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KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Cholib 145 mg/20 mg ¢unmupanu TabIETKU

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB

Enna ¢unmupana Tabnetka chabpxa 145 mg henodudpar (fenofibrate) u 20 mg cumBacTatua
(simvastatin).

IHomomtHo(1) BemecTBo(a) ¢ U3BECTHO JCHCTBHUE:
Enna dunmupana tabnerka cpabprka 160,1 mg takros3a (kaTo MoHOXMApAT), 145 mg 3axapo3sa, 0,7 mg
neuntHH (monyueH ot cos (E322)) u 0,17 mg cvucet xbato FCF (E110).

3a IBJIHUA CIIUCHK Ha IMTOMOILHUTE BEIECTBA BHKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA
Ounmupana Tabnerka (Tadierka)

OBayHM, ABOWHOMZITBKHAIH, O€XOBU HA LBAT ¢ pasMepu 19,3 x 9,3 mm ¢punmMupanu TabIeTKu cbe
CKOceHH pbOoBe U ¢ Hagnuc 145/20 oT egHaTa cTpaHa u ¢ Joroto Ha Abbott = or JIpyrara cTpaHa.

4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHHU MOKA3ZAHUS

Cholib e moka3aH KaTo aAfOBaHTHO JIeYEHUE KbM TUETUUHUS PEKUM H (PU3NUECKUTE YIIPAKHEHUS TIPH
BB3PACTHHU MALUEHTU C BUCOK ChPJAEYHOCHA0B PUCK CbC CMECEH THII JUCIUIIUIEMUS, 32 HAMAJIIBAHE
Ha TpUTIHUIlepuaAnTe U noBuinasane Ha HuBata Ha HDL-C, koraro auBara Ha LDL-C ce konTponupar
aJICKBATHO ChC CbOTBETHATA 1032 CUMBACTATHH KATO MOHOTEPAIIUsl.

4.2 I[o3np0131<a W HAYUH HA NMPUJTOKCHUE

BropuunuTe mpruuuHY 32 XUTNEPIHUIUAIEMIS], KATO HAIPUMEP: HEKOHTPOJIUPAH 3aXapeH Auna0eT TUII 2,
XUTOTUPEOUIN3HM, HEPPOTUICH CHHAPOM, AUCIIPOTEHHEMHS, OOCTPYKTUBHA YePHOAPOOHA OOIECT,
MEAMKAMEHTO3HO JicueHue (KaTo HalpuMep MepOpaiHi €CTPOIeHH ), aJTIKOXOJIM3bM, TPsiOBa a Obaat
aJIeKBaTHO JIEKYBaHU Mpean Ja ce Muciu 3a iederne ¢ Cholib n manmientuTe TpsaOBa na ObaatT
MOCTABCHU HA CTAHAAPTHA JIUETa 32 HAMAJIIBAHE HA XOJIECTEPOoJia M TPUTIIHIIEPUIUTE, KOSTO TPsiOBa
JIa.TIPOTBJDKY 110 BPeME Ha JICYSHHUETO.

AOBI/I[ZOBKa

[IpenopbunTenyara q03a € eaHa TadjaeTka qHeBHO. TpsaOBa a ce n30sArBa COK OT rperdndpyT
(Bx. TOouka 4.5).

OTroBopbT Ha JICUCHUETO TPSAOBA J1a CE CIICU Ype3 ONpE/ICIITHE Ha CTOMHOCTUTE Ha CEPYMHUTE
muruau (061 xonectepoit (TC), LDL-C, tpurnunepuau (TG)).

Hayuenmu 6 cmapuecka evspacm (= 65 coounu)

He e HeoOxoaumo kopurupane Ha fgo3ata. [IpenopbuBa ce oOnuaifHaTa 103a, OCBEH IIpH HaMaJlleHa
OBOpeuHa QyHKIMS ¢ M3UKMCIIEHa CKOPOCT Ha rioMepysHa puirpanus < 60 ml/min/1,73 m?, B kouTo
ciyuyan Cholib e npotuBonokasan (Bx. Touka 4.3).



Hayuenmu c napyuwena 6vopeuna Qyuxkyus
Cholib e mpoTHBONIOKa3aH MPH MAIUSHTH C YMEPEHa J0 TeKKa ObOpeYHa HeJOCTAThYHOCT, MPH
KOMTO U34YUCIIEHATA CKOPOCT Ha riIoMepyJ/Ha puirpamus € < 60 ml/min/1,73 m? (Bk. Touka 4.3).

Cholib TpsiOBa 1a ce M3M03Ba C MOBUIIIEHO BHUMAaHHUE MPH MALUEHTH ¢ jJeKa 0bOpeduHa
HEJIOCTATHYHOCT, TIPU KOUTO M3YUCIICHATa CKOPOCT Ha TiioMepyIiHa uirpanus
e 60 10 89 ml/min/1,73 m? (Bk. Touka 4.4).

Hayuenmu c napyuiena yepnoopooua Qynryus
Cholib He e npoyuBaH npH MALMEHTH ¢ HapylIeHa YepHOAPOOHa QyHKIUS, TOpaan KOETO
€ MPOTUBOIIOKA3aH NpH Ta3u momynanus (Bx. Touka 4.3).

THeouampuuna nonynayus
Cholib e npoTuBoIIOKa3aH NpH Jiela U FOHOIIN Ha Bb3pacT A0 18 rogunu (Bx. Touka 4.3).

HauwuH Ha npunioxxeHue
Bcesika Tabnerka TpsiOBa a ce rhiiTa IsUIa ¢ yaiia Boja. TabieTkure He TpsiOBa Ja ce pa3TpoliaBaT
WM ThBUYAT. MoraT J1a ce mpueMar ChC WIH 0e3 XpaHa (BXK. ToUka 5.2).

4.3 IIporuBomokaszaHus

o CBpBX4yBCTBUTEITHOCT KbM aKTHBHHUTE BEIIECTBA, (BCTHLH, COSl UM KbM HSAKOE OT
MTOMOIIHUTE BEIleCTBa, M30poeHu B Touka 6.1 (BXK. ChI0 Touka 4.4)

o UzBectHa oroaneprus wiv GOTOTOKCUYHA pEaKIMs 110 BpeMe Ha JiedeHne ¢ pudpaTu wim
KeTorpodeH

. AKTUBHO 4epHOIPOOHO 3a00JIIBaHE WU HEOOSCHUMO YCTOMYHUBO MTOBUIIICHUE HA CEPYMHUTE
TpaHCaMHHA3U

o W3BecTHO 3a00Ms1BaHe HA KIBUHHUS MEXYP

o XPOHHYEH WIH OCTHP MAHKPEATHT C U3KIFOUCHUE HA OCTHP MAHKPEATHUT, IBJDKAIIL Ce HA TEXKKa
XHIIEPTPUTITUICPHIEMHUS

o YMepeHo 10 TeKKO HapylieHne Ha ObOpeuHaTa GyHKIuUS (M3YHCICHA CKOPOCT Ha [NIOMEpYJIHA
¢untpanus < 60 ml/min/1,73 m?)

o ChrpTeTBaIO NPUIOKEHNE Ha (GUOpATH, CTATHHH, 1aHA30J1, IUKJIOCIOPUH WJIM MOIIHU
uaxubutopu Ha uutoxpoM P450 (CYP) 3A4 (Bx. Touka 4.5)

. [leanatpuuna nmomynanus (Bb3pact nof 18 roauHm)

o BpemeHHOCT 1 KbpMeHE (BXK. Touka 4.6)

o WunuBuayanHa aHaMHe3a 32 MUOTIATHA /UK paboMHOJIN3a ChC CTaTHH W/HiK Gudparu

WJIY TIOTBBP/ICHO TIOBUIIIABAaHE HAa KpeaTHH (OocPOKHHA3ATA C TOBEYE OT 5 MHTH HaJl TOpHATa
rpanuna Ha HopMmata (I'T'H) npu npeaxonHo nedeHue cbe CTaTUHU (BXK. ToUKa 4.4)

4.4 CroenuanaHy npeaynpeskAeHUs: U NMpeANa3sHi MepKH NIPU ynorpeda

Myckynu
TOKCHYHOCT 3a CKENeTHATa MYyCKYJIaTypa, BKIIFOUUTEITHO PEIKY CIyYan Ha paOJIoOMHUOIN3Ma ChC

uim 6e3 ObOpevYHa HeIOCTaThYHOCT, € OryIa ChOOIIeHA TIPY IPUJI 0KEHHUE Ha HaMaJIBAIU JIUITHINTE
BEIIECTBA, KaTo PUOpaTH U CTaTHHU. 3BECTHO €, 4e PUCKHT OT MHOTIATHUS TIPH CTATUHHUTE
u ¢pubpaTUTe € CBBP3aH C JI03aTa Ha BCEKU €IMH OT KOMIIOHEHTHUTE U ¢ BUa Ha ¢udpaTa.

Hamanena ¢ynkyus na mpancnopmuu npomeuru

Hamanenara ¢pynkuus Ha yepHOApoOHHUTE TpaHcnopTHH poTenHd OATP moxke na yBenuun
CHCTEMHATa eKCIO3MIIMS Ha CHMBACTaTHH U Ja YBEJIWYH PHCKA OT MHOTIATHA U pabIOMHUOIN3A.
Hamanenara QpyHKIMS MOXe Ja HACTBIIM KaTO Pe3yJITaT 0T MHXHOMpaHe Ha B3aMMOIEHCTBAIIM CH
JeKapcTBa (HanmpuMep UKIOCTIOPHH) WK TIPY NAIMeHTH, KOUTOo ca HocuTenu Ha reHotun SLCO1B1
c.521T>C.



ITammmentute HocuTenn Ha reraus anen SLCO1B1 (¢.521T>C), kogupaiil mo-Majako akKTHBHHS
nporenH OATP1B1, ca ¢ moBumeHa cuCTeMHa €KCITO3UITHS HA CAMBACTATHH M TIOBHIIIEH PHCK OT
muonarus. PUCKBT OT cBbp3aHarta ¢ Bucoka go3a (80 mg) cumBacTaTHH MUONaTus oomo e okoio 1 %,
0e3 reHeTHuHO U3cneaBane. B3 ocHoBa Ha npoyuBaneTo SEARCH, npu HocuTenute Ha
xomoszurotHus anen C (Hapudanu cpmo taka CC), nexyBanu ¢ 80 mg, puckbT OT Muomnatus € 15% B
paMKuTe Ha eHa TOAMHA, JOKAaTO PUCKBT pu Hocutenute Ha xereposurotHus anen C (CT) e 1,5%.
[Ipu naunenTn, Hocurenu Ha Haii-uectus reHotun (TT), cboTBeTHUAT prck e 0,3% (BX. Touka 5.2).

Hmynomeouupana nekpomuzupawa muonamusi (MMHM)

[lo Bpeme Ha miu ciief JiedeHUe ¢ HSIKOW CTaTHHHU € UMaJio MHOTO PelIKU ChOOIIECHHS 32
uMyHOMenuupana HekpoTusupaia muonatus (MMHM). Knuanuno UMHM ce xapakrepusupa ¢
nepcUcTUpalla NPOKCUMalIHA MYCKYJHA c1ab0CT 1 MOBUIIIEHN CEPYMHH HUBA Ha KpEaTHH KMHA3aTa,
KOUTO MEPCUCTUPAT BBIIPEKH IIPEKPATABAHETO HA JIEYCHUETO CbC CTATUHU.

Mepxku 3a namanasane Ha pucka om MUONAMUsL, NPULUHEHA OM 83AUMOOEUCEUE MENHCOY
JleKapcmeenu npooyKmu

PHCKBT OT TOKCHYHOCT 3a MYCKYJIUTE MOXKe Jia ce moBwuiiu, ako Cholib ce mpunara ¢ npyr ¢udpar,
CTaTWH, HUANWH, ()y3110Ba KUCEITUHA UITK IPYTH CICIU(PUYHH NPUIAraHu ChITBTCTBAIIO BEIeCTBa (3a
crienuUYHU B3aMMOICHCTBUS, BXK. Touka 4.5). Jlekapurte, KOUTO Bb3HAMEPSABAT Ja MPUIOKAT
koMOuHUpaHo Jiederue ¢ Cholib u Mmoguduipanm munuaure 1034 (> 1 g/neH) oT HuaIuH
(HMKOTHHOBA KHCEIIMHA) WITH JICKAPCTBCHU MPOJYKTH, ChIIbPIKAIIM HUALWH, TPSIOBa BHUMATEIIHO Ja
NPEICHAT CBECHTYAITHNTE O3 CIIPSIMO PHCKOBETE U JIa CICIAT BHUMATEITHO MAI[HEHTUTE 32 BCIKAKBH
MIPHU3HAIA U CHMIITOMH Ha MYCKYJIHU OOJIKH, 0OJIC3HEHOCT WJIU CJIA00CT B MYCKYJIUTE, OCOOCHO

B HAQYaJTHUTE MECEIIM Ha JICYCHUETO U IPY NOBHIIIABAHE HA J03aTa Ha HAKOW OT JIBaTa MPOJYKTa.

PuckbT OT MHONIATHS ¥ PAOIOMHOIIU3a € 3HAYMMO TO-BHCOK TPH ChITLTCTBAIIA yIopeOa Ha
cumBacTatuH ¢ Morau uaxuouropu Ha (CYP) 3A4 (Bxk. Touka 4.5).

PuckbT OT MHOIATHS ce MOBHINIABA OT BUCOKH HWBA Ha MHXHOUTOpHA akTuBHOCT HA HMG CoA
peayKTaia B I1jiasMaTa (T.e. IIOBUIICHU I1JTa3ME€HHU HHUBA HAa CUMBACTaTUH U CUMBACTaTHHOBA
KHCEJIMHA), KOUTO MOTaT J1a Ce IBJDKAT OTYACTH Ha B3aUMOJICHCTBUS C JIEKapCTBa, KOUTO MOBIHIBAT
MeTaboIr3Ma W/ TPAHCIIOPTHAUTE THTHINA HA CUMBACTATHH (BIDKTE TOUKA 4.5).

Cholib He TpsiOBa 1a ce mpuiiara CbBMECTHO ¢ Gy3uaoBa KucennHa. Mima cho0mmeHus 3a
pabaomuonn3a (BKIIFOYUTEITHO HIKOH CITydYaH C JICTAJICH Kpaii) MpH MallueHTH, TOTyJaBallyd CTaTHH

B KOMOMHANWsA ¢ Qy3uaoBa KucenuHa (Bx. Touka 4.5). [Ipu marnuentuTe, 3a KOUTO € IPUETO, Ue
CHCTEMHHMSAT NpHEM Ha (hy3HU10Ba KUCETUHA € OT ChILECTBEHO 3HAUEHHE, JICYEHUETO ChC CTATUHH
TpsiOBa Ja ce crpe 3a Ienus Iepuo Ha JedeHue ¢ (y3umoBa kucennHa. [lanrenture TpsOBa 1a ObpaaT
MMOCHBETBAHU JIa MOTHPCAT HE3a0aBHO CHBET OT JIEKAp, aKO MOJTyYaT HAKAKBH CUMIITOMHU Ha MYCKYJTHA
c1abocT, 0oIKa uiu OOJIE3HEHOCT.

JleyeHHETO ChC CTATHHU MOXKE Jia 3a1I0YHE OTHOBO CEJIEM JIHU cJIe]l pHeMa Ha TIOCIIeIHATa 1032
(dhy3unosa kucenuHa. [Ipu m3BbHpEAHH 00CTOATEICTBA, KOTATO € HEOOXOAUMO MPOIBIHKUTEITHO
CHUCTEMHO NPWIOKECHHE Ha (Py3u0Ba KHCEIMHA, HAIPUMED, TIPU TEKKH WHPEKIINHU, HY)KIaTa OT
chBMeCTHO npuiokenue Ha Cholib u ¢y3umoBa kucenuHa TpsiOBa 1a ce 0OMUCIIM HHAUBUAYATHO IPU
BCEKH MAIUCHT ¥ M0J] BHUMATEIHO MEAMIIMHCKO HAOIOICHHE.

Hsmepsane na kpeamun xunazama

Kpeatnn knHa3arta He TpsOBa J1a ce u3MepBa clie] TOJIIMO (PU3NUECKO HATOBApBaHE WK B
NPUCHCTBUETO HA HAKAKBA Apyra MpaBaonof00Ha MPUYKHA 3a MOBHUIIABaHE HAa KpeaTHH KWHA3aTa,
THH KaTO TOBA IIPAaBU TPYAHO MHTEPIPETHUPAHETO HA pe3yaTaTUTE. AKO HUBATa Ha KpEaTHH KMHa3aTa
ca 3HaYMMO TOBHIIICHU B CPaBHEHHE ¢ M3X0HO HHUBO (> 5 x [TH), HuBara TpsiOBa aa ce nscnensar
MOBTOPHO cJiel S 10 7 JHU, 3a J1a C€ IOTBBPIAT PE3YIATATHUTE.



Ilpeou neuenuemo

Bceuuky nanueHTy, mpu KOMTO 3aI04Ba JICYSHUE WK € YBEJIMYaBa J103aTa Ha CHMBACTaTHH, TPAOBa
Ja ObIaT MHPOPMHUPAHU 3a PUCKa OT MUOMATHS U a TIOJIydaT yKa3aHHs Aa ChoO1aBaT He3a0aBHO 3a
BCUYKH HEOOSICHUMH MYCKYJTHH OOJIKH, O0JIE3HEHOCT U cabocCT.

Heo6xonnumo e moBHIIIEHO BHUMAHUE TIPH NMAIIMEHTH C PUCKOBU (JaKTOpH 3a pabaoMHOIIN3a, KOUTO
CBILECTBYBAT OT MPeIy MPHIOKEHUE TO Ha TO3UTE. 3a Ja ce pas3moiara ¢ yTBbpaeHa pedepeHTHa
CTOWHOCT Ha M3XO/HO HUBO, HUBAaTa Ha KPeaTHH KMHA3aTa TPsiOBa Ja ce M3MEPAT MpPEeH 3al0YBaHe
Ha JICUECHUETO B CICHUTE CIIyYau:

Crapuecka BB3pacT > 65 ToauHu

Kencku non

Hapymena 660peuna GpyHKms

HekoHTpompaH XUMOTHPEOUTUZBEM

XunoanoyMuHeMust

JlnuHa wnn pamuIHa aHaAMHE3a 33 HACIIeICTBEHN 3a00JIIBaHHS HA MYCKYJIUTE
AHaMHe3a 32 MyCKYyJIHa TOKCUYHOCT OT CTaTHH WU Gudpat

3noynoTpebda ¢ anKoxon

B te3u CiIydyau, pUCKBT OT JICHCHHUETO TpSI6Ba Ja C€ NMPEUCHU BbB BPBb3Ka C BbAMOKXHUTE I1OJI3U U CE
npenopbYBa KIMHUYIHO HPOCICASABAHE.

3a 1a ce yTBBPaU pedepeHTHa CTOMHOCT Ha M3XOIHO HUBO, TPSOBA Jla ce M3MEPST HUBATa Ha KPeaTHH
(docdokrHazara, KaTo ce MPEnopbyYBa KIMHUIHOTO UM MPOCTICIIBaHE.

AKO ManyeHThT € UMaJl B MUHAJIOTO MYCKYJIHO HapyIlleHHE TI0 BpeMe Ha rpreM Ha Guopart uim
CTaTWH, TPAOBA Ja ce JIeficTBa MpeAa3uBo MPH 3all0YBAHE HA JICYCHHUE C APYT MPEICTaBUTEN OT
CHIUS KIIAC JICKAPCTBEHU MPOAYKTH. AKO HUBAaTa HA KPEATHH KMHA3aTa ca 3HAYUMO MOBUIIICHU
Ha u3xoaHo HUBO (> 5 x ['TH), neuennero He TpsOBa 11a ce 3armoyvsa.

IIpn nomo3penue 3a MUONIATUS MOPAAM HIKAKBa pyra NpUYMHA, JICYEHUETO TPIOBa J1a ce CIIpe.

Jleaenuero ¢ Cholib Tps0Ba ga ce crpe BpeMEHHO 3a HAKOJIKO JHH ITPH TojisiMa IJIaHOBa OTIepariyst
WY TIPY HacJlarBaHe Ha JIpyro OCHOBHO 3a00JIsBaHe WM XUPYpPTUYHA HAMeca.

YepHOoApOOHM HAPYIIEHUS

3a moBMIlIaBaHE Ha HUBATa Ha TPaHCAMHUHA3UTE CE ChOOIIABa IPU HAKOM MAIlUCHTH, JICKYBaHH

ChC cuMBacTaTHH Win (heHouOpar. B moBeueTo ciryuan HapaCTBAHETO € MPEXO0THO, HE3HAUYNUTEITHO U
ACUMITOMHO, 0€3 HyXXJla OT CIIUPaHE Ha JICUCHHUETO.

HuBara Ha TpaHcamuHa3uTe TpsOBa Ja ce MPOCieAsBaT MPEIH 3a04BaHe Ha JICUEHUETO, Ha

BCEKM 3 Mecela nmpe3 IbpBuUTe 12 Mecena oT JIeueHHeTo U MEPUOINIHO ciel Toa. TpsOBa na ce
o0OpbIlla BHUMaHHUE Ha MAIMEHTH, TIPH KOUTO Cce TIOBUINIABAT HUBATA Ha TPaHCAMWHA3HTE, KaTo
JICYEHUETO TPsIOBa J1a Ce CIpe, aKO HMBATa Ha acraprat aMmuHOTpaHchepaszara (AST), u3BeCTHA ChHIO
Y KaTo cepyMHa IiyTaMat okcananerat Tpancamunasa (SGOT) u ananun amMmuHOTpaHcepaszaTa
(ALT), u3BecTHa CHIIO U KaTO CepyMHa riryTamar nupysaT Tpancamunasa (SGPT), ce moBumar ¢
noBeye OT 3 MbTH HaJ| TOPHATA IPaHMIIa Ha HOpMAaTa.

[Ipu mosiBa Ha CUMNITOMH, TIOKA3aTEIHH 32 XEMaTHT (HAIPUMeEp, )KBJITCHUIIA, ChPOEK)
U TMIOTBHPKAAaBaHE Ha IMarHo3ara upe3 J1abopaTopHu u3ciieaBanus, Jjedenneto ¢ Cholib tpsoBa
Jia ObJIe CIIPSIHO.

Cholib Tps6Ba na ce npunara ¢ MOBUIIEHO BHUMaHUE MTPU MAIMEHTH, KOUTO KOHCYMHUPAT 3HAYUTEITHO
KOJIMYECTBO AJIKOXOJI.



ITankpearur
3a maHKpeaTuT ce ChoOIIaBa MPH MalUeHTH, IprueMainu ¢peHoduopar (Bx. Touku 4.3 u 4.8). Tesu

CJIydyau MOXC ou OTpassaBart JIMIICa Ha e(i)I/IKaCHOCT IIpU MaUCHTHU € TCIKKA XUIICPTPUTTTULCPUACMUS,
WHAYIUPAHO MMOBUIIABAHC HA MAHKPCATUIHUTC CH3UMU UJIM BTOPUYHO SBJICHUEC, KOCTO CC MCAUHNPA
OT KaMBbHH B XJIIBYHUTC IIbTUIA WA 06pa3yBaHeT0 Ha OTJIaraHuA CbHC 3aITyllIBaHC Ha O6H_II/I$[ KIBYCH
KaHall.

bropeuna hyHKIMS
Cholib e mpoTHBOIIOKa3aH MIPH YMEPEHO J0 TSIKKO YBpEKIaHe Ha ObOpeuHaTa (yHKITHS
(Bx. Touka 4.3).

Cholib TpsibBa 1a ce M3M03Ba C MOBUIIICHO BHUMAaHHUE MPH MAIUEHTH ¢ jJeKa 0bOpeuHa
HEIOCTATHYHOCT, MPU KOUTO M3YUCIICHATA CKOPOCT Ha TIIOMEpyJiHa QuiaTpanus
e 60 10 89 ml/min/1,73 m? (Bk. Touka 4.2).

Crob1maBa ce 3a 00paTMo TIOBUINIABAHE HA CEPYMHUS KPEATHHUH MPH MAIMCHTH, TTOJTy4aBaIli
(heHopuOpaT KaTO MOHOTEPAITHS WIIM PUIIOKEH ChBMECTHO ChC CTaTUHU. [loBUIIIaBaHeTO HA
CEePYMHHS KPEATHHWH OOMKHOBEHO € ChC CTAOMITHU BHB BPEMETO CTOMHOCTH O€3 JaHHH 3a
NPOJIBIDKABAIIO TIOBUINIABAHE HA CEPYMHUS KPEATHHUH MPHU JIBITOCPOYHO JICUCHUE U CIIE/ CITUPaHe
Ha JICYCHUETO UMa TCHJICHIIUS 32 Bh3CTAHOBIBAHE JI0 MU3XOTHO HUBO.

B ycnosusTa Ha KMHWYHY U3mATBaHM, 10% OT ManueHTHUTE MMAT MIOBHUINIABAHE HA KpEaTHHUHA

OT U3X0AHO HUBO C noseye oT 30 umol/l mpu chbTCTBAIO NPpUIOKEeHHE Ha (peHopudpar

Y CUMBAcCTaTUH B cpaBHeHUe ¢ 4,4% npu MoHOTepamnus ¢bc cumBacTaTuH. 0,3% OT manueHTuTe, Npu
KOHUTO JIeKapCTBaTa Cca ChITBTCTBAIIO MPUIIOKECHU, UMAT KIMHIYHO 3HAYMMO MMOBUITIaBaHE HA HUBOTO
Ha KpeaTuHWHa 10 croiHocTH > 200 pmol/l

JleuenneTo TpsOBa Aa ce cnpe B ciay4ail Ha HUBO Ha KpeaTuHuHa 50% Haz ropHaTa rpaHuia Ha
Hopmara. [IpenopbuBa ce KpeaTHHUHBT Jla ce U3MepBa IIpe3 IbPBUTE 3 Mecela clie]] 3all0YBaHe
Ha JICUEHHUETO, a CJIe]] TOBA - IEPUOTUIHO.

WnTepcrunmanta 6exoapodHa 6omect

Cirydan Ha HHTEPCTHIHAIHA OeII0ApOoOHA 00JIeCT ca ChOOIICHH IIPH HAKOW CTATHHH U TIPH
(henodubpar, 0coOSHO MPH MPOIBIKUTETHA Teparus (BxK. Touka 4.8). [IposiBuTe MoTaT J1a BKIFOYBAT
JIUCITHES], HEMPOYKTUBHA KaIlLTUIIA U BIOIICHO OO0 3/IpaBOCIIOBHO CHCTOSTHHE (YMOpa, 3aryba Ha
TETJI0 ¥ BUCOKA TEMITEpaTypa). AKO UMa MOI03PEHISL, Y€ IaJIeH MAlUeHT € Pa3BII HHTEPCTHIIMATHA
6enoapoOHa Gonect, neyenueto ¢ Cholib TpsOBa na 6bae crpsHO.

