J1, KETOKOHA30J1, I03aKOHA30,
BopukoHazoi, HIV nporteaznu naxuburopu (Hamp. HenduHaBUD), OOETIpEBUD, TEIATIPEBHP,
EPUTPOMHUIIUH, KIAPUTPOMHIINH, TETUTPOMULIMH, He()a30/I0H U JIEKAPCTBEHU MPOIYKTH,
ChABPKAIIM KoOHIucTaT) (BXK. Touku 4.4 u 4.5)

CBIBTCTBAIIO MIPUIIOKEHUE Ha TeM(PHUOPO3NII, TUKIOCIIOPHH WX JTaHa307 (BX. Touku 4.4 u 4.5)

. ChIOBTCTBALIO IPUIOKCHUE HA TIICKAIPEBHP, THOPEHTACBUD, €10aCBUP HIIH IPAa30MpPEBUP (BXK.
TouKa 4.5)

. [leanaTpuyna nomynanus (Bb3pact noj 18 roanHm)

. Bpemennoct u kbpmene (Bxk. Touka 4.6)

. WunuBuayanHa aHaMHe3a 32 MEOIIATHS H/WITH PaOIOMHONN3a ChC CTATHH W/WITH GUOpaTH MITH

NOTBBPACHO MOBUIIABaHE HA KpeaTHH (ochOKHHA3aTA C OBEYE OT 5 MbTH HAJl TOpHATa
rpanuna va Hopmata (I'TH) npu npenxoaHo JiedeHne ¢bC CTaTUHU (BXK. TOUKa 4.4)

. CBII'BTCTBAILO [IPUIIOKEHUE C aMUOJAPOH, BeparnaMull, aMJIOAUINH WIN JUITHA3EM
(Bx. Touka 4.5)
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4.4 ChneuuajHu mpeaynpe:kaeHHus: U MPeana3Hu MepPKHU NpH ynorpeda

Myckynn
TokcuYHOCT 3a CKeJleTHaTa MyCKyJaTypa, BKIFOYHTEITHO PEIKH CITy4au Ha pabIOMHOJIH3MA ChC

i 6e3 6b0peYHa HeIOCTATHPYHOCT, € OMa ChOOLICHA MTPU MPIIIOKEHUCTIPHIOKEHNE HAa HAMAaISBAIlU
JUITUTUTE BEIIECTBA, KaTO (PHOpaTH U CTAaTHHH. 3BECTHO €, 4e pUCKBT OT MUOIIATHS [IPU CTATHHHTE
u ¢pubpaTuTe € CBBbP3aH C J03aTa Ha BCEKH eIMH OT KOMIIOHEHTHTE U ¢ BHIa Ha Gpudparta.

Hamanena ¢hynkyusa na mpancnopmuu npomeuru

Hamanenara ¢pynkius Ha gepHOApoOHUTE TpaHcTiopTHH poTenHH OATP Moke na yBemmau
CHCTEMHATa eKCIIO3ULUS HAa CHMBACTATHH U 2 YBEIHYH PUCKA OT MUOIATUS U pabIoMUOIH3A.
Hamanenara gyHKIMsA MOXe Jja HACTBIIM KaTO pe3yiTaT OT MHXHUOMpaHe Ha B3auMOJieiicTBaIlU CH
JieKapcTBa (HampuMep LUKIOCIOPHH) WIK IPH MallMeHTH, KOUTOo ca HocuTenu Ha reHotun SLCO1B1
c.521T>C.

[Manuenture HocuTenu Ha reHrus anen SLCO1B1 (¢.521T>C), koaupar mo-Manko akKTUBHUS
nporenH OATP1B1, ca ¢ noBuieHa cucTeMHa €KCIIO3HLU HA CHMBACTaTHH U MOBHUILEH PUCK OT
MuomnaTusi. PHCKBT OT cBbp3aHarta ¢ Bucoka 103a (80 mg) cuMBacTaTuH MUOTIATHA 0010 € oKoJo 1 %,
0e3 reHeTHYHO M3cienBaHe. B3 ocHoBa Ha mpoyuBaHeTo SEARCH, npu HocuTenuTe Ha
xomo3urotHus anen C (Hapudanu cbio taka CC), nekyBanu ¢ 80 mg, pucksbT oT muonarus € 15% B
paMKHTe Ha eiHa TOJMHA, TOKATO PUCKBT MpH Hocuteaute Ha xetepo3urotHus anen C (CT) e 1,5%.
[Ipu manmenTn, HocuTenu Ha Hal-uectust reHotut (TT), crorBeTHUST pHck € 0,3% (Bk. TOuKa 5.2).

Hmynomeouupana nekpomusupawa muonamus, (MMHM)

[Mony4denu ca penku chOOIICHUS 32 UMYHOMEIMUpPaHa HekpoTu3upaiia muonarus (MMHM) —
aBTOMMyHHa MHOIIaTUs, CBbp3aHa ¢ ynorpebara Ha ctatund. UMHM ce xapakrepusupa c:
MIPOKCUMAJIHa MYCKYJTHA CJIa0OCT U MOBHILEHA CEpyMHa KpeaTHH KMHA3a, KOUTO IIePCUCTHPAT
BBIIPEKU NPEKPATIBAHE HA JIEYEHUETO ChC CTATUHU; MOJIOXKUTENEH pe3yaTar 3a anTu-HMG CoA
penyKTa3a aHTUTSIIO; MyCKyJIHA OMOTICHS, TIOKa3BaIllla HeKPOTU3UpaIlla MHOTIATHS; U IOJOOpEHHE C
HMYHOCYIIpECHPALIH CpeAcTBa. BE3MOXKHO € 1a € He0OXOAUMO JOIIBIHUTEIHO HEBPOMYCKYJIHO U
CEpOJIOTMYHO HU3cie/BaHe. Bb3MOXKHO € Aa ce Hajlara JiedeHUe ¢ MMyHOCYIIPEeCHpallly CPEJICTBA.
O6Omucnere BHUMaTenHo pucka oT UMHM npenu 3amouBane Ha APYT CTaTUH. AKO CE 3all04He
JIYEeHUE C IpyT CTaTHH, CIEIETE 3a MpU3Haly u cumnromu Ha UMHM.

Mepku 3a namanasane Ha pucka om MUONAMUSL, NPUHUHEHA OM 83AUMOOEUCEUE MEHCOY
Jekapcmeenu npooyKmu

PHCKBT OT TOKCHYHOCT 32 MYCKYJIUTE MOXe Jia ce moBuiy, ako Cholib ce mpunara ¢ npyr ¢uobpar,
CTaTHH, HUALMH, (y31J0Ba KHCEIMHA WIN IPYTH CHSHU(PUYHY IPUIAraHK ChITBTCTBAIIO BELIECTBA (32
crenu(UIHE B3aNMOJICHCTBHS, BXK. Touka 4.5). JlekapuTe, KONTO BB3HAMEPSBAT J1a IPUIIOKAT
koMOuHHpano neueHne ¢ Cholib u Mmoguduumpamy munuaure 1o3u (> 1 g/neH) oT HUaUuH
(HUKOTHHOBA KHCEIIMHA) WU JICKAPCTBEHHU MPOIYKTH, ChIBPIKAIIN HAALWH, TPsIOBAa BHUMATEIHO 13
MIPELCHST €BeHTYaJHUTE MOJI3U CIIPSIMO PUCKOBETE U JIa CIICST BHUMATEITHO MAIIMEHTHTE 32 BCIKAKBH
MIPHU3HAIM U CHMIITOMH Ha MYCKYJIHU OOJIKH, OOJIE3HEHOCT HIIH C1a0O0CT B MYCKYJIUTE, OCOOCHO B
HaYaTHUTE MECEU Ha JICYCHUETO U TIPH MMOBUIIABAHE HA JI03aTa Ha HAKOW OT JIBaTa MPOAYKTa.

PuckbT oT MuONaTH M pabOMHO0IIN3a € 3HAYUMO TO-BUCOK MTPH CHITBTCTBAIIA yIiopeda Ha
cumBacTatuH ¢ Moian nHXuouTopH Ha (CYP) 3A4 (BX. Touku 4.3 1 4.5).

CumBactaTvH € cyOcTpar Ha ehIyKCHHS TPaHCIIOPTEep Ha yCTOWYHMB MPOTEHH Ha paK Ha I'bpaara
(Breast Cancer Resistant Protein, BCRP). CbbTCTBamoTo NpHiIoKEHUE HA TPOAYKTU, HHXUOUTOPH
Ha BCRP (mamp. enbacBup u rpa3onpeBup), MOKe Ja JOBEIE 10 NOBUIICHH IUTa3MEHN KOHIICHTPAIHN
HAa CHMBACTaTHH U MOBUILEH PUCK OT MUOTIATHS, CIIE0BATEIIHO TPsAOBa 1a ce 0OMHCIN KOpUTHPaHe Ha
J03aTa Ha CHMBACTAaTHH B 3aBUCHMOCT OT IpearucanaTa 103a. ChIbTCTBAIOTO NPHIOKEHHE HA
eN0aCBHp U IPA3OIPEBUP ChC CUMBACTAaTHH HE € MPOYUEHO, HO 103aTa Ha CHMBACTAaTHH HE TPAOBa 1a
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npesuimasa 20 mg JHEBHO IPH MALMEHTH, KOUTO MOTy4YaBaT ChIIbTCTBAIIO JIEYEHHE C IIPOIYKTH,
ChIbpoKaIllX e10acBUp WIN IPa30npeBUp (BXK. Touka 4.5).

PuckbT OT MHOTIATHS ce TTIOBUINIABA OT BUCOKH HMBA Ha WHXMOUTOpHA akTrBHOCT HAa HMG CoA
penykrasa B IJIa3Mara (T.e. IOBUIICHH IIa3MEHH HHBA HA CHMBACTATHH M CHMBAaCTaTHHOBA
KHCEJIMHA), KOUTO MOTaT J]a CE ABJDKAT OTYACTH Ha B3aHMOJICHCTBHUS C JICKAPCTBA, KOUTO MOBJIHSBAT
MeTa0OoIM3Ma W/WITH TPAHCTIOPTHUTE ITHTHINA HA CHMBACTaTHH (BIDKTE TOUKa 4.5).

Cholib He TpsOBa na ce mpuiara CbBMECTHO ¢ Qy3uaoBa kucennHa. Mima cpo0menns 3a
pabaomuonu3a (BKJIIOYUTENHO HAKOU CIIydyal ¢ JIETajeH Kpail) Ipy NalyeHTH, MoJIyyaBalli CTaTuH

B KoMOnHamust ¢ gy3muaoBa kucenrnHa (BX. Touka 4.5). [Ipu mannenTture, 3a KOUTO € IPHETO, e
CHCTEMHHUSAT NIpHEM Ha (y31A0Ba KUCENHUHA € OT ChIIECTBEHO 3HAUCHHE, TEICHHETO ChC CTATHHU
TpsIOBa J1a ce crpe 3a menus [EPUOJL Ha JIeueHne ¢ ¢py3nmoBa KucennHa. [larmenture Tps6Ba 1a ObaaT
MOCHBETBAHU J1a MOTHPCAT HE3a0aBHO CHBET OT JIEKap, aKo MOIydaT HAKaKBU CUMIITOMH Ha MYCKYJIHA
cnabocT, 0oaKa v 00JIE3HEHOCT.

JleyeHHETO ChC CTATHHU MOJKE JIa 3aII0YHE OTHOBO CEJIeM JTHH CJIE/ ITpUeMa Ha MocJieIHaTa J103a
(dy3unosa kucenuna. [Ipu u3BbHpEAHN 00CTOSITEICTBA, KOTaTO € HEOOXOAMMO MPOIBIDKUTEIIHO
CHCTEMHO MPWIOKEHUE Ha (PY3HUI0Ba KHCETHHA, HATIPUMEp, TPH TEKKU HHPEKIMH, HYKIaTa OT
CbBMeCTHO npuiioxenue Ha Cholib u ¢y3unoBa kucenuna TpsOBa 1a ce 0OMUCITH HHAUBUIYATHO
MIPH BCEKH MAIMEHT U 1101 BHUMATEITHO MEIUIIMHCKO HAOIIOICHHE.

HW3mepsane na kpeamun kunazama

KpeaTtnn kunazara He TpsiOBa Ja ce u3MepBa ciej roasiMo GU3NIecKo HaTOBapBaHE MM B
MPUCHCTBUETO HA HAKAKBA JIPYyra MpaBoIo00Ha NPUYMHA 33 TOBUILIABAHE HA KPEATHH KMHA3aTa, Thil
KaTo TOBa MPaBU TPYAHO HHTEPIIPETHPAHETO HA pe3yNTaTuTe. AKO HUBaTa Ha KpeaTHH KWHAa3aTa ca
3HAYMMO MOBHIIEHH B CpaBHEHHE ¢ M3X0oAHO HUBO (> 5 x 'TH), HuBara TpsiOBa na ce m3ciensat
TOBTOPHO clel 5 10 7 JHH, 32 JAa ce MOTBBPIAT Pe3yITaTUTe.

Ilpeou neuenuemo

Bewnuky manueHTH, py KOUTO 3arovBa JICUSHHE WK Ce YBeJIrYaBa J103aTa Ha CHMBACTaTHH, TPsAOBa
Ja 0baatT MHGOPMHUpPAHH 3a PUCKA OT MUOTIATHS U J1a TIOJTy4YaT yKa3aHus Aa choOIaBaT He3a0aBHO 3a
BCHYKHU HEOOSICHUMH MYCKYJTHH OOJIKH, O0JIE3HEHOCT U CJIa0OCT.

Heo0xomumo e moBuIieHo BHUMaHUE MTPH NAlMEHTH C PUCKOBH (pakTopH 3a pabIoMHOIU3a, KOUTO
CBIIECTBYBAT OT IPEIH IPIIOKEHUE TO HA TO3UTE. 3a Ja ce pasmoiara ¢ yrBbpacHa pedepeHTHa
CTOMHOCT Ha M3XOJHO HWBO, HUBATa Ha KpeaTHH KWHAa3aTa TpsiOBa Ja ce U3MEPST MPeIu 3ar0uBaHe
Ha JICYCHHETO B CIICAHUTE CIIyJau:

Crapuecka Bb3pacT > 65 ronuHu

Kenckn non

Hapymena 650pedna ¢pyHKIHs

HexoHTposmpaH XUMOTHPEOUTUZBM

XumnoanoyMuHeMus

Jlvgana nnn GamMIIIHA aHAMHE3a 32 HACJIC[ICTBEHH 3a00IIIBaHISI HA MYCKYJIUTE
AHaMHe3a 332 MyCKYJIHa TOKCHYHOCT OT CTaTuH Win (udpar

3noynoTpeda ¢ ankoxon

B te3un CJIydau, puUCKBT OT JICHCHUCTO Tp${6Ba Ja C€ MpEUCHU BbB BPpb3Ka C Bb3MOXKXHUTE IIOJI3U U CE
NpEeTIOPBHUBa KIIMHUYIHO MTPOCICASIBAHE.

3a 1a ce yTBbpaH pedepeHTHa CTONHOCT Ha M3XOIHO HUBO, TPSAOBA J]a e U3MEPST HUBATa HA KPEaTHH
(dochoknHazarta, KaTo ce MpernopbyBa KIMHUIYHOTO UM TPOCTICIIBaHE.

AKO TIAITMEHTHT € UMaJl B MHHAJIOTO MYCKYJIHO HapyIIeHHE 0 BpeMe Ha IpreM Ha (pubdpaT mim
CTaTHH, TpsAOBa Ja ce JeHCTBa MPE/Na3IMBO IPH 3aM0YBAHE HA JICUEHHE C APYT IPEICTaBUTEN OT
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CBIIMS KJIac JIEKapCTBEHH MPOAYKTH. AKO HMBaTa Ha KpeaTHH KMHa3aTa ca 3HauuMo IOBUILIEHH Ha
n3xonHo HUBO (> 5 x I'TH), neuenneTo He TpsiOBa 1a ce 3amoysa.

[Ipu nogo3peHune 3a MUONIATHS TIOPAJIH HIKAKBa Ipyra MpUYKHA, JICYSHUETO TPIOBa Jia ce CIIpe.

Jleaenueto ¢ Cholib TpsiOBa ga ce cipe BpeMEHHO 3a HSKOJIKO JHH MPH rojisiMa IUIAHOBA OTIeparius
WM TIPY HacJIarBaHe Ha IPYTO OCHOBHO 3a00JIsIBaHe WIM XUPYPrHYHa Hameca.

YepHOAPOOHU HapYITICHUS

3a moBuUIIaBaHEe Ha HUBATa Ha TPaHCAMHHA3MTE ce ChOOIIaBa PU HAKOM MAI[UEHTH, JIEKYBaHH ChC
cUMBacTaTH nim peHopudpar. B moBedeTo ciryuante HapacTBaHETO € MIPEXOAHO, HE3HAYUTEITHO 1
AaCUMIITOMHO, 6e3 HY>XIa OT CIIMPAaHE Ha JICYCHHUETO.

HuBara Ha TpaHcamMuHa3uTe TpsiOBa Ja ce MpociensBaT Mpeau 3all0YBaHe Ha JICYSHHUETO, Ha

BCEKH 3 Mecela Ipe3 IbpBHUTe 12 Mecela OT JICYSHHETO U MIEPHOANTHO ciie ToBa. TpsoBa 1a ce
o0pbIlla BHUMaHKE Ha MAIIMEHTH, IIPH KOUTO C€ TIOBUINIABAT HUBATa HAa TPAaHCAMHUHA3HTE, KaTO
JedeHneTo TpsiOBa 1a ce crpe, ako HUBATa Ha acraprat aMuHoTpancdepasata (AST), uzBectHa ChIIO
¥ KaTo cepyMHa riryramar okcanarerar tTpancamuHasza (SGOT) u anannH amuHOTpaHchepaszaTa
(ALT), u3BecTHa CBIO U KaTO CEpyMHA IIIyTaMaT nupysat Tpancamunasa (SGPT), ce moBumar ¢
IoBeYe OT 3 IBTH HaJ| FOpHATa rpaHMIla Ha HopMara.

[Ipu mosiBa Ha CUMIITOMH, TIOKA3aTEITHH 32 XCMATUT (HaIpUMED, KBITCHHIA, ChPOEK)
¥ TIOTBBPJKJaBaHe Ha AMarHo3ara upes JIabopaTopHu u3ciensanus, teuenneto ¢ Cholib TpsdBa
Jia ObJie CIPSHO.

Cholib Tps0Ba 1a ce nmpuiara ¢ HOBUIIEHO BHUMaHUE MPU MALMEHTH, KOUTO KOHCYMHUPAT 3HAYUTEIIHO
KOJIMYECTBO AJIKOXOJL.

[ankpearur
3a maHKpeaTuT ce cho0IIaBa NPy MarMeHTH, Tpuemanu peHopuodpar (Bx. Touku 4.3 u 4.8). Tesn

cllydar MOXKe O OTpa3siBaT JIMIca Ha €(pUKAaCHOCT MPU MALMEHTH C TEKKa XUTIEPTPUTIHLEPUIACMHUS,
MHIYLIWPAHO MOBUIIIABAHE HAa MAHKPEATUYHUTE EH3UMHU WM BTOPUYHO SIBIICHUE, KOETO C€ MEIUUPA
OT KaMBHH B JKITPYHHUTE IIBTHIIA UM 00pa3yBaHETO Ha OTJIATaHUs ChC 3aITyIIBAHE Ha OO JKITbUEH
KaHaJl.

Brb6peuna pyHxims
Cholib e mpoTnBoMOKa3aH Mpu yMEPEHO JI0 TEXKKO yBpexknaHe Ha ObOpeuHaTa QyHKIUs
(Bk. Touka 4.3).

Cholib Tpsi6Ba na ce U3mon3Ba C MOBUIICHO BHUMAaHUE TP MAIUEHTH ¢ JeKa 0b0pedHa
HEeIOCTATHYHOCT, PU KOMTO U3UUCIICHATA CKOPOCT Ha IIIOMEpYIHa QUITpaLus
e 60 10 89 ml/min/1,73 m* (Bx. Touka 4.2).

CrobmaBa ce 3a 00paTUMO TIOBHUINIABAHE HA CEPYMHUS KPEATUHUH MTPU TAIMEHTH, MOJyYaBaIiy
(heHopubpaT KaTo MOHOTEPAITHS HITH IIPHIIOKEH CHbBMECTHO ChC CTATUHH. [lOBUIIaBaHETO HA
CEpyMHUsI KpEaTUHUH OOMKHOBEHO € ChC CTAOMJIHM BbB BPEMETO CTOMHOCTH O€3 JaHHU 32
MPOIBIDKABAIIO TIOBUINIABAHE HA CEPYMHUS KPEATHHUH MPH ABJITOCPOYHO JICUCHUE U CIIE/T CIIHPaHe
Ha JICYCHUETO UMa TCHJICHIIHS 32 Bb3CTAHOBSIBAHE JIO U3XO/HO HUBO.

B ycrnoBusiTa Ha KnuHUYIHN H3MUTBaHMSA, 10% OT MallMEeHTHTEe UMAT ITOBUIIABAHE HA KPEATHHUHA OT
M3XO0JIHO HUBO ¢ moBeue oT 30 umol/l mpu chrpTeTBaIIO NpHIokeHne Ha Genopudpar u
CUMBAaCTaTUH B cpaBHeHUeE C 4,4% npu MoHOTepanus cbe cumBacTaTuH. 0,3% OT nanueHTuTe, Npu
KOHTO JIEKapCTBaTa ca ChII'bTCTBAILO MPUIOKEHH, UMAT KIMHUYHO 3HAYMMO MOBUIIIaBaHE HA HUBOTO
Ha KpeaTnHuHa 110 croiHocTH > 200 pmol/l
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JleuenueTo TpsOBa 1a ce crpe B cilyyail Ha HUBO Ha kpeaTuHuHa 50% Haj ropHaTa rpaHMLA Ha
HopMmarta. [IpenopruBa ce KpeaTHHHHBT Ja Ce U3MEpPBa Ipe3 IIbPBUTE 3 Mecena ciel 3all04BaHe Ha
JIEUEHHETO, a CJIeJ] TOBA - IEPUOJUYHO.

WnTepcrunmanya 6enoapodHa Goiect

Crnyyan Ha UHTEpCTHIIMATHA OestopoOHa 0OJIECT ca ChOOIIEHH MPH HAKOW CTATUHU U IIPH
(henodubpar, ocodbeHo mpu NMpoabIKUTEIHA Tepanus (BK. Touka 4.8). [IposBUTe MOTaT /1a BKIIOYBAT
JIUCITHESI, HeMPOAYKTHBHA KAIIIJIMIA ¥ BJOIIEHO O0IIO 3PpaBOCIOBHO ChCTOSIHUE (YMOpa, 3ary0a Ha
TErJIO U BUCOKA TeMIepaTypa). AKO UMa MOJI03PCHUS, Y€ A3JICH MALUEHT € Pa3BUJI MHTEPCTUIIMATHA
OenonpobHa Oonecr, neueHuero ¢ Cholib TpsOBa na Obae cripsHO.

3axapen nuaber
Hskou nokasaTtencTBa mojicka3Bar, ue CTaTHHUTE, KaTO KJIAcC JISKAPCTBEHU CPENICTBA, TIOBUIIIABAT

KpbBHATA [IIOKO3a U TIPU HAKOM MALMEHTH C BUCOK PUCK OT 3axapeH auader B ObJele Morart aa
MPEIU3BUKAT TAKMBA HUBA HA XUIEPIIIMKEMUS, 32 KOUTO Ca MOIXOAANIH (HOPMATHUTE TPUKH 32
nrabetHoOoMHH. Haj To3u pruck obade HajiensBa HAMaISIBAHETO Ha ChJOBHUS PUCK OT JCHCTBHETO
Ha CTAaTHHHUTE, IIOPaJM KOETO HAMA MIPUYKMHA 3a CITUpaHe Ha JICUYSHUETO ChC CTaTHHHU. PUckoBHTE
nanuenTH (TIrKo3a Ha riagHo 5,6 no 6,9 mmol/ 1, BMI > 30 kg/ m?>, OBHIICHH TPUTIHLIEPUIH,
XUIEPTOHUS) TPAOBa Ja ObJAT MPOCIeAsIBaHN KaKTO KIMHUYHO, TaKa U OMOXUMHYHO CHITIACHO
HAI[MOHAJIHUTE PHKOBOJICTBA.

BeHno3Hu TpoMOeMOOIMYHU CHOUTHS

[Ipu ximanaHOoTO M3nMTBaHe FIELD ce cho0maBa 3a cTaTUCTHYECKH 3HAYMMO TIOBHIIaBaHE Ha
yecroraTa Ha OenoapobHa emOonus (0,7% B rutanebo rpynata B cpaBHeHue ¢ 1,1% B rpymnara Ha
tdhenodudpar; p=0,022) u craTucTHUECKN HE3HAYNMO ITOBHUIIIABaHE HA JIBJIOOKAaTa BEHO3HA TPOMOO3a
(nmane6o 1,0%, 48/4900 nanuentu) B cpaBHenue ¢ peropudpar 1,4% (67/4895); p=0,074.
[ToBUIIEHUAT PHUCK OT Cilyyal Ha BEHO3HA TPOMOO3a MOXeE Jia € CBhP3aH C MOBHUILIEHNUTE HUBA Ha
XOMOIIMCTEHH - PUCKOB (haKTop 3a TpoMO03a, KaKTO U ¢ IpyTH HeompeseneHn pakropu. KinuamanaTa
3HaYMMOCT Ha TO3U (akT e HesicHa. ETo 3amio, TpsiOBa na ce 1eiicTBa C MOBUIIEHO BHUMAHUE MIPH
MAIMEHTH ¢ aHAMHe3a 3a 0eoIpoOHa eMOOJTHS.

MuacteHus TpaBuc

B msxonko cirydas ce cho0IIaBa, ue CTATHHUTE HHAYIUPAT de 710Vvo WITH BIOIIABAT BEeUe
ChHILECTBYBAIlla MHACTEHHS TPABHC WM OYHA MHacTeHus (BkK. Touka 4.8). [Ipunoxkenuero Ha Cholib
TpsI0Ba J1a ce cIpe B CIyvail Ha BJIOIIABAHE HA CUMIITOMHTE. MIMa chOOIIEHNS 32 pEIUIUB [IPU
(TIOBTOPHO) MpHJIaraHe Ha CHIINS WM PA3IUICH CTATHH.

IlomoniHm BemecTBa

Tbii KaTO TO3M JIEKAPCTBEH MPOJYKT ChABPIKA JIAKTO3a, MMAIMEHTH C PEJIKA HACIIEACTBEHU POOIEeMHU
Ha TaJaKTO3Ha HEMOHOCUMOCT, Lapp naktazeH AeUINT U TITFOK030-TajlakTo3Ha MajabcopOIs, He
TpsIOBa J]a MpUEMaT TO3H JICKapCTBEH IPOIYKT.

Toii KaTO TO3M JEKaPCTBEH NMPOIYKT ChABPIKa 3axXap03a, MallMeHTH C PSIIKO CPELIaH! HACIEACTBEHH
npobaeMu Ha HPyKTO3HA HETOHOCUMOCT, TIIOK030-TalaKTO3Ha MaabcopOLus uin
3axapa3zo-u30MajITa3Ha HeIOCTATHIHOCT, He TPSOBA Jla IpUeMaT TOBa JIEKapCTRO.

ToBa nexapcTBO ChABPKa MO-MaNKo oT 1 mmol HaTpuii (23 mg) Ha eqHa TabNeTKa, T.e. MPAKTHYSCKH
HE ChIbprKa HaTPUH.

4.5 B3auMopgeiicTBHe ¢ APYI'M JeKAPCTBEHH NPOAYKTH U APYru (popMHU Ha B3auMoJelicTBUE
He ca nposexganyu npoyusaHus 3a B3anmozaeiicteusara ¢ Cholib.
BsanMo1eicTBUS, OTHACAINY CE€ 10 MOHOTEPAUATA

HUnuxubumopu na CYP 344
CumBacraTuH e cyocTpat Ha nuToxpom P450 3A4.
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MHOeCTBO MEXaHH3MHU MOTAT JIa TOMPHUHACST 32 MOTCHIMATHUTE B3aUMOCHCTBUS ¢ HHXUOUTOPUTE
Ha HMG Co-A penyxkraza. JlekapcTBa niu OMIIKOBH MPOAYKTH, KOUTO HHXHOWPAT OTIpEAETICHH
enzumu (Harp. CYP3A4) w/wm tpancnoptau (Harnp. OATP1B) meTHina, Morar Aa moBUIIaT
IUTa3MEHHUTE KOHIIEHTPAIIMU Ha CHMBACTATHH U CHMBACTaTHHOBA KHCEJIMHA U MOTAT JIa IOBEJAT 10
MOBUILCH PUCK OT MHOMATHS/PabJOMHOITHU3A.

MouiauTe HHXUOUTOPH Ha HUTOXpoM P450 3A4 noBuIaBaT prucka OT MHOIIATHS U pabIOMUOIIHI3a
Yype3 NOBUILIaBaHe Ha HHXHOUTOpHATa akTuBHOCT HA HMG-CoA penykTasara B I1a3Mata o BpeMe Ha
JiedyeHne chC cuMBacTaTHH. Cpell Te3u HHXUOUTOPH ca HTPAKOHA30JI, KETOKOHA30JI, ITOCAKOHA30,
EPUTPOMHUIINH, KIapUTPOMHULIUH, TenuTpoMulint, HIV npoteasnn nnxuburopu (Hanp. HenduHaBHD),
KoOuicraT 1 Heazo10H.

KomOuHanusTa ¢ HTpakoHa30J1, KETOKOHAa301, mocakoHaszou, HIV nporeasnn naxuburopu (Hamp.
HespuHaBHP ), KOOUIKCTAT, EPUTPOMHIIMH, KIAPUTPOMULIMH, TETUTPOMHLIMH U HE(a3010H €
MIPOTUBOIOKAa3aHa (BX. Touka 4.3). AKO JIC4YEHHETO ¢ HTPAKOHA30JI, KETOKOHA30II, TOCAKOHA301I,
SPUTPOMMITHH, KIIAPUTPOMULIVH WIH TEIUTPOMHUIUH ¢ Hen30exHo, Tepamnusra ¢ Cholib TpsoBa na
Ob/Ie OTMEHEHa, IOKAaTO Tpae KypchT Ha JieueHne. HeoOX0QiMMO € MOBUIICHO BHUMaHHE IIPH
koMOuaHnpanero Ha Cholib ¢ npyru mo-cnadu naxuouropu Ha CYP 3A4: ¢urykonaso:, BeparmaMuin
WM quiituaseM (BK. Touku 4.3 u 4.4).

Koncynrupaiite ce ¢ nHpOpMannATa 32 MPEAIICBAHE 32 BCHUKH CHITBTCTBAIIO U3MOI3BAHH
JeKapcTBa, 3a Aa MOMy4YHUTe MoBeue HHPOopMAaLus 3a MOTEHINATHUTE UM B3aUMOJICHCTBUS ChC
CHMBACTaTUH W/UIM NOTEHIMANA 32 IPOMEHU B €H3UMUTE UM TPAHCIIOPTEPUTE U BB3MOKHHUTE
KOPCKIIMHU Ha J]03aTa H CXEMHUTE.

Jlanazon

PuckbT 0T MHONIaTHS U PabIOMHOIIN3A € TIO-BUCOK MPH CHITBTCTBAIIO MPHJIOKEHUE Ha JTaHa30I
ChC cMMBAcTaTHH. /lo3aTa Ha cCHMBAcTaTHH He TPsOBa qa HagBHIIaBa 10 mg AHEBHO MPH MAIMEHTH,
nmpuemany ganasoi. [lopaau ToBa, chrbTcTBAIIOTO NpHiioxkenne Ha Cholib ¢ nanazon

€ TIPOTHBOIOKa3aHo (BK. Touka 4.3).

Luxnocnopun

PuckbT 0T MHOTIATHS/PabIOMHOIII3A € TTO-BHCOK IPH CHITBTCTBAIIO MPIIIOKEHIE Ha IIUKIOCTIOPHH
ChC CUMBAacCTaTUH. BbIpeky, ye MeXaHU3MbT HE € HaITbJIHO U3ACHEH, YCTAHOBEHO €, Y€ LIUKIOCTIOPUH
nosuuIaBa miazMeHara ekcriosunus (AUC) Ha cuMBacTaTMHOBA KUCEJIMHA, BEPOSITHO MOpaiu
yactuuHo nuaxudupane Ha CYP 3A4 u OATP-1B1 tpancnoprepa. Twii kaTo J03aTa Ha CUMBAaCcTaTHH
He Tpsi0Ba 1a HajBuaBa 10 mg AHEBHO NPU MALMEHTH, IPUEMAal LUKIOCIIOPUH, ChIIBTCTBAILOTO
nprtoxenue Ha Cholib ¢ mukToCTIOpHH € TPOTHBOIIOKA3aHO (BX. TOUKa 4.3).

Amuooapon, amnoounut, Ounmuazem u 6epanamii
PuCKBT OT MHOTIATHS M PabIOMUOJIH3A € TIO-BHCOK MPH ChITBTCTBAIIO MPHIOKEHHE HA aMHOIAPOH,
AMITOJTUITHH, TUJITHA3EM HITH BeparmaMill ChC CUMBAcTaTHH 40 mg JHEBHO.

B ycnoBusiTa Ha KIMHUYHO U3MMTBAHE, 32 MUOIATUS c€ choOIaBa mpu 6% OT MarueHTuTe, IpueMariu
cuMBacTtatuH 80 mg u amMMoiapoH, B cpaBHeHue ¢ 0,4% npu nanuenrture, npueMainu camo 80 mg
CHMBAaCTaTUH.

CBIIBTCTBAIIOTO MPHUIIOKECHUE HA aMJIOJAUIIMH U CUMBACTaTHH € JOBEJIO 1O IMMIOBHUIIaBaHE Ha
CKCIIO3UIMATAa HA CUMBACTaTUHOBA KUCCJIMHA C 1,6 II'bTH.

CBITBTCTBAILOTO MPUIOKEHUE HA TWITHA3EM U CUMBACTAaTHH € JOBEJO J0 IOBHIIaBaHE Ha
€KCIIO3UIMSITa Ha CUMBACTaTUHOBA KUCEIMHA C 2,7 I'bTH, BEPOATHO IOPaJu UHXUOUpPaHE Ha
CYP 3A4.

CBII'BTCTBAIIOTO MPHUIIOKCHUE HAa BEpAITaMUII U CUMBACTaTUH € JOBEJIO 0 IMOBHIIIaBaHE HA IJIa3MEHaTa
CKCIIO3UII KA Ha CUMBACTaTHHOBA KHCCJINHA C 2,3 II'bTHU, BEPOATHO OTHACTH IMOpaIn I/IHXI/I6I/IpaHe Ha
CYP 3A4.
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IMopamm ToBa, no3ara Ha Cholib He TpsOBa na HaxBHmaBa 145 mg/20 mg THEBHO NPH MAINEHTH,
KOUTO NpUEeMAaT aMHOJAPOH, aMJIOAUITHH, JUITHA3EM WM BeparnaMIlL.

Huxubumopu na ycmouuus npomeur Ha pax na evpoama (BCRP)

ChBIIBTCTBAIIOTO MPUIIOKEHIE HA JIEKApCTBEHH IPOAYKTH, nHXUOHTOpH Ha BCRP, BKIIIOUHTEIHO
MIPOAYKTH, ChbPIKAIIN eI0ACBUP MU TPa3ONpPEBHpP, MOXKE J1a JOBEJE A0 MOBUILECHH TUIa3MEHH
KOHLICHTPAIIMU HA CHMBACTATHH M IOBHIICH PUCK OT Muonarus (Bx. Touku 4.2 u 4.4).

Jlpyeu cmamunu u pubpamu

I'emdubposnn nosunraBa AUC Ha cHMBacTaTHHOBA KHCENUHA C 1,9 ITBTH, BEPOSTHO TOpaan
WHXUOUpPaHe Ha BT Ha TIIOKYpOHUpaHe. PHCKBT OT MuonaTHs U pabaoMHONIN3a € 3HAYHMO MO-BUCOK
IIPU CHIIBTCTBAILO NPUIOKEHHE Ha reM(pUOpO3UII CbC CUMBACTaTUH. PUCKBT OT pabpoMHoIu3a ChILo
€ TMOBHILEH NPU MAlUeHTH, KOUTO MMOJy4YaBaT ChII'BTCTBAIIO JICYEHHE ¢ APYTH GUOpaTH UM CTATHHH.
[Mopanu ToBa, chrpTeTBaNIOTO MpritokeHue Ha Cholib ¢ rempubposwn, ¢ apyru pudbpaT uiu
CTaTHHU € MPOTHUBOIOKA3aHO (BXK. TOUKa 4.3).

Huayun (nuxomunoea xucenuna)

Crnyyan Ha MUOTIATHs1/PabIOMHUOIIN3a CE CBBP3BAT C ChIIBTCTBAIIOTO MPUIIOKEHUE HA CTATUHU U
HUAIMH (HUKOTHHOBA KUCEJIMHA) B MOAU(UIINPAIIY TUIUANTE 103U (> | g/neH), kaTo ce 3Hae,
Ye HUANMHBT ¥ CTATUHUTE MOTAT JIa MPUYUHSIBAT MHOIIATHS U KOTATO C€ IPUIIAraT MOOTACITHO.

JlexapuTe, KOUTO Bb3HAMEpSBAT Jla MPUWIIOKaT kKoMOuHMpano nedenne ¢ Cholib n Mmogudunupanm
TunuAnTe 1034 (> 1 g/neH) HuauuH (HUKOTHHOBA KHCENMHA) I JISKapCTBEHU MPOIYKTH,
ChIbpOKaIlld HUALMH, TPAOBa BHUMATENIHO A2 IPELEHAT €BEeHTYaJIHUTE 031 U PUCKOBE U Jja
MpoCIieIsIBaT BHUMATEIHO MAllEHTUTE 32 BCIKAKBH [TPU3HALM U CHMIITOMH Ha MyCKYJIHa 00JIKa,
00J1e3HEHOCT WK c1abocT, 0COOEHO B HAUAIHUTE MECEL Ha JICYEHHETO U MPH [IOBUIIABaHE Ha 103aTa
Ha HAKOM OT JiBaTa MpOAYKTA.

Dy3uooea kucenuna

PuckbT 0T MHOTIATHS, BKIIOYUTEITHO PaOIOMUOIIHI3a, MOXKE Jia C€ MMOBHIIH MOPAIU ChITBTCTBALIOTO
CHCTEMHO NPUJIOKEHUE Ha (y3U0Ba KHCEIMHA ChC cTaTHHU. ChBMECTHOTO IPUWIIOKEHHE Ha Ta3u
KOMOWHAIIMS MOXKE JIa IPUYMHY MTOBUIIABaHE HA IJIA3MEHUTE KOHIICHTPAIIMK 1 Ha JIBETE BEIIECTBA.
MexaHU3MBT Ha TOBa B3aUMOJIeHCTBUE (HE3aBUCUMO Al € OT (hapMaKoIMHAMUYEH HIIH
(hapMaKOKMHETHYEH THII WM OT [[BaTa THUIIA) 3acera e HemsBecTeH. Vima cpobiieHus 3a pabaomMuonusa
(BKJIIOYHMTENHO HAKOM CiTydau ¢ (aTajieH Kpail) Mpy NauueHTH, oJyYyaBalli Ta3d KOMOUHAIKS.

Axko e HeoOxoauMo JieueHue ¢ (y3uoBa Kucenuna, iedeHuero ¢ Cholib TpsoBa na Obae crpsHo 32
Lenus IePHoJ] Ha TepanuaTa ¢ Qy3uaoBa KuceiarHa. (Bmkre cbiio u Touka 4.4).

Cox om epetingpym

CoxsT ot rpeiindpyt naxubupa CYP 3A4. chrrbTCcTBaNIOTO IPHEMaHe Ha TOJIEMH KOJHMYECTBA
(Hag 1 TUTHpP AHEBHO) COK OT rPeHN(PYyT M CUMBACTATHH BOJH 10 TIOBUILIABAHE HA [Ia3MeHAaTa
€KCITO3UIIVSI Ha CUMBACTaTUHOBA KHcelInHa ¢be 7 mbTH. [Ipuemanero Ha 240 ml cok ot rpedndpyT
CYTPHMH ¥ CHMBACTATHH BEYEp CHIIIO BOJIM JI0 MIOBUIIABAHE HA MJIa3MEHAaTa EKCITO3UIHS Ha
cHUMBacTaTuHOBa KucenuHa ¢ 1,9 metu. [lopagu ToBa TpsidBa 1a ce U30iArBa KOHCYMAINKATA HA COK
oT rpein¢pyT no Bpeme Ha nedenuero ¢ Cholib.

Konxuyun

Vma cro0mieHns 3a MuoTIaTus 1 pabIoMHOIIN3a TIPH CHITHTCTBAIIO IPIJIOKEHUE HA KONXHINH U
CHMBACTaTUH IIPU MalMEeHTH ¢ 0bOpedHa HegocTaTbyHOCT. [lopaau ToBa ce mpenopbuBa BHUMATEITHO
KIIMHUYHO NTpOCTe/sIBaHe Ha MAlMeHTHTE, KOUTO pHeMaT KonxuiwH 1 Cholib.

Anmazonucmu Ha sumamun K

denopubpaT 1 CMMBACTaTUH yCUIBAT e(DeKTUTE HA aHTAarOHUCTUTE HAa BuTaMuH K u Moxe na

MOBUINIAT PUCKA OT KbpBeHe. [IpernopruBa ce 103aTa Ha TE3W NEePOPATTHA aHTHKOATYJIaHTH 13 ObJie

HaMalleHa JIO €JJHa TPETa B HAYallOTO Ha JICYUSHHETO U CJIe]] TOBA MOCTEIIEHHO J1a Ob/ie KOpUTUpaHa,
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aKo € HeoOXOIMMO CIOpeJT JTaHHUTE OT IpocieasBaHeTo Ha INR (MexxTyHapoJHO HOPMAaNTU3HPaHO
ceoTHOIEeHKE). INR TpsOBa na ce onpepenu npean 3anodpane Ha iedeHuero ¢ Cholib, kakTo u
JOCTAaTHYHO YECTO B paHHUTE €Taly Ha JICUYCHHUE, 3a 1a Ce TapaHTHPa, Y€ HAMAa Ja HACTHIIH 3HAYNMO
n3MeHeHue B croiHocTHTe Ha INR. Ciiesr kato ce TOKyMEeHTHpa cTabWIH3HpaHe Ha CTOMHOCTHUTE Ha
INR, moxa3arenstT MOKe 1a ce mpOoCieasBa Mpe3 HHTEPBAUTE, KOUTO 0OUYAIHO ce MpenophyBar 3a
MAIUEHTH, TIPUEMAaIY TO3H THUI IIEPOPATHN aHTUKOaryinanTu. Ako fo3ara Ha Cholib 6b11e mpomeneHa,
WJIM JICYEHUETO CIpe, TPSOBA Jla ce MOBTOPH OMKCaHaTa mo-rope npoienypa. Jieuenuero ¢ Cholib He
CE CBBP3Ba C KbPBEHE IIPH HALUCHTH, KOUTO HE MOTYyYaBaT aHTUKOATYJIAHTH.

I'mutazonu

3a HsKOHM clTydan Ha oOpaTtuma napanokcansa penykuus Ha HDL-C ce cpo0miaBa o Bpeme Ha
CBITBTCTBAILO MpUIOKeHHe Ha peHoduOpar u rimurtazonu. [lopanu ToBa ce nmpenopbyBa MPOCIeAIBaHE
Ha HDL -C, B ciyuaii, ye Cholib ce npuiara chIrbTCTBaIIO C TIAUTA30H, KAKTO U CIIMpPaHE Ha
TepamnusATa ¢ €aUH OT JiBaTa npoaykra, ako HDL-C e TBbp/ie HUCHK.

Pupamnuyun

Twii karo pudamnunuH e MonieH nHAykTop Ha CYP 3A4, koliTo 3acsira Metabosm3ma Ha
CHUMBAaCTaTUH, AIIMEHTH, KOUTO IPOBEXkKAAT IBITOCPOUHO JIeUeHHEe C pUPaMIULIMH (HaMp. JeUyeHHe Ha
TyOepKyi03a) MOXKe Ja U3NHUTAT 3ary0a Ha e(pMKacHOCT Ha cuMBacTaTHH. [Ipu 3apaBu 10OpOBOIILH,
IUIa3MEeHaTa eKCIO3UIIM Ha CUMBACcTaTMHOBA KUCENHA € HamalieHa ¢ 93% npu chIbTCTBALIO
MPHUJIOKEHHUE C pUPAMITUIIVH.

EdexTu BbpXy hapMaKOKMHETUKATA HA JPYIH JIEKADCTBEHH IIPOIAYKTH

®denodudOpaT 1 CUMBAaCTaTUH He ca HUTO MHXMOUTOpH, HUTO MHIYKTOpu Ha CYP 3A4. [Topaau ToBa
He ce ouakBa Cholib na moBnusBa ma3MeHaTa KOHIICHTPAIHS Ha BEIIECTBA, KOUTO CE€ METa0OIU3NpaT
ype3 CYP 3A4.

®enodubpar u cuMmBactatuH He ca naxuouTopy Ha CYP 2D6, CYP 2E1 mmu CYP 1A2. ®denodubdpar
e cnab no ymeper uaxubutop Ha CYP 2C9 u cnab naxuburop nHa CYP 2C19 u CYP 2A6.

[NanmenTure, momyyasany cbirbTeTBaIno Cholib 1 iekapcTBa, KOUTO ce MeTabOIU3UpaT OT

CYP 2C19, CYP 2A6, nmn ocobeno ot CYP 2C9 u umar TeceH TepareBTUUEH UHAEKC, TpIOBa 1a ce
MPOCIIeIIBaT BHUMATEIHO, KaTO MIPU HEOOXOAUMOCT c€ TPENophUBa KOPEKIHS Ha J103aTa Ha Te3H
JIeKapCTBa.

BzaumopeiicTBre MEXIY CMMBAcTaTUH U (heHopuopaT

EdexTuTe OT MHOrOKpaTHOTO NIpHUIIOXKEHHE Ha peHo(hHOpaT BbpXy (hapMaKOKMHETHKATA HA €AMHUYHH
WJIM MHOTOKPATHU /1031 OT CUMBACTAaTHH Ca W3CIIEABAHN B JBE MAJIKW KIMHAYHY W3MHUTBaHuUs (n=12),
TOCJIEZIBAHM OT MO-TOJISIMO TIpoyuBaHe (n= 85) mpwu 3/1paBu JOOPOBOIIILIH.

[Ipu eqnoro npoyuBane AUC Ha cuMBacTaTHHOBA KucenrnHa (SVA) - OCHOBHUSI aKTUBEH METa0OHUT
Ha cuMBacTaTHH, HaMansaBa ¢ 42% (90% CI 24%-56%) npu komOnHNpaHe Ha €AHOKpaTHa 1032

oT 40 mg cMMBacCTaTHH ¢ MHOTOKPaTHO MpuiIoxkeHue Ha pernoduodpat 160 mg. [Ipu BTOpoTO
npoyuBane [Bergman et al, 2004] MHOTOKpaTHOTO CHBMECTHO MIPUIIOKEHHE HA cuMBacTaTuH 80 mg u
¢denopudpar 160 mg Bomu no Hamassieane Ha AUC Ha SVA ¢ 36% (90% CI 30%-42%). [Ipu
MO-TOJIIMOTO MIpOoy4BaHe ce HabmonaBa HamassiBane ¢ 21% (90% CI 14%-27%) na AUC na SVA
clle]l MHOTOKPAaTHO CHBMECTHO NPHIIOKeHNE Ha cuMBacTaTHH 40 mg u penodubdpar 145 mg Bedep.
ToBa He ce pa3nuuaBa 3HAYMMO OT HamassiBaHeTo ¢ 29% (90% CI 22%-35%) na AUC Ha SVA,
Ha0JII0JaBaHO TP CHBMECTHO MpHIIOkKeHHe Tpe3 12 yaca: cumBactatuH 40 mg Beuep u

¢denodudpar 145 mg cyTpuH.

He e nzcneasano nanum peHopuOpaTsT MMa e(heKT BbPXy APYTH aKTUBHU META0ONUTH Ha
CHMBAacCTaTHHA.
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TouyHHMAT MEXaHW3bM Ha B3aUMO/IeiCTBHE He € n3BecTeH. Crope HANTMYHUTE KIMHIIHY TaHHU
edexThT BbpXy HamassiBaHneTo Ha LDL-C He ce cunTa 3a CTAaTUCTUUECKU 3HAYMMO pa3jIndyeH OT TO3U
TIpY MOHOTEPAIUATA ChC CUMBacTaThH, kKorato LDL—C e koHTponupaH pH 3amovyBaHe Ha JICICHUETO.

MHorokpatHoTo npuioxeHue Ha cumBactatuH 40 win 80 mg, KoeTo e Hai-BUCOKaTa ChoOLIaBaHa
71032, HE BIIMsE BHPXY TUIa3MEHHUTE KOHIEHTpaun Ha peHoduOpaTHa KUCETHHA B CTAIIHOHAPHO
CBCTOSTHHE.

[IpenopbkuTe 3a MpeanKUcBaHe Ha B3aMMOIEHCTBAIIN BEILIECTBA Ca ONMCAHN HAKPATKO B clieHaTa
Tabaua (BUXKTE ChIIO TOUKU 4.2 U 4.3).

B3aunmMopaeiicTBany BelecTBa IIpenopbku 3a NpeanucBaHe

Moriau naxuburopu Ha CYP 3A4:

Hrpakonason

Keroxonason

®1yKOHAa3011

ITocakoHazon

Eputpomns [Iporusonokazanu ¢ Cholib

Kiaputpomunux

Tenurpomunux

HIV nporeaznn uaxudburopu

(Hamp., HeNUHABHUD)

Hedazonon

KoOunucrar

HManazon [IporuBonokazanu ¢ Cholib

[uxnocnopux

Tempuposua, llpyru crarumm u [IpotuBonokazanu ¢ Cholib

¢hubpatun

Awmunonapon

Bepanawi [IporuBonokazanu ¢ Cholib 145 mg/40 mg

Juntrazem

AmMnogununa

Enbacsup [IpotuBonokazanu ¢ Cholib 145 mg/40 mg

I'pazonpeBup

Tuexanpesup [IporuBonokazanu ¢ Cholib

[MuGpenracsup
Hzosreaiite Cholib, ocBeH ako KIMHHYHATA 10132

Huanuna (HUKOTHHOBA KHCENNHA) HE HaJIBHIIAaBa PUCKa

> 1 g/nen Crenere maunMeHTUTE 3a BCSAKAKBU MPU3HALIU U
CUMIITOMH Ha MYCKYJIHH O0JIKH, 00JIE3HEHOCT U C1ad0CT
[NanmenTute TpsOBa Na ce MpocIeaIBaT BHUMATEIHO.

®dy3umoBa KHcenuHa Moxe 1a ce 0OMUCITM BpEMEHHO CIIMPaHe Ha JIEYEHUETO
¢ Cholib.

Cok ot rpedndpyT Jla ce u3bsrsa B nepuosaa Ha npueM Ha Cholib
Kopurupaiite n1o3ata Ha Te3u epOpaTHH

AHTaroHuctu Ha BUTaMuH K AQHTHUKOATyJaHTH B 3aBUCHMOCT OT JIaHHHUTE
ot npocnensasane Ha INR
Cnenere HDL-C u cripere e4eHHUETO C €UH OT

I'muTazonu JIBaTa JIEKapCTBEHU Npoaykra (rimrtazoH uin Cholib),
axo HDL-C xonecTeposrbT € TBbpJE HUCHK
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4.6 ®epTHauTeT, GPEMEHHOCT U KbPMEHE

BpemenHoct

Cholib
Tbif KaTO CHMBACTaTHH € IPOTHBOIIOKA3aH 110 BpeMe Ha OpeMeHHOCT (BXK. TyK 1mo-xouy), Cholib
€ MMPOTHBOIIOKA3aH 110 BpeMe Ha OPEMEHHOCT (BXK. Touka 4.3).

Denopubpam

Hsima nmoctatbyHo qaHHH OT ynoTpebara Ha heHopudpar npu OpeMeHHu xeHu. [IpoyyBanusta npu
KMBOTHH IIOKa3BaT eMOPHOTOKCUYIHN €()eKTH B JO3H, B IMANa30Ha Ha TOKCHYHOCT 3a Maikara (BX.
touka 5.3). [loTeHIMAIHUAT pUCK NpU Xopa He e u3BecteH. [lopanu ToBa, peHopuOpaT Moxe aa ce
TpUJIara 1o BpeMe Ha OpEeMEHHOCT CaMo CIIe/l BHIMATEIHA OLCHKA Ha ChOTHOIICHUETO MOI3a/PHCK.

Cumsacmamun

CuMBacTaTHH € MPOTUBOIIOKAa3aH 10 Bpeme Ha OpeMeHHocT. besonacHocTTa mpy OpeMeHHH KEeHU
HE ¢ ycTaHOBeHa. JleueHneTo Ha MaiikaTa ChC CHMBACTATHH MOXKE [1a HAMAJIM HUBAaTa HA MEBAJIOHAT
y IuI0Ja, KOUTO € IIpeKypcop B OHOCHHTE3aTa Ha XoJecTepoll. 1o Te3u mprYuHyu, CHMBAcTaTUH He
TpsOBa Ja ce mpuiiara npu OPEMEHHH JKEHH, )KEHH, KOUTO C€ OMUTBAT Ja 3a0peMEeHEesT Ui
IpeAroiarar, 4e ca OpeMeHHH. JIeUeHHeTo ChC CUMBACTaTHH TPIOBa Aa OblIe BpEMEHHO CIIPSHO

3a Cpoka Ha OpEeMEHHOCTTa WM JOKATO CEe YCTAHOBH, Y€ )KeHaTa He ¢ OpeMeHHa .

Kspmene
JlurnicBat naHHU nanu GeHopuodpaT, CAMBACTATHH H/WIH META0OIUTUTE UM C€ EKCKPETUPAT

B kbpMara. [lopaau ToBa, Cholib e mpoTuBomnokaszan B neprnosia Ha KbpMeHe (BXK. Touka 4.3).