3axapen amaber
Hsxkou nokaszarencTsa mojckas3Bar, 4Ye CTaTHHHUTE, KaTO KJac JEKapCTBEHU CPEICTBA, TIOBUIIIABAT

KpbBHATA TTIOK03a U TIPU HAKOH MAI[MEHTH C BUCOK PUCK OT 3axapeH quabeT B ObJeIIe Morar ia
NpEM3BUKAT TAKMBA HUBA HA XUIIEPTIIMKEMUSI, 32 KOUTO Ca MOJXOMAIIH (OPMATHATE TPUKH 32
nuabeTHoOomH. Han To3u prick obave HajiensiBa HaMaIsIBAHETO HA ChJIOBUSI PUCK OT JEHCTBUETO
Ha CTATHHUTE, TIOPAJM KOCTO HAMA MPUYKHA 3a CITUPAHE Ha JICYEHHETO ChC CTATHHU. PHCKOBHTE
nanuenTy (TII0K03a Ha IIanHo 5,6 10 6,9 mmol/ 1, BMI > 30 kg/ m?, noBHILEHU TPHUITIHLIEPUIM,
XUTIEPTOHUS) TPsiOBa /1a ObIAT MPOCICASIBAaHN KaKTO KIMHUYIHO, TaKa 1 OMOXUMHUYHO CHITIACHO
HAIIMOHATHUTE PHKOBOJICTBA.

BenosHnu TpoMOeMOOTNMYHN CHOUTHS

[Tpu xmuanyHOTO M3nMMTBaHEe FIELD ce cho0Oimana 3a CTaTUCTHYECKY 3HAYMMO TTOBUIIIABAHE HA
yecroraTa Ha Oesonpodna emoonus (0,7% B mianedo rpymnata B cpaBHeHue ¢ 1,1% B rpynaTa Ha
dhenoduodpar; p=0,022) 1 CTaTUCTHYCCKH HE3HAYMMO MTOBHUILIABAHE HA IBJIOOKATa BEHO3HA TpOoMOO03a
(rmane6o 1,0%, 48/4900 nanuenty) B cpaBHeHue ¢ henopudpar 1,4% (67/4895); p=0,074.
[ToBuNICHUAT PUCK OT CITy4an Ha BEHO3HA TpoMO03a MOXKE JIa € CBhP3aH C MOBUILICHUTE HUBA HA
XOMOIIMCTEHH - PUCKOB (DaKTOp 32 TPOMOO03a, KaKTO | C APYTH HeonpeaeneHu GakTopu. KnuHnunaTta
3HAYUMOCT Ha T3 (akT e HesicHa. ETo 3aimo, TpsOBa 1a ce AeicTBa ¢ OBUIIICHO BHUMAHKE MIPH
MAIMeHTH C aHaMHe3a 3a 0eJ0[poOHa eMOOJTHSL.




ITomontHm BemecTBa
TBif KaToO TO3M JIGKAPCTBEH MPOJAYKT ChABPIKA JIAKTO3a, MAIMEHTH C PEJKU HACIIEACTBEHU MPOOIeMH

Ha rajaKTO3Ha HETIOHOCUMOCT, Lapp jmakTa3eH NeUIUT U TIIOKO30-TAIAKTO3HA MaltabcopOIus, He
TpsiOBa Jja MpUeMaT TO3M JIEKapPCTBEH IMPOAYKT.

TBif KaTO TO3M JIGKAPCTBEH MPOIYKT ChABPIKA 3aXap03a, MAIUSHTH C PSIKO CPEIaHU HACICICTBEHU
mpo0sieMu Ha (PPYKTO3HA HEMIOHOCUMOCT, TIIOKO30-TaJIaKTO3HA MaJIaOCOPOIUS HIH

3axapaso-u3omMajiTa3Ha HEJOCTaTbYHOCT, HE TpSI6Ba Ia rmpueMart ToBa JICKapCTBO.

To3u nexkapcTBeH MpoAyKT chabpxa cbHeeT KbATo FCF (E110), K0€eTO MOXe Aa npeAn3BHKa
aJeprUYHH PEaKIiH.

4.5 BzamMmopeiicTBHe ¢ IPYTH JeKAPCTBEHH NPOAYKTH M APYTrd (JOpMH Ha B3auMoelicTBHe
He ca npoBexnanu nmpoy4sanus 3a B3aumoieiictusita ¢ Cholib.
B3aumoneicTBys, OTHACAIIN CE€ 10 MOHOTEPANHNATA

Hnxubumopu na CYP 344
CumBacTtaThH € cyOcTpaT Ha nutoxpom P450 3A4.

MHoOXecTBO MEXaHU3MH MOr'aT a AONPUHACAT 3a NOTCHIUAIHUTE B3aUMOJIEUCTBHSI C MHXUOUTOPUTE
Ha HMG Co-A pexnykrasa. JlekapcTBa Wiy OUIIKOBH MIPOAYKTH, KOUTO HHXUOUPAT ONpeAeIcHU
ensumu (Harp. CYP3A4) w/unu tpancnoptau (Hanp. OATP1B) meTHia, Morar 1a HOBUIIAT
TUTa3MEHNTE KOHIIEHTPAIIMN HA CHMBACTATHH U CHMBACTaTHHOBA KHMCEJIMHA M MOTaT JIa IOBEJAT 10
TIOBHUIIIEH PUCK OT MUOTIATHSI/pabIOMHUOIH3A.

Mournute nHXHOUTOPH Ha HUTOXpoM P450 3 A4 moBuiaBaT pucka OT MHOIATHS U PadAOMHOIIN3A
ype3 MOBUIlIaBaHe Ha MHXHOUTOpHaTa akTuBHOCT HAa HMG-CoA penykTasaTa B Ijla3mMaTa 1o Bpeme
Ha JIeueHHe CbC cuMBacTaTHH. Cpel] Te3u HHXHUOUTOPHU ca UTPAKOHA30J1, KETOKOHA30J1, TOCAKOHA301,
€PUTPOMHULIUH, KIAPUTPOMHULNH, TenuTpoMulind, HIV nporeasun unxuburopu (Hanp. HeapHUHABUD)
1 He(ha30/I0H.

KomOunanusta ¢ nTpakoHas3oJ, KeTOKOHa30:1, nocakoHa3oi, HIV nporeaznn naxuburopu (Hamp.
Hel(UHABHD), SPUTPOMUIIHMH, KIIAPUTPOMHUIIUH, TETUTPOMHUIINH U He(a3070H € MPOTUBOIIOKAa3aHa
(Bx. Touka 4.3). AKO IEYCHHETO C UTPAKOHA30JI, KETOKOHA30JI, TOCAKOHA30JI, EPUTPOMHUIIHH,
KJIAPUTPOMULIMH WM TEIUTPOMHULIMH € Hen30exxHo, Tepanusta ¢ Cholib TpsOBa n1a Ob1e oTMeHeHa,
JIOKaTO Tpae KypchT Ha JiedeHue. Heo0XoquMo e MoBUIIeHO BHUMaHHe TP KOMOMHHPAHETO Ha
Cholib ¢ gpyru no-cnabu naxuouropu Ha CYP 3A4: ¢nykoHazo:, BepanamMui Wid AWITHA3EM
(Bx. Toukn 4.3 1 4.4).

KoncynTupaiite ce ¢ nHpopManusaTa 3a IpeANUCBaHE 32 BCHYKH CHITBTCTBAIIO H3IOI3BaHH
JIeKapCTBa, 3a J1a MOJyYrTe MoBeue HH(HOpMAaIKs 3a MOTCHIIMATHUTE UM B3aUMO/ICHCTBHUS ChC
CHUMBACTaTHH W/WIM NOTEHLMAJIA 32 IPOMEHU B €H3MMUTE WM TPAHCIIOPTEPUTE U BB3MOXKHUTE
KOPEKIIMH Ha /103aTa U CXEMUTE.

Jlanazon

PuckbT oT MuoOnaTHs 1 pabJOMHOININ3a € TI0-BUCOK MPH CHITBTCTBAIIO NPWIOKEHNE Ha JaHa307
CchC cuMBacTaTHH. J[03aTa Ha CHMBAcCTaTHH He TPsOBa Ja HajaBuIinaBa 10 mg IHEBHO MPY MAIUCHTH,
npuemManiy qaHasod. [lopaau ToBa, chrpTcTBaNOTO NpriioxkeHue Ha Cholib ¢ ganazon e
MIPOTUBOIIOKA3aHO (BXK. TOUKa 4.3).

Luxnocnopun

PuckbT OT MUOTIATHS/PabAOMHUOIN3a € TT0-BHCOK IIPH CHITHTCTBAIIO MPIIIOKEHNE Ha IIUKIOCTIOPUH
ChC CHMBACTaTHH. BhIpekn, 4e MEXaHN3MbT HE € HAITBJIHO U3SCHEH, YCTAHOBEHO €, Ue IUKIOCTIOPUH
noBuIaBa mia3menara ekcrosuius (AUC) Ha CHMBAacTaTUHOBA KUCEIMHA, BEPOSTHO MOPaIN
gactuaHo naxuoupane Ha CYP 3A4 u OATP-1B1 tpancnoprepa. Toif kaTo g03aTa HA CHMBACTaTHH

7



He TpsiOBa Jla HajBumasa 10 mg JHEBHO NPH MAIUSHTH, TPUEMAIU [IUKIOCTIOPUH, CHITBTCTBAIIIOTO
npuioxkenue Ha Cholib ¢ HUKIOCTIOPUH € IPOTHUBOIIOKa3aHo (BXK. Touka 4.3).

AMU00apoH, amMaoOunuH, OUIMUA3em U 6epanamui
PuCKBT OT MHOIIATHS ¥ PabIOMHOIIN3A € TTO-BHCOK IIPH CHITBTCTBAIIO MPIIOKEHNE Ha aMHOIAPOH,
AMITOJTUIIVMH, TAITHA3EM WIIH BEpAIlaMiIl ChC CMMBacTaTuH 40 mg qHEBHO.

B ycnoBusTa Ha KIIMHAYHO H3MUTBAHE, 32 MUOTIATHS ce Ch0oOImaBa nmpu 6% OT MaIMeHTHUTE, TPUEMAaIIIH
cumBacTatuH 80 mg u amMmuoaapoH, B cpaBaenue ¢ 0,4% mpu nanuentuTe, mpuemamniu camo 80 mg
CHUMBAaCTaTHH.

CBIOBTCTBAIIOTO MPUIIOKCHNEC HA aMJIOJUIIUH U CUMBACTaTUH € JOBCJIO A0 MMOBHUIIIaBAHC Ha
CKCIIO3HIIMATA Ha CHMBACTaTHHOBA KMCCJIHNHA C 1,6 IIbTH.

CBI'BTCTBAIIOTO MPUIIOKEHUE HA TUITHUA3EM U CUMBACTATHH € J0BEJIO 10 MOBUILIABAHE HA
EKCIO3HIUATAa Ha CUMBACTATHHOBA KUCENUHA C 2,7 BTH, BEPOSITHO IOPaId HHXUOUPaHE Ha

CYP 3A4.

CBHIIBTCTBAIIOTO MPUIIOKCHNUE HAa BEpArlaMuil 1 CUMBACTaTUH € JOBCJIO 10 MMOBUIIABAHC Ha IJIa3MEHATa
CKCIIO3HIIMA Ha CUMBACTaTUHOBA KUCCJIMHA C 2,3 IIbTH, BEPOATHO OTHACTU IOpaaU HHXH6HpaHC Ha
CYP 3A4.

ITopamu ToBa, mo3ara Ha Cholib He TpsOBa na HaxBumasa 145 mg/20 mg THEBHO MPH MAIUSHTH,
KOHMTO NMpHeMaT aMHOAaPOH, aMJIOTUTIVMH, TAJITHA3EM WITH BeparmaMul.

lpyeu cmamunu u pubpamu

I'em¢ubposnn nosumasa AUC Ha cMMBacTaTHHOBA KHCeIHHA ¢ 1,9 MbTH, BEPOATHO OpaaH
MHXUOUpaHe Ha IbTS Ha TIIOKYpOHUpaHe. PUCKBT OT MuonaTus ¥ pabJoMHOIN32a € 3HAYMMO [10-BUCOK
NPY CHITBTCTBAIIO NPWIOKEHHE Ha TeM(UOPO3HI ChbC CUMBACTATHH. PUCKBT OT pabIoMHUOIH3a CHILO
€ MOBHILEH IIPY HalUeHTH, KOUTO I0JIyyaBaT ChIIbTCTBAILO JICUYeHHE C APYTH (HudpaTH Win CTaTHHU.
Ilopaam ToBa, chrpTcTBaIIOTO NpHiioxkerune Ha Cholib ¢ remdubposn, ¢ apyru udpatn mim
CTaTHHU € MPOTHUBOIIOKA3aHO (BXK. Touka 4.3).

Huayun (nuxomunoea xucenuna)

Crnyyan Ha MUOTIATHUS/PabIOMHUOIIN3a CE CBBP3BAT C CHITBTCTBAIIOTO NPUIOKCHHE HA CTATHHH
Y HUAIWH (HUKOTHHOBA KUCEIMHA) B MOAU(UIMPAINH JIUTUANTE 1034 (> 1 g/neH), kato ce 3Hae,
Ye HUAIMHBT U CTATHHUTE MOTAT JIa IPHYUHSIBAT MHOTIATUS M KOTATO CE MPUJIATAT MOOT/ACITHO.

JlexapuTte, KOUTO Bb3HAMEPSBAT Jla MPHIOKAT KoMOMHUpaHo jedenne ¢ Cholib u Monudunmpanu
TUNHUANTE 103U (> 1 g/neH) HnanyH (HUKOTHHOBA KUCEIWHA) FITH JIEKAPCTBEHH MTPOAYKTH,
ChIbPIKAIM HUAIMH, TPSO0BAa BHUMATEITHO J1a MIPEIEHIT eBEeHTYAJHUTE MOJI3H M PUCKOBE M J1a
npociieIsBaT BHUMATEIHO MAMEHTUTE 32 BCIKAKBH MIPU3HALIM U CHUMITOMH Ha MycKyJHa 00Jika,
00JIe3HEHOCT WM CNa00CT, OCOOCHO B HAUYATHUTE MECELIM Ha JICYCHUETO U NP MOBHIIABaHE Ha J03aTa
Ha HAKOHM OT JABaTa MPOIYKTA.

Dy3u006a KuceuHa

PHCKBT OT MUOTIATHS, BKIIOUYUTEHO pabIOMHONIN3a, MOXKE J1a CE MMOBHUIIY OPAIN CHITBTCTBAIIOTO
CHCTEMHO TPWIIOKEeHHE Ha (py3ua0Ba KHCeIHa ChC CTaTHHA. CHBMECTHOTO MPUJIOKEHHE Ha Ta3H
KOMOMHAIIMS MOXE J1a IPUYMHY TIOBHIIaBaHE Ha TUIA3MEHUTE KOHIICHTPAIIMY U HA JIBETE BEIICCTBA.
MexaHu3MbT Ha TOBA B3aUMOJICHCTBYE (HE3aBUCHMO JajIH € OT (hapMaKOIMHAMUYCH UK
(hapMaKOKMHETUYEH THII UM OT J{BaTa THIIA) 3acera € Hem3BecTeH. MiMa choOIIeH s 3a padIoMHOIH3a
(BKJITFOUHMTEITHO HIKOM CIIyYaH C JIETAJICH Kpaii) Py MaIUeHTH, [TOJTyYaBaliy Ta3u KOMOWHAITHSI.

AKko e HeoOxo Mo JieueHue ¢ py3umoBa kucenrHa, iedenueto ¢ Cholib TpsiOBa na 0b/e cripsHO
3a 1eNus NIEPUOJI Ha TepanusTa ¢ Gpy3uaoBa kuceauHa. (Buxkre cbio u Touka 4.4).



Cox om epetinghpym

Coxksbt oT rpeitndpyt uaxudupa CYP 3A4. chITBTCTBAIIOTO MPUEMaHe Ha TOJIEMH KOJIMYECTBA
(mag 1 TUTHP AHEBHO) COK OT rpeUndpyT U CMMBACTATHH BOJAH O NOBUIIABAaHE HA IIa3MeHaTa
€KCIO3MIMS HA CHMBACTaTHHOBA KHCENUHa cbC 7 mbTU. [Ipuemanero Ha 240 ml cok oT rpedndpyt
CYTPUH U CUMBACTaTHH Beuep ChHIIO BOJU A0 MOBUILABAHE Ha IIa3MEHaTa eKCIIO3UIMS Ha
CHMBacTaTHHOBA kKucenuHa ¢ 1,9 mptu. [lopamu ToBa TpsiOBa Aa ce M30ATBa KOHCYMAITUATA Ha COK
oT rpeiingpyt no Bpeme Ha ieuenueto ¢ Cholib.

Konxuyun

Nma cpoOiieHus 3a MEONIATHS U padIOMHUONIN3a ITPU CHIBTCTBANIO MPHUIOKEHUE HA KOIXHUIIUMH U
CUMBACTATHH NPY NaIMEeHTH ¢ ObOpeuHa HeqocTaThuHOCT. [lopanu ToBa ce npenopbyBa BHUMATEITHO
KJIMHUYHO MPOCJICIsIBaHEe Ha MAIMCHTUTE, KOUTO IpreMar KoyuxuruH u Cholib.

Anmaeonucmu na sumamun K

®deHoduOpaT M CUMBACTATUH YCHIIBAT €(PEKTUTE HA aHTATOHUCTUTE Ha BUuTamMuH K 1 Moke na
MIOBHUIIIAT PUCKA OT KbpBeHe. [IpenopbuBa ce o3ara Ha Te3u NMEpOpaTHU aHTHKOATyJIaHTH J1a Obie
HaMalieHa JI0 e{Ha TPETa B HAYAJIOTO Ha JICUCHUETO U CJIe] TOBA MOCTENCHHO a Obe KOPUTHUPAHA,
aKo € HeoOX0AMMO CIIope]] JTaHHUTE OT npociensBaHeTo Ha INR (MexayHapoIHO HOpMaTU3UPAHO
crotHomeHue). INR TpsiOBa ja ce onpenenu npeau 3anouBane Ha jgeueHuero ¢ Cholib, kakto

U TOCTAaTHYHO YECTO B PAHHHUTE €TalM Ha JICUCHHE, 3a J]a Ce rapaHTHpPa, Y€ HjIMa J1a HACTHIN 3HAYUMO
usMeHenue B ctoiHocTute Ha INR. Criet kato ce TOKyMEeHTHpa CTaOUIM3upaHe Ha CTOMHOCTHTE Ha
INR, mokazaressaT Moke Jia ce IpociiesBa Mpe3 HHTePBAIUTE, KOUTO OOMYAHO CE MPEnopbhYBaT 3a
MAIMCHTH, MPUEMAIIH TO3W TUT IEPOPATHU aHTUKoArynanTH. Ako ao3ata Ha Cholib 6b1e npoMeHeHa,
WM JICUEHUETO CIIpe, TpsAOBa Ja ce IOBTOPH OIrcaHara mo-rope mnponeaypa. Jleaeanero ¢ Cholib me
Ce CBBP3Ba C KbPBEHE MPU MALUCHTH, KOUTO HE ITOJTyYaBaT aHTHUKOAryJIaHTH.

Tnumasonu

3a HAKOU ciydan Ha obpaTnmMa nmapangokcanHa peaykuus Ha HDL-C ce cpo0maBa mo Bpeme Ha
CBITBTCTBAIIO NMpHJIOKeHue Ha pernodudpaT u raurazonu. [lopaau ToBa ce npemnopbyuBa NpociesIBaHe
Ha HDL -C, B ciyuait, e Cholib ce npumara csIrbTCTBAIIO C TIATA30H, KAKTO U CIIMPAHE Ha
TepanusATa ¢ €auH OT J(BaTa npoaykTa, ako HDL-C e TBbpae HUCEHK.

Pugpamnuyun

Twit kato pudamnumnmH e MorieH nHAykTop Ha CYP 3A4, koiiTo 3acsra Mertabonm3ma Ha
CUMBACTaTHH, MAIIUCHTH, KOUTO MPOBEKIIAT IBJITOCPOYHO JICUCHHE ¢ prudaMITUIUH (HAMp. JICYCHHUE

Ha TyOepKyJI03a) MOXKE Jla U3MUTAT 3aryda Ha eukacHOCT Ha cumBacTaTuH. [Ipu 31paBu 10OpOBOIIIH,
TUTa3MeHaTa eKCIO3UINSA HA CHMBACTATHHOBA KHCEIMHA € HaManeHa ¢ 93% mpu chIIbTCTBAIIO
MPHUIIOKEHUE C pUGAMITAIUH.

EdexTr BbpXy GapMakoKHHETHKATa HA IPYTHU JIEKAPCTBEHU OPOJYKTH

®enodudpaT U CUMBACTaTUH HE ca HUTO HHXUOUTOpH, HUTO HHAYKTOpHU Ha CYP 3A4. Ilopagu ToBa
He ce ouakBa Cholib fa moBnMsBa mIa3MeHaTa KOHIIGHTPALMS Ha BEIIECTBA, KOUTO CE METa00IM3UPaT
gpe3 CYP 3A4.

®denopubpar u cumBactaTuH He ca naxuoutopu Ha CYP 2D6, CYP 2E1 wiu CYP 1A2. denodudpar
e ciab 1o ymepen uaxuourop Ha CYP 2C9 u ciab unxuourop Ha CYP 2C19 u CYP 2A6.

[ManuenTure, nony4asamy ceirbTeTBamo Cholib u nekapcTBa, KouTo ce MeTaboInu3upar oT

CYP 2C19, CYP 2A6, unu ocobero ot CYP 2C9 u umat TeceH TepalieBTHIeH HHACKC, TPSOBa Ja ce
MPOCIIeABaT BHUMATEIHO, KATO TP HEOOXOIUMOCT CE MPENOopPbYBa KOPEKIUS Ha J103aTa HA TEe3H
JIEKapcTBa.

BsaumoseiicTBre MekIy CHMBACTaTHH U eHodhudpat

Edekture oT MHOTOKpaTHOTO NpHUIIOKEHHUE HA heHODUOpAT BhPXY (hapMaKOKHHETHUKATA HA CAMHUIHH
WJIM MHOTOKPATHU JI03U OT CHMBACTaTUH Ca U3CJIC/IBAHU B JIBC MAJIKH KIIMHUYHU U3NUTBaHus (n=12),
MTOCJICIBAHM OT ITO-TOJISIMO TIpoydBaHe (n= 85) mpu 37apaBu T0OPOBOJIIIH.




IIpu egaoTto npoyuBane AUC Ha cuMmBacTaTHHOBA KucennHa (SVA) - OCHOBHUS aKTHUBEH META0OJIUT
Ha cuMBacTaTuH, HamaisaBa ¢ 42% (90% CI 24%-56%) npu koMOMHIpaHe Ha eTHOKPATHA /1032

oT 40 mg cuMBacTaTUH ¢ MHOTOKPATHO mpuiioxenue Ha penopudpar 160 mg. IIpu BropoTto
npoyuBaHe [Bergman et al, 2004] MHOTOKpaTHOTO CHBMECTHO NPUIIOKEHHE HAa cuMBacTaTHH 80 mg u
(benopudpar 160 mg Bonu no Hamanssane Ha AUC Ha SVA ¢ 36% (90% CI 30%-42%). I1pu
MO-TOJISIMOTO MpOy4YBaHe ce HabmoaaBa HamamnsiBaue ¢ 21% (90% CI 14%-27%) na AUC na SVA
CcJie]l MHOTOKPAaTHO ChbBMECTHO MpHJIOXKeHHE Ha cuMBacTaTuH 40 mg u penodudpat 145 mg Beuep.
ToBa He ce pa3nuuaBa 3Ha4uMO OT HaMassiBaHeTo ¢ 29% (90% CI 22%-35%) na AUC na SVA,
Ha0JI0JaBaHO TIPHU CHBMECTHO MpHIIOKeHueE mpe3 12 gaca: cumBactatud 40 mg Bedep u

¢denogpudpar 145 mg cyrpuHn.

He e uzcnenpano nanmu penopudpaTsT nMa eekT BbpXy Jpyrd aKTUBHU METaOOJIUTH Ha
CHUMBAacTaTHHA.

TodHHAT MEXaHU3BM Ha B3aHMMOJICHCTBHE HE € m3BecTeH. Criopen HATMYHNUTE KITMHUIHY TaHHU
e exThT BbpXy HamassiBaHeTo Ha LDL-C He ce cuuTa 3a CTaTUCTUYECKH 3HAYMMO Pa3InieH OT TO3H
IIPU MOHOTEPANHUSITA ChC CUMBACTAaTUH, Koratro LD —C e KOHTponupaH Mpu 3aro4BaHe HA JICYCHUETO.

MHorokpatHoTo npuiioxkeHue Ha cumBacTaThH 40 wiu 80 mg, KoeTo e Half-BHCOKaTa ChoOIaBaHa
71032, HE BJIMsC BbPXY IUIA3MEHUTE KOHIIEHTpanuy Ha (peHopuOpaTHa KUCETHHA B CTAI[HOHAPHO
CBCTOSIHUE.

[IpenopbkuTe 32 MPEKCBaHE HA B3aUMO/ICHCTBAIIM BEIISCTBA Ca OMMCAHN HAKPATKO B CIICAHATA
Tabnuia (BIKTE ChINO TOUkH 4.2 1 4.3).

B3aumopeiicTBalm BeliecTBa Hperlopmm 34 MpeaArnucBaHe

Mourau naxubutopu Ha CYP 3A4:
Utpakonason

Kerokonazon

DyKoHa30i1

ITocakonason

Eputpomuriua IIporusonokaszanu ¢ Cholib
Knaputpomuiiux
TenurpoMuux

HIV npoteaznn nuaxuburopu
(narp., HendHUHABUD)

Hedazonon
aHaz3oJ .
A IIporusonokaszanu ¢ Cholib
Tluknocnopun
T'emdudposun, Apyru ctatuau u udparn | [Iporusonokaszanu ¢ Cholib
AMuonapoH .
Aap Ja He ce Hagsuinasa eada Cholib 145 mg/20 mg
Bepanamun
JTHEBHO, OCBEH aKO KJIMHUYHATA T10J13a Ha/IBUIIIaBa
Junntuazem
pHucKa
AMIIOIUITNH

H36sreaiite Cholib, ocBeH ako KIMHMYHATA 110J13a
HE HaJIBUIIaBa PUCKa

Huanun (HukoTHHOBA KucenuHa) > 1 g/nen | Crienere MalMeHTUTE 3a BCIKAKBH MTPU3HALIM

Y CUMITTOMH Ha MYCKYJITHH O0JKH, 607€3HEHOCT

U c1abocT

[Naruenture TpssOBa a ce MPOCIeAsIBaT BHUMATEIHO.
®Dy3110Ba KUCEIUHA Moske 1a ce 0OMHUCTN BPEMEHHO CITUpaHe Ha
neuenueto ¢ Cholib.