Depruaurer
[Ipn onmTH BBPXY )KUBOTHHM ca HaOIIOaBaHN 00paTHMH €(eKTH BhpXY (epTrianTeTa (BXK. Touka 5.3).

Jlurcat KIMHWYHU JaHHM OT ynorpebara Ha Cholib npu OpeMeHHH KeHU.
4.7 EdexkTn BbpXy cioco0HOCTTa 32 mopupaHe U padoTa ¢ MAIUIMHHU

denoduOpaT He MOBIIMSABA WM IOBJIHSIBA IPEHEOPEKUMO CIOCOOHOCTTA 32 mopupaHe U padoTa
C MAIIMHY.

B nmepuoza cnen myckaHe Ha mmazapa Ha CHMBAacTaTHH, 3aMaiiBaHe ce choOIaBa psiako. Tasu Hexenana
peakius TpsAOBa a ce nMa NPEBU] IIPH YIPaBICHHE Ha MOTOPHH IPEBOHHU CPEICTBA WK paboTa ¢
MaIINHH 10 BpeMe Ha sedenne ¢ Cholib.

4.8 HexenaHu JieKAapCTBEHH PeaKIUH

Pestome Ha npocduna Ha 6e3onacHOCT

Haii-yecto cpobuiaBanute Hexxenanu jgekapcTBeHu peakuuu (HJIP) mo Bpeme Ha neuenne ¢ Cholib
ca MOBHIICH KPEaTUHUH B KPBBTA, MHPEKUUH Ha TOPHUTE AUXATESIHU IIBTUILA, IOBUILICH Opoii Ha
TPOMOOIIUTHUTE, TACTPOSHTEPUT | TIOBUIIICHA allTaHUH aMHHOTpaHchepasa.

TaGnuveH cIUChK HA HeXKETAHUTE PEaKIUU

[To Bpeme Ha yeTHpH IBOMHOCIENN KIMHUYHU U3IUTBAHUS C IPOIBIDKUTEITHOCT 24 ceqMUIIy,

1 237 manpeHTH ca MOJYYHIIN JISYeHHE CHITHTCTBAIO ¢ (heHogubpar u cumBactatud. B cOopen
aHaJM3 Ha Te3W YCTHPH M3MUTBAHMUS, YECTOTATA HA CITUPaHE HA MPHeMa IOPaJIX TOSBUIIN Ce TI0 BpeMe
Ha JIeYeHHeTo HexenaHu peakuuu e 5,0% (51 yuactaunm ot 1012) cnex 12 ceamuyHo jeueHue ¢
(denopudpar u cumBacratuH 145 mg/20 mg nHeBHO U 1,8% (4 yyactHuu oT 225) cnen 12 ceAMUYIHO
neudenue ¢ penodubpar u cumBactatud 145 mg/40 mg nHEBHO.

IlosiBunUTE CE IO BpPEME HaA JICUCHUETO HEXKECIIaHU PEAKIUH, C’I)O6IIICHI/I IIpU MAlUCHTH, ITOJTydaBallnu
ChIIBTCTBAIIO (I)CHO(l)I/I6paT 1 CUMBACTaTHH, Ca OIMKMCAHU IO-A0J1y IO CUCTEMO-OpPTaHHH! KJIACOBE U 110
qecToTa.
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Hesxenanute peakiuu ipu Cholib cboTBeTCTBAT HA TE3H, KOUTO Ca U3BECTHH 33 HETOBUTE JIBE
aKTUBHU BellecTBa: peHohuOpaT U cuMBacTaTHH

YecToTuTe HAa HEXKETAHUTE PEAKIMU Ca TPYNUPAHH TI0 CIEAHUS HAYMH: MHOTO yecTH (>1/10), uectn
(>1/100 no <1/10), meyectu (>=1/1 000 mo <1/100), penxu (=1/10 000 mo <1/1 000), MHOTO peaKn
(<1/10 000), c Hen3BecTHa YecToTa (OT HATMYHUTE JaHHHU HE MOKe J1a ObJle HallpaBeHa OLICHKA).

Hesxenanu peakunu, HabII0AaBaHU MIPH CHIIBTCTBAILO MPUIOKeHHE Ha peHoduOpaT u cuMBacTaTHH
(Cholib)

CuCcTeM0-0praHHHU KJIACOBe Hexeaanun peakuun YecToTa
Wndexuns Ha ropHUTE TUXATEIHN THTUIIA
Nudexuun u nadecranumn bexc p A ma, YeCTH
lactpoenteput
Hapymenusi Ha KpbBTa .
Py P [ToBumen 6poii TpoMbOIIUTH 4ecTH

H J'll/IM(l)HaTa CHCTEMA

XenaToOMIHAPHU HAPYILEHHS [ToBuuIeHa aaHUH aMUHOTpaHcdepasa 4eCTH

Hapymenus Ha KoKaTa

JlepmaTuT u exzeMa HEUYECTH
W MOJIKOKHATA ThKaH

IloBumen KpCaTUHUH B KPBBTA

Wscaenpanns (Bx. Touku 4.3 u 4.4)

MHOT'O YE€CTH

Onucanve Ha W30paHH HEXKENAaHN PEaKIUU

[ToBumaBane Ha KpeaTHHHHA B KpbBTa: 10% OT MauMeHTUTe UMAT NOBUIIAaBaHE HA KpeaTHHUHA

B CpaBHEHHE C U3XOJHO HUBO ¢ roBeue oT 30 umol/l mpu chIrbTCTBAIO MPUIIOKEHHE Ha heHoduOpar
Y CUMBAcTaTuH B cpaBHeHHeE ¢ 4,4% npu MoHoTepanus cbc cuMBacTaTHH. 0,3% oT manueHTuTe, Npu
KOUTO JICKapCTBaTa Ce MPUJIATaT ChITBTCTBANIO, IMAT KIIMHAYHO 3HAYMMO [TOBHIIABAHE Ha HUBOTO Ha
KpeaTuHHHA 10 cToiHOocTH > 200 pmol/l.

JonbnauTennHa vHGOPMAIIUS OTHOCHO OT/ICTHUTE AKTHBHU BEIIECTBA HA KOMOMHAITUITA C
dukcupanu no3u

[To-moiy ca omcaHu JOMIBIIHUTEITHUTE HEXEIaH! PEaKIiH, CBbP3aHU C TIPUIIOKEHHE TO HA
JIeKapCTBEHH MPOIYKTH, ChABPIKAIIN CUMBACTATHH WK (eHo(UOpaT, HAOMIOAaBaHU B KIMHIYHH
W3NHUTBAHUS U B IIEpHOJa CJIe] ITyCKaHe Ha Iazapa, KOUTO € BBKMOXKHO J1a B3HUKHAT IpH Cholib.
Knacupunupanero um mo yecrora e Ha 6a3ara Ha HaTMYHATa HHPOPMAIHI OT KPaTKUTE
XapaKTePUCTHKH Ha JICKAPCTBEHUTE MPOJYKTH Ha CUMBAcTaTuH U (peHopHOpaT, KOUTO ce MpeAsIarar B
EC.

Cucremo-opranuu He:xenanm peakuun He:xenanu peakuun YecroTa
KJIacoBe (hbenodpudpar) (cuMBACTATHH)
Hapymenns Ha Hamanen xemoriioOun penku
KPbBTa M TUMQHATA Hawmanen 6poii Ha 6enute
cHucTeMa KPBbBHH KJIETKH
Anemust peaxu
Hapymenns Ha CBpBbXUYBCTBHTEIHOCT peaxu
HMYHHATa cuCcTeMa AHadunakcus MHOTO
peaKHu
Hapymenusi Ha 3axapeH quaber™®*** c
MeTalo0JIM3Ma u HEU3BECTHA
XPaHEeHeTo 4eCcToTa
Henxnunn bescpHue MHOI'O
HApyUIeHHUsI peaxu
Hapymenus Ha cbHS, c
BKJIFOUMTEITHO KOIIIMapH, | HEU3BECTHA
Jenpecust 4ecToTa
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CucremMo-opranHu Hexesann peakuun Hesxenanu peakuumn Yecrora
KJIacoBe (benodpudpar) (cuMBACTATHH)
Hapymenus Ha ['maBobosme HEYECTH
HepBHATA CUCTEMa [Tapectesus, 3amaiiBane, | peaku
nepudepHa HEBPONaTHsI
Hapymena mamet/ 3aryba | pemku
Ha amerTa
MpuacTeHus TpaHuC c
HEU3BECTHA
yecrora
Hapymenus Ha ouyuTe 3aMBbIJIEHO 3pEHHeE, penxu
HapyILIeHO 3peHue
OynHa MUacTeHHA c
HEU3BECTHA
yecTora
Cba0BM HApYLIEHUS TpomGoeMO0IH13BM HEYECTH
(6enoapodHa emOonus,
TpoM003a Ha IBJIOOKUTE
BeHHU)*
PecnniupaTopHu, HuTepcTrnmanta c
TPbIHA U OenonpoOHa OonecT HEWU3BEeCTHA
MeAHACTHHAJIHH yecTora
HapyLIeHust
CTroMalHO-4YpeBHH CroMallHO-4peBHU IPU3HALU 4eCTH
HapyLIeHust ¥ CUMITOMH (KOpeMHa O0JiKa,
rajiese, MoBpbllaHe, Auapus,
draaryneHius)
[ankpearut* HEYEeCTH
3anexk, TUcnencus penku
XenaToOnianapHu [ToBuieHN TpaHCAMUHA3U YECTH
HapyLIeHUs! Xonenuruasa HEYEeCTH
YcnoxHeHus Ha c
XoJeauTHa3ara (Hamp. HEU3BECTHA
XOJICIIUCTHUT, XOJIAHTUT, YecToTa
XKIJI'bUHA KOJIMKA, U T.H.)
[ToBumena rama penku
riyTamuiaTpancdepasa
XenatuT/KbJITeHULa MHOI'0
YepHoapoOHa penku
HEIOCTaThYHOCT
Hapymenns: Ha TeXKHM KOKHU peakiiuu c
KOKAaTa M MOJKOKHATA | (HampuMep epureMa HEU3BECTHA
ThKaH MynTudopMe, CHHIPOM Ha YecToTa
Stevens-Johnson, TokcuuHa
€IMIEPMOHEKPOIN3a U T.H.)
KosxHa cBpbX4yBCTBUTEITHOCT HEYeCcTH
(Hamp. oOpuB, PypHT,
YPTHKapHSI)
Anomnenus peaku
Peakmum Ha penku
(hOTOYYBCTBUTEITHOCT
Cunzpom Ha penku

CBPBXUYYBCTBUTEIHOCT***
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CucremMo-opranHu Hexesann peakuun Hesxenanu peakuumn Yecrora
KJIacoBe (benodpudpar) (cuMBACTATHH)
JluxeHouHU MHOI'0
JICKaPCTBEHHU EPYIIHNH peIKH
Hapywienus: Ha MycKyTHO HapylIeHUe HEYeCTH
MYCKYJHO-CKeJleTHATa | (Hamp. Muairus, MHO3UT,
cucTreMa u MYCKYJIHH clla3MH U ci1abocT)
CheJMHUTEeJHATa Pabpomuonmsa cee mim 6e3 penku
TbKaH OBOpeYHa HETOCTATHYHOCT
(Bk. Touka 4.4),
Muomnatus** penku
HNmyHoMmenuupana
HEKpPOTH3HpaIa
Muomnarus (BX. Touka 4.4)
TenanHonarus c
HEU3BECTHA
yecToTra
MyckyiHa pynTypa MHOI'0
penku
Hapywenus na CexcyasHa 1ucyHKIHUS HEYEeCTH
BB3MPOU3BOIMTETHATA Epextmnna mucdyHkms | ¢
cUcTeMa M I'bpaaTta HEU3BECTHA
4ecToTa
I'unexomacTus MHOT'0
penKu
OO0y HapymeHus Actenus peaxu
U e(peKTH Ha MACTOTO
Ha NMPHJIOKEHUE
HN3cnensanus [ToBuieHO HUBO Ha MHOT'O
XOMOLIMCTEHH B KPBBTa 4eCTH
(BK. TOUKA 4.4)*****
[loBuiieHa KpBBHA ypesi peaKHu
[loBumena ankanHa penku
tdhocdaraza B KppBTa
[ToBuieHo HUBO Ha penku
KpeaTH (ocpoKrHa3a B
KpPBBTa
[ToBuiieH raukupan c
XEMOTJIO0HH HEU3BECTHA
4ecToTa
YBenuueHa KpbBHA c
TJIIOKO3a HEU3BECTHA
gyecrora
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Onwcanue Ha W30paHU HeXXETaH! PEaKIUU

Hanxkpeamum

* B ximmEIgHOTO nipoyusaHe FIELD - pannommusnpaHo, mane60-KOHTPOIHNPaHO N3IHUTBAHE,
MPOBEAEHO MpH 9 795 manueHTH cbe 3aXapeH AualdeT TUM 2 € HabII0JaBaHO CTATUCTUYECKH 3HAUUMO
MOBUILABAHE HA CIIyYauTe HA MAHKPEATUT CpeJ NallUeHTUTE, MosyyaBanu GpeHohuOpaT B cpaBHEHHE
¢ manueHTuTe, noayyasanu mwianedo (0,8% copsimo 0,5%; p = 0,031).

Tpomboemboruzom

* B knmuanunoto npoyuBane FIELD ce cho0miaBa 3a cTaTUCTHYECKW 3HAYMMO TTOBUIIIABaHE HA
gecToTaTa Ha O6enonpobHa emOomus (0,7% [32/4900 manmenTH]| B ruranebo rpymnara B CpaBHEHHE

¢ 1,1% [53/4895 manuenTu| B rpynara Ha pernopudpat; p=0,022) u cTaTUCTUYECKH HE3HAYHMO
TOBUINIaBaHE Ha JbJI0OKAaTa BeHO3Ha TpoMOo3a (tutane6o 1,0%, [48/4900 nannenT| B cpaBHEHHE C
¢denopudpar 1,4% [67/4895]; p=0,074).

Muonamus

** [Ipu KIMHIYHO U3MUTBAHE MUOIIATUATA HACTHIIBA YECTO IPH MALUCHTH, JICKYBAaHU
c¢b cuMmBacTatuH 80 mg/neH B cpaBHEHUE C MAIMEeHTH, JIeKyBaHH ¢ 20 mg/nen
(cvotBetHO 1,0% B cpaBHenue ¢ 0,02%).

Cunopom Ha c8PBLXUYBCMBUMETHOCTN

**% Cpo01IaBa ce psIKo 3a MPOSIBEH CHHIPOM Ha CBPBbXYYBCTBUTEIHOCT, KOWTO BKIIIOUBA HAKOU

OT CJIIEIHUTE XapaKTePUCTHKU: aHTHOENIEM, JIYITyC-IT0J00CH CHHAPOM, MTOJIMMHAITHS PEBMATHKa,
JepMaTOMHO3UT, BACKYJIUT, TPOMOOLUTONICHHUSI, €O3UHO(DUITNS, TOBUIIEHA CKOPOCT Ha yTasiBaHE Ha
epurponutute (CYE), apTpuT n apTpairus, ypTHKapus, GOTOTYBCTBUTEIHOCT, BUCOKA TEMIIEPATYpa,
3a4yepBsiBaHE Ha JIMILETO, TUCITHES], 0010 HePa3MOIOKEHHE.

3axapen ouabem

****3axapen nuader: PuckoBute manuenTH (TJII0K03a Ha magHo 5,6 10 6,9 mmol/ 1,

BMI > 30 kg/ m%, noBHILEHH TPUTIUIIEPUN, XMTIEPTOHHUS ) TPAOBA 1@ GBIAT MPOCIIEATBAHY KAKTO
KIMHUYHO, TaKa ¥ OMOXMMHUYHO CHITIACHO HAIMOHAHUTE YKa3aHHUS.

Tloguuieno HUBO HA XOMOYUCTEUH 8 KDbEMA

**x%%* [Ipu kmuanaHoTo m3nurBane FIELD, cpeqHoTo moBuinaBane Ha HUBOTO HAa XOMOIIUCTEUH

B KpBBTa NpH JieKyBaHu ¢ heHoPuOpar naruentu e 6,5 pmol/l, koeTo e o6paTuMo npu cripaHe Ha
JiedeHueTo ¢ peHopuopar.

Cno011aBane Ha IOJ03MPAHN HEXKEITAHU PEAKIIUHI

Cro01aBaHeTo Ha MOO3MPAHN HEXEJaH! PEakIiy CIIe/ paspellaBaHe 3a ynorpeda Ha JeKapCTBEHHUS
MPOAYKT € BaxkHO. ToBa MO3BOJISIBA J1a IPOIBIIKK HAOIIOJJICHUETO Ha ChOTHONICHUETO TI0JI3a/PHCK 32
JeKapCTBEHUS MPOAYKT. OT MEAUIIMHCKHUTE CIICIIMATIMCTH CE U3MCKBA a ChOOIIIaBaT BCKa
MOJT03MPaHa HEeXellaHa Peakius Yype3 HAlMOHAIHA CHCTEMa 3a ChOOIaBaHe, MOCOYEHA B
[Ipunoxenue V*.

4.9 Ilpeno3upane

Cholib
He e u3Becten crnenuduyeH aHTUAOT. AKO UMa CbMHEHHE 32 Mpelo3upane, TpsOBa 1a ce IPUIIOKU
CHUMIITOMaTHYHO JIEYEHHE U PH HEOOXOIUMOCT J]a C€ OCUT'YPST HOAXO AU OOLUI0yKpenBali MEPKH.

Denopubpam

[Tpuem Ha cBpBX 1032 PeHODUOPAT € HACTHIIBAI CaMO B €AMHUYHH CIydan. B GonmmHCTBOTO OT
CIlydauTe He ce choOlaBa 3a CHMIITOMH Ha npefo3upaHe. PeHopuOpaT He MOXKe 1a ce eIMMUHUpa
9pe3 XeMOJHaIIH3a.
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Cumeacmamun

ChoOIIeHH ca HAKOIIKO CITyYau Ha Ipelo3upaHe Ha CHMBACTATHH; MAKCHMAJTHATA TIpUETa J103a

e Ouia 3,6 g. Bcuuku ManyeHTH ca ce Bb3CTaHOBMWIIM Oe3 nocieaunu. Hama crienududno neueHue
3a cllyyauTe Ha peao3upane. B To3u ciyyaii TpsiOBa 1a ce MpUiIokaT CHMITOMATHYHU
00IIIOYKpEBaIid MEPKH.

5. ®APMAKOJIOTMYHU CBOMCTBA

5.1 ®apmakoguHAMHYHM CBOMCTBA

®dapmakoTepaneBTHuHa rpymna: Jlunua-moandunupany semectsa, nHxuOuTopr Ha HMG-CoA
peaykraszara B koMOuHaIus ¢ apyru jgunugomoaudunupany semectsa, ATC kox: C10BA04

Mexann3bM Ha JeiicTBHE

Denogpubpam

®denodubdpaT e nporuzBoaHO Ha PUOPMHOBATA KUCETUHA, YUUTO MOAUGDUIMPALIH JHIUANTE eHEKTH
IIPU XOpa Ce MEANUPAT Upe3 aKTHBUpPaHE Ha IIEPOKCU30MHIUS PO epaTop-aKTHBUPAH PELETITOP
ot tun anda (Peroxisome Proliferator Activated Receptor type alpha (PPAR®)).

UYpes axtuBupane Ha PPARa, penodudpar akTHBHpa MPOU3BOACTBOTO HA JIMITONPOTEHH JIUIIA3a
U HaMaJsiBa pou3BoAcTBoTO Ha anornpoterd ClII. AxktuBupanero Ha PPARo unaynupa cbio Taka
Y TIOBHINIaBaHe Ha CMHTe3a Ha anonportenante Al u All

Cumsacmamun

CuMBacTaTHH, KOWTO € HEaKTHBEH JIAKTOH, C€ XWJIPOJIM3UPA B YEPHHUS APOO 10 ChOTBETHATA MY
aKTHBHA OeTa-XUIPOKCH KUCENMHHA ()opMa, KOATO UMa MOLIHA aKTUBHOCT IIPH MHXUOHUpaHe Ha
HMG-CoA penyxkra3zata (3-xuapokcu-3-metmnrinyTapmin-CoA penykrasa). To3n eH3uM KaTanusupa
koHBepcusTa (npespbianetro) Ha HMG-CoA B MeBalIOHAT, KOETO € PAHEH CKOPOCTOOIPEICIISIL eTar
pu OMOCHHTE3aTa Ha X0JIECTEPOIL.

Cholib:
Cholib cbbpka peHOPUOPAT M CHMBACTATHH, KOUTO ca C Pa3IMYHU MEXaHU3MH Ha JIeHCTBHE, KAKTO
€ OIMCAHO HO-TOpE.

dapMakoaMHAMUYHU eEeKTH

Denogpubpam

[IpoyuBanusita BbpXy heHOPHUOPAT O OTHOIICHUE HA JIUITONPOTEHHOBUTE (PPAKIIMU YCTAaHOBSBAT
HamansBane Ha HuBata Ha LDL u VLDL xonectrepon (VLDL-C). Huara na HDL-C vecro ca
nosuieHd. LDL u VLDL Ttpuriuuepuante ca HamaneHH. LSITocTHUAT eeKT e HaMmansiBaHe Ha
CHOTHOIIIEHUETO Ha JIMITOMPOTEUHUTE C HUCKA M MHOTO HHCKA IUTHTHOCT KbM JINTIOTIPOTEHHUTE

C BHCOKA IUTBTHOCT.

DenodudpaThT UMa U yPUKO3YPHUUEH e(eKT, BOAEL] 10 HaMalsiBaHe Ha HUBATa HA IMKOYHA KHCEIHHA
¢ npuOnu3uTenHo 25%.

Cumeacmamun

YcTaHOBEHO €, ye CUMBACTaTUH HamMalsiBa KaKTO MOBUIICHUTE, TaKa U HOPMAJIHUTE KOHLIEHTpAI[UU Ha
LDL-C. LDL ce o6pa3ysar oT npotenHute ¢ MEHOro Hucka mrsTHOCT (VLDL) u ce kaTabosnm3upar
npeauMHo 4pe3 BucokoaduuuteTHuss LDL penentop. MexaHu3MbT Ha eeKTa Ha HamallsiBaHe Ha
LDL oT cuMBacTaTHH MOJE /1a BKJIIOYBA KaKTO HaMaJsiBaHe Ha KoHIeHTpanusaTa Ha VLDL-C, taka u
unaynupane Ha LDL penentop, KoeTo BOU 10 HAMAJICHO POU3BOJICTBO U MOBUILIEH KaTabOJINU3bM HA
LDL-C. AnonporenH B cbIio HamalsiBa 3Ha4UTEITHO 1O BpEME Ha JICYEHHETO ChC CHMBAacTaTHH. B
JIOTTBJTHEHNE, cuMBacTaTHH ymepeHo nosumasa HDL-C n HamansBa mrasmennte HuBa Ha TG. B
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pe3yJiTaT OT Te3u MPOMEHHU ChOTHOIIEHUETO Ha o0mus xonectepon kbM HDL-C u Ha LDL kbM
HDL-C namanssar.

Cholib

ChoTBeTHUTE €PEKTH HA CUMBACTAaTUH U (peHOPHOpar ce JoNmbIBaT.

Knnanuna edukacHOCT 1 0€3011aCHOCT

Cholib

B knuHnuHaTa nmporpama ca rmpoBE€IACHU O6I_L[0 YETUPU OCHOBHU KIIMHUYHU U3NTUTBAHUA.

OO6m10 7 583 y4acTHUIM ChC CMECEH TUI JUCIUITUACMHUS ca O BKIIFOUCHH B 6-CEIMIUYHHUS
BBBEX/IAI IepuoJ| cbe cTatuH. OT Tsax 2 474 nymm ca 0w paHIOMU3UpaHH 3a 24 CeAMUYHO
nedenue, | 237 ygactHuIM ca noinydyaBanu ¢peHopuOpar u CHMBAaCcTaTHH, TIPHIIOKEHH ChITBTCTBAIIIO,
a1 230 yyacTHMIIM ca MOJIy4aBaJIi MOHOTEpAINHUs CbC CTATHH, KaTO IIPH BCUYKU IMPUIIOKEHHUETO €

CTaBaJIO BEUCP.

W3non3BaHu CTaTUHH - BHA U 1034

Cenvuna 0 no Cenmuna 12

Ceavuna 12 go Ceamuna 24

[poyuBane CraTuH — CratuH - ®enodubdbpar/ | CraTuH - denodudpat/
3a 6 ceIMUUYEH | MOHOTEpanusl | CUMBAcCTaTHMH | MOHOTEpamnus | CUMBacTaTHH
BBBEXIAI] B KOMOMHAITHSI B KOMOWHAITUS
TIEpUOJT

0501 CUMBACTaTUH | CHMBAaCTaTHH | CHMBAaCTaTWH | CUMBACTaTHH | CHMBAacCTaTHH
20 mg 40 mg 20 mg 40 mg 40 mg

0502 CUMBACTaTUH | CUMBAaCTaTWH | CUMBAaCTaTWH | CUMBACTaTMH | CUMBAacTaTHH
40 mg 40 mg 40 mg 40 mg 40 mg

0503 aTOpBAacCTaTUH | aTOPBACTATUH | CUMBACTaTUH | aTOPBACTaTHH | CUMBAacTaTHH
10 mg 10 mg 20 mg 20 mg 40 mg

0504 MpaBaCTaTUH | MPaBaCTaTUH | CUMBACTATHH | MPaBacTaTWH | CUMBAcCTaTHH
40 mg 40 mg 20 mg 40 mg 40 mg

Cholib 145/40

B xmmamgHOTO poyuBane 0502 e HanpaBeHa OICHKA HA TIOCTOSIHHA 033 Ha KOMOWHAIMATA
(enodubpar-cuMBaCTaTHH U CpaBHUTEJIEH NMPOLYKT, ChIbPIKALl] CTATHH, 3a Lieaus 24-ceqMUu4eH

IBOIHO-CIIs niepro. [IbpBUYHMAT KpHuTEepHit 32 €PUKACHOCT € OMII IPEBB3XOACTBO Ha

koMOuHanusTa ot peHodudpar 145 u cumBacratid 40 mg B cpaBHEeHUE che cuMBacTatud 40 mg 1o
OTHOIIIEHUE Ha HamaisiBaHeTo Ha obmute Tpuriunepuan (TG) u LDL-C u noBumasanero Ha HDL-C

Ha ceagmuiia 12,

Ha ceamuna 12 u ceamuna 24 xomOuHanusita penodudpat 145 mg u cumBacratun 40 mg (F145/S40)
€ MoKa3aJia peBb3X0JCTBO cpiaMo cumBacTaTuH 40 mg (S40) mo oTHOLIEHNE Ha HAMANIIBAHETO Ha
obwmute Tpurmuuepuu (TG) u nosumasane Ha HDL-C.
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Komb6unanmsta F145/S40 nmokasBa mpeBb3xoacTBO crpsiMo S40 1o OTHOIIIEHHE Ha HAMAJISIBAHETO Ha
LDL-C camo Ha cenmuna 24: OT CTaTUCTHYECKH HETOCTOBEPHOTO AOMBJIHUTENHO HaMmansBane ¢ 1,2%
Ha LDL-C Ha cenmuna 12 10 CTaTUCTHYECKH 3HAYMMOTO HamaisBaHe ¢be 7,2% Ha ceamuna 24.

IIpomenu B TG, LDL-C u HDL-C B npouentu ot n3x0aH0 HUBO 10 Ceamuua 12 u Cegmuua 24
Isan0cTeH aHAIM3 HA M3BAJKA OT YYACTHUIIU

Feno 145+Simva 40 Simva 40 CpaBHsiBaHe Ha P-croitHocT
(N=221) (N=219) JIeYeHneTo™
Ciaen 12 cexMuu ITpomsana B %, cpeana (SD)
TG -27,18 (36,18) -0,74 (39,54) -28,19 <0,001
(-32,91; -23,13)
LDL-C -6,34 (23,53) -5,21 (22,01) -1,24 0,539
(-5,22;2,7)
HDL-C 5,77 (15,97) -0,75 (12,98) 6,46 <0,001
(3,83; 9,09)
Ciaen 24 cemMuu ITpomsna B %, cpeana (SD)
TG -22,66 (43,87) 1,81 (36,64) -27,56 <0,001
(-32,90; -21,80)
LDL-C -3,98 (24,16) 3,07 (30,01) -7,21 0,005
(-12,20; -2,21)
HDL-C 5,08 (16,10) 0,62 (13,21) 4,65 0,001
(1,88; 7,42)

*CpaBHﬂBaHeTO Ha JICUCHHUETO NPEACTAaBJIsIBa pa3inKaTa MEXIYy LS-CpeL[HI/ITe CTOMHOCTH 3a

Feno 145 + Simva 40 u Simva 40, xakTo 1 cboTBeTHUTE 95% CI (10BEpUTENIEH UHTEPBAI)

PesynTaTnTe OT U3CJICABAHUTEC OHOJIOTUYHU napamMeTpu Ha C€AMHUILa 24 ca MpeACTaBCHU B CJI€AHATa

TabuIa.

F145/S40 noka3Ba cTaTUCTHYECKN 3HAYMMO MPEBBH3XOJICTBO MO OTHOIIICHUE HA BCUYKH ITAPaAMETPH C
U3KIII0UYEHHUE Ha MOBUIIaBaHe Ha ApoAl.

ANCOVA (xoBapuanmoHeH aHaau3) Ha npomenute B % Ha TC, ne-HDL-C, ApoAl, ApoB,
ApoB/ApoAl u ¢pudpunHorex ot u3xoano HuBo a0 Ceqmuuna 24 — Is10cTen aHaIu3 HA U3BAIKA
OT y4aCTHUIH

IMapameTsp Tperupana rpyna N Cpenno CpaBHsiBaHe Ha P-croitnoct
(SD)* Je4YeHueTo*

TC (mmol/l) Feno 145 + Simva 40 | 213 | -4,95 (18,59)

Simva 40 203 | 1,69 (20,45) -6,76 (-10,31; -3,20) | <0,001
Non-HDL-C Feno 145 + Simva 40 | 213 | -7,62 (23,94)
(mmol/l) Simva 40 203 | 2,52 (26,42) -10,33 (-14,94; -5,72) | <0,001
Apo AI (g/D) Feno 145 + Simva 40 | 204 | 5,79 (15,96)

Simva 40 194 | 4,02 (13,37) 2,34 (-0,32; 4,99) 0,084
Apo B (g/D) Feno 145 + Simva 40 | 204 | -2,95 (21,88)

Simva 40 194 | 6,04 (26,29) -9,26 (-13,70; -4,82) | <0,001
Apo B/Apo Al | Feno 145 + Simva 40 | 204 | -4,93 (41,66)

Simva 40 194 | 3,08 (26,85) -8,29 (-15,18; -1,39) | 0,019
Fibrinogen* Feno 145 + Simva 40 | 202 | -29 (0,04)
(g Simva 40 192 | 0,01 (0,05) -0,30 (-0,41; -0,19) <0,001

*CpaBHABAaHETO Ha JICUEHUETO MPECTaBIsIBa pa3uKaTa Mexxay LS-cpennure croitHocTu 3a
Feno 145 + Simva 40 u Simva 40, xakTo u choTBeTHUTE 95% CI (noBepuTeneH uaTepBa). LS (
Hali-MaJIKUTe KBaapaTH cpeaHa cToHHocT ) SD (cTaHIapTHO OTKIOHEHHUE)

Cholib 145/20

B xumanaHOTO M3nuTBane 0501 e HampaBeHa oIleHKa Ha 2 pa3INyHU 103U Ha KOMOMHALMATA
(henodubpaT-cuMBacCTaTHH B CpaBHEHHUE ChC cuMBacTaTuH 40 mg 3a 24-ceIMUYEH JBOWHO-CIISIT
nepuo. [IbpBUYHUAT KpUTEpHI 3a €HUKACHOCT € OWII PEBB3XOACTBO HA KOMOUHALIUATA OT
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tdhenodubdpar 145 u cumBacrarun 20 mg B cpaBHeHHE Chc cuMBacTaTuH 40 mg BbpXy HaMaJsIBAHETO
Ha TG u nosumasanetro Ha HDL - C u He mo-j101110 JSHCTBHE 110 OTHOILICHHE Ha HaMaJlsiBaHe Ha

LDL-C Ha cenmuna 12.

Cpeana npoMsiHa B POLEHTH OT U3X0AHO HUBO 10 Cenmumna 12
IsanocTeH aHAIN3 HA M3BAJKA OT YYACTHUIIU

[MapameTsp Feno 145+Simva 20 Simva 40 CpaBHsiBaHe Ha P-croiinoct
(N=493) (N=505) JeYeHneTo*
Cpenno (SD) Cpenno (SD)
TG (mmol/l) -28,20 (37,31) -4,60 (40,92) | -26,47 (-30,0; -22,78) <0,001
LDL-C (mmol/l) -5,64 (23,03) -10,51 (22,98) 4,75 (2,0; 7,51) NA
HDL-C (mmol/l) 7,32 (15,84) 1,64 (15,76) 5,76 (3,88; 7,65) <0,001
TC (mmol/l) -6,00 (15,98) -7,56 (15,77) 1,49 (-0,41; 3,38) 0,123
He-HDL-C -9,79 (21,32) -9,79 (20,14) -0,11 (-2,61; 2,39) 0,931
(mmol/l)
Apo Al (g/D) 3,97 (13,15) 0,94 (13,03) 2,98 (1,42; 4,55) <0,001
Apo B (g/D) -6,52 (21,12) -7,97 (17,98) 1,22 (-1,19; 3,63) 0,320
Apo B/Apo Al -8,49 (24,42) -7,94 (18,96) -0,73 (-3,44; 1,97) 0,595
®udpunoren (g/l) -0,31 (0,70) -0,02 (0,70) -0,32 (-0,40; -0,24) < 0,001

*CpaBHsIBaHE Ha JICYEHHETO: pa3nuka Mexny cpeaaute LS 3a Feno 145 + Simva 20 u Simva 40,
KaKTO ¥ ChOTBETHUS UM 95% J10OBEepUTENIEH HHTEPBAI

Cnex mepBHTE 12 CEIMUI OT JICICHHETO KOMOMHAIMATA OT peHopuOpar 145 mg u
cuMBacTaTuH 20 mg rnmoka3Ba MpeBb3X0CTBO COPsAMO cuMBacTaTuH 40 mg 10 OTHOLIEHHE Ha
HamamsiBaaeTo Ha TG n nosumasaneto Ha HDL-C, HO HEe mMOKpHBa KpUTEPUUTE 3a HE TO-JIOIIO
neiicreue no otHomenue LDL-C. KomOunanusra ot penodgudpar 145mg u cumBactarun 20 mg
[0Ka3Ba CTAaTUCTUYECKU 3HAUUMO IPEBH3XO0JCTBO I10 OTHOIIEHHE Ha [TOBUIIABAHETO Ha apoAl u
HamalsiBaHeTo Ha (GUOpPUHOTEHA B CpaBHEHUE ChC cuMBacTaTHH 40 mg.

Llooxkpenswo npoyusane

KnuHu4yHOTO M3NKTBaHe 3a MMM ChC 3ariaBHe ,,MepKH 3a KOHTPOJIHMPaHEe Ha ChPAEYHOCHIOBHS
puck nipu auadet (Action to Control Cardiovascular Risk in Diabetes (ACCORD))
€ paHIOMHU3UPAHO, IAEe00-KOHTPOIUPAHO BBHPXY 5 518 manueHTH che 3axapeH AuadeT THIl 2,
nexyBaHu ¢ peHo(huOpar B JONBIHEHHE KbM CUMBAcTaThH. JledenueTo ¢ peropudpar mitoc
CHMBACTAaTHH HE € MMOKA3aJl0 CTATUCTUYECKN 3HAYUMH PA3JIUKH B CPaBHEHHE C MOHOTEPAITUATA ChC
CHUMBACTAaTHH 110 OTHOILIEHHE HAa ChbCTAaBHUA IbPBUUEH PE3YJITaT, BKIOUBAI HedaTaleH MUOKapAeH
nH}apKT, HeaTaIeH MO3BUCH YAAp M ChPACYHO-CHI0BA CMBPT (KOSPHUITMEHT Ha PUCK
[HR] 0,92; 95% CI1 0,79-1,08, p = 0,32; namansiBane Ha abcomotuus puck: 0,74%). B npensapureinno
oIpeJieNIeHUTe MOArPYNHU OT JUCIUNUASMUYHH TallUeHTH, Je(UHIpaHU KaTo TaKKBa ChC CTOMHOCTH
Ha HDL-C B Haii-auckus Teptad (< 34 mg/dl wim 0,88 mmol/l) u B Hal-Bucokus Teptui 3a TG
(=204 mg/dl nnm 2,3 mmol/l) Ha ©3X0AHOTO HUBO, JIeyeHHETO ¢ (heHOPHUOPAT TUTFOC CUMBACTATHH €
nokasaiuo 31% OTHOCUTENIHO HaMaJIsIBaHE B CPAaBHEHME C MOHOTEpaNusATa CbC CUMBACTaTUH ChACHKU

10 MbPBUYHUS pe3ynTar (choTHolIeHue Ha pruck [HR] 0,69; 95% CI 0,49-0,97, p = 0,03; abcomtoTHO
HamalsiBaHe Ha pucka: 4,95%). AHanu3 Ha Ipyra npenBapuTesHo AeuHUpaHa IOATPYNa € yCTaHOBUI
CTaTUCTUYECKH JIOCTOBEPHO BIIUSTHUE HA JICUSHUETO B 3aBUCUMOCT OT mosa (p = 0,01), koeTo mokaspa
BB3MOJKHA 07132 OT JICYEHHUETO ¢ KoMOMHMpaHa Tepanus npu Mbxete (p = 0,037), HO MOTEHIIMATIHO
MO-BUCOK PHCK IO OTHOIICHUE Ha IbPBUYHUS PE3YTAT IPH KEHUTE, JIEKYBaHH C KOMOMHUpaHaTa
Tepanus B CpaBHEHUE ¢ MOHOTepanusTa cbe cumBacTaTh (p = 0,069). ToBa He e 6ui0 HabMIOAaBaHO
IIPU IIOCOYEHaTa [0-rope MOArpyMNa OT MalUEeHTH ¢ AUCIUINIEMHS, HO OT Ipyra CTpaHa JUICBAT U
CUTYpHH J0Ka3aTeJICTBA 3a I10JI3a IPH JKEHH C TUCITUIHIEMUS, JIEKYBaHH ¢ (peHoPHOpaT IIItoc
CHUMBACTaTUH U B3MOXHHU BPEIHU €(EKTH B Ta3U MOATPYyNa He Morat Aa ObAaT U3KIIOYSHH.

Henuarpuyna nonymnanus

EBpomneiickara areHnus 1o jJekapcTBaTa 0CBOO0OXKIaBa OT 33 ABDKEHIETO 32 MPEIOCTaBIHE Ha

pesyararure ot npoyuBaHusTa ¢ Cholib BbB BCHUKHM MOATPYIN HA IEUATPUYHATA MOITYJIAIHS IPU

KOMOMHHpaHa quciunuaeMus (Bx. Touka 4.2 3a nHpopMaIus OTHOCHO yHoTpeOa B MeIUaTpusiTa).
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5.2 ®apmakokMHETHYHM CBOMCTBA

Cpennoreomerpuunute cboTHoweHus u 90% CI 3a cpasusaBane Ha AUC, AUC(0-t) 1 Crax

3a (peHoUOpaTHA KHCENMHA, CUMBACTATUH U CUMBACTaTUH KHCEIMHA HA KOMOMHAIHMATA C
koMOuHanusTa ¢ puxkcupanu no3u Cholib 145 mg/40 mg u CHIIBTCTBAINO MPHUIIOKEHN CAMOCTOSITEITHA
tabnerku 145 mg penopubpar u 40 mg cumMBacTaTHH, Taka KaKTO ca W3IMOJI3BAHH B Ta3H KIMHUYHA
Iporpama ca nomajany B auanazoHa Ha 8§0-125% OMoeKBHUBAIIEHTHOCT.

AbGcopbuus
MaxkcuManHuTe Tia3MeHn KOHIEeHTpaud (Cmax) Ha GeHOPUOpAT HacTHIBAT OT 2 JI0 4 Yaca ciej

TEPOPAITHO IMPUITOKEHHUE. [Ina3menure KOHIICHTpaluu ca CTaOHMIIHH I10 BpPEME Ha NPOABJDKUTEITHO
JICUCHHEC ITPU BCCKU €IUH UHAWBU/.

®eHopuOpaTHT € BOIOHEPA3TBOPUM U TPSIOBA J1a ce MprUeMa C XpaHa 3a yJIecHsBaHe Ha abcopOuusra.
U3non3BaHeTo HA MEUKPOHM3HpPaH GeHopuopar u Texnonorusta NanoCrystal® 3a mpomsBoacTBo Ha
nexapctBeHata gopma Ha peHodudpar 145 mg TabneTku nmoBuiaBa abcopOusITa My.

3a pa3nuka oT MpeJUIIHNUTE JIEKapCTBeHN popMHu Ha peHopuOparT, MakcuMalHaTa Imia3MeHa
KOHIICHTpAIMS B 00IIaTa eKCIIO3UIUS ITPH TO3H BUI (JopMa He 3aBHCH OT IIpHEMa Ha XpaHa.

[IpoyuBane OTHOCHO eekTa Ha XPaHEHETO BKIFOUBAILO IPIIOKEHHE HA IOCOYCHATA JICKAPCTBEHA
tdhopma Ha penodubpara B TabneTka oT 145 mg Ha 3ApaBU MBXKe U KESHHU - TOOPOBOJIIIHN, KAKTO Ha
[JIJIHO, TaKa U clie]l OOMITHO XpaHEeHe C BUCOKO ChIbP)KaHHE Ha Ma3HIHH TI0Ka3Ba, 4ye eKCIO3HULUATA
(AUC 1 Cax) Ha PpeHO(DHOpHHOBA KHCETMHA HE ce Biusie OT xpaHa. [lopaau ToBa, peHOPuOpaTsT

B ¢pmimupanu tabaerku Cholib Moraxe 1a ce B3eMa HE3aBUCUMO OT XPaHEHHUSATA.

KuneTnynu npoy4BaHus cje]] MPUIOKCHNE HA CIMHIYHA 1032 H CJIE TPOIBIDKUTEITHO JICUYCHUE
[0Ka3BarT, 4e JICKAPCTBOTO HE KyMYJIUPA.

CuMBacTaTHH € HEaKTHBEH JIAKTOH, KOHTO JIECHO C€ XUAPOIM3UPA in Vivo 10 ChOTBETHATA
Oera-XuapoKcH KucenrnHa - MoteH naxuoutop Ha HMG-CoA penykrazara. Xuaponnzara ce
M3BBPIIBA OCHOBHO B YepHHUS JPO0; CTEIICHTa HA XUIPOJIM3a B YOBEUIKATa TlIa3Ma € MHOTO HUCKA.

CumMBacTaTHH ce agcopOupa 1o0pe U MpeThpIisiBa eKCTEH3MBEH YepHOApoOeH MeTabOIH3BM Ha ITBPBO
npemMuHaBaHe. EKcTpakiumsaTa B yepHus 1po0 3aBUCH OT YEPHOAPOOHHS KPBBOTOK. UepHHAT pob

€ OCHOBHOTO MJSICTO Ha JICWCTBUE Ha aKTHBHATa opMa. Y CTAaHOBEHO €, Ye HATHIHOCTTA Ha
OeTa-XUIPOKCUKNCEINHATA B CHCTEMHOTO KPBBOOOpAIIIEHHUE CIIe] IIEpOpajHa 1032 CHMBACTaTHH

e nox 5% ot no3ara. MakcuMaiHaTa I1a3MeHa KOHIEHTPAs Ha aKTUBHUTE HHXHUOUTOPH Ce JOCTUTa
3a IPHOTH3UTENHO 1-2 Yaca ciiel IPIIIoKEHHEe TO Ha CHMBAcTaTHH. EMHOBpEeMEHHUAT pUEM C XpaHa
HE BJIHsIE BHPXY abcopOuusTa.

(DapMaKOKI/IHeTI/IKaTa Ha CUMBACTaTHUH IPpHU €AHOKPATHO U MHOTOKPATHO ITPUJIOKEHNE ITOKa3Ba, 4c
HiAMa KYMYJIHUPAHE Ha JICKaAPCTBCHUAT NPOAYKT CJIEA MHOTOKPATHO MPHUIIOKCHUEC.

Pasnpenencuue
deHopUOpHHOBATA KHCETMHA CE CBBP3Ba BHB BUCOKA CTEIICH C IUIa3MEHNs atOyMuH (Hag 99%).

CBBp3BaHETO Ha CUMBACTATUH U Ha aKTUBHUS My MeTabosuT e > 95%.

Brorpanchopmarys u enmMMuHUpaHe

Cunien nepopanHo npuiokeHue GeHopudpar ce Xxuaponusupa 6bp30 Mo JESUCTBUETO HA eCTepasH 10
aKTHBHHA MeTaboHT - peHOPHOpHMHOBA KHcennHa. B ma3mara He ce OTKpHBa HEIPOMEHEH
tdhenodubdpar. denodpudpar He e cyocrpar Ha CYP 3A4. He yuacTBa B MEKPO30MEH YepHOIPOOCH
MeTa0O0JIU3bM.

JlexapcTBOTO ce eKCKpeTHpa OCHOBHO BypuHaTa. Ha npakTuka, I70T0 KOJINYECTBO OT JIEKApCTBOTO
ce SMMMHUHMPA 32 He IoBede oT 6 auu. deHopubpat ce eKcKkpeTnpa npeauMHo oy Gopmara Ha
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(enopuOprHOBa KUCENUHA U HEHHUSA TTIIOKYPOHOB KOHIoraT. I1pu nanueHnTy B cTapuecka Bb3pacT He
HACTBIIBA MTPOMSIHA Ha TIPUBUIHUS OO IDTa3MEH KIMPBHHC HA (peHopuOpruHOBa KHCEIHHA.

KuneTrnyHM M3NUTBaHMS CIIe]] MPUIIOKEHUE HA CIMHIYHA /1032 U CJIS] IPOIBIDKUTEITHO JICUCHUE
MOKa3Bar, ue JIeKapcTBOTO He Kymynupa. @enodubpoBa KucenrHa He ce eTMMUHHUPA Ype3
XeMOANaIN3a.

CpeneH 11a3MeH MoyKUBOT: CPEIHOTO BpeMe Ha eTMMHUHUpaHe OT Iula3Mara Ha peHohuOprHOBaTa
KHcenrHa e mpubinutenHo 20 yaca.

CumBactatuH e cyoctpar Ha iutoxpoM CYP 3A4 u eduykcaus Tpancnioprep BCRP. CumBacratun
MOCTBHIIBa aKTHBHO B Xenatouutute ype3 Tpancnoprupanius OATP1B1. OcHoBHUTE MeTa0ONIHUTH Ha
CHUMBAaCTaTUH, KOUTO c€ OTKPHUBAT B YOBEILKATa IJ1a3Ma ca 0eTa-XUAPOKCUKUCEINHA U YETUPH
JOBITHUTENHU MeTabonuta. Cliesr mepopaiiHa J03a OT paIHOAKTUBEH CUMBACTATHH, IPUJIOKHA Ha
4oBeK, 13% oT pagnoakTHBHOCTTA ce eKCKpeTupa B ypuHata U 60% - B u3npaxueHusra 10 96 yaca.
Y CTaHOBEHOTO KOJIMIECTBOTO B M3NPAXKHEHUATA TIPEJICTABIISBA CKBUBAJICHTH Ha aOCOpOUpaHs
JIeKapCTBEH NMPOJYKT, OTIEJIEH B XKIIbUKaTa, KAKTO U Ha HeabcopOupaHus JiekapcTBeH NpoaykT. Cien
HMHTpPaBeHO3Ha WH)KEKLUs Ha MeTaboyuTa 6eTa-X1IPOKCUKICEINHA, HETOBHAT IIOIY>KUBOT € CPEJHO
oxoJio 1,9 gaca. Cpeano ensa okoso 0,3% o1 mpusoxkeHaTa HHTPABEHO3HO 1032 C€ EKCKPETHpa B
ypUHaTa KaTo UHXUOUTOPH.

EdexTure 0T MHOTOKpPaTHOTO MpUJIOkeHUe Ha GpeHoduOpaT Bepxy hapMaKOKMHETHKATA MIPH
€IHOKPaTHO UJIM MHOTOKPATHO NPUIJIO’KEHUE Ha CUMBACTaTUH ca M3CJIEABaHH B JiBe MaJIOOpOitHK
KIMHUYHY M3NUTBaHus (n=12), mocieaBaHu OT MO-MHOTOOPOWHO KIMHUYHO U3NUTBaHe (n= §5)
IIpU 37paBU JOOPOBOJILIH.

[Ipu eqnoro npoyuBane AUC Ha cumBacTaTiH KuceanHa(SVA) - OCHOBHUSI aKTHBEH METa0O0JIUT

Ha CHMBacTaTHHa, ¢ Hamaisina ¢ 42% (90% CI 24%-56%) npn koMOuHIpaHe HA eUHITIHA

n03a 40 mg cMMBacTaTUH ¢ MHOTOKPaTHO MpHiioxkeHne Ha pernodpudpat 160 mg. [Ipu BropoTto
npoyuBate [Bergman et al, 2004] MHOTOKpPaTHOTO CHBMECTHO TIPHIIOKEHNE HA cMMBAcTaTHH 80 mg 1
(dhenodubdpar 160 mg e noseno no mamanssane Ha AUC Ha SVA ¢ 36% (90% CI 30%-42%). [Ipu
[10-MHOTOOPOHHOTO KIIMHUYHO U3NUTBaHe € HaOmogaBano HamansaBaHe ¢ 21% (90% CI 14%-27%)
Ha AUC Ha SVA cien MHOTOKpaTHO ChbBMECTHO IIPUIIOJKEHHUE Ha cuMBacTaTuH 40 mg u
¢denopudpar 145 mg Beuep. Toa He ce paznuyaBa 3HAYUTEIHO OT HAMaIIBaHETO ¢ 29%

(90% CI 22%-35%) na AUC na SVA, Habi0aBaHo IPU CbBMECTHO IIPUIIOKEHUE C MHTEpBal

ot 12 vaca: cumBacrarud 40 mg Beuep u Gpenopudpar 145 mg cytpuH.

He e nzcneasano namu peHopuOpaTsT MMa e(heKT BbpXy APYTH aKTUBHU META0ONUTH HA
CHMBAaCTaTHHA.

To4yHUAT MEXaHU3bM Ha B3aUMOJIEHCTBUE He € u3BecTeH. Criopea HATMYHUTE KIIMHUYHHU JaHHU
edexThT BbpXy HamassiBaneTo Ha LDL-C He ce cunTa 3a CTaTUCTUYECKU 3HAYMMO pa3jIndyeH OT TO3U
IIpY MOHOTEpAIUATA ChC cUMBacTaTuH, korato LDL—C e koHTposrpaH MpH 3amo4yBaHe Ha JICIEHUETO.

MHoOTroKpaTHOTO NpriIokeHne Ha cuMBacTaTrH 40 mwm 80 mg, KoeTo e Hai-BUCOKaTa ChOOIIaBaHa
71032, HE BIIMsE BHPXY TUIa3MEHHUTE KOHIEHTpaluun Ha peHopuOpruHOBaTa KUCETUHA B CTAllIOHAPHO
(steady state) cbecTosTHME.

CruenyanHy nonynanuy

Hocutenure na rena SLCO1B1 anein ¢.521T>C ca ¢ no-aucka akrusHocT Ha OATP1B1. Cpennara
excriozunust (AUC) Ha OCHOBHHUS aKTHBEH MeTa0OJIUT, CHUMBAaCTaTHHOBA KucenuHa e 120% mnpu
xeteposurotaute Hocutenu (CT) Ha anena C u 221% npu xomozurotaure (CC) HOCUTENH CIpSIMO
Ta3y MpH NalMEHTUTe, KOUTO uMat Haif-uectus renotun (TT). Cpen Hacenenuero Ha EBpona anenxst
C e c uectota 18%. IIpu nauuentu c noaumopduzsm Ha SLCO1B1 chliecTBYyBa pUCK OT OBHUILIEHA
€KCTIO3UIMsI HA CHMBACTaTHH, KOETO MOXKe Ja JOBeJIe 10 MOBUIICH PUCK OT pabaoMHuoIn3a (BXK. TOUKa
4.4).
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5.3 TlpeakIuHUYHYU JaHHH 32 0€30MACHOCT

He ca MMPOBCKAAHU MPEAKINHUYIHNU U3IIUTBAHUS 3a 0e30IMacHOCT Ha KOM6I/IHaLII/I}ITa C (I)I/IKCI/IpaHI/I 03U
Cholib.

Denogubdbpam
[IpoyuBaHusTa 32 OCTPa TOKCUYHOCT HE ITOKa3BaT criel(PUIHA TOKCHYHOCT HA peHopuopart.

[Ipu TpuMecevHO HEKIIMHUYHO U3NUTBaHE BHPXY IUIBXOBE C MepopaiieH npreM Ha peHohpudbpruHoBa
KHCEJIMHA - aKTUBHUS MeTabonuT Ha peHoduodpar, ca HabII0AaBaHU TOKCHYHOCT 33 CKEJICTHHUTE
MyCKyJu (0coO0eHO OHe3H, Ooratu Ha MHOGHUOpH OT ThIl | -GaBHO OKCHAMpPAIIH) U ChpICYHA
ACreHepanusa, aHEMHUI U HaMaJICHUE Ha TEJIECHOTO TEIJIO IPU HMBA Ha €KCIIO3UIUA 250 IObTH
MIO-BHCOKH OT €KCIIO3HMIHUSATA IIPH X0pa, BOAEIIA IO CKEeJIETHA TOKCHYHOCT U > 15 mbTH mo-ronsima
OT €KCIO3UIUATA, BOACIIA 1O KApAUOMUOTOKCHUIHOCT.