Cok ot rpedndpyt Jla ce u30srBa B nepuona Ha npuem Ha Cholib

Kopurupaiite no3ata Ha T€3u epopaIHU
AHTaronmuctu Ha BUTaMuH K AQHTHKOATyJIaHTH B 3aBUCUMOCT OT JAHHUTE
ot npocnesspane Ha INR
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B3aumoneiicTBamm BeliecTa [Ipenopbku 3a npeanucBaHe

Crnenere HDL-C u cripeTe JICUEHHUETO ¢ €UH OT
I'murazonn JBaTa JIeKapCTBeHU npoaykTa (rnura3od uin Cholib),
ako HDL-C xonecTeposrbT € TBbpJE HUCHK

4.6 @epTUIUTET, OPEMEHHOCT U KbpMeHe

Bbpemennoct

Cholib
TBif KaTO CHUMBACTaTHH € IPOTHBOIIOKA3aH 110 BpeMe Ha OpeMeHHOCT (BX. TyK mo-moiy), Cholib
€ IIPOTHBOIIOKA3aH 110 BpeMe Ha OpeMeHHOCT (BX. Touka 4.3).

Denogubpam

Hsma pocrarsuno gannu ot ynotpedata Ha penoduOpar npu 6pemennu xenu. [IpoyuBanusta npu
’KHBOTHU TIOKa3BaT eMOPUOTOKCUYHHU €(DEeKTH B JI03H, B TMAITa30HA HA TOKCHYHOCT 32 MaliKara (BiK.
touka 5.3). [ToTeHIIMaIHUAT PUCK ITPH XOpa He € u3BecTeH. [lopaau ToBa, peHopudOpaT Moxe 1a ce
npuiiara o BpeMe Ha OpeMEeHHOCT caMo Clie/l BHUMAaTelIHa OLICHKa Ha ChbOTHOILIEHUETO OI3a/pUCK.

Cumsacmamun

CuMBacTaTHH € IPOTHBOIIOKA3aH 110 BpeMe Ha OpeMeHHOCT. be3onacHOCTTa Ipu OpeMEeHHH KEeHH
He € ycTaHoBeHa. JleueHneTo Ha MalikaTa ChC CUMBACTATHH MOXKE Jla HAMAaJIM HUBaTa Ha MEBAIOHAT
y 1101, KOWTO € IPEeKypcop B OMOCHHTE3aTa Ha XoyiecTepol. I1o Te3u npuiyrHU, CHMBAaCTaTHH HE
Tps0Ba Ja ce mpuiara npyu OpeMEHHH KESHH, )KeHU, KOUTO C€ OIMUTBAT J1a 3a0peMEHEeST WK
npernoiarar, 4ye ca 6peMeHHu. JIeueHHETO ChbC CUMBACTATUH TPIOBa J1a ObJIc BPEMEHHO CIPSHO 32
CpoKa Ha OPEMEHHOCTTA WM JIOKATO CE YCTAHOBH, Y€ )KCHATa HE € OpeMeHHa .

Kopmene
Jluniceat ganau ganu GpeHopuOpaT, CHMBACTATHH W/WUIIM METa0OIUTUTE UM CE EKCKPETHPAT

B kbpMarta. Ilopaam ToBa, Cholib e mpoTuBoIioKazaH B mepruoaa Ha KbpMeHe (BX. Touka 4.3).

DepTUIuTeT
[Ipu onuTH BPXY KUBOTHHU ca HaOJIt01aBaHu 00paTuMK e(heKTH BhpXy depTuaurera (BK. ToUKa 5.3).

JlurcBaT KTMHUYHM AaHHH OT ynorpebara Ha Cholib nmpu 6peMeHHH KeHH.
4.7 EdexkTu BbpPXy cIocOOHOCTTA 3a modupaHe U padoTa ¢ MAIIMHH

DenodudpaT He MOBNKABA UIIH MOBIUIBA IPEHEOPEKUMO CIIOCOOHOCTTA 3a Iodupane u padbora
C MalllWHY.

B nepuona ciie nmyckaHne Ha ra3apa Ha CMMBAcCTaTHH, 3aMaiiBaHe ce choOIIaBa psako. Ta3u HexenaHa
peaknus TpsOBa J1a ce MMa NMpeIBU/I IIPH yIIpaBJIeHHe Ha MOTOPHH IIPEBO/IHYU CPE/ICTBA WITH paboTa
¢ MamuHU 110 Bpeme Ha nedenue ¢ Cholib.

4.8 Hexenanu JeKapCTBEHH PeaKINU

Pestome Ha npoduia Ha Ge30macHOCT

Haii-yecto cpobuiaBannTe Hexxenanu nekapctBenu peakiuu (HJIP) o Bpeme Ha neuenue ¢ Cholib
ca MOBHILEH KPEaTUHHUH B KPbBTA, MH(PEKLINU HA TOPHUTE TUXATETHH IbTUIA, IOBHUIIEH Opoii Ha
TPOMOOIIMTHTE, TACTPOCHTEPHUT M MOBHUILICHA aJJTAaHUH aMUHOTpaHc(epasa.

TabnudeH CIMCHK HA HOXKEIAHUTE PEaKIIUN

[To BpeMe Ha YeTHUpH TBOMHOCTENN KIMHUYHHI U3ITUTBAHUS C TIPOIBIKUTEIHOCT 24 CEIMUIIH,

1 237 nanuMeHTH ca MOJy4YHIIN JICUSHHE ChIIbTCTRAIIO ¢ heHopuOpaT u cuMBacTatuH. B cOopeH
aHaJIM3 Ha Te3W YETUPU U3MUTBAHUS, YECTOTATA HAa CITUPAHE Ha MPUeMa MOPaIX MOSBHIIU CE T10
BpeMe Ha JICUCHHETO HexenaHu peakiuu e 5,0% (51 ygactaumm ot 1012) cnex 12 ceamuyaHO
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neuenue ¢ henoduodpar u cumpactatie 145 mg/20 mg naeBHo 1 1,8% (4 yyactaunm ot 225)
cnen 12 ceqmuuHo jieueHue ¢ penodpuoOpar u cumpactatud 145 mg/40 mg qHEBHO.

[TosBuNHTE CE 10 BpeMe Ha JICUSHUETO HEXKENaH! PEeaKIUU, ChOOIICHH MTPH MAIUCHTH, TTOTyYaBaIi
chITbTCTBAIIO (peHohUOpaT U CHMBACTATHH, Ca ONMCAHH TIO-JI0Y TI0 CUCTEMO-OPTaHHH KIIACOBE H TIO
YeCcToTa.

Hexenanute peakiuu npu Cholib choTBETCTBAT Ha T€3H, KOUTO Ca U3BECTHU 32 HETOBUTE JBE
AKTUBHH BellecTBa: GeHopuOpaT U CHMBaCcTaTHH

YecroTHTe Ha HEXKEIAHUTE PEAKIINH Ca TPYIIUPAHU IO CIIEIHUS HAYUH: MHOTO decTh (>1/10), uectn
(>1/100 mo <1/10), vHeuectu (>1/1 000 mo <1/100), peaxu (>1/10 000 go <1/1 000), MHOTO peaKH
(<1/10 000), c HEen3BecTHA YecTOTa (OT HATMYHUTE TAaHHU HE MOXKe J1a O'bJlc HallpaBeHa OIICHKA).

Hesxenanu peaxiyu, HaOIOAaBaHU MIPH CHITBTCTBAIIO MPUIOKeHUE Ha peHopudpaT 1 CHMBacCTaTUH
(Cholib)

CucteM0-0pranHu KJIacoBe Hesxesanm peaknuu YectoTa
Wndexkunsa Ha ropHUTE TUXATEINHN THTUIIA

Nudpexunn u nndecrannu bexn P o 1ma, YeCTH
T"acTpoeHTepUT

Hapymennss Ha KpbBTa U

[ToBummen 6poit TpoMOOITUTH YECTH
JuMdHaTa cucTemMa

Xenaro0uJauapHu HapylleHUus [NoBuIieHa alaHWH aMUHOTpaHCcdepasza 4ecTH

Hapymienus Ha koxkata u

JepMatut u exzema HEYeCTU
MOIK0’KHATA ThKAH

[ToBuIIeH KpeaTUHUH B KPHBTA (BXK. MHOTO
HN3cnenBanus

Toukd 4.3 n 4.4) YECTH

Omvcanue Ha N30paHu HEXKEIAHU PEAKIIMU

IToBumaBane Ha KpeaTHHUHA B KpbBTa: 10% OT mManpieHTHTE UMAT TIOBHUIIIaBaHEe HA KpeaTHHUHA

B CPaBHEHHUE C M3XOIHO HUBO ¢ moBeue oT 30 umol/l npu chbIbTCTRAILO MPHIOKEHHE Ha (eHopHuOpar
U CUMBAcCTaTHUH B cpaBHeHUE ¢ 4,4% mpu MoHOTepanus cb¢ cumBacTaTtu. 0,3% OT mauueHTuTe, Opu
KOUTO JIEKapCTBaTa Ce MpwiiaraT ChITBTCTBAIIO, UMAT KJIMHUYHO 3HAYMMO TTOBUIIIABAHE HA HUBOTO

Ha KpeaTHHUHA 710 cTorHOCTH > 200 wmol/l.

Jompaaurenna nH(GOpMAaLKs OTHOCHO OTACIHUTE AKTUBHU BEILECTBA Ha KOMOUHAIIUATA

¢ (huKCcHpaHu 1031

ITo-moiy ca OIMUCAaH! ITOIBIHUTETHATE HEKETaH! PEaKiMy, CBbP3aHU C MIPUIOKEHHE TO Ha
JICKApCTBEHU MPOJYKTH, ChIbPIKAIIM CUMBACTATUH WK (heHO(DUOpaT, HaOII0JaBaH! B KITHHUIHU
W3MUTBAHUS U B MIEPHO/IA CIIe] TyCKaHe Ha Ma3apa, KOUTO ¢ BhKMOXKHO A3 Bb3HUKHAT mpH Cholib.
Knacuduimpasero uM 1o dectora € Ha 6a3ara Ha HaTUYHATa HH(GOPMAIHMS OT KPATKUTE
XapaKTePUCTUKU Ha JIGKAPCTBECHHUTE MPOAYKTH HA CHMBACTaTHH U PeHOPHUOPAT, KOUTO Ce Mpeiarar B
EC.

CucremMo-opranHu He:xenanu peakuuu He:xenanu peakuuu YectoTa
KJIACOBe (penopudpar) (cUMBACTATHH)
Hapymennst Ha Hamanen xemornooun penku
KPBBTA U JuMpHaTa Hawmanen 6poii Ha Genure
cucTremMa KPBBHU KJIETKH

Anemus penku
Hapymienns Ha CBpBHX4YYBCTBUTEIIHOCT peaKu
HMYHHATa cucTeMa Anadunakcus MHOTO

peaKu
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Cucremo-opranHu

Hexenann peakunu

Hexenann peakumnu

YecToTa

KJIACOBE (hbenopudpar) (cMuMBACTATHH)
Hapyumienust Ha 3axapeHn gmaber®*** c
MeTad0JIm3Ma HEU3BECTHA
XpaHeHeTo YecToTa
IMcuxuunn bescpHue MHOTO
HAPYyIIEHHS peaKu
Hapymienus Ha chHs, c
BKJTFOUMTEITHO KOIIMAapH, HEU3BECTHA
JeTpecust YecToTa
Hapymennst Ha ['maBoGonme HEYECTH
HEpPBHATA CHCTEMA [Napecresus, 3amatiBane, peaxu
nepudepHa HEBPOMATHUS
Hapyiiena namer/ 3ary0a Ha | peaku
namMeTTa
Cba0oBHU HApYIIEHHUS TpomboeMO0IH3BEM HEYeCTH
(6emonpobHa eMOoOIHS,
TpoM0OO03a Ha AbJIOOKUTE
BeHN)*
PecniupaTopHu, HuTepcrunmanua 6enoapodHa | ¢
TPbAHU U 6oxect HEU3BECTHA
MeAUACTHHAJIHI YecToTa
HAPYIIEHHS
CToManHo-4YpeBHH CromainrHo-4peBHI YEeCTH
HApylIeHUs MIpU3HAIM U CHUMIITOMH
(xopemHa Oonka, rajieHe,
MOBPBIAHE, THAPYIS,
dbraTyneHIms)
[Tankpearut™ HEYECTH
3anek, JucIencus penKu
XenaToouauapHu IToBuIIeHN TpaHCAMHHA3H 4eCTU
HAPYyIIEHHS XonenuTtnaza HEYECTH
YcnoxHeHus Ha c
XoJenuTHas3aTa (Harmp. HEU3BECTHA
XOJICTICTUT, XOJaHTUT, YecToTa
JJIbYHA KOJIMKA, U T.H.)
[NoBuimena rama peaxu
rIIyTaMuATpaHchepasza
XenaTuT/KbJITCHHATA MHOTO
UepHonpobHa penku
HEJO0CTaThYHOCT
Hapymennus na TexKn KOXKHU peakiuu c
KO0’KaTa U NMOAKOKHATA | (Hampumep epuremMa HEU3BECTHA
ThKaH MynTUdOpME, CHHIPOM Ha yecToTa
Stevens-Johnson,
TOKCHYHA
SIUICPMOHEKPOIIN3a ’
T.H.)
KoxHa HEYECTH
CBPBXYYBCTBUTEITHOCT
(namp. oOpuB, IPYpHT,
YPTHKAPHS)
Anoneriust penKu
Peakiuu Ha penKu
(hOTOUYBCTBUTEITHOCT
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Cucremo-opranHu

Hesxenann peaknuu

Hesxenann peaknuu

YecToTa

KJIACOBE (hbenopudpar) (cMuMBACTATHH)
CunzipoM Ha penxu
CBPBXUYBCTBHTEIHOCT***
Hapymienns Ha MycKyITHO HapyIlIeHue HEYECTH
MYCKYJIHO-CKeJIeTHAaTa | (HaIp. MHAITHUs, MAO3UT,
cHCTEMA H MYCKYJTHH CIIa3MH U
CheIUHUTETHATA cabocr)
ThKaH Pabgomuonmsa cbe nnm penxu
0e3 OpOpeuHa
HEJ0CTaTHhYHOCT (BK.
Touka 4.4)
Muonatus** penxu
Tengunonatus C
HNmyHomenuupana HEU3BECTHA
HEKpOTH3HpaIa MUOTIATH YecToTa
(Bk. Touka 4.4)
Hapymienuns Ha CekcyanHa tucyHKITUS HEYECTH
BB3NPOU3BOIMTEIHATA Epexruina nuchyHkims c
cHCTeMa H IbpaaTa HEU3BECTHA
4YeCcToTa
OO0 HapymeHus: U Actenus penku
e(exTH Ha MSICTOTO HA
MPUJI0KEHNE
HN3cnenBanus [ToBuiIeHO HUBO Ha MHOTO
XOMOIIMCTENH B KPHBTa YECTH
(BXK. TOUKa 4.4)*****
[oBuieHa KpbBHA ypest peaxu
[NoBuiena ankamHa peaxu
docdarasza B KppBTa
[ToBumIeHO HUBO HAa KPEaTHH | PEIKH
¢dbocdokrHaza B KpbBTa
[NoBuieH rmukupan c
XEeMOTTIO0NH HEU3BECTHA
YeCcToTa
YBenuueHa KpbBHA TIIOKO3a | C
HEU3BECTHA
YecToTa

Onucanue Ha I/I36DaHI/I HCXCIaHU pCaKIInu

Ilanxkpeamum

* B knmuanuHOoTO nipoyuBane FIELD - pangomusupano, miane6o-KOHTPOIUPAHO H3UTBAHE,
MPOBEICHO TIpH 9 795 ManmMeHTH ChC 3aXapeH AuadeT TUM 2 € HaOJIF01aBaHO CTATUCTUIECKH 3HAYNMO
MOBHUIIIaBaHE HA CITyYanuTe Ha MTAHKPEATUT CPel MAIlMEHTHTE, Moy4yaBain (eHopuOpar B cpaBHEHHUE
¢ manueHTuTe, noiyyaBanu mianeoo (0,8% crpsmo 0,5%; p = 0,031).

Tpomboembonuzom

* B xnmuanyHOTO npoyuBane FIELD ce cpo0m1aBa 3a cTaTUCTUUECKH 3HAYMMO MOBHIIABAHE HA
yectoTaTa Ha 6enoapoona emoomus (0,7% [32/4900 nanuenTH] B tutanedo rpyrarta B CpaBHEHHUE
¢ 1,1% [53/4895 nanuentu] B rpynara va ¢pernopudpar; p=0,022) u cTaTucTHYECKH HE3HAYUMO
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MIOBHUIIIaBaHE Ha JIBJIOOKATA BeHO3HA TpoMObo3a (turanedo 1,0%, [48/4900 nanueHTH | B cpaBHEHHE C
(benogpudpar 1,4% [67/4895]; p=0,074).

Muonamus

** [Ipu KNIMHAYHO U3NUTBAHE MUOTIATUATA HACTHIIBA YECTO MPH MMALMEHTH, JIEKYBaHU ChC
cumBacraTuH 80 mg/ieH B cpaBHEHHE ¢ MAIUEeHTH, JIeKyBanu ¢ 20 mg/neH (cpotBeTHO 1,0%
B cpaBHenue ¢ 0,02%).

Cunopom Ha c8pvLXYYBCMBUMENHOC

*#%* Cpo0I1aBa ce pSIKo 3a MPOSBEH CUHAPOM HAa CBPBXUYYBCTBUTEIHOCT, KOWTO BKIIFOUBA HIKOM

OT CJIETHUTE XapaKTePUCTUKU: aHTHOE/IEM, JIyITyC-II0I00€H CHHAPOM, TIOJTUMHAITHS PEeBMATHKA,
JICPMAaTOMHO3HUT, BACKYJIUT, TPOMOOIIMTOIICHHSI, €O3UHODMIIMSI, TOBHIIICHA CKOPOCT Ha yTasBaHE Ha
epurpouutute (CYE), apTput u aptpanrus, ypTukapusi, OTOUyBCTBUTEIHOCT, BUCOKA TEMIIEPaTypa,
3auepBsABaHE Ha JIMIIETO, AHUCITHES, OO0 HEPa3MOJIOKEHHE.

3axapen ouabem

*A**3axapeH nuader: PuckoBure manuenTy (T1r0K03a Ha TIIagHo 5,6 10 6,9 mmol/ 1,

BMI > 30 kg/ m?, mOBHIIEHN TPUITIMIEPUIH, XUIIEPTOHKS ) TPAOBa 1a ObAaT IPOCIEAIBAHN KAKTO
KJIMHUYHO, TaKa ¥ OMOXUMHYHO ChIJIACHO HAIIMOHAIHUTE YKa3aHUsI.

THosuwerno nuso Ha xomoyucmeun 6 Kpbema

*Fxk [Ipn kmuanaHoTo u3nuTeane FIELD, cpenHoTo moBuiaBaHe Ha HUBOTO HA XOMOIIMCTCHH
B KpbBTa MPH JeKyBaHU ¢ GpeHoduOpaT manuentu e 6,5 pmol/l, koeto e 00paTUMO MpH CHHUpaHe
Ha JledeHneTo ¢ peHoduopar.

Cpo0111aBaHe Ha MOA03UPAHN HEXKETAHN PEAKITHH

CpoOmraBaHeTo Ha TOI03UPAaHH HEXKEIIAH! PEaKLUK CIIe]] pa3pelaBaHe 3a ynoTpeda Ha JeKapCTBeHUS
HPOAYKT € BayKHO. TOBa MO3BOJISIBA @ MPOIBDKH HAOIIOAEHHETO Ha CHOTHOIICHUETO TI0JI13a/PHCK 32
JeKapCcTBEHUS MPOIYKT. OT MEIUIMHCKUTE CIICIIHAINCTH CE H3UCKBA J1a ChOOIIaBaT BCKa
NO0I03MpaHa HeKellaHa peaKius ype3 Hal[MOHAIHA CHCTeMa 3a ChoOIaBaHe, MOCOYEHa B
[Mpunoxenne V*.

4.9 Ilpeno3upane

Cholib
He e u3BecTen CHCLII/I(l)I/Iqu AHTHUAO0T. Axo0 ¥Ma CbMHEHHE 32 npeao3rupaHe, TpSI6Ba Ja €€ IPUJI0XKU
CUMIITOMATUYHO JICUCHUC U IIPU HCO6XO,Z[I/IMOCT Ja CC OCUTypsT NMOAXOAAIIHN O6H.[0y1(peHBaH.[I/I MCPKH.

Denogubpam

[Mpuem Ha cBpBX103a peHoHUOPAT € HACTHIBAJ CaMO B €IMHUYHY CiTy4an. B OOIIIMHCTBOTO OT
cllydauTe He ce cho0IaBa 3a CUMIITOMHU Ha npepo3upane. GenouOpaT He MOXKe Jla ce eNMMMIHNPA
4pe3 XeMOHaIn3a.

Cumsacmamun

Cp001I1IeHH ca HAKOJIKO Clydau Ha IPeao3upaHe Ha CUMBACTATHH; MaKCUMallHaTa ITPHeETa 1032

e Ouna 3,6 g. Bcuuku manueHTH ca ce Bb3CTaHOBHMIIM O3 mocneanny. Hiama criernududno nevyenne
3a cJIyyauTe Ha mpejo3upane. B To3u ciyyaii TpsOBa Aa ce MPUIokKaT CHMITOMATHYHHA U
00III0yKpeTBaII MEPKH.

5. ®APMAKOJIOTMYHU CBOMCTBA
5.1 ®dapmakoguHAMHYHH CBOMCTBA
dapmakoTepaneBTHUHA Tpyna: Jlunua-Mmoauduuypany pemectsa, nuxuoutopu Ha HMG-CoA

peaykTasara B KOMOMHAIMS ¢ Apyru TunugoMoauduuupamy Bemectsa, ATC kon: C10BA0O4
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MexaHn3bM Ha JIEUCTBUE

Denogubpam

®denodubpaT € Mpou3BOAHO HA PUOPUHOBATA KHCENUHA, YHUTO MOAU(UITUpAIIN TUTHINTE ePeKTH
IPY XOpa ce MEeTUUPAT Ype3 aKTUBUPaHE Ha TIEPOKCU30MHUS MPOsH(epaTop-aKTUBHPAH PELEITOP
ot tun anga (Peroxisome Proliferator Activated Receptor type alpha (PPAR)).

Upes aktuBupane Ha PPARa, peHopubpatT akTuBHpa NPOU3BOICTBOTO HA JIUIIONPOTEHH JIHITA3a
W HaMaJIsiBa pou3BoAcTBOTO Ha anonpotenH CIII. Aktusupanero Ha PPARa nHaynupa cbino taka
Y TIOBHIIIaBaHE Ha CHHTE3a Ha anonpoTtenHute Al u All

Cumeacmamun

CuMBacTaTHH, KOUTO € HEaKTHUBEH JIAKTOH, C€ XHPOJIM3UPa B UEPHUS APOO 10 CHOTBETHATA MY
aKTHUBHa 6eTa-XI/IIIpOKCI/I KHCCINHHA q)opMa, KOATO MMa MOIIHA aKTUBHOCT IIpU I/IHXI/I6I/IpaHe Ha
HMG-CoA penykrazata (3-xuapokcu-3-mMeTmiriayTapmi-CoA peaykrasza). To3u eH3uM KaTaau3upa
KoHBepcuara (npeBprinanero) Ha HMG-CoA B MeBajoHAT, KOETO € paHeH CKOPOCTOOIPEIEIIAI] eTall
npy OMOCHHTE3aTa Ha XOJIECTEPOIL.

Cholib
Cholib cpabpxa peHopudpat 1 CUMBaCTaTHH, KOUTO Ca C Pa3InYHd MEXaHU3MH Ha JAEHCTBHE, KAKTO
€ OIHCAHO HO-TOpe.

(DaDMaKO JUHAMWYHNU Cd)CKTI/I

Denogubpam

[IpoyuBanusita Bbpxy GpeHoPHOpAT 10 OTHOIIECHHE Ha JIUIIONPOTEMHOBUTE (PpaKIK YCTAHOBSIBAT
HamassBane Ha HuBata Ha LDL u VLDL xonectepon (VLDL-C). Husata na HDL-C wecto ca
nosumeHd. LDL u VLDL tpurimnepuante ca HamaneHu. LIsutocTHUAT edekT e HaMaisIBaHe Ha
CBHOTHOILIEHUETO HA JIUIONPOTEUHUTE C HUCKA M MHOTO HHCKA IUTBTHOCT KBbM JIMIIOIPOTEUHUTE

C BUCOKa ITBTHOCT.

®eHoguOPaTHT MMa U YPUKO3YPHUICH eeKT, BOJIEI IO HaMallsiBaHe Ha HUBAaTa Ha MMKOYHA KUCEITNHA
¢ npubnm3uresnHo 25%.

Cumsacmamun

VYcTaHOBEHO €, Y€ CUMBACTaTHH HaMalsiBa KaKTO NMOBUILIEHUTE, Taka 1 HOPMATHUTE KOHIICHTPALMU Ha
LDL-C. LDL ce ob6pa3syBaT oT npoTenHute ¢ MHOro Hucka mrbTHOCT (VLDL) u ce katabonuzupat
npeauMHo upe3 BucokoaduuuteTHus LDL penentop. MexaHn3MbT Ha eeKTa Ha HaMaIIsIBaHE Ha
LDL ot cuMBacTaTHH MOXe€ J1a BKJIIOYBA KaKTO HaMalsBaHe Ha KoHLeHTpauusita Ha VLDL-C, taka u
uHayuupane Ha LDL penentop, koeTo Boau 10 HaMaJleHO MPOM3BOJICTBO U MOBUILIEH KaTa0O0IM3bM Ha
LDL-C. AnomnpoTtent B cpIio HamansiBa 3HaYUTEIHO 110 BpeMe Ha JISYEHHETO ChC CUMBACTaTHH. B
JIOTBJIHEHNE, cuMBacTaTuH yMmepeHo nosumasa HDL-C u namansasa mrazmenute HuBa Ha TG. B
pe3yaTaT OT Te3U NPOMEHH ChOTHOIIEHHETO Ha 00 xonectepon kbM HDL-C u va LDL kbMm
HDL-C namanssar.

Cholib:
CroTBeTHHTE €(DEKTH HA CUMBACTAaTUH U (heHOPUOpaT ce TOmbIBaT.

Knnanuna edukacHocT 1 0€300aCHOCT

Cholib

B ximHnYHATA porpaMa ca mpoBeieH! 0010 YeTHPH OCHOBHU KIIMHUYHU M3MUTBAHUS.

00610 7 583 yyacTHHIIM ChC CMECEH TUN TUCIHUITAACMUS ca OWIH BKIIFOUEHH B 6-CSIMUYHUS
BBbBEXIAL] epruoJl cbe ctaTuH. OT Tax 2 474 nymm ca OUiIu paHIOMU3UPaHH 3a 24 ceIMUYHO
nedenue, 1 237 yyacTHHUIIM ca mmotydaBaid peHopuOpaT 1 CHUMBACTATHH, MPUIIOKEHH ChIIBTCTBAILIO,
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a 1230 ygacTHHIIH ca TTOJTy9aBaid MOHOTEPAIUS ChC CTATHH, KaTO TPHU BCHUKH MTPHIIOKEHUETO

€ CTaBaJio BEYECD.

W3non3Banu craTuHM - BUO U 1034

Cenmuna 0 no Cenmuna 12 Cenmuna 12 no Cexmuua 24

IIpoyuBane Cratus — CratuH - ®denodubpar/ | CraTuH - denodubdpat/
3a 6 ceIMUYCH | MOHOTEpaNMsl | CHMBACTaTHH | MOHOTEpAanus | CUMBacTaTHH
BBBEKIAII] B KOMOMHAIHA B KOMOMHAIHUA
MIEPHOJ

0501 CUMBACTaTUH | CHMBAaCTaTHUH | CAMBACTaTUH | CHMBAaCTaTUH | CUMBAacCTaTHH
20 mg 40 mg 20 mg 40 mg 40 mg

0502 CUMBACTaTWH | CHMBAaCTaTHH | CHMBACTaTWH | CHMBAaCTaTUH | CHMBAcCTaTHH
40 mg 40 mg 40 mg 40 mg 40 mg

0503 aTOpPBaCTaTWH | aTOPBAaCTaTHH | CUMBACTATUH | aTOPBACTATUH | CUMBACTaTHH
10 mg 10 mg 20 mg 20 mg 40 mg

0504 MpaBacTaTHH | MMpaBacTaTHH | CHMBACTATHH | MMPABACTaTHH | CHMBACTaTHH
40 mg 40 mg 20 mg 40 mg 40 mg

Cholib 145/40

B ximamaHOTO poyuBane 0502 e HampaBeHa OIEHKA Ha IMOCTOsHHA 10332 Ha KOMOMHAITHATA
(heHopuOpaT-CHMBACTATHH M CPABHUTEIICH MPOJYKT, ChIIbPIKAIIl CTATHH, 3a IIeNus 24-ceIMHUCH

JIBOWHOCIAM NeproA. [IbpBHYHHUAT KpUTEpUil 3a eUKACHOCT € OMIT TPEBH3XOJICTBO HA KOMOMHALIUATA
ot penoduodpar 145 u cumpactatud 40 mg B cpaBHEHHE ChC cUMBacTaTHH 40 mg 10 OTHOIICHHUE Ha
HamassiBaneTo Ha oOmute Tpurnunepua (TG) u LDL-C u noBumasaneto Ha HDL-C na ceqmuna 12,

Ha cenmuna 12 u ceamuna 24 komOuHarmsta penodudpar 145 mg u cumBacratud 40 mg (F145/540)
€ TI0Ka3ajia IPEeBb3X0JCTBO crpsiMo cumBacTaTtiH 40 mg (S40) o oTHOIIIEHNE HA HAMAJIIBAHETO Ha
obmute Tpurnunepuau (TG) u nosumasane na HDL-C.

Kom6unanusra F145/S40 moka3Ba mpepb3xoacTBO crpsiMo S40 10 OTHOIIEHHE Ha HaMaJIIBaHETO Ha
LDL-C camo Ha cenmuiia 24: 0T CTATUCTUYECKHA HEJOCTOBEPHOTO JOMBIHUTENHO HaMmalsaBane ¢ 1,2%
Ha LDL-C Ha cenmunia 12 10 cTaTHCTHYECKH 3HAUYMMOTO HaMalIsiBaHe che 7,2% Ha ceamuIia 24.

Ipomenu B TG, LDL-C u HDL-C B npouentu oT u3x0aH0 HuBo 10 Ceqmuna 12 u Cenmuna 24
Isij1ocTeH aHAJIN3 HA M3BAAKA OT YYACTHUIH

Feno 145+Simva 40 Simva 40 CpaBHsiBane Ha | P-cToiiHocT
(N=221) (N=219) JIeYeHHeTo*
Caen 12 cenmunu IIpomsna B %, cpenna (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)
Caen 24 cenmunu IIpomsna B %, cpenna (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)

*CpaBHIBAHETO HA JICYCHUETO NIPEICTABIIABA pa3IuKara Mexay LS-cpemHuTe CTOWHOCTH 3a
Feno 145 + Simva 40 u Simva 40, xakto u ceorBeTHUTE 95% CI (mOBEpUTENECH UHTEPBAN)
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PesynraTuTe OoT n3cieqBaHNTE OMOIOTUIHY IMTapaMeTPpH Ha cenMuiia 24 ca IpeICTaBeH! B CleaHaTa

Ta0InIA.

F145/S40 noka3Ba cTaTUCTHYSCKY 3HAYMMO MPEBH3XOACTBO 10 OTHOIIIEHUE HAa BCUYKH ITapaMeTpH
C U3KJIIOYCHHE Ha MOBUIIaBaHEe HA ApoAl.

ANCOVA (xoBapuannoHeH anajiu3) Ha npomenute B % Ha TC, ne-HDL-C, ApoAl, ApoB,
ApoB/ApoAl u ¢pubpunoren ot n3xoaHo HUBO 10 Cenmuna 24 — IsanocTeH aHaan3 Ha U3BAJIKA
OT YYaCTHUIH

ITapameTsp TpeTupana rpyna N | Cpeano (SD)* CpaBHsIBaHe Ha P-cToiinocT
Jle4yeHueTo*

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/l) 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)

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

*CpaBHSIBAaHETO Ha JICUCHUETO MIPECTaBIsIBA pa3iuKaTa Mexkay LS-cpennure cToifHOCTH 3a
Feno 145 + Simva 40 u Simva 40, xakto u crorBeTHUTE 95% CI (MHTEpBaIIOBEPUTENICH).
LS ( maii-mankuTe KBagpaTu cpeana croiHoct ) SD (cTaHAapTHO OTKIIOHEHHE)

Cholib 145/20

B ximmanuHOTO M3nuTBaHe 0501 e HampaBeHa OIleHKA Ha 2 pa3IMyHU JI03U Ha KOMOWHAIUATA
(heHouOpaT-cHMBACTaTHH B CpaBHEHHUE ChC cuMBacTaTHH 40 mg 3a 24-ceqMUYeH TBOWHO-CIIAI
nepuo. [IbpBUYHHAT KPpUTEPHH 3a €PUKACHOCT € OMIT IPEBBH3XOICTBO HA KOMOHUHAIIMATA OT
(denopudpar 145 u cumBacratun 20 mg B cpaBHEHHE Chc cUMBacTaTH 40 mg BEpXy HAMaJSIBAHETO
Ha TG n nosnmasaneTo Ha HDL - C u He mo-J1o1o AefcTBUE 10 OTHOIIIEHHE Ha HaMaJsBaHe Ha

LDL-C na cenmuma 12.

Cpeana npoMsiHa B IPOLIEHTH OT U3X0AHO HUBO 10 Ceamuua 12
Lsan0cTeH aHaIM3 HA M3BAJKA OT YYACTHUIIU

ITapameTsp Feno 145+Simva 20 Simva 40 CpaBHsiBaHe Ha P-croiinoct
(N=493) (N=505) JleyeHueTo™
Cpenno (SD) Cpeano (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/) 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
®ubépunoreH (g/1) -0,31 (0,70) -0,02 (0,70) -0,32 (-0,40; -0,24) < 0,001
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*CpaBHsIBaHE Ha JICUCHUETO: pasnka Mexay cpexante LS 3a Feno 145 + Simva 20 u Simva 40,
KaKTO ¥ ChOTBETHUS UM 95% noBepuTENeH HHTEPBAI

Cren mppBute 12 cenMunu Ot JieueHUEeTo KoMOuHauusiTa ot peHopudpar 145 mg u
cuMBactatuH 20 mg moKas3Ba IpeBb3X0JCTBO CIPSMO cuMBacTaTuH 40 mg 1o OTHOIIEHNE Ha
HamamsBaneto Ha TG u moBumraBaneTo Ha HDL-C, HO He TOKpHBa KPUTEPHUHUTE 32 HE TTO-JIOIIIO
neiictue mo otHomenue LDL-C. KomOunanusara ot ¢penodudpar 145mg u cumpacratun 20 mg
MOKa3Ba CTATUCTHYECKH 3HAYUMO TIPEBH3XOJICTBO 110 OTHOIIIEHHE Ha MTOBHIIABAHETO HA apoAl n
HaMmaJsBaHeTo Ha (MOpPUHOreHa B CpaBHEHHE ChC cuMBacTaThH 40 mg.

Hooxpenawo npoyusane

KinnHUYHOTO M3NMUTBaHE 3a JUMHIN ChC 3ariiaBue ,,MepKu 3a KOHTPOJIUPaHE Ha ChPAECTHOCHIOBHS
puck nipu quadet (Action to Control Cardiovascular Risk in Diabetes (ACCORD))

€ paHIOMHU3UPAHO, TAe00-KOHTPOIUPAHO BHPXY 5 518 mauueHTH che 3axapeH quadeT Tun 2,
neKyBaHu ¢ ¢peHopuOpar B TONbIHCHHE KbM CUMBAcTaTUH. JleueHueTo ¢ peHopuodpaT miroc
CHUMBACTATHH HE € M0Ka3aJI0 CTATUCTHYECKN 3HAYUMH Pa3IUKU B CPaBHEHHE C MOHOTEPAIUsITa ChC
CHUMBACTaTHH 110 OTHOILICHHE Ha ChCTAaBHUS IbPBUYEH PE3YNTAT, BKIIOUBAL HedaTaieH MUOKapAeH
UH(ApKT, HedaTaieH MO3bUEH YIap U ChPJICYHO-CHJI0BA CMBPT (KOSPUIIMEHT HAa PHCK

[HR] 0,92; 95% CI 0,79-1,08, p = 0,32; HamansBane Ha abcomtotHus puck: 0,74%). B npensaputeno
OTIpeJIeJIEHUTE TTOATPYNHU OT IUCIUIHIEMUYHH NalUeHTH, N1e(UHUPAHU KaTO TAKUBA ChC CTOWHOCTH
Ha HDL-C B Haii-uuckus teptui (< 34 mg/dl umm 0,88 mmol/l) u B Haii-Bucokus teptui 3a TG

(> 204 mg/dl wm 2,3 mmol/l) Ha ©3XOTHOTO HHUBO, JeUEHHUETO ¢ (heHOHUOpAT TUIIOC CHMBACTATHH €
nokasaino 31% OTHOCHTENHO HaMaJsIBaHE B CPABHEHUE C MOHOTEPANMATA ChC CUMBACTATHH ChICHKH
10 MEPBUYHUS pe3ynraT (choTHOmeHue Ha puck [HR] 0,69; 95% CI 0,49-0,97, p = 0,03; abconroTHO
HaMaJIsABaHe Ha pucka: 4,95%). AHanu3 Ha Apyra IpeaBapUTeIIHO JehUHUpaHa MOATPYIIA € YCTAHOBHUII
CTATUCTUYECKH JTOCTOBEPHO BIMSHUE HA JICYCHUETO B 3aBUCUMOCT OT noja (p = 0,01), koeTo mokas3sa
BB3MOXKHA IT0J13a OT JICUSHHETO ¢ KOMOMHUpaHa Teparus npu Mbxkete (p = 0,037), HO MOTeHIIUAITHO
II0-BHCOK PHCK I10 OTHOIICHHE Ha MEPBUYHUS PE3YIITAT PH KSHUTE, JICKyBaHU C KOMOWHUpaHATa
Tepanusi B CpaBHEHHE ¢ MOHOTepanusTa cbc cuMBacTatiH (p = 0,069). Tosa He e 6mto HabMO1aBaHO
IIPH ITOCOYEHATA TIO-TOpe TOATPYIIa OT MAMEHTH C TUCIUTUASMHS, HO OT JApyra CTpaHa JUICBAT U
CUTYPHH JIOKa3aTeJICTBA 3a M0JI3a TIPH KEHH C TUCITHIUIASMHUS, JIeKyBaHU ¢ PeHohuOpaT ImIoc
CHUMBACTaTHH M Bb3MOXXHH BPEIHU €)EKTH B Ta3H MOATPYIa He MOTaT Aa ObJaT U3KITIOUCHH.

[lennarpuyHa nomyJarus

EBporeiickara areHIust 1o JeKapcTBaTta 0CBOOOXK1aBa OT 3abJDKEHHUETO 3a MPEI0CTaBIHEe Ha
pesynratute ot npoyuBanusaTa ¢ Cholib BbB BCHUKY MOJTPYITH HA TIEAUATPHYHATA MTOMTYJIAIHS IPU
KOMOMHHpaHa AucIunuaemMus (Bx. Touka 4.2 3a uH(opManys OTHOCHO ynotpeda B IeIUaTpHsITa).

5.2 ®apmakoKkMHETHYHH CBOWCTBA

Cpennoreomerpuunute choTHOIICHUS U 90% CI 3a cpaBasBane Ha AUC, AUC(0-t) and Cpax Ha
aKTUBHHTE MeTabonmuTH, PeHopudbpaTHa KUCEIMHA U CHMBACTATHHOBA KUCEIMHA HA KOMOWHAIINATA C
(ukcupanu 1031 Cholib 145 mg/20 mg TabiaeTKH U CHITBTCTBAILIO MPUIOKEHUE TIOOTACITHO Ha
(denopudpar 145 mg u cumBactatu 20 mg B TAOJIETKH, TaKa, KAKTO Ca M3MOJI3BAHU B KITMHUYHATA
mporpama, ca nonagainu 0e3 u3kioueHue B quamna3ona ot 80-125% OmoeKkBUBaIeHTHOCT.

CpenHoreoMeTpuyHaTa CTOWHOCT HA MAKCUMAIIHOTO T1a3MeHO HUBO (Crax) HA HEAKTUBHHUS
NpPEeKypcop cuMBacTaTHH € Ouna 2,7 ng/ml npu koMOuHanuUsATa ¢ PUKCUPAHU 103H B

Cholib 145 mg/20 mg tabnetku, ¥ 3,9 ng/ml npu CbIBTCTBAIIOTO MPHIOKEHHE HA 145 mg
(denopudpar u 20 mg cuMBacTaTHH B OTAEIHHU TaOJIETKH, TaKa KaKTO ca U3IM0JI3BaHH B Ta3H
KJIMHUYHA TIpOrpama.

CBHOTHOIIEHNETO Ha cpeAHNTE reoMeTprdHu cToitHocTH 1 90% CI 3a cpaBHsBaHe Ha MJIa3MeHaTa
excnozutus (AUC nu AUC(0-t)) Ha cumMBacTaTHHA cliell TPUIOKEHHE Ha KOMOMHALUATa ¢ PUKCHPAaHU
no3u Cholib 145 mg/20 mg TabneTKu U ciiell ChI'bTCTBAILO NPUIOKEHHE Ha OTJEHN TabJIeTKN
(benopudpar 145 mg u cumBactatun 20 mg, Taka, KaKTO ca U3MOJI3BaHK B KIIMHUYHATA IIporpama ca
ronagaiy B quanasoHa Ha 80-125% OMOEKBUBAJIEHTHOCT.
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Abcopbuus
MaxkcumanauTe mia3MeHd KoHIEeHTpauud (Cmax) Ha peHOpuOpat HacThIBaT OT 2 10 4 yaca ciexn

MEepopaaIHoO NPUITOKCHUC. IImazmenure KOHICHTpAIUU Ca CTaOUIHU T10 BpEMC Ha MMPOABIIZKUTCIIHO
JICYCHUC IIPU BCEKU €AWH UHAUBU/I.

®deHo(huOpaThT € BOMOHEPA3TBOPUM U TPSAOBA J1a ce MprUeMa C XpaHa 3a yJIeCHsIBaHe Ha abcopOoIusTa.
HWsnonssarerolIpunoxkenne Ha MUKpOHM3MpaH GpeHodubpar u texnonorusra NanoCrystal® 3a
MIPOM3BOCTBO Ha JeKapcTBeHaTa (popma Ha GpeHopuOpaT 145 mg TabieTku noBuiaBa abcopOIHsTa

My.

3a pasziuKa OT NPEAUIITHHUTE JIeKapcTBeHH GopMu Ha PeHopuOpaT, MakCHMaIHATa IIa3MeHa
KOHIICHTpAIIHs 1 00111aTa eKCIO3UIIHS MTPH TO3U BU (hopMa HE 3aBHCH OT ITpHeMa Ha XpaHa.

ITpoyuBaHe OTHOCHO e)eKTa Ha XPAaHEHETO BKJIFOYBAIIIO MTPUIIOKCHHE HA ITOCOYEHATa JICKAPCTBEHA
(dhopma Ha peHoubOpaTa B TabseTKa OT 145 mg Ha 3IpaBU MbXKE U KESHH - TOOPOBOJILIU, KAKTO Ha
[JIaJHO, TaKa U Clie/l OOMITHO XPaHEHE C BUCOKO ChIbPIKAHUE HA MA3HUHH MOKA3Ba, Y€ CKCIO3UIIUATA
(AUC 1 Cpax) Ha peHODUOpHHOBA KHCEIUHA HE ce BIIuse OT xpaHa. [Topaau ToBa, heHOGUOPATHT B
dbuamupanu Tadsetku Cholib Moraske 1a ce B3eMa He3aBHCHMO OT XPaHCHHUSATA.

Kunetnunu npoy4BaHus ciel NPUIOKEHUE HA €MHUYHA 1032 U CJIEl TPOIBbJDKUTEIHO JIeUCHUE
MOKa3BaT, 4e JIEKAPCTBOTO HE KyMyJHpa.

CuMBacTaTHH € HEaKTUBEH JIAKTOH, KOWTO JIECHO C€ XUAPOIU3UPA in Vivo 10 ChOTBETHATA
OeTa-xuapoKcH KucennHa - momeH naxuourop Ha HMG-CoA pemykraszara. Xuapoian3aTta ce
M3BBPIIBA OCHOBHO B YEPHUS IP00; CTEIIEHTAa Ha XU/POJIM3a B YOBEIIKaTa IJla3Ma € MHOTO HUCKA.

CumBacTaTHH ce afcopOupa Jo0pe U NpeThpIIsiBa EKCTEH3UBEH YepPHOAPOOEH METa00IM3bM Ha IBPBO
npemuHaBane. ExcTpakimsara B yepHUst Jpo0 3aBHCH OT YepHOIPOOHUS KPHBOTOK. YepHUST Ap00

€ OCHOBHOTO MSICTO Ha JICHCTBUE HA aKTHBHATa (hopMa. Y CTAaHOBEHO €, 4e HATMYHOCTTA Ha
0eTa-XHIPOKCUKUCETNHATA B CHCTEMHOTO KpbBOOOpaleHre ciiell IepopaiHa 1033 CHMBACTATHH

e mox 5% ot mo3ata. MakcuMaiHaTa ria3MeHa KOHIISHTPAIHsI Ha aKTUBHUTE HHXUOUTOPH CE TOCTUTA
3a npuOaN3uTeNnHo 1-2 yaca cies MpuiIoKeHNe TO Ha CUMBAcTaTUH. EJHOBPEMEHHUSAT IPUEM C XpaHa
HE BIIHsAC BHPXY abcopOIusTa.

(DapMaKOKI/IHeTI/IKaTa Ha CUMBACTaTUH IIPpHU €ITHOKPATHO U MHOTOKPAaTHO NPUJIOKCHUEC ITIOKa3Ba, 4€
HsMa KyMYJIMpaHC Ha JICKAPCTBCHUAT MMPOAYKT CJIICA MHOTOKPATHO IIPUIIOKCHUC.

Pasnpenenenue
®deHo(hnbOprHOBaTA KHCEIHMHA CE CBhP3Ba BHB BUCOKA CTETICH C TUIa3MeHUs aloyMuH (Haz 99%).

CBBbp3BaHETO HA CUMBACTATHH M HA aKTUBHUS My MeTa0oIHUT € > 95%.

buorpanchopmanus v enuMIUHAPaHE

Crnen nepopanHo npuioxenne henoguoOpar ce xuapoausupa 0bp30 MO JSHCTBUETO HA eCTepasu JI0
AKTHUBHUA MeTaboIuT - eHOGUOPHUHOBA KMCEIrHA. B mra3mara He ce OTKpHBa HEMMPOMEHEH
(henodudpar. denodpudpat He ¢ cyoctpar Ha CYP 3A4. He yyacTBa B MUKPO30MEH Y€PHOAPOOCH
MeTabO0IH3bM.

JlexapcTBOTO ce eKCKpeTHpa OCHOBHO B ypuHaTa. Ha mpakTuka, msu1oTo KOJIMIEeCTBO OT JIEKaPCTBOTO
ce eTMMUHHpa 3a He noseye oT 6 guu. PeHopubpar ce eKCKpeTupa NpeIuMHO 1o popmara Ha
(eHopuOpHHOBa KHCeIMHA U HEHHUS TIIIOKYPOHOB KOHIOraT. [Ipy nanmenTy B ctapuecka Bb3pacT He
HACTBIIBA MTPOMSIHA HAa IPUBUIHUS OO II1a3MeH KIMPBHHC Ha peHopuOpruHOBa KUCEIHHA.

Kunetnunn n3nurBanus CJICO NPUJIOXKCHUEC HAa CAMHUYHA 103a U CJIICO NPOABJIKUTCIIHO JICUHCHUC

MOKa3BaT, 4e JIEKAPCTBOTO He KyMmynupa. PeHohnOpoBa KucCenHa He Ce eTUMUHHpPA Upe3
XeMOAuaJIn3a.
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CpelieH Iu1a3MeH MOJTy>KUBOT: CPETHOTO BpeMe Ha eIMMUHUpPAaHe OT Iu1a3Mata Ha peropudpruHOoBaTa
KHcelnHa e mpuban3uTeaHo 20 gaca.

CumBacratuH e cyoctpaT Ha nutoxpoM CYP 3A4. CuMBacTaTH MOCTHIIBA aKTUBHO B XEMATOLUTUTE
upes Tparcnoprupaiiusi OATP1B1. OcHoBHHTE METa0OIMTH HA CHMBACTaTHH, KOUTO CE OTKPHUBAT B
YOBEIIKaTa I1a3Ma ca 0eTa-XUAPOKCUKUCEINHA ¥ YeTHPH AOIBIHUTEIHN MeTabonuTa. Cien
nepopaliHa 103a OT paAH0aKTUBEH CUMBACTATHH, IPHJIOKHA Ha YOBEK, 13% OT pagnoakTUBHOCTTA CE
eKCcKpeTHpa B ypuHata u 60% - B m3npakHeHHATA 10 96 Jaca. YCTaHOBEHOTO KOJIMIECTBOTO B
U3NPaXKHEHUTA TIPES/ICTABIISIBA CKBUBAJICHTH Ha aOCOpOMpPaHUs JIEKApPCTBEH NPOYKT, OT/ICICH B
AIIbUKATa, KAKTO U Ha HeaOCOpOMpaHus JIeKapcTBeH MpoAyKT. Crell MHTPaBEHO3HA HHKEKIHS Ha
MeTaboauTa OeTa-XuAPOKCUKUCEMHA, HETOBUSAT MOYKHUBOT € CpeAHo okojo 1,9 yaca. CpenHo ena
oxo1o 0,3% oT mpusoxeHaTa UHTPABEHO3HO J03a CE eKCKPETHpa B ypUHATa KaTOo HHXHOUTOPH.

EdexTute 0T MHOTOKPaTHOTO MpHUJIOKEHUE HA PeHoPuOpaT BEpXy (hapMaKOKHHETHKATA IPH
€THOKPATHO MJI MHOTOKPATHO NPUIJIOKEHNE HA CHMBACTATHH Ca W3CJICBAHU B JIBE MaJOOpOHHH
KIMHUYHY U30UTBaHuA (n=12), mocienBaHu OT MO-MHOTOOPOITHO KIITMHUYHO HU3NMUTBaHe (n= 85) npu
31IpaBU 10OPOBOJILIH.

[Tpu ennoto mpoyuBane AUC Ha cumBacTaTHH KucenmuHa(SV A) - OCHOBHHUS aKTHBEH METabOoIUT

Ha CUMBAcTaTHHA, ¢ Hamaisa ¢ 42% (90% CI 24%-56%) npu koMOMHUpaHe HAa €TUHUYIHA

no3a 40 mg cuMBacTaTHH C MHOTOKPATHO Npuiioskenue Ha peHodudpar 160 mg. [Ipu BTOpOTO
npoyuBane [Bergman et al, 2004] MHOrokpaTHOTO CHBMECTHO MPUJIOKEHUE Ha cuMBacTaTHH 80 mg u
¢denopudpar 160 mg e noseno go HamansiBade Ha AUC Ha SVA ¢ 36% (90% CI 30%-42%). I1pu
ITO-MHOTOOPOWHOTO KIMHUYHO U3MUTBaHe € HabmogaBano HamamnsBaue ¢ 21% (90% CI 14%-27%)
Ha AUC Ha SV A cies MHOTOKPaTHO ChbBMECTHO NPUJIOkKEHHE Ha cuMBacTaTHH 40 mg u
(denogpudpar 145 mg Beuep. ToBa He ce pa3nuyaBa 3HAYUTEITHO OT HaMaJsBaHETO ¢ 29%

(90% CI 22%-35%) na AUC na SVA, HaOnrogaBaHo NpHU CbBMECTHO MPHUJIOKEHUE C HHTEPBAI

ot 12 gyaca: cumBactatu 40 mg Bedep u peropudpar 145 mg cyrpun.

He e m3ciienBano gamu peropudpaTsT uMa epeKT BhpXy ApyTy aKTUBHU METa0OJIUTH Ha
CHMBACTaTHHA.

TOYHUAT MEXaHU3bM Ha B3aUMOJIEIiCTBHE He € n3BecTeH. Cropesl HATMYHUTE KIMHUYHY JaHHU
edexThT BbpXy HamassiBaneTo Ha LDL-C He ce cunTa 3a CTaTUCTUYECKU 3HAUUMO Pa3IMYeH OT TO3U
IIpU MOHOTEpanusATa cb¢ cuMBacTaTHH, koraro LDL—C e koHTponupaH Npu 3ali04YBaHe Ha JEUEHUETO.

MHorokpatHOTO priiokeHne Ha cumBacTatH 40 mwu 80 mg, KoeTo e Half-BICOKaTa ChoOIaBaHa
71033, HE BIIHsC BbPXY TUIa3MECHUTE KOHIICHTPAIWU Ha eHOPUOpUHOBATA KHCEINHA B CTAIIMOHAPHO
(steady state) cbcTosiHUE.

CrieluaiHy NOMyJIaIul

Hocurenure na rera SLCO1B1 anen ¢.521T>C ca ¢ mo-aucka aktuBHOCT Ha OATP1B1. Cpennara
excrio3uiys (AUC) Ha OCHOBHUS aKTHBEH METa0OJINT, CHMBacTaTHHOBA kKucennHa € 120% npu
xetepo3urotaute Hocutenu (CT) na anena C u 221% npu xomozurotaute (CC) HOCUTETH CIIPSMO
Ta3| MMpHU MaIMeHTUuTe, Kouto uMmat Hail-uectus renotun (TT). Cpen HacenenueTo Ha EBpora anensT
C e c gectora 18%. [Ipu narmentu ¢ momumopdussm Ha SLCO1B1 chmiecTByBa puck OT MOBUIIIEHA
EKCITO3UITUS Ha CUMBACTaTHH, KOETO MOXKE Ja JIOBEJIE JI0 MOBUIIICH PUCK OT paboMuonn3a (BxK. Touka
4.4).

5.3 IIpeakJMHUYHU JaHHH 32 0€30MACHOCT

He ca HpOBe)KZ[aHI/I HpeZ[KJH/IHI/IT-IHI/I MN3IIUTBAHUA 3a 6e3OHaCHOCT Ha KOM6I/IHaIII/I$[Ta C q)HKCI/IpaHI/I
no3u Cholib.