OOpatuMH 3B U €PO3UHU Ha CTOMAITHO-YPEBHUS TPAKT Ca HACTBIIMIM IIPH Ky4eTa, TPETHPAHH
B MPOIBIKEHHE HA 3 Mecella MPU eKCIO3UIIMH, KOUTO ¢a OUIIM OKOJIO 7 MBTH KOJIKOTO
knuanyaara AUC.

W3nuTBaHus 3a MyTareHHOCT Ha (peHOPUOpaT ca 1anu OTpULATesIeH pe3yTar.

[Tpu murbxoBe U MUIIKHM YEPHOAPOOHHU TYMOPH Ca YCTAaHOBEHH B PAMKUTE HA M3MUTBAHUSA 32
KaHIEpPOTreHHOCT, KOUTO Ce OTAaBaT Ha Iepokcu3oMHa npoiudepanus. [Ipomenute ca cnenuduyan
3a TpU3auu U He ca OWIIM HaOII0AaBaHu MPH APYTH BUIOBE MPH CPABHUMH HUBA Ha J103aTa. ToBa HiAMa
OTHOLIECHHUE 3a KJIMHUYHATa yrnoTpeda npu xopa.

WznuTBaHuATa IPU MUILIKY, TUTBXOBE U 3ailli HE TIOKa3BaT TepaToreHeH edext. EMOproTokcuuHu
edekTH ca HaOMIOABaHM B JIO3M B MAIa30HA HA TOKCHYHOCT 32 MaiKarta. Y IbJDKEH T'eCTAI[IOHEH
MEPUOJ U TPYIHOCTH NPU PpaXKJAHETO ca HaOII0JaBaHHU PU BUCOKH JTO3H.

He ca ycranoBenu edextu BbpXy epTuinTeTa Ipu HEKIMHUYHH IPOYYBAHUS 32 PENPOIYKTHBHA
TOKCHUYHOCT, TIpOBe/IeHU ¢ peHopuOpaT. Y craHoBeHa e, o0ade, o0paTrMa XUIOCTIEPMHUS

Y TECTUKYJIHA BaKyOJIM3allis U HE3PEIOCT Ha SIMYHUIIUTE B YCIOBUATA Ha U3MUTBAHE 32 TOKCUYHOCT
[IPU MHOTOKPATHO HPUIOKEHHE ¢ (eHOPUOPHHOBA KICEIUHA IPH MIAIH KydeTa.

Cumsacmamun

Ha ocHoBaHue JaHHNWTE OT KOHBEHIIMOHAIHUTE ITPOYYBAHUS IIPU KHUBOTHH 110 OTHOIIICHHE HA
(hapMakoTMHAMHUKA, TOKCHYHOCT TIPH MHOTOKPATHO MPHUJIOKEHUE, TEHOTOKCUYHOCT U
KaHIIEPOTeHHOCT, HE CE€ OYaKBaT APYTY PUCKOBE 3a MAIMEeHTa, OCBEH TE€3H, KOMUTO MOrar Ja ObaaT
OTHOCEHH KbM (hapMaKOJOTHUYHUTE MeXaHU3MH. [Ipr MakCHMaHO MTOHOCHMU JI03U KaKTO TIPH
ILTBXOBE, TaKa ¥ MPH 3211, CAMBACTATHH HE NIPEIU3BUKBA Maa(opMaIliK Ha TUI0/1a U HIMa e(heKT
BBPXY QEepPTHUINTETA, PETIPOLYKTUBHUTE (QYHKIIMH U HEOHATATHOTO PAa3BUTHE.

6. DOAPMAIIEBTUYHU JAHHU
6.1 Chnucbk HA NOMOIIHHUTE BeEleCTBa

Slapo Ha TablleTKaTa:

Byrunxunpokcuanuzon (E320)
JlakTO3a MOHOXHIIPAT
Hatpues naypuncyndar
Huiecre, npexenaTHHU3MPaHO (LIAPEBUYHO)
Hatpues nokysar
3axapo3a
Jlnmonena kucenuHa moHoxuapat (E330)
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Xwumnpomenosza (E464)

Kpocmosuznon (E1202)

Marnesues creapar (E572)

Cuncunupana MEKpOKPUCTAITHA IIeTyJI03a (ChbCTOU CE OT IIeTy103a, MUKPOKPHCTAITHA U CHITHIIUEB
JIMOKCH]I, KOJIOUJICH O€3BO/ICH)

AckopOunosa kucenaa (E300)

DHIMOBO IMOKPUTHE:

[Monm(BUHMIIOB aTkoX0J1), YacTHYHO Xuapoiusupan (E1203)
TuranoB nnokcux (E171)

Tank (E553b)

Jlenutun (momryden ot cos (E322))

Kcantanosa ryma (E415)

UepseHn xene3eH okcup (E172)

6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpoxk Ha rogHoct

2 TOIMHA

6.4 CrhenuajaHu ycja0BHA Ha CbXpaHeHHe

Ha ce cpxpansBa nox 30°C.

6.5 Bwuau cpabpixaHue Ha ONAKOBKAaTa

Al/ Alonucrepu

Coabpxanue Ha onakoBkata: 10, 30 u 90 ¢punmupanu TadbieTKu.
He Bcruky BUIOBE ONTAKOBKH MOTAT Jia O'BJIaT MyCHATH B TIPOJIAXK0a.
6.6 Chenuajanu mpeanasHu MepPKHU NPH U3XBBPJIsTHE
Hewusnon3BaHuAT JeKapcTBEH NPOLYKT WM OTIAJbYHUTE MaTepUal OT HEro TpAOBa Jja c€ U3XBBPIIAT
B CHOTBETCTBHE C MECTHUTE N3UCKBAHMUS.

7. INPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA
Viatris Healthcare Limited

Damastown Industrial Park

Mulhuddart

Dublin 15

Dublin

Wpnannug

8. HOMEPA HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/13/866/003-004
EU/1/13/866/006
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9. JATA HA ITBPBO PA3BPEINABAHE/IIOJTHOBSIBAHE HA PAZPEIIEHUETO 3A
YIHOTPEBA

Jara na mepBo pazpemiaBane: 26 asryct 2013 r.
JlaTa Ha mociremHO MoAHOBsBaHe: 16 maii 2018 T.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

IMoxpo6Ha nH(opMAanus 3a TO3U JEKApCTBEH MPOAYKT ¢ MpeJocTaBeHa Ha yeOcalita Ha EBpomnelickara
areHIHs 10 JiekapcTBaTta http://www.ema.europa.eu.
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MMPUJIOKEHHUE I1

MPOU3BOAUTEJI(M), OTTOBOPEH(HMU) 3A OCBOBOXJABAHE HA
MHAPTUIUN

YCJOBUA NN O'PAHUYEHUA 3A TOCTABKA U YIIOTPEBA

APYI' YCJI0OBUA 1 N3BNCKBAHUS HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJIOBUA NN OTPAHUYEHUS 3A BE3OITACHA U EOEKTUBHA
YIHOTPEBA HA JIEKAPCTBEHUS ITPOAYKT
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A. NPOU3BOAUTEJI(M), OTTOBOPEH(HH) 3A OCBOBOX/IABAHE HA ITAPTUAN

HmMe 1 agpec Ha TPOU3BOAUTENS(UTE), OTTOBOPEH(HHU) 32 0CBOOOKIaBaHE HA HAPTUINTE

Mylan Laboratories SAS

Route de Belleville - Lieu-dit Maillard
F-01400 Chatillon-sur-Chalaronne
OpaHuus

Mylan Hungary Kft.
Mylan utca 1.
Komarom, 2900
YHrapus

IleyaTHaTta nMCTOBKa Ha JICKApCTBCHHUSA TIPOAYKT TpH6Ba Aa CbIAbpXKa HMETO MW aJpeca Ha
TIPOU3BOAUTEIISL, OTTOBOPCH 3a 0CB060)KIIaBaHeTO Ha CbOTBETHATA IMapTHUaa.

b. YCJIOBUA NWJIN OT'PAHUYEHNA 3A TOCTABKA U YIIOTPEBA

JlexapcTBEHHAT NPOAYKT CE€ OTIYCKa I10 JIEKAPCKO TPEAIICAHUE.

B. JAPYI'U YCJOBUSA U N3UCKBAHUSA HA PASPEHIEHUETO 3A YIIOTPEBA
o IMepuoanynm akTyaausupaHu Jokaaau 3a 6esonacHoct (ITAJIB)

IIpurexxaTtensat Ha pasperieHuero 3a ynorpeda (IIPY) tpsosa na nogane nbpsus ITAJIb 3a To3u
IPOIYKT B CPOK OT IIECT MECELa CJIA pa3pelIaBaHeTo 3a ynorpebda. Brnocnencraue
MIPUTEKATENAT Ha paspelleHue 3a yrnorpeda Tpsa0Ba Ja 1oj1aBa NepUOIUYHY aKTyaIU3UpaHu
JOKJIaau 3a 6e30IMacHOCT 3a TO3U MIPOLYKT ChITTACHO M3UCKBAHUATA, IOCOYEHH B CITUCHKA C
pedepentaute natu Ha EBponeiickust cbio3 (EURD cnmuchk), npenBuaex B wi. 1078, an. 7 ot
HupextuBa 2001/83/EO n myOnrKyBaH Ha eBpOICHCKIS yeOTIOpTal 3 JISKapCTBa.

. YCJIOBUSA NJIIN OTPAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS ITPOAYKT

. Ilnan 3a ynpasJjienue Ha pucka (ITYP)

IIpurexxaTtensat Ha pasperieHuero 3a ynorpeda (IIPY) TpsOsa na u3BbpIBa U3UCKBAHUTE JEHHOCTH U
JeCTBUS, CBBP3aHHU C MPOCIEAsiBaHe Ha JIeKapcTBeHaTa 0€30MacHOCT, HocoYeHu B ogobpenus I1YP,
npencraBed B Moy 1.8.2 Ha pa3penieHuero 3a ynorpeba, KakTo U IIPH BCHYKH CJICIBAIIH
ChINIaCyBaHU akTyanu3anuu Ha [TYP.

Axryammsupas [IYP tpabBa na ce moaasa:
. 1o uckaHe Ha EBpormeiickara areHuus 1o JieKapcTBara;
. BUHArM, KOraTo ce U3MeHs cucTeMara 3a ynpaBlieHHe Ha pUCKa, 0COOEHO B pe3yJiTar
Ha [oJTy4yaBaHe Ha HOBa HH(OpMaIHKs, KOATO MOXKE Aa AOBEJE 10 3HAYHMH MPOMEHH
B CbOTHOILIEHUETO I10JI133/PUCK, WM CJIe]] JOCTUTaHe Ha BayKeH eTall (BbB BPb3Ka C
npociensBaHe Ha JIeKapCTBEHATa OE30MaCHOCT HITH CBEXKIAHE Ha PHCKA 10 MUHUMYM).

Axo nogaBanero Ha [TAJIb n akryanusupanero vHa [TYP cbBmagar, Te MoXxe na ce momaaar
€THOBPEMEHHO.
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NPUJIOKEHMUE III

JAHHH BBbPXY OITIAKOBKATA U JINCTOBKA
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A. JAHHH BBPXY OIIAKOBKATA
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JAHHH, KOUTO TPSBBA JIA CbABbPKA BTOPUYHATA OITAKOBKA

BBHIITHA KAPTOHEHA KYTHUSA

‘ 1. HUME HA JTJEKAPCTBEHUS ITPOAYKT

Cholib 145 mg/20 mg punmupanu TabIeTKH
thenodubpar/cumBacTaTHH

‘ 2. OBSIBSAIBAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcska tabmetka cpappxa 145 mg penopudbpar u 20 mg cHMBacTaTHH.

3. CIIUCBHK HA HIOMOINHUTE BEINECTBA

Chabppika: JaKTo3a, 3aXapo3a, Jeuutut (mony4ueH ot cos (E322)), ceucet xbiro FCF (E110).

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

10 punmupanu TabIeTKH
30 dhunMupanu TabICTKH
90 ¢unmupaHu TaOIETKH

‘ 5. HAYYH HA ITPNJIOKEHUE U ITbT(MIIA) HA BBbBE/KJAHE

ITpenn ynorpeba npoderere IMCTOBKATA.
ITepopanHo mputoKeHUE

6. CIIEIIMAJIHO ITIPEAYHNPEXJIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJIA 1 IOCEI'A HA IELTA

I[a CC CbXpaHsBa Ha MACTO, HEAOCTBHITHO 3a ACIA.

‘ 7. APYI'U CHEOUAJIHUA NPEAYIIPEXKJIEHUS, AKO E HEOBXOAUMO

‘ 8. JATA HA T3TUYAHE HA CPOKA HA 'OJJHOCT

T'onen no:

‘ 9. CIHHENUAJIHM YCJIOBUSI HA CbXPAHEHHUE

JHa ce cpxpanssa mox 30°C.
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10. CIHENUWAJIHM IIPEAITA3HU MEPKU ITPU U3XBBPJISIHE HA HEN3ITIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NWJIN OTHAABYHU MATEPUAJIA OT
TAX, AKO CE I3UCKBAT TAKUBA

11. HME U AJAPEC HA ITIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Viatris Healthcare Limited
Damastown Industrial Park
Mulhuddart

Dublin 15

Dublin

Upnannus

12. HOMEPA HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/13/866/001 10 dunvupanu TadiaeTku
EU/1/13/866/002 30 ¢uamupanu TabIeTKH
EU/1/13/866/005 90 ¢punmupany TabneTKH

13. MNAPTHUJAEH HOMEP

[MTapt. Ne

14. HAYMH HA OTIIYCKAHE

.HCKapCTBCHI/IHT OPOAYKT C€ OTITYCKa IO JICKapCKO MpEeANCaHue.

‘ 15. YKA3AHWUS 3A YIIOTPEBA

‘ 16. HUH®OPMAIMSA HA BPAMJIOBA A3BYKA

Cholib 145 mg/20 mg

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

<JIBym3MepeH 6apKoA ¢ BKIFOYCH YHUKAICH HACHTH(HUKATOP>

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

<PC: {Homep} [kox Ha MpOayKTa]

SN: {Homep} [cepuen Homep |

NN: {HOoMep} [HanmoHaJIeH HOMEp 32 penMOypCcHUpaHe I IPYT HAMOHAJICH HOMEp, ¢ KOHUTO ce
uACHTUHUIUPA JTCKAPCTBEHUSIT IPOLYKT >
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MUHHUMYM JAHHHU, KOUTO TPSABBA JIA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJINCTEPHU

‘ 1. HUME HA JTJEKAPCTBEHUS ITPOAYKT

Cholib 145 mg/20 mg TabneTkn
thenodubpar/cumBacTaTHH

‘ 2. HNME HA TIPUTEXATEJIS HA PASPEHIEHUETO 3A YIIOTPEBA

Viatris

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA T'OJHOCT

EXP

4. HNAPTUJAEH HOMEP

Lot

5. JPYTO
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JAHHH, KOUTO TPSABBA JIA CbABbPXA BTOPUYHATA OITAKOBKA

BBHIITHA KAPTOHEHA KYTHUSA

‘ 1. HUME HA JJEKAPCTBEHUS ITPOAYKT

Cholib 145 mg/40 mg punmupanu TabIeTKH
thenodubpar/cumBacTaTHH

‘ 2. OBSIBSAIBAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcska tabmeTka cpappxa 145 mg penopudbpar u 40 mg cuMBacTaTHH.

3. CIIUCBHK HA HIOMOINHUTE BEINECTBA

Cwabpixka: JaKTo3a, 3aXapo3a, JenuTHH (roxy4deH ot cos (E322))

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

10 punmupanu TabIeTKH
30 dhunMupanu TabICTKH
90 ¢unmupaHu TaOIETKH

‘ 5. HAYYH HA ITPNJIOKEHUE U ITbT(MIIA) HA BBbBE/KJAHE

ITpenn ynorpeba npoderere IMCTOBKATA.
ITepopanHo mputoKeHUE

6. CIIEIIMAJIHO ITIPEAYHNPEXJIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJIA 1 IOCEI'A HA IELTA

I[a CC CbXpaHsBa Ha MACTO, HEAOCTBHITHO 3a ACIA.

‘ 7. APYI'U CHEOUAJIHUA NPEAYIIPEXKIEHUS, AKO E HEOBXOAUMO

‘ 8. JATA HA T3TUYAHE HA CPOKA HA 'OJJHOCT

T'onen no:

‘ 9. CIHHENUAJIHM YCJIOBUSI HA CbXPAHEHHUE

JHa ce cpxpanssa mox 30°C.
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10. CIHEHNWAJIHM IIPEAITA3HU MEPKU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NWJIN OTHAABYHU MATEPUAJIA OT
TAX, AKO CE I3UCKBAT TAKUBA

11. HME U AJAPEC HA ITIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Viatris Healthcare Limited
Damastown Industrial Park
Mulhuddart

Dublin 15

Dublin

Upnannus

12. HOMEPA HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/13/866/003 10 ¢uamupanu TabaeTKu
EU/1/13/866/004 30 puamupanu TabIeTKH
EU/1/13/866/006 90 punmupanu TabaeTKu

13. TTAPTHUJIEH HOMEP

ITapT. Ne

14. HAYMH HA OTIIYCKAHE

JlexkapcTBEHHAT NPOAYKT CE€ OTIYCKa I10 JIEKAPCKO TPEATIICAHHUE.

‘ 15. YKA3AHWA 3A YIIOTPEBA

‘ 16. WH®OPMAIMS HA BPAMJIOBA A3BYKA

Cholib 145 mg/40 mg

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

</IBynsmepeH 0apKoJ ¢ BKIIOYCH YHUKAIEH HACHTU(UKATOP>

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

<PC: {Homep} [Ko1 Ha MPOIYKTa]

SN: {Homep} [cepuen Homep ]

NN: {HOMep} [HanmoHaeH HOMep 3a peuMOypCHpaHe WK IpyT HallMOHAIEeH HOMep, C KOWTO ce
UACHTU(HUIUPA JCKAPCTBEHUST IPOLYKT >
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MUHHUMYM JAHHHU, KOUTO TPSABBA JIA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJINCTEPHU

‘ 1. HUME HA JJEKAPCTBEHUS ITPOAYKT

Cholib 145 mg/40 mg TabneTkn
thenodubpar/cumBacTaTHH

‘ 2. HNUME HA TIPUTEXATEJIS HA PASPEHIEHUETO 3A YIIOTPEBA

Viatris

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA T'OJHOCT

EXP

4. HNAPTUJAEH HOMEP

Lot

5. JPYTO
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b. JUCTOBKA
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JlucroBka: uH(opManus 3a NOTpPedUTEN
Cholib 145 mg/20 mg ¢puamupanu TadJIeTKu

(henodubpat/cumBacTaTuH
(fenofibrate/simvastatin)

IIpoyeTeTe BHUMATEIHO LSJIATA JUCTOBKA, P /1a 3all0YHeTe 12 U3M0JI3BaTe TOBA
JIEKapCTBO, Thil KATO TS ChIAbpPKa Ba:xKHa 3a Bac undopmanms.

- 3anasere Ta3u JIMCTOBKA. Moe J1a ce HAJO0XHU Aa s IPOYeTeTe OTHOBO.

- AKo MMare HAKaKBH AOIBIHUTEHH BBIPOCH, oNuTaiTe Bamms nexap uim papmarenT.

- Tosa nekapcTBo € npeanucaHo Tu4HO Ha Bac. He ro npeorcTsnBaiite Ha apyru xopa. To
MOXe J]a UM HaBpeH, HE3aBUCUMO, Ue MPU3HAIIUTE Ha TAXHOTO 3a00JIABaHE ca CHIIUTE KAKTO
Bamure.

- AKo Nony4uTe HSKAKBU HEXEJIaHHW Peakiuu, yBeaomere Bammus nekap i papmanest. Tosa
BKJIIOYBA M BCUYKH BH3MOXHHU HEXKeJaHU PeakLiy, HEONHCaHH B Ta3H JUCTOBKA. Bokre
TOuKa 4.

Kaxkso CbAbPiKa Ta3u JIMCTOBKA

Kakso npencrasisisa Cholib u 3a kakBo ce u3moi3Bsa

Kakso Tpsi6Ba na 3naere, npeau aa npuemere Cholib

Kak na npuemate Cholib

BB3MOXHY HEXENaHU peaKinu

Kak na cexpansBare Cholib

ChaspikaHre Ha OMAKOBKATA ¥ JOMBIHUTEIHA HHPOPMAITHS

AU

1. Kaxso npeacrasassa Cholib u 3a kakBo ce u3noJussa

Cholib cbabpxa Be pa3nuyHA aKTUBHU BeliecTBa: peHoduopar (mpuHamjiexku KbM rpylaTa Ha T.Hap.
"¢pubpaTtr") m cuMBacTaTHH (TIPHHAUICKN KBM IpyTaTta Ha T.Hap. "cTatuHu"). 1 nBete ce u3moisBaT
3a HaMaJIsIBAaHEe HA HUBATa Ha 00IIus XosecTepolt, “nommus” xonectepoln (LDL xonectepoi) u MacTHH
BEllIeCTBa, HApeueH! TPUTIMLEPUIN B KpbBTa. B onbiHeHue, U [BETE NOBUIIABAT HUBATa Ha
“noopus” xonecrepos (HDL xonecrepon).

Kakso Tps0Ba 1a 3HaM 3a XoJ1ecTepoJia U TpUurpunepuaure?

XoJecTeposbT € €HO OT HAKOJIKOTO MAaCTHH BeIllleCTBa B KpbBTa. OOIIMAT X0JIECTEPOII Ce ChbCTOU
ocHoBHO oT LDL u HDL xonectepon.

LDL xonecTeponbT 4YECTO € HapU4aH ,,JIOLI** XOJIECTEPOJI, Thi KATO MOKE J1a CE HaTPyIBa B CTEHUTE
Ha apTepuuTe U Aa oOpa3ysa ruiaku. C BpeMeTo TOBa HaTpyNBaHe Ha IIaKH MOJKE J1a I0Bee 110
3aIlyllIBaHe Ha apTepUUTE.

HDL XxosecTepodbT 4ecTo € HapHyaH ,,J00Bp ™ X0JIeCTepoII, Thi KaTo MmoMara 3a IpeioTBpaTsBaHe
HATPYIIBAaHETO HA ,,JIOUI XOJIECTEPOJI B apTEPUHUTE U MPEAINa3Ba OT ChPACYHOCHIOBH 3a00IBaHUSL.

TpI/II‘J'II/IHCpI/II[I/ITe Cca IpyT BUJ MAaCTHHU BEUIECTBA B KPBbBTA. Te morar Jla MOBUIIIAT pUCKa OT Pa3BUTHUEC
Ha CbpACYHOCHAOBU 3a00JIIBaHUS.

HpI/I IMOBCYCTO XOpa B HAYAJIOTO HAMA IIPpU3HALIX 3a HpO6J’ICMI/I, CBBP3aHHU C XOJIECTECPOJIa NUITN

TpUIIIHLIEpUANTE. BamusT nekap Moxxe Ja n3MepH JTUNUANTE ¢ OONKHOBEHO M3CJe/IBaHe Ha KPbhBTa.
PenoBHo nocemniaBaiite Bamus nekap, 3a 1a caeAnuTe HUBOTO HA JTUMUIUTE.
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Cholib ce n3mon3Ba npu Bb3pacTHU ¢ BUCOK PUCK OT MPOOIIEMH, KaTo HarpuMep HHPaApKT U MO3bYCH
WHCYJIT, IPH KOUTO HApeJl C TOBA ca MOBUILICHH HIUBATA HA 2 BU/Ia MACTH B KPBBTA (TPUTIIHIICPHIUTE
u LDL xonectepoina). Toii ce naBa, 3a 1a HaMaIi TPUTIIUIEPUANTE U [1a TOBHUIIH JOOPHS XOIECTEPOIT
(HDL-xonecrepomn), ciex karo somusT xonectepoi (LDL-xomectepoin) Beue ce KOHTPOIHpa ChC
CHMBACTaTHH, IPUJIATaH CaMOCTOSTENHO B f03a 20 mg.

Tps0Ba 1a nponb/DKUTE OeHATa HAa MAa3HUHU IUETa WK IPYTUTEe MEPKU (HanpuMep pU3ndecKu
yOpaxxHeHus1, oTciadBaHe) 1o BpeMe Ha jgedeHueto ¢ Cholib.
2. Kakgo TpsadBa na 3Haerte, npeau Aa npuemere Cholib

He npuemaiite Cholib:

. aKo CTe aJepruyHu KbM GpeHo(pHOpaT WIIM CUMBACTATHH HJIH KbM HAKOS OT OCTaHAJIHTE
cberaBkd Ha Cholib (u36poeHu B Touka 6)

. aKo CT€ aJepruuHu KbM (bCTHILH, PBCTHUYCHO OJIHO, JCUUTHH OT COSl HJIM CBbP3aHH BEIECTBA

. aKo JIOKaTO CTE B3eMAaJH JAPYTH JISKAPCTBA CTE UMAJIX aJiepruyHa Peakius Wid YBpeKIaHe Ha

KOJKara OT CIIbHYEBA CBET/IMHA WK Y B by (Te3u JeKapcTBa BKIIOYBAT ApyrH HHOpaTy u
MPOTUBOBB3MAIUTEIHO JIEKAPCTBO HapeueHo "keTornpodeH")

. aKo uMare npodJIeMH ¢ YEPHUS IPOO WU JKITBYHUSA MEXYD.

. aKo MMaTe ITaHKpeaTuT (Bh3MaJIeHHe Ha ITaHKpeaca, KOeTo MpeIN3BIKBa KOpeMHa 00Jka), KOeTo
HE € IPUYMHEHO OT BUCOKH HHMBA HA Ma3HUHHU B KPBBTA

. aKo MMaTe yMEpeHH WM TEeXKH NpobiemMu ¢ Ob0penure

aKo MMaTe aHaMHe3a 3a IPoOJIeMH ¢ MyCKYJIUTE 110 BpeMe Ha JieueHHe 3a HaMalsBaHe Ha
HHMBaTa Ha MaCTHUTE BEIIECTBA B KPBBTA C HAKOE OT aKTHBHUTE BELIECTBO HA TOBA JICKAPCTBO
WK C JIPYTH CTAaTUHU (KaTO HAITPUMEP aTOPBaCTATHH, PABACTATHH WIIK PO3YBACTATHH) HIIH
¢ubparu (kato Hanpumep Oe3apudpaT uiu reMHuoPO3HI)

. aKo Beue B3eMaTe CICAHUTE JICKapCTBA:
o JlaHa30J1 (M3KYCTBEHO Ch3/13JICH XOPMOH 32 JIeYeHHE Ha EHIOMETPHO03a)
o UKJIOCTIOPUH (JIEKAPCTBO, KOETO YeCTO CE U3MOJI3Ba IIPH NAMEHTH C TPAHCIUIAHTUPAHU
OpraHmu)
o UTPAKOHA3011, KETOKOHA30J1, (DIIYKOHA30JI HITH TTOCaKOHA30I1 (JIeKapCTBa 38 ThOMYHH
WH(PEKIINN)
o XUWB nporea3Hn HHXUOUTOPH, KaTO HAIIPHIMEP HHAWHABUD, HEN(HUHABHP, PUTOHABUD
W CaKBHHaBHp (JIeKapCcTBa, M3MOJI3BaHU 3a JeueHne Ha XMB nuadexnus u CITMH)
o KoOunucTat (JIeKkapcTBo, u3non3Bano 3a XMB undexis)
o TJIEKaIpeBUp WM THOPEHTACBUpP (M3MONI3BaHU 3a JICUeHNE Ha MH(EKIHS ¢ BUpyca Ha
xemnatut C)
o SPUTPOMHUIIVH, KITAPUTPOMULIMH HJIH TEIUTPOMHULUH (JIeKapcTBa cpelly OakTepHaIHu
WH(EKIIHNN)
o Heha30/10H (JeKapCTBO CPEILy JACPecus)
. aKo Beue ce JIGKyBAaTe U LIe IPOIbDKABATE JICUCHUETO CH ChC:
o ¢ubpar (namp. rempuOpo3wI)
o CTaTUH (JIEKapCcTBO 3a HAMAJIABaHE HAa HUBAaTa HA MACTHTE B KPBHBTA, HAIIPUMED

CHMBACTaTHH, ATOPBACTATHH )
aKo cTe Ha Bb3pacT 1nox 18 rogunan
° aKo cTe OpeMEHHA WM KbPMHUTE

He B3emaiite Cholib, ako Hsiko€ OT TOpHHTE Ce OTHAcs 10 Bac. Ako He CTe CUTYpHHU B HEIIIO,
nonuTaite Bamus jgexkap uian hapMarieBT.
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IIpeaynpeskaeHus ¥ NpeANasHu MepKU

I'oBopere ¢ Bamus siekap wmu dapmanesT npeau aa npuemere Cholib, ako:

. uMare HaMaJIeHa aKTUBHOCT Ha IUTOBHTHATA JKJIe3a (XUIIOTHPEOUIUZHM )

. npezacrou Bu onepanus. Bp3MoxkHO € 1a ce HaJloXKH| Ja CIpeTe 3a KpaTKo BpeMe nprueMa
Ha Cholib.