Denogubpam
[IpoyuBaHusTa 32 OCTpa TOKCUYHOCT HE TIOKA3BAT CIECIM(PHIHA TOKCHIHOCT Ha (eHOPUOpaT.
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[Tpu TprMeceuHO HEKIMHIYHO M3ITUTBAHE BBPXY IUTHXOBE C IEepopalieH preM Ha heHopuOpruHOBa
KHCEJIMHA - aKTUBHUS MeTa0oIUT Ha heHopuoOpaT, ca HaOIO1aBaHU TOKCUYHOCT 3a CKEJICTHUTE
MyCKyIH (0ocobeHo oHe3u, boratu Ha MuopuOpH ot Tu | -6aBHO OKcUAMpAIIHN) U ChpACYHA
JereHepanys, aHeMHsI 1 HaMaJIeHHe Ha TeJIECHOTO TErJIo pY HHUBA Ha eKCno3uius >50 mbTH
H0-BHCOKH OT €KCIIO3MIUATA TP XOpa, BOZAEIIA 10 CKeJIeTHA TOKCHYHOCT U > 15 IbTH HO-TossmMa
OT €KCIIO3UIIMATA, BOACIIA 10 KapANOMHUOTOKCHYHOCT.

OOpaTUMHU SI3BU M €PO3MU HA CTOMAIIIHO-YPEBHUS TPAKT Ca HACTBIMIIU MPHU Ky4eTa, TPETUPAHU
B IPOAB/DKEHUE Ha 3 Mecella MPU €KCIIO3UIINU, KOUTO ¢a OMJIM OKOJIO 7 IIBTH KOJIKOTO
kananyHata AUC.

W3nuTBaHus 3a MyTareHHOCT Ha (heHO(DUOPAT ca Jajii OTPHUIIATEIICH PE3YJITaT.

[Ipu murbxoBe U MUIIKK YEPHOAPOOHH TYMOPH Ca YCTAHOBEHH B PAMKHUTE HA M3MHUTBAHMSA 32
KaHI[EpOTeHHOCT, KOUTO C€ OT/IaBaT Ha NepoKkcu3oMHa npoiudepanus. [Ipomennte ca cneruduaan
3a TpU3a4u 1 He ca OWiM HaOIIt0JaBaHu MPH JPYTH BUJIOBE MPU CPABHUMHE HUBA Ha Jl03aTa. ToBa HiIMa
OTHOILICHHUE 32 KIIMHUYHATA YIOTpeba npu Xopa.

WznuTBaHMATa IPU MHIIKY, TUTEXOBE M 321N HE MOKa3BaT TepaToreHeH eekT. EMOpuoTokcHYHH
edexTH ca HaOJI0AaBaHU B 03U B IMala3oHa Ha TOKCUYHOCT 32 MaiKarta. Y IbJIDKEeH IeCTalloOHeH
NEepUOJ U TPYIHOCTH IPU PaXXJAHETO ca HAaOIr01aBaHU IPU BUCOKH JO3H.

He ca ycranoBenu edextn BpXy GepTuiureTa Ipy HEKIMHUYHHE MPOYYBAHUS 33 PEIPOIYKTHBHA
TOKCHUYHOCT, TIpOBeieHN ¢ peHopubpaT. YcTaHOBeHa e, o0ade, oOpaTuMa XUTIOCTIEPMHUS U TECTUKYITHA
BaKyOJIM3alUsl ¥ HE3PEJIOCT Ha SIHYHUIMTE B YCIIOBUATA HA M3IHUTBAHE 32 TOKCUYHOCT TPH
MHOTOKPaTHO NpHIIoKeHHe ¢ peHopuOpruHOBa KUCEINHA IPH MITaIl KydeTa.

Cumeacmamun

Ha ocHoBanme maHHUTE OT KOHBEHIIMOHATHUTE MPOYYBAHUS IIPH )KUBOTHHU IO OTHOIIIEHUE HA
(hapmakoTMHAMHKA, TOKCHYHOCT TIPU MHOTOKPATHO TIPUJIOKEHHNE, TEHOTOKCUYHOCT H
KaHIIEPOT€HHOCT, HE C€ 0YaKBaT JIPYTH PUCKOBE 3a MallMeHTa, OCBEH T€3W, KOUTO MOTaT J1a ObJaT
OTHOCEHH KbM (hapMaKOJOTHYHUTE MEXaHU3MH. [Ipr MaKCUMaJTHO IOHOCUMU JIO3U KaKTO MPH
TUTHXOBE, TaKa ¥ MPH 3alll, CAMBACTATHH HE PEIU3BUKBA MaJI(opMalliy Ha IUI0/Ia ¥ HAMa €PEKT
BBPXY (hepTrnuTeTa, penpoAyKTUBHATE (PYHKIIUK U HEOHATATHOTO Pa3BUTHE.

6. DODAPMAIIEBTUYHHU JAHHU
6.1 CHoucbk Ha IOMOLIHHUTE BelIECTBA

HZ[DO Ha TabJeTKaTa:

byrunxunpoxcuanuzon (E320)

JlakTo3a MOHOXUIPAT

Harpues naypuicyndar

Humecre, npexenatnHU3UpaHO (TTAPEBUIHO)
HatpueB nokysar

3axapo3a

Jlumonena kucenmaa monoxuzapat (E330)
Xunpomenosza (E464)

Kpocnosugon (E1202)

Marnesues creapat (E572)

Cunucunupana MEKPOKPUCTAITHA T1eTyJ03a (ChCTOU CE OT IIeTyII03a, MUKPOKPHCTAITHA U CHITUIINEB
JINOKCHJI, KOJIOMICH O€3BOJICH)
Ackopbunosa kucennaa (E300)
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DMIMOBO HOKPUTHE:

[Momu(BuHMIIOB anmkoxou), yacTuaHO Xuaponusupan (E1203)
Turanos guoxcua (E171)

Tank (E553b)

Jlerutin (momyden ot cos (E322))

Kcanranora ryma (E415)

Uepgen xeneseH okeup (E172)

Kunt xenezen okeun (E172)

CswHcet xbato FCF (E110)

6.2 HecnbBMecTHMOCTH

Henpunoxxumo

6.3 Cpox Ha roaHOCT

2 TOOUHA

6.4 Crnenuananu ycI10BHS HA CbXpaHEHHe

Ha ce cexpanssa mox 30°C.

6.5 Bwuau chabpikaHue HA ONIAKOBKATAa

Al/Al 6nucrepu

Crappxanne Ha onakoBkaTa: 10, 30 u 90 dmimupanyu TabeTKy.
He Bcuuku BUIOBE ONaKoOBKM Morat Aa ObAaT IMyCHATH B IIpoaaxoa.
6.6 CrnenuajaHu Npeana3Hu MePKHU MPH U3XBbPJIsIHE
Hewusnon3sanusar JICKAPCTBCH MPOAYKT WIN OTHAABYHUTEC MATCPpUAJIU OT HETO Tp}I6Ba Ja C€ U3XBBPIIAT

B CbOTBCTCTBUEC C MCCTHUTC U3UCKBaHM.

7. NNPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Mylan IRE Healthcare Ltd
Unit 35/36 Grange Parade,
Baldoyle Industrial Estate,
Dublin 13

Hpnannus

8. HOMEPA HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/13/866/001-002

EU/1/13/866/005

9. JATA HA ITBPBO PASPEIHIABAHE/ITIOJHOBSABAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

Jlata Ha TEpBO pazpemanane: 26 aryct 2013 r.
Jlata Ha mocimeaHo mogHOBsABaHe: 16 mait 2018 r.

23



10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

IMoapoOHa HpopMalrs 3a TO3H JEKApCTBEH MPOIYKT ¢ MPeI0CTaBeHa Ha yebcaiiTa Ha EBpornelickata
areHIIMs 10 jJiekapcTBaTa http://www.ema.europa.cu.
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1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Cholib 145 mg/40 mg ¢unmupanu TabIeTKU

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB

Enna ¢unmupana Tabnertka chabpxa 145 mg henodudpar (fenofibrate) u 40 mg cumBacTatua
(simvastatin).

[omonrHo(1) BelecTBO(a) C M3BECTHO JICHCTBUE:
Enna ¢unmupana tabnerka chabprka 194,7 mg nakrosa(kato MoHOXHIpar), 145 mg 3axapo3sa, 0,8 mg
neuntHH (monyueH ot cos (E322)).

3a IBJIHUA CIIUCHK Ha IMTOMOILHUTE BEIECTBA BHKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA
Ounmupana Tabnerka (Tadnerka)

OBayHM, ABOWHOM3ITBKHAIIN, KEPEMUIEHO-YEPBEHHN Ha IBAT ¢ pa3MepH 19,3 x 9,3 mm ¢unmupanu

TabJeTKN ChC CKOCEHH phOOBe 1 ¢ Haanuc 145/40 ot enHara cTpana u ¢ JIoroto Ha Abbott = or
JpyraTa cTpaHa.

4. KIMHNYHU JAHHU
4.1 TepaneBTHYHHU MOKA3ZAHUS

Cholib e moka3aH KaTo aAIOBaHTHO JIEYEHUE KbM TUETUUHUS PEKUM U (PU3NUECKUTE YIIPAKHEHUS MIPH
BB3PACTHHU MAIEHTH C BUCOK ChPJEYHO-CHI0B PUCK ChC CMECEH THIT AUCIUIHIEMUS, 32 HaMaIsIBaHe

Ha TpUTTMLEPHUAUTE U NIoBHIIaBaHe Ha HUBaTa Ha HDL-C, korato auBara Ha LDL-C ce koHTponupar

aJeKBaTHO ChC CHOTBETHATA JJ03a CHMBACTaTHH KaTO MOHOTEPAITHSI.

4.2 I[o3np0131<a N HAYUMH HA NMPUJTOKCHUE

BropuunuTe mpuuuHY 32 XUTNEPIHUIUAIEMIS], KATO HAIPUMEpP: HEKOHTPOJIMPAH 3aXapeH Aua0eT TUII 2,
XUIOTUPEOUTN3BM, HEPPOTHUEH CHHIIPOM, JUCIIPOTENHEMHSI, OOCTPYKTHBHA YepHOIpoOHa Ooecr,
MEMKAMEHTO3HO JieueHHe (KaTo HAapUMep MEePOPATHU €CTPOTCHH ), aTKOXOIU3bM, TpIOBa a ObaaT
aJICKBaTHO JIEKYBaHU Mpean Ja ce Muciu 3a siederne ¢ Cholib u manmentuTe TpsaoBa na Obaat
MOCTaBEHU Ha CTaHJApTHA JMETa 32 HaMaJIIBaHE HA XOJIECTEPOIa U TPUTIIUICPUINTE, KOSITO TPsOBa
Jla TIPOJTBJDKY 110 BPEME Ha JICYSHHUETO.

gO?»H[}OBKa

[IpenopbunTenyara q03a € eaHa TadjaeTka JHeBHO. TpsaOBa 1a ce n30sArBa COK OT rperdndpyT
(BXx. Touka 4.5).

OTroBopbT Ha JICYEHUETO TPSOBA J]a Ce CIIENIU Upe3 OIpe/IeliTHe HAa CTOMHOCTHTE Ha CEPYMHUTE
gy (061 xonectepoit (TC), LDL-C, rpurmunepuau (TG)).

Tayuenmu 6 cmapuecka v3pacm (= 65 2oounu)

He e HeoOxomumo kopurupane Ha jno3ara. [IpenopbuBa ce oOnvailinaTa j103a, OCBEH IPH HaMalleHa
ObOpeuHa QYHKIMS ¢ H3UKMCIEHa CKOPOCT Ha rioMepysiHa duirparms < 60 ml/min/1,73 m?, B kouto
ciydan Cholib ¢ npotuBonokasas (Bx. Touka 4.3).
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Hayuenmu c napyuwena 6vopeuna Qyuxkyus
Cholib e npoTHBOIIOKa3aH MPH MAIMCHTH C YMEPEHA 10 TeKKa ObOpeYHa HeJOCTaThYHOCT, PH KOUTO
M3YMCIIEHAaTa CKOPOCT Ha riioMepysHa gunrpaims € < 60 ml/min/1,73 m? (8. Touka 4.3).

Cholib TpsibBa 1a ce M3M0I3Ba C MOBUIIIEHO BHUMAaHHUE MPH MALUEHTH ¢ jJeKa 0bOpeduHa
HEJIOCTATHYHOCT, TIPU KOUTO M3YUCIICHATa CKOPOCT Ha TiioMepyIiHa uirpamus
e 60 10 89 ml/min/1,73 m? (Bk. Touka 4.4).

Hayuenmu c napyuiena yepnoopooua Qynryus
Cholib He e nmpoy4BaH NpH NALMEHTH C HapyllIeHa YepHOAPOOHa (QYHKIUS, TOPaaN KOETO €
NPOTHBOIIOKA3aH B Ta3M momynanus (Bx. Touka 4.3).

THeouampuuna nonynayus
Cholib e npoTuBoIIOKa3aH NpH Jiela U FOHOIIN Ha BB3pacT A0 18 rogunu (Bxk. Touka 4.3).

HauwuH Ha npunioxxeHue
Bcesika Tabnerka TpsiOBa a ce rhiiTa IsUIa ¢ yaiia Boja. TabieTkure He TpsiOBa Ja ce pa3TpoliaBaT
WM ThBUYAT. Morar J1a ce mpueMar ChC I 0e3 XpaHa (BXK. ToUka 5.2).

4.3 IIporuBomokaszaHus

o CBpBX4yBCTBUTEITHOCT KbM aKTHBHHUTE BEIIECTBA, (BCTHLM, COSl UM KbM HAKOE OT
MTOMOIIIHUTE BEIleCTBa, M30poeHu B Touka 6.1 (BXK. ChI0 Touka 4.4)

o UzBectHa oroaneprus mir GOTOTOKCUYHA PEaKIIMs 10 BpeMe Ha JieueHne ¢ pudpaTu wim
KeTorpodeH

o AKTUBHO YepHOJIPOOHO 3a00JIsIBaHE HITH HEOOSICHUMO YCTOHYMBO MOBUIIICHUE HA CEPYMHHTE
TpaHCaMHHA3U

o W3BecTHO 3a00Ms1BaHe HA KIBUHHUS MEXYP

o XPOHUYEH WIH OCTHP MAHKPEATHT C U3KIIOYCHUE HA OCTHP MAaHKPEATUT, IBJDKAILL Ce HA TEXKa
XHIIEPTPUTITUICPHIEMHUS

. YMepeHo 10 TeKKO HapylieHne Ha ObOpeunaTa GyHKIuUS (M3YHCICHA CKOPOCT Ha IJIOMEpYyJIHa
¢untpanus < 60 ml/min/1,73 m?)

o ChrpTeTBaIO NPUIOKEHNE Ha (GUOpATH, CTATHHH, 1aHA30J1, IUKJIOCIOPUH WJIM MOIIHU
uaxubutopu Ha uutoxpoM P450 (CYP) 3A4 (Bx. Touka 4.5)

. [leanatpuuna nmomynanus (Bb3pact nof 18 roauHm)

o BpemeHHOCT 1 KbpMeHE (BXK. Touka 4.6)

o WunuBuayanHa aHaMHE3a 32 MUOTIATHS /WK pabJOMHOIN3a ChC CTATHH W/HIH GudpaT Win

MOTBBPJICHO MMOBHIIIABaHE HA KpeaTHH (ochOoKMHA3aTa ¢ TIOBeYe OT 5 MBTH HaJI TOpHATa
rpanuna Ha HopMmarta (I'T'H) npu npeaxonHo nedeHue cbe CTaTUHU (BXK. ToUKa 4.4)

. CBHI'BTCTBAIIO MPUIIOKEHHUE C aMHUOIaPOH, BeparaMill, aMJIOIUITUH WITH TAITHA3EM
(Bk. TOuKa 4.5)

4.4 Cheuuananu npeaynpesieHus U NpeANa3Hy MepKH NPHU ynoTpeda

Myckynu
ToKCHYIHOCT 3a CKelleTHAaTa MyCKYJIaTypa, BKIIFOUUTEITHO PEAKH CIIydar Ha pabIoMUOIN3Ma ChC

i 6e3 OB0peyHa HeOCTAaTHUYHOCT, € OMIa ChOOIIEeHA TIPH MTPIIIOKEHUETIPIIIOKECHUE Ha HaMaJIsIBaIi
JUTHIUTE BEIECTBa, KaTo pubpatu u cratuHu. M3BecTHO €, ue pUCKBT OT MHOIIATHS TTPU CTATHHUTE
u QubpaTHTE € CBhP3aH C J03aTa Ha BCEKU €JIMH OT KOMIIOHEHTHTE U ¢ BUIa Ha Gudpara.

Hamanena ¢pynxyua na mpancnopmuu npomeuru
Hawmanenara gpyHkims Ha yepHOApoOHHUTE TpaHcnopTHH poTernHu OATP Moske na yBenmuan

CHUCTCMHATA CKCIIO3UIUA Ha CUMBACTATHUH U [da YBCJIIMYU PUCKA OT MHUOIIATUA U pa6,Z[OMI/IOJ'II/I3a.
Hamanenara (bYHKLII/IH MOIKE /1a HaCTBIIU KATO PE3YJTAT OT I/IHXI/I6I/IpaHe Ha B3aHMO}1€I>iCTBaH.IPI CH
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JeKapcTBa (HampuMep ITUKIOCTIOPHH) WITH TIPH TTAIUEHTH, KOUTO ca Hocutenu Ha renotun SLCO1B1
¢.521T>C.

[NamuenTture Hocutenu Ha renHust anen SLCO1B1 (¢.521T>C), xkogupaln no-Majiko akTHBHUS
nporenn OATP1B1, ca ¢ moBumieHa cuCTeMHa KCITO3UITHS HA CAMBACTATHH M TIOBHIIIEH PHCK OT
Muonarus. PUCKBT OT cBbp3aHara ¢ BUcoka jo03a (80 mg) cumBacTaTHH MHONATHs 001110 € okoio 1 %,
0e3 reHeTHUHO M3cneaBane. B3 ocHoBa Ha mpoyuBaneTo SEARCH, npu HocuTenute Ha
xomoszurotHus anen C (Hapudanu cpio taka CC), nexyBanu ¢ 80 mg, puckbT OT Muonatus € 15% B
paMKuTe Ha eHa TOAMHA, I0KAaTO PUCKBT Mpu Hocutenute Ha xereposurotHus anen C (CT) e 1,5%.
[Ipu naunenTn, Hocurenu Ha Haii-uectus reHotun (TT), cboTBeTHUAT prck e 0,3% (BX. Touka 5.2).

Hmynomeouupana nekpomuzupawa muonamusi (MMHM)

[lo BpeMe Ha miu ciefn JiedeHUe ¢ HIKOW CTaTHHHU € UMaJl0 MHOTO PelIKU ChOOIIECHHS 32
uMyHOMenuupana Hekpotusupaia muonatust (MMHM). Knuanuno UMHM ce xapakrepusupa ¢
nepcucTUpalia MPOKCHMaIHA MYCKYJIHA cl1aboCT M MOBUIIIEHN CEPYMHH HHBA Ha KpEaTHH KHHA3aTa,
KOMTO IIEPCUCTHUPAT BBHIIPEKH MPEKPATABAHETO HA JICYEHUETO ChC CTATUHH.

Mepxu 3a namanasane Ha pucka om MUONAMUsL, NPULUHEHA OM 63AUMOOEUCTEUE MENHCOY
JieKapcmeenu npooyKmu

PHCKBT OT TOKCHYHOCT 3a MYCKYJIUTE MOXe J1a ce moBwuiy, ako Cholib ce mpunara ¢ npyr ¢udpar,
CTaTWH, HUANWH, (hy3KU10Ba KUCETUHA UK IPYTH CICIU(PUYHH MPUIAraH! ChITBTCTBAIIO BEIECTBa (3a
crienu(UIHU B3aMMOICHCTBUS, BXK. Touka 4.5). Jlekapute, KOUTO Bh3HAMEPSABAT Ja MPUIOKAT
koMOuHUpaHo Jiederue ¢ Cholib u moguduipary munuaure 1034 (> 1 g/neH) oT HuaIuH
(HMKOTHHOBA KHCEJIMHA) WU JICKAPCTBEHU MPOJYKTH, ChIIbPIKALIN HUALIMH, TPsIOBa BHUMATEIIHO Ja
NPEICHAT CBEHTYAITHNTE MOJ3HU CIIPSIMO PHCKOBETE U JIa CICAT BHUMATEITHO MAI[EHTUTE 32 BCIKAKBU
MIPU3HAIA ¥ CHMIITOMH Ha MYCKYITHH OOJIKH, OOJIE3HEHOCT WU cIIaboCT B MyCKYIUTE, 0COOCHO B
Ha4YaJITHUTE MCCCIIU Ha JICUCHUCTO U IIPpU NOBUIIIABAHC HA N03aTa Ha HSIKOM OT ABaTa NpoayKTa.

PuckbT 0T MHONATHS ¥ PaOIOMHOIIN3a € 3HAYMMO TO-BHCOK TP CHITLTCTBAINA yriopeda Ha
cumBacTatuH ¢ Morau uaxuouropu Ha (CYP) 3A4 (Bxk. Touka 4.5).

PuckbT OT MHOIATHS ce MOBHINIABA OT BUCOKH HWBA Ha MHXHOUTOpHA akTuBHOCT HA HMG CoA
peaykTasa B mazMata (T.€. OBUIICHH MJIa3MEHH HUBA Ha CUMBACTaTHH M CUMBAaCTaTHHOBA
KHCEJIMHA), KOUTO MOTaT JIa C€ ABJDKAT OTYACTH Ha B3aMMOJICHCTBUS C JI€KapCTBa, KOUTO TMOBIUSBAT
MeTaboIM3Ma W/ WM TPAHCTIOPTHHUTE ITHTUIA HA CHMBACTATHH (BIDKTE TOUKa 4.5).

Cholib He TpsiOBa a ce mpuiiara CbBMECTHO ¢ Gy3uaoBa KucennHa. Fima cho0mmeHns 3a
pabaomMuonm3a (BKIIFOYUTEIHO HIKOH CITydYaH C JIETaJICH Kpaii) MpH MallueHTH, T0JTyJaBallyd CTaTHH

B KoMOMHAaNMs ¢ Qy3uI0Ba KucennHa (BK. Touka 4.5). [Ipu manuenTuTe, 3a KOUTO € IPHUETO, Ue
CHCTEMHHMSAT NpHeM Ha (y3H10Ba KUCEIUHA € OT ChILIECTBEHO 3HAUEHHE, JICYEHUETO ChC CTATUHH
TpsOBa J1a ce crpe 3a Lenaus MEPUOJ] Ha JieueHue ¢ Gpy3uaoBa kuceianHa. [lanuenture TpsOBa jga Obaar
MOCHBETBAaHU JIa MOTHPCAT HE3a0aBHO CHBET OT JIEKap, aKO MMOJIyYaT HAKAKBU CHMITOMH Ha MyCKYJIHa
ciaboct, 00Ka Uax OOJIE3HEHOCT.

JleyeHHeTO ChC CTATHHU MOXKE J1a 3a[I0YHE OTHOBO CEAEM JHU cje]l IprUeMa Ha MOocieHaTa 1032
¢by3unoBa kucenuHa. I1py U3BbHPEAHN 0OCTOSTENICTBA, KOTATO € HEOOXOIMMO MPOIBIKHTEITHO
CHCTEMHO TPHJIOKEHHE Ha (y3H10Ba KHCEINHA, HATIPUMED, ITPU TeKKH HHPEKINH, Hy>KIaTa OT
cbBMecTHO npuiioxenne Ha Cholib u gy3unoBa kucenuHa TpsaOBa fa ce OOMUCINA HHIUBHIYATHO
NPY BCEKH MAIMEHT U T10/I BHUMATEITHO MEJIUIIMHCKO HAOI0IeH e.

Hzmepsane na kpeamun Kunasama

Kpeatun kuna3arta He TpsiOBa 1a ce u3MepBa ciiell TOJIsIMO (PU3NUECKO HATOBapBaHE WM B
NPUCHCTBUETO HA HAKAKBA Jpyra MPaBJoNo[00Ha MPUYHHA 32 TOBHUIIABAHE HAa KPeaTHH KWHA3aTa, Thil
KaTO TOBA MPABU TPYJHO MHTEPIPETUPAHETO HA pe3ysTaTuTe. AKO HUBaTa HA KPeaTHH KMHA3aTa ca
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3HAYMMO TTOBHUIIICHH B CpaBHEHHE ¢ M3X0MHO HUBO (> 5 x ['TH), HuBaTa Tpsi6Ba 1a ce u3cienBar
MOBTOPHO cJie/l S 10 7 JHU, 3a Jla C€ MIOTBBPISAT PE3YITATUTE.

Ilpeou neuenuemo

Bendky marnueHTH, py KOUTO 3a104Ba JICUSHUE WK CE yBeJIrJyaBa JJ03aTa Ha CHMBACTaTHH, TPSOBa
Ja 0bnat nHGOPMHPAHHU 32 PICKA OT MHOIIATHS U J1a TTOJIyJaT yKa3aHHUs Ja choOmaBat He3abaBHO 3a
BCUYKH HEOOSICHUMH MYCKYJTHH OOJIKH, OOJIE3HEHOCT U cabocCT.

Heo0xo1umo € MOBHUIIICHO BHUMAHHKE TIPY HAIIMEHTH ¢ PUCKOBH (DakTopH 3a pabaoMHUOJIN3a, KOUTO
CBINECTBYBAT OT MPEIU NPUIOKESHHE TO Ha JTO3UTE. 3a Jla ce pasrosara ¢ yTBbpjeHa pedepeHTHa
CTOWHOCT Ha M3XO/HO HMBO, HUBATa Ha KpeaTUH KMHA3aTa TPsiOBa Ja ce U3MEPAT NPEIH 3ar0YBaHe
Ha JIEYCHUETO B CIETHUTE CIyJdau:

Crapuecka BB3pacT > 65 ToauHu

Kencku mon

Hapymena 660peuna GpyHKus

HexoHTponmpaH XUIIOTHPEOUTUZBM

XunoanoyMuHeMust

JlnuHa wnn pamMuIHa aHAMHE3a 33 HACIIeICTBEHU 3a00JIIBaHHS HA MyCKYJIUTE
AHaMmHe3a 332 MyCKYJTHa TOKCHYHOCT OT CTaTHH WU Gudpat

3noymnotpeda ¢ aIKoXo

B Te3u ciydau, puCKBT OT JICUSHHETO TPSIOBa 1a ce MPELEHH BbB BPh3Ka C Bb3MOKHUTE MOJI3U H CE
MpenopbhYBa KIMHUYHO MPOCIeIIBaHe.

3a 1a ce yTBBPaU pedepeHTHA CTOWHOCT Ha M3XOIHO HUBO, TPSAOBA J1a C€ M3MEPST HMUBATa Ha KPEATHH
(docdokrHazara, KaTo ce MPEnopbYBa KIMHUYHOTO UM MPOCTICISIBAHE.

AKO MaleHThT € UMl B MUHAJIOTO MYCKYJIHO HapyIlIeHHE TI0 BpeMe Ha MpueM Ha Guopar wim
CTaTWH, TPAOBA Ja ce JieiicTBa Mpeana3uBo MPH 3all0YBaHE Ha JICYCHHUE C APYT MPEICTABUTEN OT
CHIIUS KIIac JICKapCTBEHU MPOAYKTH. AKO HUBAaTa Ha KPEaTUH KMHA3aTa ca 3HAYMMO MOBHIIICHN Ha
m3xoaHo HUBO (> 5 x 'TH), nedennero He TpsAOBa Aa ce 3armovsa.

HpI/I IMMOJ03PCHUEC 3a MHUOIIATHA MMOPAAN HAKAKBA Jpyra NpuinHa, JCYCHUCTO TpH6Ba Ja ce CIIpe.

Jleuenneto ¢ Cholib TpsiOBa na ce cripe BpeMeHHO 3a HAKOJIKO THU IIPH ToJIsIMa TJIaHOBA OTepaluns
WY TIpY HAcJIarBaHe Ha IPYro OCHOBHO 3a00JIsIBaHe WM XUPYpruyHa Hameca.

YepHOoapoOHH HapYILIEHUS

3a moBMIlIaBaHE HA HUBATa Ha TpaHCAMHUHA3UTE Ce ChOOIIaBa MPU HIKOU MAI[MEHTH, JICKYBaHH ChC
cuMBacTaTuH win ¢peHopuopar. B moBeyeTo ciryyanTe HapacTBaHETO € MPEXOAHO, HE3HAYUTEITHO U
ACUMITOMHO, 0€3 HyXJla OT CIIUpaHE Ha JICUCHHUETO.

HuBara Ha TpaHcamMuHa3uTe TpsIOBa Ja ce MpociieAsBaT NIPeiy 3all04BaHe Ha JICUEHUETO, Ha

BCEKM 3 Mecella npe3 IbppBHUTe 12 Mecena oT JieueHHeTo U MEPUOIUIHO ciiel ToBa. TpsiOBa na ce
oOpblla BHUMaHNE Ha MAIUeHTH, TIPY KOUTO CE MOBHUIIABAT HUBATa HA TPAHCAMUHA3UTE, KaTO
JICYEHUETO TPsIOBa J1a Ce CIpe, aKO HMBATa Ha acrapraT aMmuHOTpaHchepaszara (AST), U3BeCTHA ChHILO
M KaTo cepyMHa IiyTamat okcananerat Tpancamunasa (SGOT) u ananun amMmuHOTpaHcepaszata
(ALT), u3BecTHa CBILO U KaTO CEpyMHa IIyTaMar nupyBart TpaHcamuHasza (SGPT), ce moBumar ¢
moBeue OT 3 MbTH HaJ TOpHATa TpaHMIla Ha HOpMaTa.

HpI/I nosiBa Ha CUMIITOMH, ITIOKa3aTCIIHU 3a XCIIaTHUT (Haan/IMep, JKBJIITCHHUIIA, C’Lp6e)K)

U MOTBHPIK/IaBaHe Ha TMarHo3ara upes3 J1abopaTopHH u3ciieaBanus, Jjedenneto ¢ Cholib tpsoBa
Ja ObJIe CIPSIHO.
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Cholib Tpsi6Ba 1a ce mpuiiara ¢ IOBHIICHO BHUMAaHKUE IIPH MAI[MEHTH, KOUTO KOHCYMUPAT 3HAYUTEITHO
KOJIMYECTBO aJTKOXOJI.

ITankpearur
3a ma"KpeaTuT ce ChoOIaBa mpy ManueHTH, npuemamu Gerodudpar (Bxk. Touku 4.3 u 4.8). Tesn

ciydau MOke OW OTpa3siBaT JIMIca Ha e(PUKACHOCT MPH MAMEHTHU C TEXKKA XUTIEPTPUTIUIICPHICMUS,
WHIYLIUPAHO MOBUILABAHE HA MAHKPEATUYHUTE CH3UMU WK BTOPUYHO SIBJICHHUE, KOETO CE MEIUUpa
OT KaMBHU B JKJTbYHHUTE MIBTHIIA WK 00pa3yBaHETO Ha OTIATaHUs ChC 3aITylIBaHEe Ha OO KITbUeH
KaHaJ.

Bbu0Opeuna dbyHKIM
Cholib e mpoTHBONOKa3aH MIPH YMEPEHO J0 TEIKKO YBpEKIaHe Ha ObOpeuHaTa (yHKITHS
(Bx. Touka 4.3).

Cholib TpsiOBa 1a ce M3M0J3Ba C MOBUIIIEHO BHUMAaHHUE MPH MALUEHTH ¢ jeKa 0bOpeduHa
HEJIOCTAThYHOCT, IPU KOMTO U3UUCICHATAa CKOPOCT Ha TIIOMEpPYJIHA (GHITPAILHSI
e 60 10 89 ml/min/1,73 m? (Bk. Touka 4.2).

Cro0OmraBa ce 3a 00paTUMO MOBHUIIABAHE HA CEPYMHHUS KPEaTUHHH MPH MAIUSHTH, TOTyIaBaIi
(heHouOpaT KaTo MOHOTEPAITHS WIIM PUIIOKEH ChBMECTHO ChC CTaTUHU. [loBUIIIaBaHETO HA
CEepYMHUsI KpeaTUHUH OOMKHOBEHO € ChC CTAOWIIHU BHB BPEMETO CTOMHOCTH 0€3 TaHHH 3a
MPOABIDKABAIIO MTOBUIIABAHE HA CEPYMHHUSI KPEATHHHUH MIPH ABITOCPOYHO JICYCHUE U CIIeNl CIIUpaHe
Ha JICUCHUETO UMa TeHJICHIUS 32 Bb3CTAHOBSIBAHE 10 U3XOJITHO HUBO.

B ycnosusTa Ha kimmHIYHA u3nATBaHus, 10% OT ManueHTHTE UMAT TIOBUIIIABaHE HA KPeaTHHUHA OT
M3X0JIHO HUBO ¢ noBeue oT 30 umol/l pu ChIbTCTBAIIO MPHIOKEHHE Ha PeHopuOpaT u
CHMBACTaTHH B cpaBHEHUE C 4,4% npu MOHOTepanus cb¢ cumBacTaTuH. 0,3% OT mauueHTuTe, Npu
KOMTO JIEKapCcTBaTa ca ChIIBTCTBAILO MPUIOKEHH, UMAT KIMHUYHO 3HAYMMO MOBHILIABAHE HA HUBOTO
Ha KpeaTuHWHA 10 cToiHocTH > 200 pmol/l

JleuenneTo TpsOBa Aa ce cnpe B cay4ail Ha HUBO Ha KpeaTuHuHa 50% Haz ropHata rpaHuia Ha
HopMarTa. [IpenoppuBa ce KpeaTUHUHBT Jja ce U3MEpPBa Mpe3 MbPBUTE 3 Mecella Clie/1 3alo4YBaHe Ha
JICYEHUETO, a CJeJl TOBA - IEPHOANYHO.

WnTepcrunmanta 6exoapodHa 6omect

Crrydan Ha HHTEPCTHIMAIHA OeJI0ApoOHa 00JIeCT ca ChbOOIICHH ITPH HAKOU CTATHHH U TIPH
(henodubpar, 0coOSHO MPH MPOBIKUTETHA Teparus (BxK. Touka 4.8). [IposiBuTe MOTaT /1a BKIFOYBAT
JIUCITHESI, HEMPOIYKTUBHA KAIILJIUIIA U BIOIICHO OO0 3IPaBOCIOBHO ChCTOSIHUE (YMOpa, 3ary0ba Ha
TETJI0 ¥ BUCOKA TEMITEpaTypa). AKO UMa IMOI03PEHHSL, Y€ IaJeH MAlUeHT € Pa3BII HHTEPCTHIIMATHA
6enoapoOHa Gonect, neyenueto ¢ Cholib TpadBa na 6bae crpsHo.

3axapen amaber
Hsxou nokasaresicTea Mmojacka3BaT, 4e CTaTHHHUTE, KaTO Kjlac JEKapCTBEHU CPEICTBA, IIOBUIIIABAT

KpBhBHATA TIIFOKO3a U TIPU HIKOW MAIUCHTH C BUCOK PHUCK OT 3aXapeH auadeT B ObAeIe Morar aa
MIPEIM3BUKAT TaKMBa HUBA HA XMIICPIIIMKEMHUS, 32 KOUTO Ca MOAXOIAIIM (OPMaTHUTE TPHKH 32
nuabetHoOomHu. Han To3u pruck o0ade HajesiBa HAMAISIBAHETO HA ChIOBHUS PUCK OT JACHCTBUETO
HA CTaTUHUTE, IOPAJIX KOSTO HiIMa MIPUYMHA 32 CIIUPaHEe Ha JICYCHUETO ChC CTATHHH. PUCKOBUTE
nanuenTy (TJIH0KO3a Ha IIaaHo 5,6 10 6,9 mmol/ 1, BMI > 30 kg/ m?, moBHILEHU TPUITIULIEPUIM,
XUTIEPTOHUS) TPsiOBa /1a ObJIAT MIPOCICASIBAHN KaKTO KIMHUYHO, TaKa 1 OMOXUMHUYHO CHITIACHO
HAI[MOHAITHUTE PHKOBOJICTBA.

Beno3nu TpoMGeMO0aMYHY CHOUTHS

IIpu xmuamgHOTO M3nUTBaHe FIELD ce cho0mana 3a cTaTUCTHYIECKY 3HAYUMO TIOBHINIABaHE Ha
yecroTaTa Ha Oesonpodna emoonus (0,7% B mnanedo rpymnata B cpaBHeHue ¢ 1,1% B rpynaTa Ha
¢denopudpar; p=0,022) u craTUCTHYECKN HE3HAYUMO MMOBHUILIABaHE Ha AbJI00KaTa BeHO3Ha TpomMOo3a
(rmane6o 1,0%, 48/4900 nanuenty) B cpaBHeHue ¢ henopudpar 1,4% (67/4895); p=0,074.
[loBuIIEHUAT PUCK OT CiIyuyal HAa BEHO3HAa TPOMOO3a MOXKeE J]a € CBbP3aH C MOBUILEHUTE HUBA Ha
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XOMOITUCTEHH - PUCKOB (DaKkTOp 3a TPOMO03a, KaKTO M C APYrH HeonpeeaeHu pakropu. Kinunununarta
3HAYUMOCT Ha TO3H (akT e HescHa. ETo 3aImo, TpsOBa 1a ce AeiCcTBa ¢ IOBHUIIICHO BHUMAHKE [TPH
MAIMCHTH C aHaMHe3a 3a 0eT0IpOOHa eMOOITHSL.

ITomontHm BemiecTBa

TBit KaTo TO3M JEKAPCTBEH NPOAYKT ChIBPIKa JTAKTO3a, ITAIIMEHTH C PEIKH HACIEACTBECHHU POOIeMH
HA rajakTO3Ha HETIOHOCUMOCT, Lapp jakTa3eH NeUIUT U TIIOKO30-TaIaKTO3HA MaltabcopOIus, He
TpsIOBa Ja MprUeMaT TO3H JICKAPCTBEH MPOIYKT.

TBi KaTO TO3M JIEKAPCTBEH MPOAYKT CHABPIKA 3aXapo3a, MAUEHTH C PAIAKO CPEIAaHU HACIEICTBEHU
npobieMu Ha GPYKTO3HA HETOHOCUMOCT, TIIIOKO30-TalaKTO3Ha ManadcopOIms Miiu
3axapa3o-M30MaTa3zHa HeJOCTaThbUHOCT, HEe TPSIOBa Ja MpUeMaT TOBa JIEKapCTRO.

4.5 BszamMmopeiicTBHe ¢ IPYTrH JeKAPCTBEHH NPOAYKTH M APYTrd (popMH Ha B3auMojelicTBHe
He ca npoBexnanu mpoy4sanus 3a 3aumoieiictusita ¢ Cholib.

B3aumoneicTBys, OTHACAIIN CE€ 10 MOHOTEPANHNATA

Hnxubumopu na CYP 344
CumBacTtaThH € cyOcTpaT Ha nutoxpom P450 3A4.

MHoOXecTBO MEXaHU3MHU MOraT a AOIPUHACAT 3a NOTCHIUAIHUTE B3aUMOJIEUCTBHSI C MHXUOUTOPUTE
Ha HMG Co-A penykrasa. JlekapcTBa Wiy OMIIKOBH MPOAYKTH, KOUTO HHXUOUPAT ONpeAeIcHU
ensumu (Harp. CYP3A4) w/unu tpancnoptau (Hanp. OATP1B) meTHia, Morar 1a HOBUIIAT
TUTa3MEHUTE KOHIIEHTPAIMM HA CHMBACTATHH U CHMBACTaTHHOBA KHMCEJIMHA M MOTaT JIa JIOBEJAT 10
TIOBHUIIIEH PUCK OT MUOTIATHSI/pabIOMHUOIH3A.

Mournute nHXHOUTOPH Ha nUTOXpoM P450 3 A4 moBuiaBat pucka OT MHONIATHS M PadAOMHOIIN3A
ype3 MOBUIlIaBaHe Ha MHXHOUTOpHaTa akTuBHOCT HAa HMG-CoA penykrasata B mjia3Mata 1o BpeMe Ha
JiedyeHne cbc cuMBacTaTuH. Cpel Te3n HHXUOUTOPHU ca UTPAKOHA30J1, KETOKOHA30J1, OCAKOHA30II,
€PUTPOMHULIUH, KIAPUTPOMHULNH, TenuTpoMulind, HIV nporeasun unxuburopu (Hanp. HeJapHUHABUD)

1 He(ha30/I0H.

KomOunanusta ¢ uTpakoHas3o, KeTOKOHa30:1, nocakoHa3oi, HIV nporeaznn naxuburopu (Hamp.
Hel(UHABHD), CPUTPOMUIIHMH, KIIAPUTPOMHUIIUH, TETUTPOMHUIINH U He(a3070H € MPOTUBOIIOKAa3aHa
(Bx. Touka 4.3). AKO IEYCHHETO C UTPAKOHA30JI, KETOKOHA30JI, TOCAKOHA30JI, EPUTPOMHUIIHH,
KJIAPUTPOMUILIMH WM TEIUTPOMHULIMH € Hen30exxHo, Tepanusta ¢ Cholib TpsOBa n1a Ob1e oTMeHeHa,
JIOKaTO Tpae KypchT Ha JiedeHne. Heo0XoquMo e moBuIIeHo BHUMaHHe TP KOMOMHUPAaHETO Ha
Cholib ¢ gpyru no-cnabu naxuouropu Ha CYP 3A4: ¢nykoHa30:, BepanamMui Wid AWITHA3ZEM
(Bx. Toukn 4.3 1 4.4).

KoncynTupaiite ce ¢ mHpopManusaTa 3a IpeANUCBaHE 32 BCHYKH CHITBTCTBAIIO H3MIOJI3BaHH
JIEKapCTBa, 3a JIa MOJyYHuTe MoBeue HHHOpMaIys 3a MOTSHIIMATHUTE UM B3aUMOICHCTBHUS ChC
CHUMBACTaTHH W/WIM NOTEHLMAJIA 32 IPOMEHU B €H3UMUTE WM TPAHCIIOPTEPUTE U BB3MOKHUTE
KOPEKIIUH Ha /103aTa U CXEMUTE.

Jlanazon

PrckbT OT MHOTIATHS 1 pabIOMHUOIN3a € TTO-BHCOK MIPH CHITHTCTBAIIO MPUIIOKEHNE Ha JaHA30I
ChC cuMBacTaTHH. J[03aTa Ha CHMBAcCTaTHH He TPsiOBa Ja HajaBuinaBa 10 mg IHEBHO MPY MAIUCHTH,
npuemManiy naHa3od. [lopagu ToBa, cerpTeTBaoTo MpuioxeHnue Ha Cholib ¢ qanazon

€ TIPOTHBOTIOKa3aHO (BK. TouKa 4.3).

Luxnocnopun

PuckbT 0T MHOTIATHS/PabAOMHUOIN3A € IT0-BUCOK IIPH CHITHTCTBAIIIO MPIIIOKEHNE HA MTUKIOCIIOPHUH
ChC CHMBACTaTHH. BhIpekn, 4e MEXaHN3MbT HE € HAITbJIHO U3SCHEH, YCTAHOBEHO €, Ye IUKIIOCTIOPHH
noBHIaBa miasmMenara ekcrosuius (AUC) Ha CHMBAacTaTUHOBA KHUCEIMHA, BEPOSTHO TIOPaIn
gactuaHo naxuoupane Ha CYP 3A4 u OATP-1B1 tpancnoprepa. Toif kaTo g03aTa HA CHMBACTATHH
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He TpsiOBa Jla HajBumasa 10 mg JHEBHO NPH MAIUSHTH, TPUEMAIU [IUKIOCTIOPUH, CHITBTCTBAIIIOTO
npuiokenue Ha Cholib ¢ IUKIOCIIOPHH € MPOTUBOMOKAa3aHO (BK. Touka 4.3).

AMU00apoH, amMaoOunuH, OUIMUA3em U 6epanamui
PuCKBT OT MHOIIATHS ¥ PabIOMHOIIN3A € TTO-BHCOK IIPH CHITBTCTBAIIO MPHIOKEHNE Ha aMHOIAPOH,
aAMITOJTUIIVMH, TAIITHA3EM WIIH BEPAIlaMiII ChC CMMBacTaTuH 40 mg qTHEBHO.

B ycnoBusTa Ha KITMHAYHO H3MUTBAHE, 32 MUOTIATHS ce ChoOIIaBa npu 6% OT MaIMeHTHUTE, TPUEMAaIIIH
cumBacTatuH 80 mg u amMmuoaapoH, B cpasaenue ¢ 0,4% mpu nanuenTute, npuemamiu camo 80 mg
CHUMBAaCTaTHH.

CBIOBTCTBAIIOTO MPHUIIOKCHNEC HA aMJIOJUITUH 1 CUMBACTaTUH € JOBCJIO N0 MMOBHUIIIaBaHC Ha
CKCIIO3HIMATA Ha CHMBACTaTHHOBA KMCCJINHA C 1,6 IIbTH.

CBII'BTCTBAIIOTO MPUIIOKEHUE HA NUITUA3EM U CUMBACTATHH € J0BEJIO 10 IIOBUILIABAHE HA
EKCIO3HIUATA Ha CUMBACTATUHOBA KUCENMHA C 2,7 ITH, BEPOSITHO IOPaJIi HHXUOUPaHE Ha

CYP 3A4.

ChIOBTCTBAIIOTO MPHUIIOKCHNE HAa BEpalaMul 1 CUMBACTaTUH € JOBCJIO A0 MMOBHUIIABAHC Ha IJIa3MEHAaTa
CKCITIO3HIIMA Ha CUMBACTaTHHOBA KUCCJIMHA C 2,3 II'bTH, BEPOATHO OTHACTU IOpaU I/IHXI/I6I/IpaHC Ha
CYP 3A4.

Ilopaau ToBa, no3ara Ha Cholib He TpsOBa na HamBUaBa 145 mg/20 mg AHEBHO NPY NAIMEHTH,
KOHMTO MpHeMaT aMHOAaPOH, aMJIOTUTIMH, TAJITHA3EM W BeparmaMul.

llpyeu cmamunu u pubpamu

I'empudposnn mosumaBa AUC Ha cuMBacTaTHHOBA KHceNHnHA ¢ 1,9 TbTH, BEPOSTHO TOpaIn
MHXUOUpaHe Ha IbTS HA TIIOKYpOHUpaHe. PUCKBT OT MuonaTus 1 pabJoMHOIN32a € 3HAYMMO [10-BUCOK
NPY CHITBTCTBAIIO NMPUIOKEHHE Ha TeM(UOPO3HI ChC CUMBACTATHH. PUCKBT OT pabioMHUOIHN3a CHILO
€ MOBUILEH [IPY HalUeHTH, KOUTO I0JIyYaBaT ChIIbTCTBAILO JICUeHHE C APYTH GudpaTy WiIn CTaTHHU.
[lopaau ToBa, chrpTcTBaIIOTO NpHiioxkerne Ha Cholib ¢ remdubposn, ¢ apyru udpatn mim
CTaTHHU € MPOTHUBOIIOKA3aHO (BXK. Touka 4.3).

Huayun (nuxomunoea xucenuna)

Crnyuyaun Ha MuomaTus/paboMUOIIN3a CE CBP3BAaT C ChITBTCTBAIIOTO MPHUIIOKEHUE HA CTATUHU U
HUAIMH (HUKOTHMHOBA KUCEIIMHA) B MOIU(DUITUPAIIH JUIHIUTE 1034 (> 1 g/neH), kato ce 3Hae,
Ye HUALMHBT U CTATUHUTE MOTAT J1a IPUYMHIBAT MUOIATHSA M KOraToO Ce MPHUIArar IOOTASIHO.

JlekapuTte, KOUTO Bb3HAMEPSIBAT Jla MPHIOKAT KoMOMHUpaHo jedenue ¢ Cholib u Monudunmpanu
TUNHUanTE 103U (> 1 g/neH) HnanyH (HUKOTHHOBA KUCEIWHA) FITH JIEKAPCTBEHH MTPOAYKTH,
CHIbpIKAIM HUAIMH, TPSO0BAa BHUMATEITHO J1a MIPEIEHAT eBEeHTYATHUTE MOJI3H M PUCKOBE H J1a
NpocCieABaT BHUMATEIHO MAMEHTUTE 32 BCIKAKBH MIPU3HALIM U CHMITOMH Ha MyCKYyJHa 00JIka,
00JIe3HEHOCT WM CNa00CT, OCOOCHO B HAUYAIHUTE MECELIM Ha JICYCHUETO U NPH MOBHIIABAHE Ha J03aTa
Ha HAKOH OT JBaTa MPOIYKTA.

Dy3uooea Kuceauna

PuckbT OT MUONIATHS, BKIIIOUYNUTEHO pabIOMHOIIN3a, MOXKE J1a Ce IMTOBHUIIY TIOPAaN CHITBTCTBAIIOTO
CHCTEMHO MPHIIOKEeHNE Ha (Py3ua0Ba KUCEIHA ChC CTAaTHHA. CHBMECTHOTO MPUJIOKEHHE Ha Ta3H
KOMOWHAaNUs MOXKE 1a IPUYMHM OBUIIABAHE HA IJIAa3MEHUTE KOHICHTPAIlMY 1 Ha IBETE BEILECTBA.
MexaHU3MbT Ha TOBA B3aMOJIeHCTBUE (HE3aBUCHMO JaJH € OT (papMaKoAMHAMHYCH UITH
(hapMaKOKMHETHYEH THIT WM OT J{BaTa THIIA) 3acera € Heu3BecTeH. MiMa choOIeHus 3a pabIoMUOIIH3a
(BKJIFOUMTEITHO HAKOM CiTydau ¢ ¢aTajieH Kpaid) Mpyu NalueHTH, OJydYaBalli Ta3u KOMOMHALIHSL.

Axko e HeoOxo Mo NieueHne ¢ Qy3umoBa kucenrHa, ieuenueto ¢ Cholib TpsiOBa 1a Obe crpsHO 32
LIeNHS TIEPUOJ Ha TepanusTa ¢ Gpy3umoBa kuceauHa. (Bwkre cbino u Touka 4.4).
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Cox om epetinghpym

Coxksbt oT rpeitndpyt uaxudupa CYP 3A4. chITBTCTBAIIOTO MPUEMaHe Ha TOJIEMH KOJIMYECTBA
(mag 1 TUTHP AHEBHO) COK OT rpeUndpyT U CHMBACTATHH BOJH 10 NOBUIIaBaHE HA MJIa3MeHaTa
€KCIO3MIHUS HA CHMBACTaTHHOBA KHCENUHa cbe 7 mbTU. [Ipuemanero Ha 240 ml cok oT rpedndpyt
CYTPUH U CUMBACTaTHH Beuep CHIIO BOJM J0 IOBUILIABAHE Ha IIa3MEHATa eKCIIO3ULMS Ha
CHMBacTaTHHOBA kucenuHa ¢ 1,9 mptu. [lopamu ToBa TpsiOBa Aa ce M30ATrBa KOHCYMAITUATA Ha COK
oT rpeiingpyt no Bpeme Ha ieuenueto ¢ Cholib.

Konxuyun

NwMa cpoOiieHus 3a MHOTIATHS U padIOMHUOIN3a ITPU CHI'BTCTBANIO0 MPHUIOKEHUE HA KOIXHUIIMH U
CHUMBACTATHH NPY NaIMEeHTH ¢ 0bOpedHa HeocTaThuHOCT. [lopany ToBa ce npenopbyBa BHUMATEITHO
KJIMHUYHO MPOCJICIsIBaHEe Ha MAIUCHTUTE, KOUTO NpreMar KouxuiuH u Cholib.

Anmaeonucmu na eumamun K

®enoguOpaT M CUMBACTATHH YCHIIBAT €(PEKTUTE Ha aHTATOHUCTUTE Ha BUuTamMuH K 1 Moxe na
MIOBHUIIIAT PUCKa OT KbpBeHe. [IpenopbuBa ce 1o3ara Ha Te3U NMEPOPATHU aHTHKOATYJIAHTH J1a Obie
HaMaJcHa JI0 €JJHa TPETa B HAYAJIOTO Ha JICUCHUETO U CJIE]] TOBA MOCTENECHHO J1a Obe KOPUTHUPAHA,
aKo € HeoOX0MMO CIIOpe]] JTaHHUTE OT npociensBaHeTo Ha INR (MexayHapoIHO HOpMaTU3UPAHO
crotHomeHue). INR TpsiOBa fa ce onpenenu npenu 3anouyBaHe Ha jieueHueto ¢ Cholib, kakTo u
JIOCTAThYHO YECTO B pAHHHUTE €TalM Ha JICUCHHE, 3a J]a CE TapaHTUPa, Ye HAMA JIa HACTHITU 3HAYNMO
usMeHenue B ctoiHocTuTe Ha INR. Criest kato ce TOKyMEHTUpa CTaOUIM3UpaHe Ha CTOMHOCTHTE Ha
INR, mokazaressaT Moxke Jia ce IpociiesBa Mpe3 HHTEPBAIUTE, KOUTO OOMYAHO CE MPEenopbhYBaT 3a
TAIMCHTH, PUEMAIIIH TO3W TUTI IEPOPATHU aHTUKoArynanTH. Ako go3ata Ha Cholib 6b1e npomMeHeHa,
WM JICYEHUETO CIIpe, TpsAOBa Ja ce TIOBTOPH OIrcaHara mo-rope mnporeaypa. Jleaeanero ¢ Cholib me
Ce CBBP3Ba C KbPBEHE NPH MAUCHTH, KOUTO HE IOJTyYaBaT aHTUKOAryJaHTH.

I'mutazonn

3a HsAKOU ciydan Ha oOpaTnmMa nmapanokcanHa peaykuus Ha HDL-C ce cpo6maBa mo Bpeme Ha
CBITBTCTBAIIO MpHJIokKeHue Ha penodudpaT u raurazonu. [lopaau ToBa ce npemnopbyuBa NpociesIBaHe
Ha HDL -C, B ciy4ait, e Cholib ce npumara csIrbTCTBAIIO C TIIMTA30H, KAKTO U CIIMPAHE Ha
TepanuATa C €auH OT JiBaTa npoaykTa, ako HDL-C e TBbpae HUCEHK.