. MUETE aJIKOXOJI B rojieMu KosimuecTBa (moBeyue ot 21 eaunuiy ( 210 ml) yuct ankoxon
CEJIMUYHO)

. uMare rpbaHa 0osika 1 4yBCTBaTe 3a1yX. ToBa MOXe Ja ca IPU3HAIM Ha KPBBEH ChbCUPEK
B Oenust Bu nipo6 (6enonpoOHa eMOoIws)

. uMaTe TeXKO 0esoIpoOHO 3a0osiBaHe
nmate 060peuHo 3aboisiBane

. Bue nnm Bam 01u3bK posHMHA HMa TPOOJIEMH ¢ MyCKYJTUTE, KOUTO Ce IpeaaBar Mo
HACJIeJICTBO B CEMENCTBOTO

. B3eMaTe WU Ipe3 MOCIeAHUTE 7 JHU CTE B3eMaJll JIEKapCTBO, HapeueHo (y3H10Ba KUCETUHA
(;lexapcTBO cpelly OakTepraaHa HH(EKIrs)

. B3eMaTe aHTUBUPYCHU CpeACTBa cpelly xenatuT C, KaTo endacBUp WU rpa3onpeBUp
(u3mom3BAT Ce 3a JedeHne Ha MHpEKnus ¢ BUpyca Ha xermatut C)

. aKo MMarte WM CTe UMalli MUACTEeHUs (3a00JsiBaHe, KOETO Ce MPOsABsABA ¢ 00IIa MYCKYJTHA

¢J1a00CT, B HAKOH CJIy4au BKJIIOYBAILA U MYCKYJHUTE, KOUTO y4acTBaT IIPU AUIIAHETO), WM O4YHA
MUacTeHus (3a00JsiBaHe, MPUYUHIBAIIO CIA00CT HA OYHHS MYCKYJI), ThI KATO CTATHHUTE

IIOHsAKOI'a MOrar Ja Bjomart 3a00JIIBaHETO MU Ja 1oB€aaT 40 I10s1Ba HA MUAaCTCHUA (B)K. TOYKa
4).

AKo0 HIKOE OT TOPHUTE ce OTHacs 10 Bac, roBopere ¢ Bamms nexap wmm papmanesT, npeau aa
npuemare Cholib. Ako He cTe CUTYpHH B Hello, nonuTaite Bamms nexkap uin ¢papMaresT.

Crimo Taka, nHpopMupaiite Bammms exap nim gapmanesBT, ako UMaTe MyCKyJHa C1aboCT, KOSITO €
MOCTOsIHHA. MoOJKe 712 € He0OX0IMMO MPOBEKIAHETO HA JONBIHUTEIHHU U3CICABAHNS U TIPHEM Ha

JAOMBJIHUTEIIHU JICKAPCTBA 3a JUArHOCTHKA U JICUCHUC HAa TOBA CbCTOSHUEC.

Bammsit iekap Tpsa6Ba 1a Bu HanpaBu u3cieaBaHe Ha KPbBTA, MPE/IM [1a 3alI0YHETE [ IPHEMaTe
Cholib. ToBa ce mpasu, 3a J1a ce YCTAaHOBH JaJiil YepHHUAT Bu pod ¢pyHKIMOHUpa nobpe.

Bb3MoxxHO € Bamust nekap na noxkenae na Bu Hanpasu u3cnenBaHe Ha KPBBTA, 32 ja IPOBEPHU AAIU
yepHHUAT Bu npo6 ¢pyHkumonupa nodpe cien kato cre 3anovHanu aa npuemate Cholib.

JlokaTo pueMare TOBa JIeKapcTBO, BammsT nekap 1e cieu BHUMATEIHO ChCTOSTHUETO B, B ciydvai,
ye cTpajaTe OT AuabeT WM UMa PUCK Jla pa3BueTe nuadeT. Bp3MOXKHO € 1a uMa pUCK OT pa3BUTHE
JradeT, ako MMaTe BUCOKHM HUBA HA 3aXap M Ma3HWUHH B KPBBTA CH, aKO CTE C HATHOPMEHO TETJIO

1 IMaTe BUCOKO KPBBHO HaJIsraHe.

Bammst nexkap moxe 1a Bu HanpaBu n3cienBaHe Ha KpbBTa, 3a J1a MpoBepu Bammre Myckynu npeau
U clie]l 3alI0YBaHe Ha JICYEHUETO.

Jleua u roHomm

Cholib He TpsOBa 1a ce naBa Ha Jena U IOHOIIX (Ha Bb3pacT nox 18 ronunm).

HApyru aexapcta u Cholib

UzkimounTenHo BaxkHO € 1a mHpopMupare Bamus nexap wimi GapManeBT, ako IpuemMare, HaCKOpo

CT€ IpUEMaJIi WK € Bb3MOXKHO JIa IpHeMaTe ApYyTH JekapcTBa. ToBa ce OTHACS | 10 JIEeKapCTBa,
OTIIyCKaHH 0e3 pelenTa, BKIIOUYUTEIHO OMIKOBH JIeKapCTBa.
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Wndopmupaiite Bamus nekap ninu ¢papmaleBT ako IpUeMare HIKOe OT CIEAHUTE JeKapcTBa:

. IaHa301 (M3KyCTBEHO Ch3/1aIeH XOPMOH 32 JICUCHHE HA €HIOMETPHO03a)

. LUKJIOCIIOPUH (JIEKAPCTBO, KOETO YE€CTO CE U3MOI3BA IPH MALUCHTH C TPAHCIUIAHTUPAHU
OpraHmu)

. UTPAKOHA30J1, KETOKOHA30J1, (DIyKOHA30JI MK ITOCaKOHAa30:1 (JIeKapCTBa 3a M’bOMYHI HH(EKIINH)

XUB nporea3Hr HHXUOUTOPH, KaTO HAIIPUMEpP UHIUHABUD, HEN(UHABUD, PUTOHABHP H
CakBUHaBHp (JIeKapcTBa, U3Moii3BaHu 3a iedeHne Ha XMUB nadexuus u CITMH)
KoOumcTaT (JiekapcTBO, U3M0I3BaHo 3a XM B unbexus)

. [JIeKalpeBUp MM MHOPEHTACBUP (M3MONI3BaHU 3a JICUeHUE Ha MH(EKIHS ¢ BUpyca Ha
xemnatut C)

o EPUTPOMUIINH, KIAPUTPOMHLIUH WIH TSITUTPOMHUIIMH (JIEKapCTBa Cpelly OaKTepHaTHU
MH(EKIINN)

. He(a30/10H (JIEKapCTBO CPEILy JACTPECHs)

. ¢ubpar (nanp. penodudpat, reMmpudpo3nIT)
. CTATHH (HApUMep CUMBACTATHH, aTOPBACTATHH)

He B3emaiite Cholib, ako HsiKo€ OT TOpHHTE ce OTHACs 10 Bac. Ako He cTe CUTYpHU B HEIlo,
nonuTaiite Bamms nekap uin hapMaresr.

[Mo-crenmainuo, kaxkeTe Ha BammsT nekap wim GapManeBT ako B3eMaTe HIKOE OT CICTHUTE JIEKapCTBa
(mpuema Ha Cholib ¢ KoeTo 1 Ja € OT Te3H JIeKapCTBa MOXKE J]a MMOBHIIH PHCKA OT MYCKYJIHA
po0OJIeMn):

. BUCOKH /103 OT Hail-Masiko 1 rpaM IHEBHO Ha HUALMH (HUKOTHMHOBA KHUCEJIMHA) W JIEKapCTBa,
ChIbpKAIIM HUAWH (JIEKAPCTBO 32 HAMAJISIBaHE HUBOTO HA MACTHUTE B KPHBTA)
. KOJIXMLIMH (JIEKapCcTBO, U3II0I3BAHO 3a JEUEHHE Ha IoAarpa)

He npuemaiite ¢y3unoBa kucenansa (JekapcTBo cpelly OakrepuanHa HHPEKIHs), JOKaTo IpuemMare
TOBA JIEKAPCTBO.

KaxTo u ipu exapcTBata, 130poeHu no-rope, HHpopMupaiTe Bamms nexap win papMareBT ako
MpUeMate I HaCKOpO ce MpUeMalil WIH € Bb3MOXKHO J1a TIpUeMate HIKOe OT CICAHUTE JIeKapCTBa:
. AQHTUKOATyJIaHTH, KaTo Hampumep BapdapuH, GIyHHINOH, PEHIPOKYMOH WX alleHOKYMapoJl
(;IexapcTBa, KOUTO MPEIOTBPATABAT 00pa3yBaHETO HA KPHBHU CHCUPEIIN)
MUOTIINTAa30H (CrienuduyeH Kiac JIeKapcTBa 3a JeUeHne Ha 1uader)
. pudamMmumH (JIEKapCTBO, U3IOJI3BAHO 33 JICUCHUETO HA TyOepKyo3a)
. eNI0aCBHp WM TPa3olpeBHp (M3IMOJI3BAHH 32 JIeUCHHE Ha MH(pEKIHs ¢ BUpyca Ha xenatut C)

AKo HSIKOE OT FTOpHHTE ce OTHacs o Bac, roBopere ¢ Bammst nexap wim apManesT, npeau aa
npuemate Cholib. Axo He cTe CHTYpHU B HeIlo, onuTaliTe Bamis nexap uiam gapmarienT.

Cholib ¢ xpana u HanUTKH

CokbT OT rpedndpyT ChAbpKA SOUH HIH NOBEUS KOMIIOHEHTA, KOUTO IPOMEHST HaYKHa, 110 KOHTO
opranm3msbT m3noizBa Cholib. He koncymupaiite cok ot rpeiindpyt ¢ Cholib, Thit kaTo TOBa MOXKe
Jia TIOBHIIIH PUCKA OT MpodieMu ¢ MycKyaute Bu.

BpemMeHHOCT U KbpMeHe

. He npuemaiite Cholib ako cTe 6peMenHa, onmuTBaTe 1a 3a0peMeHeeTe W MUCIHUTE 4e MOXKE Ja
cre OpemeHHa. Ako 3abpeMeHneeTe qokaro npuemare Cholib, He3abaBHO cripeTe Ja ro B3emare u
ce cBbpkeTe ¢ Bamms nekap.

. He npuemaiite Cholib ako kppMuTE WK IIaHUpATE 1a KbpMUTE 0e0eTO CH, THil KaTo He
€ M3BECTHO JIAJTH TOBa JICKAPCTBO IIPEMUHABA B KbpMaTa.

AKo cTe OpeMeHHa UM KbPMUTE, CMsITaTe, 4e MOXKe Ja cTe OpeMeHHa Win IiaHupare OpeMeHHOCT,
IochBeTBalTe ce ¢ Bamus nexap uiu gapmanesT npeau ynorpedaTa Ha TOBa JIEKapCTBO.
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lo¢gupane u padora ¢ MAIINHU

He ce ouaxsa Cholib na 3acerne crioco6nocrra Bu na mogupare uiam paboTute ¢ HHCTPYMEHTH WITH
Mamnny. Tps6Ba obade aa ce MMa Ipe BUL, Ue HAKOM XOpa MOJIyyaBaT 3aMaiiBaHe clie]] IpreMa Ha
Cholib.

Ba:xHa nadgopManusi OTHOCHO HAKOHU OT cbeTaBkuTe Ha Cholib

Cholib cbabp:ka BUIOBE 3axapy, KOUTO C€ HapUYaT JIaKTO3a U 3axapo3a. Ako Bammusar nekap Bu
€ KazaJ, 4e IMaTe HEIMMOHOCUMOCT KbM HSIKOW 3aXapH, TOBopeTe ¢ Bammms jgexap mpeau na nmpruemare
TOBA JIEKAPCTBO.

Cholib cbabprka coeB NEIUTHH. AKO CT€ QJIEPIHYHI KbM (BCTBIH, COSL WU (PBCTHYECHO OJHO,
He usnoinspaiite Cholib.

Cholib cbabpxa ceHcet xbaTO0 FCF (E110), KOETO MOXE 12 peIu3BHUKa ajJepruuHu pPEeaKiuu.

3. Kaxk na npuemare Cholib

Bunaru npuemaiite ToBa JIeKapcTBO, TOUHO KakTo Bu e kazan Bammar nexap wium gpapmaneBT. AKo
HE CT€ CUTYPHU B Helllo, onuTtaiite Bamus nexap win gpapmanesT.

Bammsr nekap mie onpeaenyu nogxo sy 3a Bac Buj TabneTku B 3aBUCUMOCT OT ChCTOSHHETO By,
TekyioTo Bu neuenue u nnunust Bu puckos cratyec.

OOnuaiinara 103a € eiHa TaOJIeTKa AHEBHO.

Moxxete na npuemare Cholib cbe mmu 6e3 xpaHa.

I'nmeTHETE TabNETKATa C Yala BOJaA.

He pasrpomaBaiite u He 1bBUETE TabIETKATA.

Tps0Ba fa nponbmkuTe OeaHATAa HA Ma3HMHU JMETa WK OPYTHTE MEPKH (Hanpumep QU3HYecKH
yIIpaXXHEHMs, 0TcabBaHe) 1Mo Bpeme Ha sreaerneTo ¢ Cholib.

AKO cTe mpueaHn moBeye oT HeoOxoaumarta 103a Cholib

AKo cTe mipuenu noseve ot HeoOxoaumara go3a Cholib wmu ako qpyr 4oBek e B3en Bairero
JIeKapcTBO, HHpopMupaiTe Bamms nekap wim apMarieBT WM ce CBBpXKETe ¢ Hail-0im3Kara OoTHHIA.

Ako cte nponmycHayu 1a npuemerte Cholib

He B3emaiiTe aBoifHa 1032, 3a 1a KOMIICHCHpATe MpoIycHaTaTa Tabinerka. B3emere cienpamara
tabJeTka Ha cieABalys IeH B oOnyaiiHus 3a Bac gac. Axo ToBa Bu Ge3nokon, roBopere ¢ Bammms
Jekap wiu (apMaleBT.

AKO MMaTe HIKaKBH JOMIBIIHUTEIHU BBIIPOCH, CBBP3aHU C YIOTpedaTa Ha TOBA JIEKAPCTBO, MOMUTANTE
Bamms nekap win ¢apmarieBT.

4. Bb3MOKHH HexKeTaHU PeaKIHH

Kaxkro Bcnuknm nexapcra, Cholib Moske 1a mpenu3BHKa HEXXEIAHH PEaKIny, BBIIPEKH Ue He BCCKH TH
OJTy4aBa.

J Heobsicanma MyckymHa 60ka, 60JIE3HEHOCT MITH ¢1a00CT MOJKE Ja ca TIPM3HAIM Ha pasnaj Ha
myckynute. [lopaau ToBa, MOJIsI, CBBPIKETE ce He3abaBHO ¢ Baruus ekap, ako MoTy4dHuTe HIKOH
OT Te3u cUMIITOMH. ToBa € Taka, 3aI0TO CHIIECTBYBAT PEAKH CIy4Yad Ha CCPHO3HH MYCKYJIHH
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Hpo0IeMH, BKIIOUYUTEIHO pasiaj] MyCKyJIHTe, KOETO BOAH 10 yBpeXaaHe Ha ObOperuTe 1 B
MHOTO PEZIKH CIIyYaH € HaCThIIBaNa cMBPT. B cpaBHeHue ¢ pubpaT nnm cTaTHH NOOTAEIHO,
PHCKBT OT pa3laji Ha MyCKYJIHTE € O-BUCOK, KOTaTo Te3U JBE JICKapCTBa ce B3eMaT 3ae/JHO,
kato npu Cholib. Toif e mO-BHCOK IIPH ’KEHU U TP MAIMEHTH Ha BB3PAcT 65 TOAUHA WIH
HoBeye.

Hsikou manueHTH ca MOJy4YHiIN CISIHUTE CEPUO3HH HEXKENIaHH PeaKLH, JOKATO ca MpUeMalH
(henoduOpar wim cumMBacTaTuH (IBeTe aKTHBHH chcTaBKU Ha Cholib):

PEaKIUKTE HA CBPBXYIYyBCTBUTEIHOCT (IEPIHYHU PEAKIMK) BKIIOYBAT IIOAyBaHE HA JIUIETO,
€3HKa ¥ I'bPII0TO, KOETO MOXKE J]a IPUYMHH 3aTPyIHECHO AWIIaHe (aHrHoeaeM) (peaKn)
CepHO3HA allepruyHa Peakiys, KOsITO MOXe J1a IPHYUHHU 3aTPyTHEHO JUIIAHE WU 3aMassHOCT
(anadunakcus) (MHOTO peIKK)peakiy Ha CBPbXUyBCTBUTETHOCT KbM Cholib ¢bec cumnTomu
KaTo HarmpuMep: OOJIKH WK BB3MAaJCHUE HA CTABUTE, Bb3MaleHUEe HA KPbBOHOCHUTE ChIIOBE,
HeoOHyYaiiHa MosiBa Ha KPbBOHACSIaHHUA (CHHUHH), KOXKHU OOPHBH WM ITOyBaHEe Ha KOXKaTa,
KOIIPUBHA TPECKa, MOBUIIICHA YYBCTBUTEIHOCT KbM CITBHIIE, BUCOKA TEMIIEpaTypa, 3a4epBsiBaHe
Ha JIMLIETO, HEJOCTHUT Ha BB3IyX H 00O HEpa3MoJoKEeHUE, Tymyc-o100H0 3a00sBaHe
(BKITIOYBa OOpWB, CTABHU HapyIIEHUS U e(peKTH BbPXY OelnTe KPbBHU KIIETKH)

KpaMITi uiy 0OJIe3HEHH, HalperHaTH Wik OTCIa0CHN MYCKYJITH, MYCKYJTHO pa3KbCBaHE - TOBa
MOXe Jia ca MPHU3HALY HAa MYCKYJIHO BB3MAICHUE WX PasMaj, KOeTO MOXE 1 IPUIUHU
YBpeXKAaHe Ha OBOPEIHTE U TOPH CMBPT

CTOMAITHH OOJIKH - TOBa MOXKeE JIa € MPH3HAK, Ye MaHKpeachT Bu ¢ Bp3naseH (MaHKPEeaTHT)
0OJIKH B TPBJHMS KOII M YYBCTBO Ha 33/1yX - TOBa MOXKE JIa Ca MPU3HAIM Ha KPBBEH ChCUPEK
B Oenust Bu nipo6 (6enmonpoOHa eMO0IHs)

0oJika, 3auepBsiBaHe WJIM [TOyBaHE HA KpaKaTa - Te MOXe J1a ca IPU3HAIM Ha KPBBEH ChbCUPEK
B Kpaka (b00Ka BeHO3Ha Tpom003a)

MOXBJTSABAHE Ha KOXKaTa 1 OsII0TO Ha o4nTe (KBJITCHHIA) WM TIOBUIIABAaHE HA HUBATa Ha
YepHOAPOOHHUTE EH3UMH - TOBA MOJKE JIa ca IIPU3HALY Ha BB3MaJIeH YepeH Apo0 (XenaTut

W 4epHOAPOOHA HETOCTATHYHOCT)

MOBHIIIEHA YYBCTBUTEIHOCT Ha KO)kaTa B KbM CiTbHYEBA CBETIIMHA, KBAPIIOBH JIAMITH HIIH
COJIAPUYMH

00pHB, KOWTO MOJKE 1A CE TIOSIBH 110 KOXKATa MJIM PAaHH B yCTaTa (JTMXCHOWIHH JIEKAPCTBEHH
epyIIHNH)

AKO MOITyYHTe HAKOS OT H30POCHUTE JI0 TYK CEPUO3HU HEXEJaH! PEaKIiH, CIIPEeTe JIa preMaTe
Cholib u undopmupaiite He3abaBHO Barms jgekap wim OTUIETE B CHENIHOTO OTACIECHHUE B
Haii-Onm3kaTa 1o Bac GomHuma - Moke na Bu Ob1e HeoOXoquMa CrieniHa MEAUIIMHCKA TTOMOIIL.

Hsikou manueHTH ca MoTy4YriIn CICAHATE CEPUO3HH HEXENIaH! peakiuu, nokaro ca mpuemanu Cholib,
(heHopuOpaT WM CHMBACTaTHH:

MHuoro 4ecTH HEXXEJaHU PeaKIMK (MOXKe J1a 3acerHar mosede oT 1 Ha 10 ayim):

MOBHUIIABaHE HA KPhBHHUTE HUBA Ha “KpeaTHHUHA™ (BEIECTBO, KOETO CE OTAEIS Ipe3
O0BOpenuTe)

NOBHUIIIABaHE Ha KPbBHHUTE HMUBA Ha “XOMOIMCTENHA” (TBBP/IE FOJIEMH KOJIMYECTBA OT Ta3H
AMHUHOKHCEJIMHA B KPHBTA €A CBBP3aHU C MOBHUIIEH PUCK OT HCXEMHYHA 0OJIECT Ha ChPIIETO,
MO3bUEH yJap U 00JieCcT Ha niepuepHUTE ChIOBE, BHITPEKH, Y MPUUNHHO-CIICICTBEHA BPh3KaTa
HE € YCTAaHOBEHA U JI0 MOMEHTa)

YecTu HexxenaHu peakiuu (3acarat 10 1 Ha 10 gymm):

noBHUIIeH Opoil Ha TPOMOOIIMTUTE B KPBBTA

HOBUIICHU CTOHHOCTH Ha YePHOAPOOHUTE (DYHKIIMOHAITHH IT0Ka3aTeNu (TpPaHCAMUHA3H )
XpaHOCMIUIATEITHA CMYIICHUS (CTOMAITHH OOJIKH, TaJicHe, TOBPBIIaHe, TUaPHs 1 I'a30Be)
WH(EKIUN Ha TOPHUTE AUXATEHH IBTUIIA
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Heuectn Hexxenanu peakuuu (3acsrar go 1 xma 100 gymm):

MpoOJIEMH C MyCKYJTUTE

KaMBbHHU B XJIb4YKaTa

o0puBH, ChpOEK, YUSPBEHH IIETHA ITO KOXKaTa
riraBobonme

CEKCYaJIHU MPOoOIeMH

Penxu nexxemanu peakumu (3acsarar go 1 Ha 1 000 gymm):

HamaJieH Opoii Ha YepBEHUTE KPHBHH KIIETKHU (aHEMUSI)

M3TPBIIBAHE WM CJIA0OCT B PBIETE U KpaKaTa

00BPKAHOCT

YYBCTBO Ha 3aMasiHOCT

YyBCTBO Ha MpeyMopa (acTeHHsI)

MOBHILIABAHE HA “ypesiTa’” - MPOU3BEXK/IA Ce OT OBOPEIUTE - YCTAHOBSBA CE C U3CIICABAHUS
MOBHUIIIaBaHE HA “TaMa-TIyTaMuiI TpaHcdepaszara” - IPOU3BEXKAA CE€ OT YEPHUS

Ipo0 - yCTaHOBSIBA C€ C U3CIICBAHMUS

MOBHUIIIaBaHe Ha “‘ajkaiHarta gocdaraza” - NpOU3BENkKAa Ce OT )KIIbYHATA CUCTEMA - YCTAaHOBSIBA
CE C U3CIIe/IBaHuUs

TIOBHIIIaBaHe HA “KpeaTuH GocoknHazaTa” - MPOU3BENKAa CE OT MYCKYJIUTE - yCTAaHOBSIBA CE
C U3CIeIBaHUsA

HaMaJIsiBaHEe HA XeMOTJIOOMHA (KOHTO IpeHacs KHCIOpo/aa B KPBBTa) M OeINTe KPHBHH
KJIETKH - YCTAHOBSIBA CE C U3CIIE/IBAHUSI.

TPYAHO 3acCIIBaHe

JIOlIa TTaMeT HJIH 3ary0a Ha mamerTa

Kocoraj

3arnex

Jycriencus (HapylleHre Ha XpaHOCMMIIaHEeTO)

3aMBIJICHO 3pEHHE; HApYIIEHO 3pEHUE

Mumuoro penku Hexxenanu peakuud (3acsrat 10 1 Ha 10 000 gymm)

THHEKOMAacTHs (yroieMsBaHe Ha I'bPAUTE IPU MBXKeE)

CHCI{HI/ITC HCXCIaHH JICKAPCTBCHHU PCAKIIMH CC C’I>O6HIaBaT, HO 4Y€CTOoTaTa MM HC MOXKEC 11a CC OonpCacin

OT HaJTMYHATA UH(POpMaIHs (C HEU3BECTHA YECTOTA):

TEKBK aJIepruieH KOXKeH OOPHUB C MEXypH
YCIIO)KHEHUS OT KAMBHH B XKIIBUYKATa, KATO HAIIPAMEP KOJIUKH ITOPaJH KAMBK B XKIIBYHUTE
KaHaJH, MHPEKIUK Ha HKIbYHUTE KAHAITU WIH XKIIBYHHUSI MEXYP
3axapeH auader
epeKTIIIHA TUCHYHKITHS
YYBCTBO Ha MOTUCHATOCT
HApYILEHUS HA ChHSI, BKIFOUYUTEIHO KOIIMAapH
ocoOeHo OenonpoOHO 3a00sIBaHe ChC 3aTPYIHEHO THIIaHe (HAPEISHO HHTSPCTUIINATHA
OenoapoOHa GoecT)
MYCKYJIHA C1a00CT, KOSITO € MOCTOSTHHA
NOBUIIABAaHE HA “TIIMKUPAHMS XeMOTJIOOMH” W HUBAaTa Ha KPHhBHATA 3axap - (MapKepH
3a KOHTPOJI Ha KpPhBHATA 3axap MPH 3aXapeH JHadeT) - OTKPHBA CE Upe3 M3CIICIBAHHS
MHACTEHHS TpaBuUC (3a001s1BaHe, MPUIMHSIBAIIO 00IIA MyCKYyJIHA CI1a00CT, B HIKOH CITy4Yan
BKJIFOYBAIa U MYyCKYJIHTE, KOUTO Y4acTBaT MpH aumanero). O4Ha MuacTeHus (3a00sIBaHe,
NPUYHHSABAILO C1a00CT Ha OUHUS MycKyi). ['oBopere ¢ Bamms nekap, ako u3nuTBate c1adoCT B
pBLETE WK KpakaTa, KOsTO Ce BIOIIaBa CJie]] IEPUOAN Ha aKTUBHOCT, UMAaTe IBOIHO BIDKIAHE
WM YBUCBaHE Ha KJICTIAYHTe, 3aTPYAHEHO MPETITbIIaHe WIH 3a1yX.
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Cro01aBaHe HA HesKeJIAHH PeaKLHH

AKO MoNTyunTe HIKaKBH HEXEJIaHU JICKAPCTBCHU PEeakilny, yBegoMere Bamus gekap uinn hapMareBT.
ToBa BKJIIOYBaA BCHYKH BH3MOXHHU, HEONIMCAHU B Ta3U JINCTOBKA HEXeEJIaHU peakui. MoXkeTe ChILo
Jia ChOOLIUTE HeXEJaH! PeakMy AUPEKTHO Ype3 HallMOHAJIHATa CUCTeMa 3a ChoOIIaBaHe, I0COYeHa
B [Ipunoxxenue V*. Karo cro0maBare HexelaHH PEaKIUH, MOXKETe Ja JaieTe CBOS MPUHOC 3a
MoJIy4yaBaHe Ha IoBede HH(OpMalKs OTHOCHO 6€3011acHOCTTa Ha TOBA JIEKAPCTBO.

s. Kax na coxpansasate Cholib
Ja ce cbxpaHsBa Ha MCTO, HEAOCTBITHO 3a Jella.

He uznonzpaiite Cholib cnex cpoka Ha ronHOCT, 0TOEINA3aH BPXY KapTOHEHATa OTIAKOBKa M OymcTepa
ciren cbkpamenuero "T'oaen 10:/EXP". CpokbT Ha FOJJHOCT OTrOBaps Ha MOCIEIHUS JICH OT
MOCOYEHHS MECEl.

[a ce cpxpansasa nmox 30°C.

He I/ISXB’BpHHf/'ITe JICKapCTBAaTa B KaHAJIM3aluATa WA B KOHTefIHepa 3a JOMalIHU OTIIAaJdbIIH.
Ilonuraitte Bamms Q)apMaueBT KakK Ja U3XBBPJIITE JICKAPCTBATa, KOUTO BEUC HE U3IOJI3BATEC. Te3n
MCPKH 1II€ CIIOMOTHAT 34 OIIa3BaHC Ha OKOJIHATa Cpeaa.

6. ChbabpikaHHue HA OIIAKOBKATA U JONbJHHTEIHA HHopManus
Kaxkso cbabpika Cholib

AKXTHBHHTE BemecTBa ca peHopubdpaT n cumBacTaTHH. Besika TabneTka cpappxa 145 mg
(dhenodubpar u 20 mg cuMBacTaTHH.

ToBa nekapcTBO ChABPKa MO-Maiko oT 1 mmol HaTpuit (23 mg) Ha enHa TabIeTKa,T.€. MPAKTUICSCKU
HE ChABPIKA HATPHIL..

Jlpyrute ChCTaBKH ca:

SAnpo Ha TabieTkara:

oyrunxuapokcuanmuzoin (E320), makTo3a MOHOXHIpAT, HATPHUEB JIAypHIICYI(AT, MpeKeTaTHHUIUPAHO
(I1apeBUYHO) HUIIECTE, HATPUEB JIOKYyCaT, 3axapo3a, TMMOHeHa kucennHa monoxuapar (E330),
xunpomenosa (E464), kpocnoBunon (E1202), marne3ues creapar (E572), cunucunupana
MHKPOKPHCTATHA 11e]TyJ103a (ChCTOM C€ OT MUKPOKPHCTAITHA [IETyJI03a U KOJIOUIeH, 6e3BOICH
CUIIMIINEB TUOKCHU], ), ackopOnHoBa kucenuna (E300).

DUIMOBO MOKPUTHE:

YaCTUYHO XHUIPOIU3UpaH moiu (BUuHUIoB ankoxoin) (E1203), Turanos auokcun (E171), Tank (ES53b),
neuuTHH (momydeH ot cos (E322)), kcantanosa ryma (E415), yepsen skenesen auokcun (E172), kbt
xeneseH okcua(E172), ceacer xpato FCF (E110).

Kaxk u3raexna Cholib u kakBo cbabpika 0aKOBKaTa

OsBasHa, IBOWHOM3ITEKHANA, XKbITOKa(sBa, puMupaHa TadieTka ChC CKOCEHH PhOOBE U HA/IITUC
145/20 ot egnara crpana. Pazmepute ca npubimsutento 19,3 x 9,3 mm u ternoro Ha TabjeTkara e
okouso 734 mg.

Tabnerkure ce mpeayiaraT B KApTOHEHU KyTHH ¢ OnuctepH, cbappkamu 10, 30 i 90 tabneTku.

He Bcruky BHJIOBE ONAKOBKH MOTAT Jia OBJIaT MyCHATH B TIPOJIaX0a.
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ITpuTe:xaTes Ha pa3pelieHHETO 32 yNOTPeGa U MPOU3BOAUTE

IIpuTtexxaTen HA pa3pellIeHHETO 32 ynoTpeoda:
Viatris Healthcare Limited, Damastown Industrial Park, Mulhuddart, Dublin 15, Dublin, Upnanaus

IIpousBoauTen:

Mylan Laboratories SAS, Route de Belleville - Lieu-dit Maillard, 01400 Chatillon-sur-Chalaronne,
Opanus.

Mylan Hungary Kft., Mylan utca 1, Komarom 2900, Yurapus

3a JOIIbJIHUTCIIHA I/IH(I)OpMaHI/ISI OTHOCHO TOBa JICKApCTBO, MOJIsI CBBPIKETE CE€ C JIOKAJTHUA
OPEACTAaBUTEII Ha IPUTEKATEIISL HA pa3pClICHUETO 3a yHOTpe6a:

Belgié/Belgique/Belgien Ireland Norge

Viatris Mylan Ireland Limited Viatris AS

Tel/Tél: +32 2 658 61 00 Tel: +353 1 8711600 TIf: +47 66 75 33 00
Buarapus Island Osterreich

Maiinan EOO/] Icepharma hf. Viatris Austria GmbH
Ten.: +359 2 4455 400 Simi: +354 540 8000 Tel: +43 1 863 90

Ceska republika Italia Polska

Viatris CZ s.r.0. Viatris Italia S.r.1. Viatris Healthcare Sp. z o0.0.
Tel: +420 222 004 400 Tel: +39 (0) 2 612646921 Tel: +48 22 546 64 00
Danmark Kvmpog Portugal

Viatris ApS GPA Pharmaceuticals Ltd Viatris Healthcare Lda.
TIf. +45 28 11 69 32 TnA: +357 22863100 Tel : +351 214 127 200
Deutschland Latvija Roménia

Viatris Healthcare GmbH Viatris SIA BGP Products S.R.L.

Tel: +49 800 0700 800 Tel: +371 67 605 580 Tel: +40 372 579 000
Eesti Lietuva Slovenija

Viatris OU Viatris UAB Viatris d.o.0.

Tel: +372 6363052 Tel: +370 52 051 288 Tel: +386 (0)123 63 180
EXLGoa Luxembourg/Luxemburg Slovenska republika
Viatris Hellas Ltd Viatris Viatris Slovakia s.r.o.
TnA.: +30 2100 100 002 Tel/Tél: +32 2 658 6100 Tel: +421 2 32 199 100
Espaiia Magyarorszag Suomi/Finland

Viatris Pharmaceuticals, S.L. Viatris Healthcare Kft Viatris Oy

+34 900 102 712 Tel: +36 1 465 2100 Puh/Tel: +358 20 720 9555
France Malta Sverige

Viatris Santé V.J. Salomone Pharma Ltd. Viatris AB

Tél: +33 (0)1 40 80 15 55 Tel: +356 21 22 01 74 Tel: +46 8 630 19 00
Hrvatska Nederland United Kingdom (Northern
Viatris Hrvatska d.o.o. Mylan B.V. Ireland)

Tel: +385 1 2350 599 Tel: +31 (0)20 426 33 00 Mylan IRE Healthcare Ltd

Tel: +353 18711600
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JlaTa Ha nocjeqHo npepasriie:kgade Ha Jucropkata {MM/I'TTT}.
JApyru usroununu Ha nHpopmanus

IMoxpo6ua nH(opManus 3a TOBa JEKapCTBO € MPEA0CTaBeHa Ha yeOcaiita Ha EBporneiickara areHius
1o JiekapcTBata: http://www.ema.europa.eu.
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JlucroBka: uH(opManus 3a NOTpPedUTEN
Cholib 145 mg/40 mg ¢puamupanu TadJieTKu

(henodubpat/cumBacTaTuH
(fenofibrate/simvastatin)

IIpoyeTeTe BHUMATEIHO LSIJIATA JUCTOBKA, P /1a 3all0YHeTe 12 U30JI3BaTe TOBA
JIEKapCTBO, Thil KATO TS ChIAbpPKa Ba:xKHa 3a Bac undopmanus.

- 3anasere Ta3u JIUCTOBKA. MoKe J1a ce HAJIO0XHU Aa 5 IPOYeTeTe OTHOBO.

- AKo MMare HAKaKBH AOIBIHUTEHH BBIPOCH, oNuTaiTe Bamms nexap uin papmarenT.

- Tosa nekapcTBo € npeanucaHo Tu4HO Ha Bac. He ro npeorcTsnBaiite Ha apyru xopa. To
MOXe Jla UM HaBpeIu, HE3aBUCUMO, Ue MPU3HAIUTE Ha TAXHOTO 3a00JIABaHE Cca CHIIUTE KAKTO
Bammre.

- AKo Nony4uTe HSKAKBU HEXEJIaHHW Peakiuu, yBeaomere Bamus nekap i papmanert. Tosa
BKJIIOYBA M BCUYKH BH3MOXHHU HEXKeJaHU PeakLiy, HEONHCaHH B Ta3H JUCTOBKA. Brokre
TOuKa 4.

Kakso CbAbPiKa Ta3u JIMCTOBKA

Kakso npencrasisiea Cholib u 3a kakBo ce u3mozi3Bsa

Kakso TpsiOBa na 3naere, npeau aa npuemere Cholib

Kak na npuemate Cholib

BB3MOXHY HEXETaHU PeaKinu

Kak na cexpansBare Cholib

ChbabpikaHue Ha OMTAKOBKATa ¥ JOMBIHUTEIHA HHPOPMAITHS

AN

1. Kaxso npeacrasasBa Cholib u 3a kakBo ce u3noJssa

Cholib cbabpxa Be pa3nuyHA aKTUBHU BemiecTBa: ¢peHoduopar (mpuHajieku KbM rpyraTa Ha T.Hap.
"¢pubpaTtr") m cuMBacTaTHH (TIPHHAUICKN KBM IpyTaTta Ha T.Hap. "ctatuHu"). 1 nBerte ce u3mosisBaT
3a HaMaJIsIBAaHE HA HUBATa Ha 00Ius Xosectepolt, “nommus’” xonectepoln (LDL xonectepoi) u MacTHH
BEllIeCTBa, HApeUeH! TPUTIIMLEPUIN B KpbBTa. B onbiHeHue, U [BETE NOBUIIABAT HUBATA Ha
“noopus” xonecrepos (HDL xonecrepon).

Kakso Tps0Ba 1a 3HaM 3a XoJ1ecTepoJia U TpUurpunepuaure?

XoJecTeposbT € €HO OT HAKOJIKOTO MAaCTHH BeIllecTBa B KpbBTa. OOIIMAT X0JIECTEPOII Ce ChbCTOU
ocHoBHO oT LDL u HDL xonectepon.

LDL xonecTeponbT 4YeCTO € HapU4aH ,,JIOLI* XOJIECTEPOJI, Thil KATO MOXKE J1a CE HaTPyIBa B CTEHUTE
Ha apTepuuTe U Aa oOpa3ysa ruiaku. C BpeMeTo TOBa HaTpyNBaHe Ha IJIaKH MOJKE J1a I0Bee 110
3aIlyllIBaHe Ha apTepUUTE.

HDL XosecTepodbT 4ecTo € HapHyaH ,,J00Bp ™ X0JIeCTepoII, Thi KaTo MmoMara 3a npeioTBpaTsBaHe
HATPYIBAaHETO HA ,,JIOUI XOJIECTEPOJI B apTEPUHUTE U MPEAINa3Ba OT ChPASYHOCHIOBH 3a00IBaHUSL.
Tpuriauuepuaure ca Apyr BUA MacTHH BeLeCTBa B KpbBTa. Te MOraT Jja MOBUIIAT PUCKA OT Pa3BUTHE
Ha ChPJEYHOCHIOBU 3a00JIABaHMUSL.

HpI/I IMOBEYCTO XOpa B HAYAJIOTO HAMAa IIPU3HAIIA 3a Hp06JICMI/I, CBBP3aHU C XOJIECTEPOJIa UITU
TPUTTIULIEPUIANTE. Bammsr JICKap MOXE J1a UI3BMEPH JIMIIUAUTE C OOHMKHOBEHO H3CJICABAHE Ha KPBBTA.
PenoBHO nocemapaiite Bamums JICKap, 3a Aa CJICANTE HUBOTO HA JIMIIMAUTE.

Cholib ce n3non3Ba npu Bb3pacTHU C BUCOK PUCK OT MPOOJIEMH, KAaTO HAPUMEp HHPAPKT U MO3bYCH
WHCYJIT, IPH KOUTO HApeJ C TOBA ca MOBUILICHH HUBATA HA 2 BU/Ia MACTH B KPBBTA (TPUTIIHIICPHIUTE
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u LDL xonectepoina). Toli ce naBa, 3a 1a HaMaIi TPUTITUIEPUANTE U 1a TOBUIIH JOOPHS XOIECTEPOIT
(HDL-xonecrepomn), ciex karo somusT xonectepoi (LDL-xomectepoin) Beue ce KOHTpOIHpa ChC
CHMBACTaTHH, IPIJIaraH CaMOCTOSTENHO B 1o3a 40 mg.

Tpsi6Ba na npoaemkuTe OeqHATa HA Ma3HUHU TUETa WIN IPYTrUTe MEpKU (Hampumep GU3nuecKu
yIpaxXHeHus1, 0Tc1adBaHe) 1o BpeMe Ha jedeHueto ¢ Cholib.

2. Kakso TpsioBa na 3naere, npean n1a npuemete Cholib

He npuemaiite Cholib:

. aKo CTe aJepruyHu KbM (GpeHO(pHOpaT WITM CUMBACTATHH HJIM KBM HAKOS OT OCTaHAJIHTE
cberaBkd Ha Cholib (136poeHu B Touka 6)

. aKo CTe aNepruiHu KbM QbCTHLH, PBCTHUYCHO OJIHO, JCLUUTHH OT COSl I CBbP3aHH BEIIECTBa

. aKO JIOKaToO CTE B3eMAaJTH JAPYTH JISKAPCTBA CTE UMANX aJieprUyHa PEaKlus Wi YBpeKIaHe Ha

KO’KaTa OT CI'bHYeBa CBETIUHA WK Y B 1pun (Te3u JiekapcTBa BKIIIOYBAT APYrH GUOpaTu u
MPOTUBOBB3MAIUTEIHO JIEKApCTBO HapeueHo "keTorpodeHn")

. aKo MIMaTe MPOOJIEMH ¢ YepHUS APOO HITH XKITBIHIUS MEXYD.

. aKo MMaTe MaHKpeaTuT (Bh3MaJeHUE Ha MaHKpeaca, KOeTo MpeIn3BIKBA KOpeMHa 00IIKa), KOeTo
HE € IPUYNHEHO OT BUCOKH HHMBAa HA Ma3HWHH B KPBBTA

. aKo MIMaTe YMEPEHH MM TEXKHU MpodiIeMu ¢ Ob0pennTe

aKo UMaTe aHaMHe3a 3a IpoOJIeMH ¢ MyCKYJIUTE 110 BpeMe Ha JieueHHe 3a HaMalsBaHe Ha
HHMBaTa Ha MACTHUTE BEIIECTBA B KPBBTA C HAKOE OT aKTHBHUTE BELISCTBO HA TOBA JICKAPCTBO
WU C IPYTH CTAaTUHM (KaTO HAIIPUMEP aTOpBaCTaTHH, IPABACTATHH WIIK PO3YBACTATHH) HIIH
(hubpatu (karo Hanpumep O6e3adudpar wim reMmPprOpPo3w)

. aKo Beue B3eMaTe CIEAHUTE JICKapCTBa:

o JaHa30J1 (M3KYCTBEHO Ch3AaJIeH XOPMOH 32 JIeYeHHe Ha EHI0METPHO03a)

o LUKJIOCIIOPHH (JIEKAPCTBO, KOETO YECTO CE U3MOJI3BA P NALUCHTH C TPAHCIUIAHTUPAHU
Opranm)

o UTPAKOHA30J1, KETOKOHA30J1, (DIyKOHA30JI HITH TOCaKOHA30J1 (JIeKapCTBa 3a ITbOMYHH
WH(PEKIINN)

o XUWB nporea3nn HHXUOUTOPH, KaTO HAIIPIMEP HHAWHABUD, HEN(HUHABHP, PUTOHABUD H
CakBUHABHD (JIeKapcTBa, n3Moi3BaHu 3a euenue Ha XUB undexuns u CIINH)

o KoOuIucTat (JieKkapcTBo, u3non3Bano 3a XMB undexims)

o SPUTPOMHIINH, KIAPUTPOMHULIMH WM TEIUTPOMHUINH (JIEKapcTBa Cpelly OaKTepHaIHu
WH(PEKIINN)

o He(a30/10H (JIEKapCTBO CpeILy Aerpecus)

o aMHoJapoH (JISKapCTBO CPEIly HEPUTMUYHA ChpIeUHa ACHHOCT) WITH BEPaTIaMILT

(JlekapcTBO Cpely BUCOKO KPBBHO HaJsIraHe, rpbaHa 00JIKa, CBBP3aHa ChC ChPICYHO
3a00JIIBaHe WM APYTH CHPACYHH ITPOOIEMH)

o AHTUBHUPYCHHU areHTtu cpeiy xenatut C, kato endacBup, rpa3onpeBup, MICKANPEBUP WIH
nuOpeHTacBHp (M3MOI3BAT CE 3a JIeueHHe Ha MHQEKIus ¢ BUpyca Ha xenatut C)
. aKo Beue ce JIEKyBaTe U I1e POAbKaBaTe JICYCHUETO CH ChC!
o ¢ubpar (Hanp. rempuOPO3MI)
o cTaTHH (JIEKapCTBO 32 HAMAJIIBaHE Ha HUBATa HA MAaCTUTE B KPHBTA, HATIPUMED
CHUMBACTaTHH, aTOPBACTATHH)
. aKo cTe Ha Bb3pacT noj 18 roguHu
. aKo cre OpeMeHHa WM KbPMHTE

He B3emaiite Cholib, ako HsiKo€ OT TOpHHTE ce OTHAcs 10 Bac. Ako He cTe CUTYpHU B HEIlo,
nonuTaiite Bamus nexap uinu papmaresr.
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IpeaynpeskaeHus ¥ npeAnasHu MepKU

I'oBopere ¢ Bamus nekap wu dapmaneBT npeau aa npuemere Cholib, ako:

. uMare HaMaJieHa aKTUBHOCT Ha IUTOBHJIHATA JKJIe3a (XUTIOTHPEOUIUZHM)

. npezacrou Bu onepanms. Bp3MoxkHO € 1a ce HaJloXH Ja CIpeTe 3a KpaTKo BpeMe mprueMa
Ha Cholib.

. MUETE aJIKOXOJI B rojieMu KosmuectBa (moBeue ot 21 eauuuiy ( 210 ml) yuct ankoxon
CEJIMUYHO)

. uMmare rpbaHa 0osika 1 4yBCTBaTe 3a1yX. ToBa MOXe Ja ca IPU3HAIM Ha KPBBEH ChCUPEK
B Oexmst Bu ipo6 (6enonpoOHa eMOoIHs)

. uMaTe TEXKO 0esoIpoOHO 3a00siBaHe
nmate 060peuHo 3aboisIBaHe

. Bue nnm Bam 01u3bK posHUHA HMa TPOOJIEMH ¢ MyCKYJTUTE, KOUTO Ce IpeaaBar Mo
HACJIeJICTBO B CEMEMCTBOTO

. B3e€MaTe WU Ipe3 MOCIeAHUTE 7 JHU CTE B3eMaJll JIEKapCTBO, Hape4eHo (y3H10Ba KUCETUHA
(;lexapcTBO cpelly OakTepraaHa HH(EKIrs)

. B3eMaTe aHTUBUPYCHU areHTu cpelry xenatut C, KaTo e16acBUp WK Ipa3onpeBUp (U3M0I3BaHU
3a JIeueHne Ha HHQEKIus ¢ Bupyca Ha xermaTut C)

. aKo MMaTe WM CTe UMaJli MUACTEeHU (3a00JIsiBaHe, KOETO Ce MPOsABsABA ¢ 00IIa MyCKYJTHA

¢J1a00CT, B HAKOH CJIy4au BKJIIOYBAILA U MYCKYJHUTE, KOUTO y4acTBaT IIPU AUIIAHETO), WM O4YHA
MUacTeHHs (3a00JsiBaHe, MPUYUHSIBAINIO CIA00CT HA OYHHS MYCKYII), ThI KATO CTATHHUTE

IIOHAKOI'a MOorar Ja BjoumaTt 3a00JIIBaHETO MU Ja 1oB€aaT 40 I10sBa HA MUAaCTCHUA (B)K. TOYKa
4).

AKo HIKOE OT TOPHHUTE ce OTHAcs 10 Bac, roBopere ¢ Bamms nexap wim hapmanesT, npeau
na npuemare Cholib. Ako He cTe CHTYpHH B Hello, monuTaiTe Bamms nexkap uin papMaresr.

Crino Taka uHpopmupaiite Bamms nexap uim papMareBT, ako IMaTe MycKyJHa cabocT, KOSTO €
MOCTOsIHHA. MoOKe 71a € He0OX0IMMO MPOBEKIAHETO HA JONBIHUTEIHHU U3CIICABAHNS U IIPHEM Ha

JAOMBJIHUTCIIHU JICKAPCTBA 3a JUArHOCTHKA U JICUCHUC HAa TOBA CbCTOSTHUEC.

Bammsit iekap tpsa6Ba 1a Bu Hanpasu u3cieaBaHe Ha KPbBTa, MPE/IM [1a 3all0YHETE 4 IPHeMaTe
Cholib. ToBa ce mpasw, 3a J1a ce YCTAaHOBH JaJiil YepHHUIT Bu ipod ¢pyHKIMOHUpa nobpe.

Bp3MoxxHO € Bamusat nekap na noxkenae na Bu Hanpasu U3cnenBaHe Ha KPBBTA, 32 Ja IPOBEPHU AAIU
yepHHUAT Bu 1po6 ¢pyHKkumonupa nodpe cien kato cre 3anovHanu aa npuemate Cholib.

JlokaTo pueMare TOBa JIeKapcTBO, BamumsT nekap 1e cieu BHUMATEIHO ChCTOSIHUETO B, B ciyyai,
ye CTpajaTe OT AuabeT WM UMa PUCK Jla pa3BueTe nuadeT. Bp3MOXKHO € a uMa pUCK OT pa3BUTHE
JradeT, ako MMaTe BUCOKHM HUBA HA 3aXap M Ma3HWUHH B KPBBTA CH, aKO CTE C HATHOPMEHO TETJIO

1 MMaT€ BUCOKO KPHBHO HaJIATaHE.

Bammst nexkap Moxe 1a Bu HanpaBu n3cienBaHe Ha KpbBTa, 3a Ja MpoBepu Bammre Myckynu npeau
U clie]l 3alI0YBaHe Ha JICYEHHUETO.

Jleua u roHomm

Cholib He Tps6Ba a ce 1aBa Ha Jena U IOHOIIX (Ha Bb3pacT nox 18 ronunm).

HApyru aexapcta u Cholib

UzkmounTenHo BaxkHO € 1a mHpopMupare Bammms nexap i GpapManeBT, ako mpuemMare, HACKOPO CTe

MpUeMalTi WK € Bb3MOXKHO Jia IpUeMeTe JIpyru JiekapcTBa. ToBa ce oTHacs U 10 JIeKapcTBa,
OTIIyCKaHH 0e3 pelenTa, BKIIOUUTEIHO OMIKOBH JIEKapCTBa.
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Wndopmupaiite Bamus nekap ninu ¢papmaleBT ako IpUeMare HIKOe OT CJIEAHUTE JeKapcTBa:

. JlaHa30J1 (M3KYCTBEHO Ch3/aJeH XOPMOH 3a JIeYeHHe Ha eHAOMETPHO03a)

. LUKJIOCTIOPUH (JIEKapCTBO, KOETO YECTO CE M3I0JI3Ba NIPU NALIMEHTH C TPAHCIUIAHTUPAHU
OpraHu)

. UTPaKOHA30J1, KETOKOHA30J1, (PIyKOHA30JI MIIM I0CAaKOHAa30J1 (JIeKapcTBa 3a M’bOMYHHN HH(EKIINN)

o XWB nporea3Hu HHXUOUTOPH, KaTO HAIPUMEP WHANHABUP, HENM(HHABHP, PUTOHABUP U
CakBUHABHP (JIeKapcTBa, U3Mo3BaHy 3a ieueHne Ha XMUB nnadexuns u CITNMH)

. KoOHumucTaT (JeKapcTBO, N3Mo3BaHo 3a XM B uHdexus)

enbdacBup, TPa30NpPEBUp, TIICKAMPEBUP I THOPEHTACBUD (M3IIOJI3BAHM 3a JICUEHUE Ha
uH(peKuus ¢ Bupyca Ha xernatut C)

. EPUTPOMHIIHMH, KIAPUTPOMHUIIMH HIIH TEJIUTPOMMIIUH (JIEKapCTBa CpeIly OaKTepHaTHu
nHpeKIn)
. He(ha30/10H (JEKapCTBO CPEIy JICPecus)

aMHoJapoH (JIEKapCcTBO CPEIly HEPUTMUYHA ChpJICUHA ICHHOCT) MITH BeparaMil (JIEKapCTBO
CpelLy BHCOKO KPbBHO HaJlsiTaHe, TphIHa 00JIKa, CBbP3aHa ChC ChPIEYHO 3a00IABaHe WIH
JIPYTH ChpACUHU MPOOIEMH)

. ¢udpar (Hanp. penodudpat, reMpudpo3MIT)
CTaTUH (HampuMep CUMBACTaTHH, aTOPBACTATHH )

He B3emaiite Cholib, ako Hsikoe OT TopHHTE ce OTHacs 10 Bac. Ako He cTe curypHH B Hello,
nonuTaiite Bamus nexkap win GpapmariesT.