Pugpamnuyun

Twit kato pudamnunmH e MorieH nHAykTop Ha CYP 3A4, koiiTo 3acsra Mertabonm3Ma Ha
CUMBACTaTHH, MAIIUCHTH, KOUTO MPOBSK/IAT IBJITOCPOYHO JICUCHHE ¢ pudaMIUIMH (Harp. JICUCHUE Ha
TyOepKyJi03a) MOXKe Ja 3NUTaT 3aryda Ha eukacHOCT Ha cuMmBacTatuH. [Ipu 31paBu 10OPOBOIIIH,
IIa3MeHaTa eKCIIO3HIINS Ha CHMBACTaTHHOBA KUCEIIMHA € HaManeHa ¢ 93% mpu ChIIBTCTBAIIO
PHIOKEHHE ¢ PU(AMITHIIUH.

EdexTr BbpXy GapMakoKHHETHKATa HA IPYTHU JIEKAPCTBEHU OPOJYKTH

®enodubpaT U CUMBACTaTUH HE ca HUTO HHXUOUTOpH, HUTO HHAYKTOpHU Ha CYP 3A4. Ilopagu ToBa
He ce ouakpa Cholib fa moBnMsBa mIa3MeHaTa KOHIIGHTPALKS Ha BEIIECTBA, KOUTO CE METa00IM3UPaT
gpe3 CYP 3A4.

®denopubpar u cumBactaTuH He ca naxuoutopu Ha CYP 2D6, CYP 2E1 wiu CYP 1A2. denodudpar
e ciab 1o ymepen uaxuourop Ha CYP 2C9 u ciab unxuourop Ha CYP 2C19 u CYP 2A6.

[ManuenTure, nony4asamy ceirbTeTBamo Cholib u nekapcTBa, KouTo ce MeTaboIU3UpaT OT

CYP 2C19, CYP 2A6, unu ocobero ot CYP 2C9 u umat TeceH TepalieBTHIeH HHICKC, TPSOBa Ja ce
MPOCIIeABaT BHUMATEIHO, KATO TP HEOOXOIUMOCT CE MPENOopPbYBa KOPEKIUS Ha J103aTa HA TEe3H
JIEKapcTBa.

BsaumoseiicTBre MekIy CHMBACTaTHH U eHodhudpat

Edekture oT MHOTOKpaTHOTO NIpHIIOKEHHE HA (heHODUOpAT BhpXY (hapMaKOKHHETHUKATA HAa CAMHUYHH
WJIM MHOTOKPATHH JI03W OT CHMBACTaTUH Ca U3CJIC/IBAHU B JIBC MAJIKH KIIMHUYHU U3NUTBaHus (n=12),
MTOCJICIBAHM OT IO-TOJISIMO MpoydBaHe (n= 85) mpu 37apaBu T0OPOBOJIIIH.
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IIpu egaoTto npoyuBane AUC Ha cuMmBacTaTiHHOBA KucennHa (SVA) - OCHOBHUS aKTHUBEH METa0OJIUT
Ha cuMBacTaTuH, HamaisBa ¢ 42% (90% CI 24%-56%) npu koMOMHIpaHe HAa eTHOKPATHA /1032

oT 40 mg cuMBacTaTUH ¢ MHOTOKPATHO mpuiioxenue Ha penopudpar 160 mg. IIpu BropoTto
npoyuBaHe [Bergman et al, 2004] MHOTOKpaTHOTO CHBMECTHO NPUIIOKEHHE HAa cuMBacTaTHH 80 mg u
(benopudpar 160 mg Boxu no Hamanseane Ha AUC Ha SVA ¢ 36% (90% CI 30%-42%). I1pu
MO-TOJISIMOTO MpOy4YBaHe ce HabmoaaBa HamamnsiBane ¢ 21% (90% CI 14%-27%) na AUC na SVA
CcJie]l MHOTOKPAaTHO ChbBMECTHO MPHJIOXKEeHUE Ha cuMBacTaTuH 40 mg u penodudpat 145 mg Beuep.
ToBa He ce pa3nuuaBa 3Ha4uMO OT HaMassiBaHeTo ¢ 29% (90% CI 22%-35%) na AUC Ha SVA,
Ha0JI0JaBaHO TIPU CHBMECTHO NPHIIOKeHHUE mpe3 12 gaca: cumBactaTtu 40 mg Bedep u
¢denogpudpar 145 mg cyrpuH.

He e uzcnenpano namu penopudpaTsT nMa eekt BbpXy Jpyrd aKTUBHU METa0OJIUTH Ha
CHUMBAacTaTHHA.

TodHHUAT MeXaHU3BM Ha B3aHMOJICHCTBHE HE € m3BecTeH. Criope HATMYHUTE KITMHUIHY TaHHU
e exThT BbpXy HamassiBaHeTo Ha LDL-C He ce cuuTa 3a CTaTUCTUYECKH 3HAYMMO Pa3IMn4eH OT TO3H
IIpU MOHOTEPANMUSITA ChC CUMBACTAaTUH, Koraro LD —C e KOHTponupaH Mpu 3aro4BaHe HA JICYCHUETO.

MHorokpatHoTo npuiiokenue Ha cumBacTaThH 40 win 80 mg, KoeTo e Half-BHCOKaTa ChoOIaBaHa
71032, HE BJIMSC BbPXY IUIA3MEHUTE KOHIIEHTpanuy Ha (peHopuOpaTHa KUCETHHA B CTAIMOHAPHO
CBCTOSIHUE.

[IpenopbkuTe 32 MPENUCBAHE HA B3aUMO/ICHCTBAIIM BEIIECTBA Ca OMMCAHN HAKPATKO B CIICAHATA
Tabnuia (BIKTE ChINO TOUkH 4.2 1 4.3).

B3aumoneiicTBalu BelecTBa IIpenopbku 3a mpeanucBaHe

Mourau naxubutopu Ha CYP 3A4:

Utpakonason

KeTokonazon

DyKoHa30i1

ITocakonazon

Eputpomurina IIporusonokaszanu ¢ Cholib

Knaputpomuiiux

TenurpoMuux

HIV npoteaznn nuaxuburopu

(narp., HendHUHABUD)

Hedazonon

Hanazon IIporusonokaszanu ¢ Cholib

Tluknocnopun

Temqubposi, Jipyru cratuii u [Iporusonokazanu ¢ Cholib

¢dubparu

AmMuonapoH

Bepanamun IIporusonokazanu ¢ Cholib 145 mg/40 mg

Juntunazem

AMIToTUIIHH
Mzosreaiite Cholib, ocBeH ako KIMHAYHATA 110132

Hwuanwa (HUKOTHHOBA KHCETNHA) HE HaJBHUIIIaBA PUCKA

> 1 g/nen Crenere MaMEHTHUTE 32 BCAKAKBU IIPH3HAIN U
CUMITOMH Ha MYCKYJTHU OOJIKH, OOJIC3HEHOCT U CJIa00CT
[TanuenTrTe TpOBa 1a ce MPOCISASIBAT BHUMATEIHO.

®Dy3um0Ba KUCETHHA Moske ga ce 0OOMHCITN BpeMEHHO CITUpaHe Ha JeUeHUETO
¢ Cholib.

Cok ot rpedndpyt Jla ce n3bsrea B neproaa Ha npueM Ha Cholib
Kopurupaiite no3ata Ha Te3u MepopaHU

AHTaronucTu Ha BUTaMuH K AHTUKOATyJIAHTH B 3aBHCUMOCT OT JJAHHHUTE
oT npocuenssane Ha INR
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B3aumoneiicTBamm BeliecTa IIpenopbKku 32 npeanucBaHe

Cnenere HDL-C u cripeTe JIedeHUETO ¢ €UH OT
I'murazonn JiBaTa JIeKapcTBeHHU IpoaykTa (riura3oH win Cholib),
ako HDL-C xonecTeporsT € TBbp/Ie HUCHK

4.6 @epTUIUTET, OPEMEHHOCT U KbpMeHe

Bbpemennoct

Cholib
TBif KaTO CHUMBACTaTHH € IPOTHBOIIOKA3aH 110 BpeMe Ha OpeMeHHOCT (BX. TyK mo-moiy), Cholib
€ IIPOTHBOIIOKA3aH 110 BpeMe Ha OpeMeHHOCT (BX. Touka 4.3).

Denogubpam

Hsma pocrarsuno ganHu oT ynoTtpebata Ha penodudpaT npu OpemeHHH xeHu. [IpoyuBanusTa mpu
JKUBOTHH TIOKa3BaT eMOPUOTOKCHYHH €(EKTH B JIO3H, B IMANIa30HA HA TOKCUYHOCT 32 Maikara (BxK.
touka 5.3). [ToTeHIIMaNHUAT PUCK ITPH XOpa He € u3BecteH. [lopaau ToBa, peHopudpaT Moxe 1a ce
npuiIara o BpeMe Ha OpeMEeHHOCT caMo Clie/l BHUMAaTellHa OLICHKa Ha ChOTHOILIEHUETO OJI3a/pUCK.

Cumsacmamun

CuMBacTaTHH € IPOTHBOIIOKA3aH 110 BpeMe Ha OpeMeHHOCT. be3onacHoCTTa pu OpEeMEHHH KEeHH
He € ycTaHoBeHa. JleueHneTo Ha MaiikaTa ChC CUMBACTATHH MOXKE J]a HAMAaJIM HUBATa Ha MEBAIIOHAT
y IJ1I0/1a, KOWTO € IPEeKypcop B OMOCHHTE3aTa Ha X0yiecTepol. I1o Te3u npuiuHU, CHMBAaCTaTHH HE
Tpsi0Ba Ja ce mpuiara npyu OpeMEeHHH KESHH, )KEHH, KOUTO C€ OIMUTBAT J1a 3a0pEeMEHEeST WK
nperoarar, 4ye ca 6peMeHHu. JIeueHHETo ChC CUMBACTATUH TPIOBa J1a ObJIc BPEMEHHO CIPSHO

3a CpoKa Ha OPEMEHHOCTTa WJIM JOKATO CE YCTAHOBH, Y€ )KEeHATa HE € OpEeMEeHHa .

Kopmene
Jluniceat nanau ganu ¢peHopuOpaT, CHMBACTATHH W/UIK METa0OJIUTUTE UM CE EKCKPETHUPAT

B kbpMarta. Ilopaam ToBa, Cholib e mpoTuBoIioKazaH B mepruoaa Ha KbpMeHe (BX. Touka 4.3).

DepTUIuTeT
[Ipu onuTH BPXY KUBOTHHU ca HaOJIt0JaBaHu 00paTuMK e(heKTH BhpXy depTuaurera (BK. ToUka 5.3).

JlurcBaT KIMHUYHM AaHHH OT ynorpebara Ha Cholib nmpu 6pemMeHHH KeHH.
4.7 EdexkTu BbpPXy cIocOOHOCTTA 3a mogupaHe U padoTa ¢ MAIIMHH

®denodudpaT HE MOBNKABA MM MOBIHIBA IPEHEOPEKUMO CIIOCOOHOCTTA 3a Iodupane u padbora
C MalllvHY.

B nepuona ciiex nmyckaHne Ha rna3apa Ha CAMBAcCTaTHH, 3aMaiiBaHe ce choOInaBa psako. Ta3u HexenaHa
peakuus TpsIOBa J1a ce MMa NpeIBU/ IIPH yIIpaBJIeHHe Ha MOTOPHH IPEBOJIHU CPEACTBA WU PadoTa C
MaIuHu 1o BpeMe Ha Jieuenue ¢ Cholib.

4.8 Hexenanu JeKapCTBEHH PeaKINU

Pestome Ha npoduia Ha Ge30macHOCT

Haii-yecto crobuiaBannTe Hexxenanu aekapctBenu peakiuu (HJIP) o Bpeme Ha neuenue ¢ Cholib
ca MOBHILEH KPEaTUHHUH B KPbBTA, MH(PEKLINU HA TOPHUTE TUXATETHH IbTUIA, IOBHUIIEH Opoii Ha
TPOMOOIIMTHTE, TACTPOCHTEPHUT M MOBHUIIICHA aJJTAaHUH aMUHOTpaHC(epasa.

TabnudeH CIMCHK HA HOXKEIAHUTE PEaKIIUN

[To BpeMe Ha YeTUpH TBOMHOCTIECNN KIMHUYHHI U3ITUTBAHUS C TIPOIBIKUTEIHOCT 24 CEIMUIIH,

1 237 nanuMeHTH ca MOJy4YHIIN JICUSCHHE ChIIbTCTRAIIO ¢ heHopuOpaT u cuMBacTaTuH. B cOopeH
aHaJIM3 Ha Te3U YETUPU U3MUTBAHUS, YECTOTATa Ha CITUPAHE Ha MPUEeMa MTOPAIH MOSIBILIU CE IO BpeMe
Ha JIeYeHneTo HexxenaHu peakun € 5,0% (51 yuactaunu ot 1012) cnen 12 cenMuvHO J1edeHne ¢
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(denopudpar u cumBactatiH 145 mg/20 mg naeHO 1 1,8% (4 yyactHunm ot 225) ciexn 12 ceqmMuaHO
nedenue ¢ penodpuoOpar u cumpactatud 145 mg/40 mg qHEBHO.

[osBuHTE CE 1O BpeMe Ha JICUSHUETO HEXKEIaHU PEeaKIUHU, ChOOIICHH TTPH MAIlUSHTH, TTOTyYaBaIi
ChITBTCTBAIIO (peHoGUOpaT U CHMBACTATHH, Ca OIMCAHU TTO-J0JTY I10 CUCTEMO-OPTaHHH KIIACOBE H TIO
YecToTa.

Hexenanute peakiuu rpu Cholib choTBETCTBAT Ha T€3H, KOUTO Ca M3BECTHU 32 HETOBUTE JBE
aKTUBHH BellecTBa: GeHopHOpaT 1 CHMBACTaTHH

UecToTHTe Ha HEXEITAHUTE PEAKIUH Ca TPYIIMPAHHU IO CIIEIHUS Ha4YuH: MHOTO YecTr (>1/10), gectn
(>1/100 o <1/10), vHeyectu (>1/1 000 mo <1/100), peaxu (>1/10 000 go <1/1 000), MHOTO peaKH
(<1/10 000), ¢ Hens3BecTHa YecTOTa (OT HATMYHUTE NAHHU HE MOXKe J1a ObJIc HAallpaBeHa OIICHKA).

Hesxxenanu peakiuu, HaOI0AaBaHU MIPH CHITBTCTBAINO MPUIOKeHHE Ha peHoudpaT u cMMBacTaTHH
(Cholib)

CucteM0-0pranHu KjacoBe Hesxesnanm peaknuu YectoTa
Wndekuns Ha ropHUTE TUXATENHN THTUIIA

Nudpexunn u nndecrannu bexn P o ma, YeCTH
l"acTpoeHTEpUT

Hapymennst Ha KPbBTA

[ToBummen 6poit TpoMOOITUTH YECTH
u JuMdHaTa cucTeMa

Xenaro0uJauapHu HapylleHUus [NoBuIieHa alaHWH aMUHOTpaHCc(epasza 4ecTH

Hapymienus Ha Ko:kaTa

JepMatur u exzema HEYeCTU
M MOJKOKHATA THKaH

IloBumen KpCaTUHUH B KPBBTA

Wscaenpanus (Bx. Toukn 4.3 n 4.4)

MHOTI'O 4€CTHU

Omvcanue Ha N30paHu HEXKETAHU PEAKIIMU

IToBumaBane Ha KpeaTHHUHA B KpbBTa: 10% OT mManpieHTHTE UMaT TOBHUIIIaBaHEe HAa KpeaTHHUHA

B CPaBHEHHUE C M3XOIHO HUBO ¢ moBeue oT 30 umol/l npu chbIbTCTRAILO MPHIOKEHHE Ha (eHopHuOpar
U CUMBAcCTaTHUH B cpaBHeHue ¢ 4,4% mpu MoHOTepanus cb¢ cumBacTatud. 0,3% OT mauuveHTuTe, npu

KOUTO JICKapCTBaTa CE MpUjaraT ChIIbTCTBAIIO, UMAT KIIMHIUYHO 3HAYUMO MOBHINIAaBAaHE HA HUBOTO HA
KpeaTHHHHA J10 cToiiHOCTH > 200 umol/l.

Jompaaurenna nH(GOpPMALKs OTHOCHO OTACIHUTE AKTUBHU BEIIECTBA HA KOMOMHAIINATA C
(buKcHpanm 1031

ITo-moiy ca OIMUCAaH! ITOIBIHUTETHATE HEKETaH! PEaKiMy, CBbP3aHU C MIPUIOKEHHE TO Ha
JICKapCTBEHHU TMPOJYKTH, ChIBPIKAIIM CUMBACTATUH WK (heHO(DUOpaT, HAOII0JaBaH! B KITHHUIHU
W3MUTBAHUS U B MIEPHO/IA CIIE] MyCKaHE Ha Ma3apa, KOUTO ¢ BhKMOXKHO a3 Bb3HUKHAT npu Cholib.
Knacuduimpasero uM 1o dectora € Ha 6a3ara Ha HaTUYHATa HH(GOPMAIHMS OT KPATKUTE
XapaKTePUCTUKU Ha JIGKAPCTBECHHUTE MPOAYKTH HA CHMBACTATHH U PeHOPHUOPAT, KOUTO Ce Mpeiarar B
EC.

CucremMo-opranHu Hexenanu peakuum He:xenanu peakuum YecroTa
KJIACOBe (benopudpar) (CHUMBACTATHH)
Hapymienns Ha Hamanen xemormnoOux penku
KPBBTA U JuMpHaTa Hawmaren 6poit Ha GenuTe
cucTremMa KPBHBHH KJIETKH

AHemus peaKH
Hapymienuns Ha CBpPBXYYBCTBUTEITHOCT penku
HMYHHATa cucTeMa Anadunakcus MHOTO

peaKu
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Cucremo-opranHu

Hexenann peakuum

Hexenann peakuum

YecroTa

KJIACOBe (benopuodpar) (cMMBacTaTHH)
Hapyumienust Ha 3axapen amaber®*** c
MeTad0JIm3Ma HEU3BECTHA
XpaHeHeTo gecToTa
IMcuxuunn bescbHue MHOT'O
HAPYyIIEHHS peaKu
Hapymienus Ha ChHS, c
BKJIFOUYUTENTHO KOIIIMapH, | HEW3BECTHA
Jenpecust 4ecToTa
Hapymennst Ha ['maBoGomme HEUYECTU
HEpPBHATA CHCTEMA [Mapecresusi, 3amaiiBaHe, | peaKu
nepudepHa HEBPOIaTHs
Hapymiena namet/ 3aryda | peaku
Ha MTaMeTTa
Cba0oBHU HApYIIEHHUS TpomboeMO0TH3BM HEYECTH
(6emoapobHa emOoIHs,
Tpom003a Ha JBIIOOKUTE
BEHHN)*
PecniupaTopHn, WHTepcTunmanya c
TPbIAHHA U 6emoapobHa 6onect HEW3BECTHA
MeAUACTHHAJIHI 4ecToTa
HAPYIIEHHS
CToManHo-4YpeBHH CroMairHo-4peBHYU MPU3HAIU 4eCTH
HapYyUIIeHUsA 1 CUMIITOMH (KOpeMHa 00JIKa,
raJicHe, MOBphIIaHe, AUapus,
¢dnaryneHmus)
ITankpearnt™ HEUYCCTH
3anek, AUCTeTCHs peIKH
XenaToonanapHu [ToBuIIEHN TpaHCAMHHA3H 4ECTH
HAPYyIIEeHHS Xonenurnasa HEYECTH
YcnoxxHeHus Ha c
XOJenuTHa3aTa (Harmp. HEU3BECTHA
XOJICIIUCTUT, XOJAHTUT, 4ecToTa
JKJThYHA KOJIMKA, U T.H.)
IloBumieHa rama penku
rryraMuiITpancdepasa
XenaTuT/»KbJITSHUIIA MHOTO
YeproapobOHa peaku
HEJIOCTATHYHOCT
Hapymenns Ha TeXKu KOXKHU peakiuu c
KO07KaTa | MOAKOKHATA | (HapuUMep eputemMa HEU3BECTHA
ThKaH MyITH(GOPME, CHHIPOM Ha 4yecToTa
Stevens-Johnson, TokcuuHa
SMUICPMOHEKPOJTN3a ¥ T.H.)
KoxHa cBpbX4yBCTBUTEITHOCT HEYeCTH
(mamp. oOpuB, IPypHT,
YPTHKAPHSI)
Ajsonenus peIKu
Peakruu Ha peaku
(hOTOUYBCTBUTEITHOCT
Cunazpom Ha penKu

CBPBXUYBCTBUTEIHOCT***
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Cucremo-opranHu

Hexenann peakuum

Hexenann peakuum

YecroTa

KJIACOBe (benopuodpar) (cMMBacTaTHH)
Hapymennus Ha MycKkyJHO HapyIIeHue HEYeCcTH
MYCKYJHO-CKeJIeTHATa | (Hamp. MAAITusl, MHO3UT,
cucTeMa u MYCKYJIHH CITa3MH H ¢J1a00CT)
CcheIHHUTETHATA Pabnomuonusa cbc unm 6e3 penku
ThKaH 0B0OpeyHa HeJJOCTATBYHOCT
(BXk. Touka 4.4),
Muomnatus®* penKu
TennnHomaTus C
Nmynomeauupana HEU3BECTHA
HEKpOTH3MpaIia 4ecToTa
Muomnarus (Bx. Touka 4.4)
Hapymienuns Ha Cekcyanna qucyHKIus HEYECTH
BB3NPOU3BOIMTEIHATA Epexrtunna nuchyHKms | c
cHCTeMa H I'bpaaTa HEU3BECTHA
4ecToTa
OO0y HapyueHust Actenus penku
U eeKTH HA MACTOTO
HA MPUJIOKEHHE
HN3caenBanus TloBuieHo HUBO Ha MHOTO
XOMOIIMCTENH B KPbBTa YecTH
(BXK. TOUKA 4.4)*****
[ToBunieHa KpbpBHA ypes peaKu
[ToBumiena ankamHa peaku
(dhocdaraza B KpbBTa
TloBuieHO HUBO Ha penku
Kkpeatud ocdokuHaza B
KphBTA
TloBuiieH ruMkupax c
XEMOTJIOOUH HEW3BECTHA
4ecToTa
YBenuueHa KpbBHA c
TITIOKO03a HEU3BECTHA
4ecToTa

Onrcanve Ha N30paHN HEXKETAHU PEaKITHH

Tlanxkpeamum

* B knmuanuHOTO npoyuBane FIELD - pangomusupano, mianebo-KOHTPOIMPAHO H3NUTBAHE,
MPOBEICHO TIpH 9 795 ManMeHTH ChC 3aXapeH AuadeT TUI 2 € HAOIF01aBaHO CTATUCTUICCKH 3HAYNMO
MOBHUIIIaBaHE HA CITyYanuTe Ha MTAHKPEATUT Cpejl MAIlMEHTHTE, Moiy4yaBanu (heHopuOpar B cpaBHEHHUE
¢ manueHTuTe, noixyyaBanu miane6o (0,8% crpsmo 0,5%; p = 0,031).

Tpomboembonuzom

* B xnmuanuHOTO npoyuBane FIELD ce cpo0m1aBa 3a cTaTUCTUUECKH 3HAYMMO MOBHIIABAHE HA
yectoTaTa Ha 6enoapoona emoomus (0,7% [32/4900 nanuenTH] B tutanedo rpyrarta B CpaBHEHHUE

¢ 1,1% [53/4895 manmenTtu| B rpynara va ¢pernopudpar; p=0,022) u cTaTucTHYECKH HEZHAYUMO
MTOBUINIaBaHE Ha JTBJI0OKATa BEeHO3HA TpoM0Oo3a (taredo 1,0%, [48/4900 manueHTr| B cpaBHEHHE C
¢denogpudpar 1,4% [67/4895]; p=0,074).

Muonamus

37




** [1py KIMHUYHO U3MUTBaHE MUOTIATHATA HACTHITBA YECTO MPH MAIMEHTH, JICKYBaHH
¢b cuMmBacTaThH 80 mg/IeH B CpaBHEHHUE C MALMCHTH, JIeKyBaHH ¢ 20 mg/naeH
(cpotBeTHO 1,0% B cpaBHenue ¢ 0,02%).

Cunopom Ha c8pvLXYYBCMBUMENHOC

*** CpoO111aBa ce PSIKO 3a MPOSBEH CHHAPOM Ha CBPBXYYBCTBUTEIIHOCT, KOHTO BKIIIOYBA HIKOU

OT CIIEIHUTE XapaKTEPUCTUKH: aHTHOEEM, JIYIYyC-OA00CH CHHAPOM, TTOJIMMHUAJTUSI peBMATHKa,
JIEPMAaTOMHO3HUT, BACKYJIHUT, TPOMOOIIMTONIEHHSI, €O3MHO(MWIIHS, TTOBHILIEHA CKOPOCT Ha yTasBaHE Ha
epurpouuture (CYE), apTput u aptpanrus, yprukapusi, OTOUyBCTBUTEIHOCT, BUCOKA TEMIIEPATypa,
3ayepBsBaHE Ha JIMLETO, TUCIIHES, OO0 HEPA3IOJIOKEHHE.

3axapen ouabem

*A**3axapeH nuader: PuckoBure mamuenTy (T1r0K03a Ha TagHo 5,6 1o 6,9 mmol/ 1,

BMI > 30 kg/ m?, nOBUIIIEHN TPUTIIULIEPUIH, XUIIEPTOHUS) TPAOBA a ObAAT NPOCIIEASIBAHN KAKTO
KJIMHIYHO, TaKa M OMOXMMUYHO CHITIACHO HAI[MOHAIHHUTE YKa3aHUSL.

THosuweno nuso Ha xomoyucmeun 6 Kpbema

*Fxk [Ipu kmuanaHoTo u3nuTeane FIELD, cpennoTo mopuimaBaHe Ha HUBOTO HA XOMOIIMCTEHH

B KPBBTA IIPH JICKyBaHU ¢ (eHOYUOpAT mamueHTH € 6,5 umol/l, koeto e 00paTUMO MPH CIIMPaHe Ha
JIe4eHUeTo ¢ peHopuopar.

Cpo0111aBaHe Ha MOA03UPAHN HEXKETAHN PEAKITHH
Cro0IIaBaHeTo Ha MOIO3UPAHU HEXKEIIAHN PEaKIIUU CIIE]] pa3peliaBaHe 3a ynorpeda Ha JeKapCTBEHUS

HPOIYKT € BaykHO. ToBa mo3BOJIsIBA /1a IPOABIDKY HAOIIOICHUETO HA ChOTHOLICHHETO T10J13a/PUCK 32
JIeKapCTBEHUsI POAYKT. OT MEAUIMHCKUTE CIEIHAINCTH CE M3UCKBA J1a ChOOLIAaBaT BCsKA
TI0/103MpaHa He)KeIaHa Peakiys Ype3 HallMOHaIHA CHCTEMa 3a ChOOIIaBaHe, 0CoYeHa B
[punoxenne V*.