[o-cnienmanyo, kaxxeTe Ha BammAT siexap wim GapmManeBT ako B3eMaTe HAKOE OT CICAHUTE JIeKapCTBa
(npuema na Cholib ¢ xoeTo 1 12 € OT Te3H JIeKapcTBa MOKE J1a TIOBHIIN PUCKA OT MYCKYJTHH
npoGemn):

. BUCOKH /103 OT Hail-Masiko 1 rpam IHEBHO Ha HUALMH (HUKOTHMHOBA KHUCEJIMHA) UM JIEKapCTBa,
ChIbpKAIIM HUAUH (JIEKApPCTBO 32 HAMAJISIBaHE HUBOTO HA MACTHTE B KPHBTA)
. KOJIXMLMH (JIEKapCcTBO, U3IOI3BAHO 3a JEYSHUETO Ha MoJarpa)

He npuemaiite ¢y3unoBa kucenanHa (JeKapcTBo cpelly OakrepuanHa HHGEKIH), JOKaTo IpuemMare
TOBA JIEKAPCTBO.

Kakro u npu nexapcrBara, n30poeHu no-rope, uHpopmupaiire Bamms nexap uinu papMareBT ako
IpreMarte I HaCKOPO ce MPpUeMalil WIH € Bb3MOXKHO J1a TIpUeMate HIKOe OT CICAHUTE JIeKapCTBa:

. AQHTHUKOATyJIaHTH, KaTo Hampumep BapdapuH, GIyHHANOH, PEHITPOKYMOH HIN alleHOKYMapol
(exapcTBa, KOUTO MPEJOTBPATABAT 00pa3yBaHETO Ha KPBBHU ChCUPELIH)

. MUOTJIMTA30H (CHeIM(UUEH Ki1ac JIeKapCcTBa 3a JICYeHHe Ha Tuader)

. pudamMIuIMH (JIEKapCTBO, U3IIOJI3BAHO 33 JICUCHUETO HA TyOepKyno3a)

AKo HIKOE OT TOPHUTE ce OTHAcs 10 Bac, roopere ¢ Bamms nekap win dapmanesT, npeau aa
npuemare Cholib. Ako He cTe CUTYpHH B Hello, nonuTaite Bamms nexkap uin ¢papMaresT.

Cholib ¢ xpana u HanUTKH

CoKBT OT TpeHndpyT ChABPKA SIUH HIH HOBEUe KOMIIOHEHTA, KOUTO MPOMEHST HaYKHa, I10 KOHTO
opranm3msbT m3nosizBa Cholib. He koncymupaiite cok ot rpeitndpyt ¢ Cholib, Twit kKaTo ToBa MOXe 1a
MIOBUIIY PHCKA OT IPOOIeMH ¢ MycKyiuTe Bu.

BpeMeHHOCT 1 KbpMeHe

. He npuemaiite Cholib ako cte 6peMenHa, onmuTBaTe 1a 3a0peMeHeeTe WM MUCIHUTE Y€ MOXKe Ja
cre OpemeHHa. Ako 3abpeMeHeeTe qokaro npuemare Cholib, He3abaBHO cripere aa ro B3eMare 1
ce cBppkeTe ¢ Bamms nekap.
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. He npuemaiite Cholib ako kbpMuTE MM IJIaHUpATE Ja KbpMUTE 0€0€TO CH, ThH KaTo HE €
W3BECTHO JIANT TOBA JIEKAPCTBO NMPEMUHABA B KbpMaTa.

AKo cTe OpeMeHHA W KbPMHUTE, CMsITaTe, 4e MOXKeE Jia CTe OpeMeHHa WK TUIaHupate OpeMeHHOCT,
MmochBeTBaiiTe ce ¢ Bamus nexap unu GpapmaneBT npeau ynorpedaTa Ha TOBA JIEKapCTBO.

lodupane n padora ¢ MaIIMHA

He ce ouaksa Cholib na 3acerne ciocoOHocTTa B 1a modupare nin paboTute ¢ MHCTPYMEHTH HIIH
mamuay. TpsiOBa obade 1a ce UMa Mpes BUJ, Y€ HAKOU XOpa MMOIyvaBar 3aMaiiBaHe clel IprueMa Ha
Cholib.

Ba:xHa nHdopManusi OTHOCHO HAKOHU OT cbeTaBkuTe HA Cholib

Cholib cbabprka BUIOBE 3aXapH, KOMUTO C€ HApUYaT JIAKTO3a U 3axapo3a. Axo Bammust nexap Bu e
Ka3all, Ye UMaTe HETOHOCUMOCT KbM HSIKOM 3aXapH, roBopeTe ¢ Bamust jekap npeau 1a npuemare
TOBA JIGKAPCTBO.

Cholib cbbpka COeB JIEIUTHH. AKO CTE AJIEPTHYHE KbM (BCTHIIU, COS WK (BCTHYCHO OJINO, HE
m3non3Baiite Cholib.

3. Kaxk na npuemare Cholib

Bunaru npuemate ToBa JieKapcTBO, TOUHO KakTo Bu e ka3an Bammar sexap win ¢papmaineBT. AKO
HE CTe CUTYPHH B HEllo, onuTaiiTe Bamms nexap wim gpapmanesT.

BammwsT nekap 1ie onpeaeny noaxonsauns 3a Bac Bux TabieTku B 3aBUCUMOCT OT ChCTOSIHUETO BH,
TekyioTo Bu neuenue u nnunust Bu puckos cratyec.

OO6uuaiinaTa 103a € eHa Tabierka JHEBHO.

Moxere na mpuemate Cholib cbc nnu 6e3 xpana.

I'nmpTHETE TabNeTKaTa ¢ yaia Boja.

He pasrpomaBaiite u He 1bBUCTE TabIETKATA.

Tps0Ba fa nponbmkuTe OeaHATA HA Ma3HHMHM JMETa WK JPYTHTE MEPKH (Hanpumep QU3HYeCKH
yIIpaXXHEHHUs, 0TcIabBaHe) 1Mo Bpeme Ha sreaerneTo ¢ Cholib.

AKko cTe npueJu noseye ot Heodxoaumara go3a Cholib

AKko cTe miprenu nmoseve ot HeoOxoaumara go3a Cholib wmu ako npyr doBek e B3en Bamero
JIeKapcTBO, HH(popMHpaiiTe Bamus gekap uin (apMaleBT WK ce CBbPXKETe ¢ Hall-Onn3kara OOJHHLIA.

AKko cte nponycHaau aa npuemete Cholib
He B3emaiiTe nBOMHA 71033, 32 ]a KOMIIGHCHpATe NpOITycHaTaTa TabieTka. B3emere crienpamiara
TabJIeTKa Ha cieBaliys JieH B oOnuaiiHus 3a Bac yac. Ako ToBa Bu 6e3mokou, ropopere ¢ Baius

nekap uid (hapMareBT.

AKO MMaTe HIKAKBH JOITBIHUTEIHN BHIIPOCH, CBBP3aHH C ymoTpebara Ha TOBa JIEKApCTBO, MOMHUTANTE
Bamms nekap win apmarieBT.
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4. BB3MOKHU HeKeJIaHU peaKknun

Kakro Bcnuku nexapcrsa, Cholib Mose na npequ3Brka HeXenaHH PeaKkluH, BBIPEKU Ye He BCEKH TU
MOJTy4aBa.

. Heobscarma MyckystHa 60ika, 60I€3HEHOCT WK C1ab0CT MOXKe J1a ca MPU3HALH Ha pasnaj Ha
myckynute. [lopaau ToBa, MOJIs, CBBpXKETE ce He3abaBHO ¢ Bamus siekap, ako MOIy4uTe HIAKOH
OT Te3u cuMIToMu. ToBa € Taka, 3all0TO ChUIECTBYBAT PEIKH CIIyYaH Ha CEPUO3HU MYCKYJIHU
npo0IeMu, BKIIOYUTEIHO Pasaj MyCKYIJIUTe, KOSTO BOJIU 0 YBpeXKaAaHe Ha ObOpennTe u B
MHOT'0 PE/IKU CIIy4aH € HaCThIIBala CMBPT. B cpaBHeHue ¢ HUOpaT WK CTATUH HOOTAEIHO,
PHCKBT OT paslajg Ha MyCKYJIUTE € [TO-BHCOK, KOT'aTo TE€3U JIBE JEKapCTBa Ce B3EMAT 3aeIHO,
kato npu Cholib. To#i e MO-BUCOK IPH >KE€HH U MPH MAIIMEHTH Ha BB3pacT 65 TOAWHU WIH
HoBeye.

Hsikou manueHTH ca MoTy4YHiIM CIEAHUTE CEPUO3HH HEXeJIaH! PeaKLUH, JOKaTo ca pueMaiy
¢erodubOpaT M cuMBacTaTHH (JBeTe aKTHBHU cheTaBku Ha Cholib):

. peaxkMuTe Ha CBPbXUyBCTBUTEIHOCT (aJIEpIrMYHM PEeaKLiK) BKIIOUBAT [10{yBaHe Ha JIULIETO,
€3WKa U TBPJIOTO, KOETO MOXKE Ja MPUYMHH 3aTPyIHEHO AUIIaHe (aHTHoeneM) (PenKm)
. CEpHO3HAa aJIepTUYHA PEAKIM, KOSITO MOKE J1a IPUIMHM 3aTPYJHEHO AUIIAHE WIM 3aMassHOCT

(anadunakcus) (MHOTO peIKH)peakiy Ha CBpbXUyBCTBUTETHOCT KbM Cholib ¢bec cumnTomu
KaTO HarmpuMep: OOJIKH WM BB3MAaJeHUE Ha CTAaBUTE, Bb3MaleHUe HA KPbBOHOCHUTE Ch/IOBE,
HeoOMUaiiHa MMosiBa Ha KPHBOHACSIAHUS (CHHIHH), KOXKHI OOPUBH WITH ITOJyBaHE HA KOXKATa,
KOIIPUBHA TPECKa, MOBUIIICHA YYBCTBUTEIHOCT KbM CITBHIIE, BUCOKA TEMIIEpaTypa, 3a4epBsIBaHE
Ha JIUIETO, HEJIOCTHT Ha BB3AyX H 000 HEPa3MON0KEHHUE, JIYITyC-MoJ0OHO 300 sIBaHe
(BKITIOYBa OOpUWB, CTABHU HapyIIeHUs U e(peKTH BbpXy OenTe KPbBHU KIIETKH)

. KpaMITi Hiy OOJIe3HEHH, HalperHaTH Wik OTCIa0eHN MYCKYJITH, MYCKYJTHO pa3KbCBaHE - TOBa
MOJKe JIa ca IIPU3HALHM Ha MYCKYJIHO BB3IAJICHHE HIH pasal, KOeTo MOXe J1a MPUIHHA
YBpeXKIaHe Ha ObOpETe U JOPH CMBPT

. CTOMAIIIHH OOJIKHU - TOBa MOJXKE J]a € IIPU3HAK, Y MAHKpeachT Bu ¢ Bp3maseH (IaHKPEaTHT)

. OOJIKM B TPBIHUS KOII M 9yBCTBO HA 33yX - TOBA MOXeE JIa ca MPHU3HAIN Ha KPBBEH ChCUPEK
B Oexust Bu ipo6 (6enonpoOHa eMO0IHs)

. OoJika, 3auepBsBaHEe WM HOAyBaHEe HA KpaKaTa - Te MOXeE JIa ca MPU3HALU Ha KPHBEH ChCUPEK
B Kpaka (Ib100Ka BeHO3HA TpomM003a)

. MOXBJTSABAHE Ha KOXKAaTa 1 OsII0TO HA ounTe (KBJITCHHIIA) WM TIOBUILIABAaHE HA HUBATa Ha

4epHOAPOOHUTE CH3MMHU - TOBA MOJKE [1a Ca IIPH3HALM Ha BB3IANeH YepeH apod (XemaTur
¥ 4epHOIpOoOHA HEOCTATHIHOCT)

. MOBHUIIIEHA YYBCTBUTEIHOCT Ha Ko)kaTa By KbM ciTbHYEBA CBETIIMHA, KBAPLOBH JIAMITH HIIH
CONapUyMH

. 00pHB, KOWTO MOXKeE J1a Ce TOSIBU TI0 KOXKaTa WM PaHU B ycTaTa (JINXCHOWTHH JICKaPCTBEHH
EpYIIIIHIH)

AKO MONTyYHTe HAKOS OT H30POSHUTE 10 TYK CEPHO3HU HEXEJaH! Peakiiy, CIIpeTe 1a MprueMare
Cholib un uadopmupaiite He3abaBHO Bammmst nexap nim OTHIETE B CIIEHIHOTO OTIEIICHUE
B Haii-O0nm3KkaTa 10 Bac 6onHuna - Mmoxxe n1a Bu 0b1e HeoOXxonuma crienrHa MeTUIIMHCKA TIOMOIII.

Hsxowm manueHTH ca MoTydriid CIIeAHUTE CEPHO3HH HEXKENIaH! PEeaKIiH, TokaTto ca npuemain Cholib,
(henodubOpat wimM CUMBACTaTUH:

MHoro 4yecTy HeXXeIaHU peakiu (MOXe J1a 3acersar moseye oT 1 Ha 10 gymm):

. MOBHIIIABaHE HA KPHBHUTE HUBA HA “KpeaTHHHHA (BEUIECTBO, KOETO CE OTIEIS IIPe3
O0BOpenuTe)
° MOBHILIABAHE HA KPHBHUTE HUBA HA “XOMONMCTENHA” (TBBPIE FOJEMH KOJIHYECTBA OT Ta3H

AMUHOKHCEJINHA B KPBBTA Ca CBbP3aHU C TOBUIIEH PUCK OT UCXEMUYHA OolrecT Ha CBpPICTO,
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MO3BYEH yJap 1 60iecT Ha nepudepHuTe ChI0BE, BHIIPEKH, Y€ IPHUUHHO-CIIEICTBEHA Bpb3KaTa
HE € YCTaHOBEHA U 10 MOMEHTA)

Yectu HexxenaHu peakimu (3acsirat g0 1 va 10 gymmm):

HOBHIIICH OpO Ha TPOMOOIMTHTE B KPHBTa

TIOBHUIICHU CTOHHOCTH Ha YepHOAPOOHNTE (DYHKIIMOHATHH ITOKa3aTeN (TpaHCAMHUHA3H)
XPaHOCMUJIATENIHN CMYIIEHHs (CTOMAIIHU OOJIKH, rajieHe, IOBPbIIaHe, TUapys 1 Ia30Be)
MHGPEKIUY HA TOPHUTE AUXATEeIHH ITBTHIA

Heuectu Hexxenanu peakuuu (3acarat a0 1 Ha 100 gymm):

npoOJIeMHU ¢ MYCKYJIUTE

KaMBHH B JKJIbUKaTa

00puBH, ChpOEK, YSPBEHH MIETHA IO KOXKATa
riaBo0osme

CEKCYaJHHU MPoOIeMH

Penku Hexxenanu peakiuu (3acarar 10 1 Ha 1 000 gymm):

HamaJieH Opoli Ha YepBEHUTE KPBBHHU KIICTKHU (aHEMUs)

U3TPBIIBaHE UM CIa0O0CT B PBLETE U KpaKara

00BpKaHOCT

YyBCTBO Ha 3aMastHOCT

YyBCTBO Ha MpeyMopa (aCTeHUs)

MIOBHUIIIaBaHE Ha “‘ypesATa” - HPOU3BEXKAa ce OT ObOpELUTE - YCTAHOBSIBA CE€ C U3CIICABAHUS
MOBHUIIABAaHE Ha ‘‘TaMa-TIIyTaMII TpaHc(epas3arTa” - MPOU3BEXIA CE OT YCPHHUS

Ipo0 - ycTaHOBSIBA € C U3CIIEBaHUSA

MIOBHIIIaBaHE Ha “‘ajkaiHarta ocdaraza” - IpOU3BEXkKAa Ce OT KIIbYHATA CUCTEMA - YCTAaHOBSIBA
Ce C U3CJICABAHHUS

NOBHUIIIaBaHe Ha “KpeaTuH (ocoknHazaTa” - IpOU3BEXKIA Ce OT MYCKYJIMTE - YCTAaHOBSBA CE C
H3CIICIBAHUS

HaMaJsIBaHE Ha XeMorJIoOnHa (KOWTO IpeHacs KUCIopoaa B KPbBTa) U OENUTe KPbBHU

KJIETKH - YCTAHOBSIBA CE C U3CIECIBAHMS.

TPYIHO 3aCIIMBaHE

JolIa TaMeT WM 3ary0a Ha mameTrTa

Kocomnaz

3arnex

JCTIeTICHs (HapylleHHe Ha XpaHOCMHJIAHETO)

3aMBIJICHO 3pEHUE; HapYILIEHO 3pEHUE

MHoro peaku HexkeJlaHu peakiuu (3acarat 10 1 Ha 10 000 gyrm)

THHCKOMACTHA (erJ’IeMHBaHe Ha 'bpAUTE IPpU M’I))Ke)

CreiHUTE HEXENAHU JIEKAPCTBEHN PEAKIUU c€ CHOOIIABAT, HO YECTOTATA UM HE MOXKE J1a C€ OIPEHEIIN
OT HaJIMYHaTa uH(opManus (¢ HEU3BECTHA YECTOTA):

TEXBK alepTHUYCH KOXKEH OOPHB C MEXYPH

YCIIOXKHEHUS OT KAMBHH B JKThYKaTa, KATO HAIIPUMEP KOJIHKH NOPAIH KAMBK B HITBUHUTE
KaHaJIH, MHPEKIMN Ha )KIBUYHUTE KAaHATH WK JKTBYHUS MEXYP

3axapeH auader

epEeKTHIIHA JTUCHYHKITHS

YYBCTBO HA TIOTHCHATOCT

HapYIICHUS HA ChbHS, BKIIIOYUTEITHO KOIIMapH
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. ocobeHo 6emoapobHO 3ab0IsIBaHe ChC 3aTPYAHEHO IHIaHe (HapeIeHO HHTEPCTUIINATHA
OenoapoOHa GoecT)

. MYCKYJIHA C1a00CT, KOSITO € MOCTOSTHHA

. NOBUIIABaHE Ha “TIIMKUPAHMS XeMOTJIOOMH” W HUBAaTa HA KpPBBHATa 3axap - (MapKepH 3a
KOHTPOJI Ha KPBBHATA 3aXap MPH 3aXapeH JuadeT) - OTKpHBaA Ce Upe3 N3CIICABAHNS

. MHUACTeHHS TpaBHC (3a00JsIBaHe, MPUYUHIBALIO 00IIa MyCKYJIHA cl1aboCT, B HAKOH CIIyYau

BKJIFOYBAIa U MYyCKYJIHTE, KOUTO Y4acTBaT MpH aumanero). O4Ha MuacTeHus (3a00sBaHe,
MPUYHHSABAILO C1a00CT Ha O4YHUS MycKy:). ['oBopere ¢ Bamms nekap, ako u3anureate c1adoCT B
pBLETE WK KpakaTa, KOsTO Ce BIOIIaBa CJie]] IEPUOAN Ha aKTUBHOCT, UMATe IBOIHO BIDKIAHE
WM YBUCBaHE Ha KJICTIAYHTe, 3aTPYAHSHO MPETIThIIaHe WIH 3ayX.

Cro0maBaHe HA HesKeJAHU PeaKLIHH

AKO 1osIyuHTe HAKaKBH HEXXEJIaHU JISKapCTBEHU peakluy, yBeaomere Bamms nexap uinu papmaresT.
ToBa BKJIIOYBA BCUYKH Bb3MOKHH, HEOITMCAHM B Ta3M JINCTOBKA HEXKEJIaHU peakuruu. MoxkeTe ChIIo Ja
ChOOLINTE HEXKETAHU PeaKkLMy AUPEKTHO Ype3 HallMOHAJIHATa CUCTeMa 3a ChoOIIaBaHe, II0COUYEeHa B
[punoxenue V*. Kato cro0ImaBaTe HeXKeNIaHH PEaKIUU, MOXKETE J1a 1aIeTe CBOS IPHHOC 32
MoJIy4yaBaHe Ha IoBede HH(OopMalKs OTHOCHO 06€301acHOCTTa Ha TOBa JIEKAPCTBO.

5. Kak na coxpansiBate Cholib
Jla ce chxpaHsABa Ha MSICTO, HETOCTHITHO 32 JIeIa.

He us3nonspaiite Cholib cien cpoka Ha TOAHOCT, OTOENA3aH BHPXY KapTOHEHATa OMaKOBKa U OJimcTepa
cien cbkpamenneTo "Tomen no:/EXP". CpokbsT Ha TOJHOCT OTroBaps Ha TIOCIETHUS JIEH OT
MOCOYEHHUS MECEIL.

[Ha ce cpxpanssa mox 30°C.

He u3xBbpnsiiTe JekapcTBata B KaHAIM3aLMATa WM B KOHTEHHEpa 3a JOMAIHU OTHaIbIIU.
[NonuTaiite Bamus hapMaieBT Kak Aa U3XBHPILATE JIeKapcTBaTa, KOUTO Be4e HE U3IMOJI3BaTe.
Te3u MepkH 11e CIOMOTHAT 3a Olla3BaHe Ha OKOJIHATA Cpefia.

6. CbabpikaHHMe HA OIAKOBKATA U JONbJIHUTEIHA HHpopMaLus
Kakso cpabp:xa Cholib

AKTHBHHTE BemiecTBa ca (penopudpar u cumBacratuH. Besika Tabierka chabpika 145 mg
¢denopudpar u 40 mg cuMBacTaTHH.

ToBa nekapcTBO chABpka Mo-Manko ot 1 mmol Harpwuii (23 mg) Ha exHa TabNeTKa,T.€. MPAKTUIECKH
HE ChIbPrKa HATPHIL..

JpyruTre CbCTaBKH ca:

Snpo Ha TabreTkara:

oyrunxuapokcuanuzoin (E320), makTo3a MOHOXHIpAT, HATPHUEB JIaypHIICYI(aT, MpexeTaTHHU3UPAHO
(mapeBUYHO) HUIIIECTE, HATPHEB JIOKYCAT, 3aXapo3a, JINMOHeHa kucennHa Monoxuapar (E330),
xunpomenosa (E464), kpocriosunon (E1202), maruesues creapart (E572), cunucunmpana
MHUKPOKPHCTAJIHA LIENyI03a (CbCTOM C& OT MUKPOKPHUCTAITHA IIeTyJI03a M KOJIOUACH, 0e3BOICH
CHIIMIINEB TUOKCHUT, ), ackopOuHoBa kucenua (E300).

®UIMOBO TOKPUTHE:
YaCTUYHO XUAPOIU3UpaH moiu (BUuHuiIoB ankoxoin) (E1203), Turano auoxcun (E171), Tank (E553b),

nenutrH (noxydeH ot cost (E322)), kcanrtanosa ryma (E415), yepsen xenesen nquokcun (E172).
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Kak usraexnaa Cholib u kakBo cbabpika oaKOBKaTa

OsBayHa, IBOIHO U3ITBKHATA, KEPEMUICHOUEPBEHA, (DIUIMHIpaHa TableTka CbC CKOCEHH pHOOBE U
Haanuc 145/40 ot ennara crpana. Pazmepure ca npubnusurento 19,3 x 9,3 mm u ternoro Ha
tabneTkara e okono 840 mg.

Tabnerkure ce nmpeasarat B KAPTOHEHH KyTHH ¢ OnucTepu, chabpikamy 10, 30 wmm 90 tabnerky.
He Bcuuky BUZOBE OMaKOBKM MOTrart ja ObAaT MycHATH B IpoJaxkoa.

HpnTemaTen Ha paspelieHueTo 3a y110Tpe6a U MMPOU3BOAUTEJL

IMpuTexkaTes Ha pa3pelIEHNETO 32 yHoTpeda:
Viatris Healthcare Limited, Damastown Industrial Park, Mulhuddart, Dublin 15, Dublin, Upnangus

IpousBoauTes:

Mylan Laboratories SAS, Route de Belleville - Lieu-dit Maillard, 01400 Chatillon-sur-Chalaronne,
®panHys.

Mylan Hungary Kft., Mylan utca 1, Koméarom 2900, Yurapus

3a JOoIrbIIHUTEIHA I/IH(l)OpMaLII/ISI OTHOCHO TOBa JICKAPCTBO, MOJIsI CBBPIKETE CE€ C JIOKAJTHUA
OPEACTAaBUTEII Ha IPUTEXKATEIISL HA pa3pCICHUETO 3a yrIOTpe6a:

Belgié/Belgique/Belgien Ireland Norge

Viatris Mylan Ireland Limited Viatris AS

Tel/Tél: +32 2 658 61 00 Tel: +353 1 8711600 TIf: +47 66 75 33 00
Buarapus Island Osterreich

Maiiman EOO/] Icepharma hf. Viatris Austria GmbH
Ten.: +359 2 4455 400 Simi: +354 540 8000 Tel: +43 1 863 90
Ceska republika Italia Polska

Viatris CZ s.r.0. Viatris Italia S.r.1. Viatris Healthcare Sp. z o.0.
Tel: +420 222 004 400 Tel: +39 (0) 2 61246921 Tel: +48 22 546 64 00
Danmark Kvmpog Portugal

Viatris ApS GPA Pharmaceuticals Ltd Viatris Healthcare Lda.
TIf. +45 28 11 69 32 TnA: +357 22863100 Tel : +351 214 127 200
Deutschland Latvija Roménia

Viatris Healthcare GmbH Viatris SIA BGP Products S.R.L.
Tel: +49 800 0700 800 Tel: +371 67 605 580 Tel: +40 372 579 000
Eesti Lietuva Slovenija

Viatris OU Viatris UAB Viatris d.o.o.

Tel: +372 6363052 Tel: +370 52 051 288 Tel: +386 (0)123 63 180
E\rada Luxembourg/Luxemburg Slovenska republika
Viatris Hellas Ltd Viatris Viatris Slovakia s.r.o.
TnA.: +£30 2100 100 002 Tel/Tél: +32 2 658 6100 Tel: +421 2 32 199 100
Espaiia Magyarorszag Suomi/Finland

Viatris Pharmaceuticals, S.L. Viatris Healthcare Kft Viatris Oy

+34900 102 712 Tel: +36 1 465 2100 Puh/Tel: +358 20 720 9555
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France Malta

Viatris Santé V.J. Salomone Pharma Ltd.
Tél: +33 (0)1 40 80 15 55 Tel: +356 21 22 01 74
Hrvatska Nederland

Viatris Hrvatska d.o.o. Mylan B.V.

Tel: +385 1 23 50 599 Tel: +31 (0)20 426 33 00

JlaTa Ha mocienno npepasriiexkgane Ha gucropkara {MM/I'TTT}.

JApyru u3TouyHNIN HA HH(pOpPMAaLHA

Sverige
Viatris AB
Tel: +46 8 630 19 00

United Kingdom (Northern
Ireland)

Mylan IRE Healthcare Ltd
Tel: +353 18711600

[Nonpobna nnpopmarus 3a TOBa JIEKapcTBO € NpeocTaBeHa Ha yeOcalita Ha EBponeiickaTa areHIus

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