4.9 Ilpeno3upane

Cholib
He e uzBecteH cienuduueH aHTUAOT. AKO UMa ChbMHEHHE 32 TIpeIo3upaHe, TPsSOBa Ja ce MPUI0KU
CHMITTOMATHYHO JICUCHHE U TIPU HEOOXOMUMOCT Ja C€ OCUTYPSIT IMTOAXOASIIN OOIIOYKPETIBAIIIH MEPKH.

Denogubpam

IIprem Ha CBpBXI03a GeHOPHUOPAT € HACTHIIBAI CaMO B €IUHUYHHU CITydan. B OOIIIMHCTBOTO OT
CIIyyauTe He ce ChoOIaBa 3a CUMITOMH Ha npenosupane. DeHoGuobpaT He MOXKE J1a Ce SITMMHHNPA
Yype3 XeMOUaTH3a.

Cumeacmamum
Cpo011eHH ca HAKOJIKO CIy4ad Ha MpeAo3upaHe Ha CHMBACTaTHH; MaKCUMaIHATa [IPHUeTa 1032
e Owa 3,6 g. Bcruku maieHTH ca ce Bb3CTaHOBHIIM Oe3 nocienuny. Hama crienuduyno nedenue

3a ciydauTe Ha npefosupane. B To3u ciyyaii TpsiOBa Ja ce MpHII0KaT CUMITOMATHYHU U
00IIOYKpeTBaIy MEPKHU.

5. ®APMAKOJIOTUYHHU CBOMCTBA

5.1 ®apmakoaMHAMUYHU CBOWCTBA

dapmakoTepaneBTHUHA Tpyna: Jlnnua-Mmoauduumpaiy pemecTsa, nuxuoutopu Ha HMG-CoA
peaykTa3ara B KOMOMHAIus ¢ apyru jununoMmonudummpantu BemectBa, ATC xox: C10BA04

MexaHU3bM Ha IEWCTBUE
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Denogubpam

®enopubpaT e mpou3BoAHO Ha GUOPUHOBATA KHCEINHA, YUUTO MOAU(DUIMPAIIN TUMUANTE ePEeKTH
IpU XOpa ce MeIUHUpPAT Ype3 aKTUBUPaHE Ha MEPOKCU30MHUS MponepaTop-aKTUBHPAH PELENTOP
ot tun anga (Peroxisome Proliferator Activated Receptor type alpha (PPAR«)).

Upes aktuBupane Ha PPARo, peHoduOpaT akTHBHpa MPOU3BOACTBOTO HA JIMIIONPOTEHH JIMIIA3a
W HamaJIsiBa pou3BoaAcTBOTO Ha anonpotenH ClII. AktuBupanero Ha PPARa nHayupa cbino taka
Y TIOBHIIIaBaHe Ha CHHTEe3a Ha amonpoTennute Al u All

Cumeacmamun

CumBacTaTHH, KOWTO € HEAKTHBEH JIAKTOH, CE€ XUAPOIU3HUpa B YEPHHS APOO IO CHOTBETHATA MY
aKTUBHA OeTa-XHIPOKCH KHCENIWHHA (hopMa, KOSITO NMa MOII[HA aKTUBHOCT NIPY MHXHOMpaHe Ha
HMG-CoA penykrazata (3-xuapokcu-3-metunraytapui-CoA peaykrasza). To3u eH3uMm Kataiusupa
KoHBepcusTa (npeBpbiuaneTo) Ha HMG-CoA B MeBanioHaT, KOETO € paHEH CKOPOCTOOIIPEAEIISII eTall
npy OMOCHHTE3aTa Ha XOJIECTEPOIL.

Cholib:
Cholib cbabprxka GeHohuOpaT U CUMBACTATHH, KOUTO Ca C Pa3IMYHUA MEXaHU3MH Ha JCHCTBHE, KAKTO
€ OMKCaHo MO-Tope.

(DaDMaKO JUHAMWYHNU Cd)CKTI/I

Denogubpam

[IpoyuBanusTa BbpXy eHODHUOPAT IO OTHOIIICHUE HA JIMITONPOTCHHOBUTE (DPAKIIUN YCTAHOBSBAT
HamassBane Ha HuBata Ha LDL u VLDL xonectepon (VLDL-C). Husata Ha HDL-C gecto ca
nosumeHd. LDL u VLDL tpurimnepuante ca HamaneHu. LsutocTHUAT edekT e HaMaisIBaHe Ha
CHOTHOIIICHUETO HA JIMIIONPOTEUHUTE C HUCKA M MHOTO HHUCKA IUTHTHOCT KbM JIUTIONTPOTECHHHUTE

C BHUCOKA ILTBTHOCT.

®enopudpaThT UMa U YPUKO3YPHUUEH eeKT, BOJCI 10 HaMaJlsiBaHe Ha HUBAaTa Ha MUKOYHA KUCETUHA
¢ npubnm3uresnHo 25%.

Cumeacmamun

YcTaHOBEHO €, Y€ CUMBACTaTHH HaMaJsiBa KaKTO NMOBUILEHUTE, Taka 1 HOPMaJTHUTE KOHIICHTPALUU Ha
LDL-C. LDL ce o6pa3ysat oT nmpoTenHute ¢ MHoro Hucka mbTHOCT (VLDL) 1 ce katabonmusupat
npeauMHo 4pe3 BrucokoaduuuteTHus LDL penentop. MexaHn3MbT Ha eeKTa Ha HaMaJIsIBaHE Ha
LDL ot cuMBacTaTHH MOXe€ J1a BKJIIOYBA KAKTO HamaisiBaHe Ha KoHIeHTpauusara Ha VLDL-C, taka u
uHayuupane Ha LDL peuenTop, K0oeTo BOIU 10 HAMAJIEHO MIPOM3BOJACTBO U MOBUILIEH KaTaOOJIN3bM Ha
LDL-C. Anomnporent B cbI110 HamansiBa 3HaYUTEIHO 110 BpeMe Ha JISYEHHETO ChC CUMBAcCTaTHH. B
JIOIbJIHEHUE, cuMBacTaTuH yMepeHo nosumasa HDL-C u namansaBa nnasmenute HuBa Ha TG. B
pe3yNTaT OT TE3U MPOMEHH ChOTHOLIEHHETO Ha o0mus xonecrepos kbM HDL-C u Ha LDL kbM
HDL-C namanssar.

Cholib
CroTBeTHUTE €(PEKTH HA CUMBACTaTUH M (eHOPHUOpAT ce TOIbIBAT.

Kinnanuna edukacHocT 1 6€300aCHOCT

Cholib

B ximHMYHATA porpama ca MpoBeIeHU 0010 YSTHPU OCHOBHU KIIMHUYHU M3IUTBAHUS.

00610 7 583 y4acTHUIM ChC CMECEH THI JTUCIUITUACMUS ca OWIIH BKITFOUSHH B 6-CEAMUYHUS
BBBEXKIAI IEpHo ¢he cTatuH. OT TX 2 474 mymm ca Oviid paHIOMU3HpaHU 33 24 CeIMUTHO
nedenue, 1 237 yyacTHUIM ca nmoiaydaBain GeHopuOpaT u CUMBACTaTUH, IPHIIOKEHH ChITBTCTBALIO,
a1l 230 yyacTHHIIH ca MMOJTy4aBadl MOHOTEPAIHUS ChC CTATHH, KATO MPH BCUYKH NPUIIOKECHHUETO €
CTaBaJIO Bevep.
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M3non3Banu cTaTUHM - BUO ¥ 1034

Ceamuua 0 1o Ceqmuna 12 Ceamuua 12 1o Cenmuua 24

[poyuBane CraTtnu — CratuH - ®denodudpar/ | CraTuH - denopudpat/
3a 6 ceIMUYCH | MOHOTEpaNMsl | CHMBACTaTHH | MOHOTEpAanus | CUMBacTaTHH
BBBEKIAII] B KOMOHMHAITUS B KOMOMHAITUS
epUoJT

0501 CUMBACTaTWH | CHMBAaCTaTHH | CHMBACTaTWH | CHMBAacCTaTHH | CHMBAacTaTHH
20 mg 40 mg 20 mg 40 mg 40 mg

0502 CUMBACTaTUH | CHMBAaCTaTHMH | CAMBACTaTUH | CHMBAaCTaTUH | CUMBAcCTaTHH
40 mg 40 mg 40 mg 40 mg 40 mg

0503 aTOpBACTaTHH | aTOPBACTATHH | CHMBAaCTAaTUH | aTOPBACTATHH | CHMBACTATHH
10 mg 10 mg 20 mg 20 mg 40 mg

0504 MpaBacTaTUH | MpaBacTaTHH | CHMBACTaTHH | NMPaBacTaTHH | CUMBaCTaTHH
40 mg 40 mg 20 mg 40 mg 40 mg

Cholib 145/40

B xnuHnuHOTO npoyuBane 0502 e HampaBeHa OlICHKA Ha MMOCTOSHHA /1032 Ha KOMOWHAIMSTA
(heHoduOpaT-CHMBACTaTHH M CPABHUTEJICH MPOAYKT, ChIbPIKAILl CTATHH, 3a IEIus 24-CeIMUYCH

IBOWHO-cIIsN nepuo. [IbpBUUHUAT KpuTepHii 3a epuKkacHOCT € OWII MPEeBB3XOACTBO Ha

koMOuHanumsATa oT peHopudpar 145 u cumBactatun 40 mg B cpaBHeHHE cbc cumBacTaTH 40 mg 1o
OTHOIIIEHHE Ha HamassBaHeTo Ha obiute Tpuriaunepuan (TG) u LDL-C u nopumasaneTo Ha HDL-C

Ha ceqmuIia 12.

Ha cenmuna 12 u ceamuna 24 komOuHarusta penodudpar 145 mg u cumBacratud 40 mg (F145/540)
€ TI0Ka3ajia IPEeBb3X0CTBO crpsiMo cumBacTaTtH 40 mg (S40) o oTHOIIIEHNE Ha HAMAIIBAHETO Ha
obmute Tpurnunepuau (TG) u nosumasane na HDL-C.

Kom6unanusra F145/S40 moka3Ba mpepb3xoacTBO crpsiMo S40 110 OTHOIIEHHE Ha HaMaIIBaHETO Ha
LDL-C camo Ha cenmuiia 24: OT CTATUCTUYECKHA HEJOCTOBEPHOTO JOMBIHUTENHO HaMmalsaBane ¢ 1,2%
Ha LDL-C Ha cenmunia 12 10 cTaTHCTHYECKH 3HAUYMMOTO HaMalIsiBaHe che 7,2% Ha ceamuIia 24.

IIpomenu B TG, LDL-C u HDL-C B npoueHnT oT u3xoaHo HuBo a0 Ceqvmumna 12 u Cenmuna 24
IsnocTeH aHaau3 HA M3BAJKA OT YYACTHHIIA

Feno 145+Simva 40 Simva 40 CpasusiBane Ha | P-croitHocT
(N=221) (N=219) JIeYeHHeTo™
Caen 12 cenmuiu IIpomsna 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)
Caen 24 cenmunu IIpomsna B %, cpenna (SD)
TG -22,66 (43,87) 1,81 (36,64) -27,56 <0,001
(-32,90; -21,80)
LDL-C -3,98 (24,106) 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)

*CpaBHSABaHETO Ha JICYCHUETO MIPECTABIISIBA Pa3inkaTa Mexay LS-cpennuTe cToitHOCTH 3a
Feno 145 + Simva 40 u Simva 40, kakto u ckorBeTHUTE 95% CI (TOBEpUTEIEH HHTEPBAI)

P C3YJITATUTC OT U3CJICABAHUTC OHONIOrUnYHU napamMeTpu Ha CCIMUIIA 24 ca OpeaACTaBCHU B CJICAHATA

TaOIHUIIA.
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F145/S40 noka3Ba CTaTUCTHYECKU 3HAYMMO MPEBB3X0CTBO 10 OTHOIIICHUE Ha BCHUKH ITapaMeTPH C

H3KJIIOYCHUEC Ha ITOBUIIL

aBaHe Ha ApoAl.

ANCOVA (xoBapuanuoHeH aHaau3) Ha npomennte B % Ha TC, ne-HDL-C, ApoAl, ApoB,
ApoB/ApoAl u ¢pudpuHoren ot n3xoaHo HUBO 10 Cenmuna 24 — llsa0cTeH aHAAN3 HA U3BAIKA
OT YYACTHUIH

MMapameTsp Tpernpana rpyna N Cpeano CpaBHsiBaHe Ha P-croiiHocT
(SDh)* JleYeHHeTo™

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/1) 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/1) 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

*CpaBHIBAHETO HA JICYCHUETO IIPEICTABIIABA pa3uKara Mexay LS-cpemHuTe CTOMHOCTH 3a
Feno 145 + Simva 40 u Simva 40, xakto u crorBeTHUTE 95% CI (n0BepuTenen narepnain). LS (
Hal-MaJIKUTE KBaJIpaTH cpeaHa cTOWHOCT ) SD (cTaHAapTHO OTKIIOHECHHE)

Cholib 145/20

B ximmamaHOTO M3nuTBaHe 0501 e HampaBeHa oleHKa Ha 2 pa3IndHU J03W Ha KOMOWHAIIHATA
(heHouOpaT-CHMBACTaTHH B CpaBHEHHE ChC cMMBacTaTHH 40 mg 3a 24-ceAMUUEH TBOHHO-CIIAI
nepuoa. [IbpBrYHHAT KpUTEpH 32 €PUKACHOCT € OWIT IPEBBH3XO/ICTBO HA KOMOMHAIIUATA OT
(denopudpar 145 u cumBacrarun 20 mg B cpaBHEHHE Che cMMBacTaTH 40 mg BrpXy HaMaJsIBAHETO
Ha TG u nosumasanero Ha HDL - C u He mo-JI0mo AelCTBHE MO OTHOIIEHWE HA HAMaJISIBaHE Ha

LDL-C na cenmuma 12.

Cpenna npoMsiHa B IPOLEHTH OT U3X0AHO HUBO A0 Ceamuua 12
LlsyiocTeH aHAJIN3 HA M3BA/IKA OT YYACTHUIU

IMapameTsp Feno 145+Simva 20 Simva 40 CpaBHsIBaHe Ha P-croiinoct
(N=493) (N=505) JIe4eHHeTo™
Cpeano (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/) 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
®ubépunoreH (g/) -0,31 (0,70) -0,02 (0,70) -0,32 (-0,40; -0,24) < 0,001

*CpaBHsIBaHE Ha JICUSHUETO: pasinka Mexay cpexante LS 3a Feno 145 + Simva 20 u Simva 40,
KaKTO ¥ ChOTBETHUS UM 95% noBepUTENeH HHTEPBAI

Crnen mbpBuTe 12 CEIMUIIM OT JICUEHUETO KOMOUHAIMATA OT peHodpudpar 145 mg u
cuMBactatuH 20 mg moKas3Ba IpeBb3X0JCTBO CIPSMO cuMBacTaTuH 40 mg 1o OTHOIIEHNE Ha
HamansianeTo Ha TG u noBumasaneto Ha HDL-C, HO He mOKpUBa KPUTEPUUTE 3a HE MO-JIOIIO
neiictue mo otHomenune LDL-C. KomOunanusara ot ¢penodudpar 145mg u cumBacratun 20 mg
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MOKa3Ba CTATUCTHYCCKH 3HAYUMO TIPEBH3XOJICTBO 110 OTHOIIICHHE HA ITOBHIIABAHETO HA apoAl n
HaMaJIIBaHeTO Ha (PHOPUHOreHA B CPaBHEHHE ChC cUMBacTaTuH 40 mg.

Hooxpenawo npoyusane

KinnHUYHOTO M3NMUTBaHE 3a JTUMHIU ChC 3ariiaBue ,,MepKu 3a KOHTPOJIUPaHE Ha ChPACTHOCHIOBHS
puck npu auadet (Action to Control Cardiovascular Risk in Diabetes (ACCORD))

€ paHIOMHU3HUPaHO, IUIAIc00-KOHTPOIMPAHO BHPXY 5 518 manueHTu cbe 3axapeH auadeT Tu 2,
neKkyBaHu ¢ peHopuOpar B 1oNbIHCHHE KbM CUMBAcTaThH. JleueHueTo ¢ peHopudpaT miroc
CHMBACTATHH HE € M0Ka3aJI0 CTATUCTHYECKN 3HAYUMH Pa3IUKU B CPAaBHEHUE C MOHOTEPAIUsITa ChC
CHUMBACTATHH 10 OTHOIIICHUE HA ChCTABHUS ITBPBUYCH PE3YJITAT, BKIIOYBAII He(aTaaeH MUOKapIeH
nHpapKT, HedaTalleH MO3BYCH yIap U ChPACUYHO-CHI0BA CMBPT (KOS(PUIIMEHT Ha PUCK

[HR] 0,92; 95% CI 0,79-1,08, p = 0,32; HamansBane Ha abcomtotHus puck: 0,74%). B npensaputeano
OTIpeCIICHUTE OATPYIH OT JUCITUIHASMAYHH TTAITUSHTH, Te(PMHUPAHN KATO TAKUBA ChC CTOWHOCTH
Ha HDL-C B naii-uuckus teptui (< 34 mg/dl unu 0,88 mmol/l) u B Hali-Bucokus Teptui 3a TG

(= 204 mg/dl wm 2,3 mmol/l) Ha ©3XOTHOTO HHUBO, JICUEHHUETO C (heHO(HUOpaT IUIIOC CHMBACTATHH €
nmokazayio 31% oTHOCHTETHO HaMaJsiBaHE B CPaBHEHHE C MOHOTEPAIHITA ChC CHMBACTATHUH CHACHKH
10 MEPBUYHUS pe3ynraT (choTHOmeHUe Ha puck [HR] 0,69; 95% CI 0,49-0,97, p = 0,03; abconroTHO
HamaJIgBaHe Ha pucka: 4,95%). AHanu3 Ha JApyra IpeABapUTeIIHO JehUHUpPaHA MTOATPYIIA € YCTAHOBHII
CTATUCTUYECKH JTOCTOBEPHO BIHMSHHUE HA JIEYCHUETO B 3aBrcUMOcCT OT moa (p = 0,01), koeTo mokassa
BB3MOXKHA IT0J13a OT JICUSHUETO ¢ KOMOMHUpaHa Teparus npu MbxkeTe (p = 0,037), HO MOTeHIUAITHO
II0-BHCOK PHCK I10 OTHOIICHNE Ha TEPBUYHUS PE3YIITAT IPH KEHUTE, JICKyBaHU C KOMOWHUpaHATa
Tepanusi B CpaBHEHHE ¢ MOHOTepamnusTa cbe cuMBacTatit (p = 0,069). Tosa He e 6wto HabMOIaBAaHO
IIPH ITOCOYEHATA TIO-TOpe TOATPYIa OT MAUEHTH C TUCIUTUASMHS, HO OT ApyTra CTpaHa JIUICBAT U
CUTYPHH JIOKa3aTeJICTBa 3a M0JI3a MIPH KEHH C TUCIHUIUISMHS, JIeKyBaHU ¢ peHopuOpaT 1miroc
CHUMBACTaTHH M Bb3MOXXHU BPEIHU €EKTH B Ta3U MOATPYIa He MOTaT Aa ObJaT U3KIIOUCHH.

leanaTpuyna monymnamus

EBpomneiickaTta areHIus Mo JieKapcTBaTa 0CBOOOKIaBa OT 3abKEHHETO 32 MPEIOCTaBsHE Ha
pesyaTarure oT npoyuBanusaTa ¢ Cholib BEB BcH4ky NOATpYNH Ha eIUaTpUYHATA MOITYJIAIMS IPH
KOMOMHHpaHa AuciIunuaeMus (Bx. Touka 4.2 3a uH(opmanus OTHOCHO ynotpeda B eIUaTpHsITa).

5.2 ®apmakoKMHETHYHH CBOWCTBA

Cpennoreomerpuunute choTHOIICHUS U 90% CI 3a cpaBHsBane Ha AUC, AUC(0-t) 11 Cpax

3a (heHOUOpaTHA KHCEIHHA, CHMBACTATHH M CHMBACTATHH KUCEIMHA HA KOMOUHAITUITA C
koMOuHanusATa ¢ puxkcupanu 103 Cholib 145 mg/40 mg ¥ CbIBTCTBAIIO MPHIOKEHH CAMOCTOSTSIIHI
tabnetku 145 mg dpenopudpar u 40 mg cumMBacTaTHH, TaKa KaKTO Ca U3IMOI3BAaHH B Ta3H KIMHUYHA
nporpamMa ca nonajaany B quanazona Ha 80-125% OnoeKkBUBaIIEHTHOCT.

Ab6copbuus
MaxkcumanauTe mia3MeHd KoHIEeHTpauud (Cmax) Ha peHopuOpat HacThIBaT OT 2 10 4 yaca ciexn

nepopaiHo npuioxenue. [1a3MennTe KOHIIEHTpaluu ca CTaOWITHH MO0 BpeMe Ha MPOABIKATEITHO
JIeYEeHNE TIPU BCEKHU €TWH HHIUBUIL.

®deHo(hubpaThT € BOIOHEPA3TBOPUM M TPSOBA J1a ce MpHUeMa C XpaHa 3a yJIeCHsIBaHe Ha adcopOoIusTa.
HW3non3BaneTo Ha MEKpOoHH3UpaH (penopuopar u rexnosorusaTa NanoCrystal® 3a npousBoacTBo Ha
nekapcTBeHaTa popma Ha peHodudpat 145 mg Tabnetku nopuiraza abcopOuusTa My.

3a pa3iuKa OT NPEAUIITHHUTE JIeKapcTBeHH GopMu Ha GeHopuOpaT, MakCHMaIHaTa IJla3MeHa
KOHIICHTpAIHs 1 0011aTa eKCIO3UIIHS ITPH TO3U BUJ (hopMa HE 3aBHCH OT ITpHeMa Ha XpaHa.

[Ipoy4uBaHe OTHOCHO eeKTa Ha XPAaHEHETO BKJIIOYBAIIO MPUIOKEHHE Ha ITOCOUeHATA JICKApCTBEHA
(dhopma Ha peHopuOpaTa B TabseTKa OT 145 mg Ha 3IpaBU MbXKE U KESHH - TOOPOBOJILIN, KAKTO Ha
[JIAJHO, TaKa U cliel OOMITHO XpaHeHe C BUCOKO ChIbP)KaHUE HAa MA3HUHM NIOKa3Ba, Y€ EKCIIO3UIMATA
(AUC un Cpax) Ha eHODMOpHHOBA KHCENMHA HE ce Biusie oT xpaHa. [lopagu ToBa, penopudpaTsT

B ¢humupanu Tadnetku Cholib Morake 1a ce B3eMa HE3aBHCHMO OT XPaHEHHUATA.
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Kunetnuynn npoyyBaHUs ciief] MPHIIOKEHNE Ha eAMHUYHA 1032 U CIIE]] TIPOIBDKUTEITHO JeUeHUe
MOKa3BaT, 4e JIEKAPCTBOTO HE KyMyJHpa.

CHUMBacTaTHH € HEAKTUBEH JIAKTOH, KOWTO JIECHO C€ XUAPOIU3UPA in Vivo 10 ChOTBETHATA
OeTa-xuApoKCcH Kucennna - MomeH naxuourop Ha HMG-CoA pemykrazara. Xuapoian3aTta ce
U3BBPIIBA OCHOBHO B YepHHS APOO; CTEIICHTA HA XWJIPOJIN3a B YOBEIIKATA TUIa3Ma € MHOTO HUCKA.

CuMBacTaTHH ce aJicopOupa J00pe U MPEThPIIsiBa €KCTEH3UBEH YePHOAPOOCH MeTa0O0IM3bM Ha IITbPBO
npeMuHaBaHe. EkcTpakiusTa B YepHuUs 1po0 3aBUCH OT YEPHOAPOOHHS KPBBOTOK. YepHHUAT Ap00

€ OCHOBHOTO MJICTO Ha JICHCTBUE HA akTUBHATa (popma. Y CTaHOBEHO €, Y€ HAJTMYHOCTTA Ha
0eTa-XUIPOKCUKHUCEINHATA B CHCTEMHOTO KPBBOOOPAIICHHE CIIe]] IIepOopallHa 1033 CUMBACTATHH

e mox 5% ot mo3ata. MakcuMaiHaTa ra3MeHa KOHIIEHTPAIHsI Ha aKTUBHUTE HHXUOUTOPH CE TOCTUTA
3a mpubaM3uTeNHO 1-2 Yaca cies MpUiIoKeHNE TO Ha CUMBAacTaTHH. ETHOBPEMEHHUSAT MPUEM C XpaHa
He BIIHsie BbpXY abcopOuusira.

(DapMaKOKI/IHeTI/IKaTa Ha CUMBACTaTUH NP €IHOKPATHO U MHOTOKPAaTHO MNPHUJIOKCHNE ITIOKa3Ba, 4
HsMa KyMYJIMPpaHC Ha JICKAPCTBCHUAT MPOAYKT CJICA MHOTOKPATHO IMPUIIOKCHUC.

Paznpenenexue
®deHo(hnOprHOBaTA KUCEIHMHA CE CBhP3Ba BHB BUCOKA CTEITICH C TUIa3MeHUs aoyMuH (Hag 99%).

CBBbp3BaHETO HA CUMBACTATHH M HA aKTUBHUSA My METa00IuUT € > 95%.

Buotpanchopmaiiys 1 enuMHUHAPAHE

Crnen nepopanHo npuioxerune henoguopar ce Xuapoausupa 0bp30 MO JSHCTBUETO HA eCTepasu JI0
AKTHUBHUA MeTaboIuT - heHOGUOPHUHOBA KHCearHA. B mra3mara He ce OTKpHBa HEMPOMEHEH
(henoduodpar. denodpudpart He ¢ cyocrpar Ha CYP 3A4. He yyacTBa B MUKPO30MEH YEePHOAPOOEH
MeTabOIH3bM.

JlexkapcTBOTO ce eKCKpeTHpa OCHOBHO BypuHaTa. Ha mpakTuka, IsI0TO KOJIMYECTBO OT JIEKAPCTBOTO
ce eTMMUHMpa 3a He noBeue oT 6 quu. deHodubdpar ce ekckpeTrpa npeaAruMHO NoA hopmara Ha
(eHopuOpHHOBA KHCeIMHA U HEHHUS TIIIOKYPOHOB KOHIOraT. [Ipy nanmenTy B ctapuecka Bb3pacT He
HACTBIIBA MTPOMSIHA HAa IPUBUIHUS OO II1a3MeH KIMPBHHC Ha peHopuOpruHOBa KHCEIHHA.

KuneTtn4yHn n3anuTBaHus e MPpUIoKEHNE HA €IMHUYHA 032 U ClIe TPOABIDKUTEIHO JIEUEHHE
MIOKAa3Bart, ue JICKapCTBOTO He Kymynupa. DeHopubpoBa KUCENHA HE ce eITMMUHHAPA Ype3
XEMOJUAJIN3A.

CpelieH 11a3MeH MOJTy>KUBOT: CPEIHOTO BpeMe Ha SIMMUHUPAHE OT Iu1a3Mata Ha GpenodudpuHOBaTa
KrcenrHa e npubnmuutenHo 20 yaca.

CumBacratuH e cyoctpaT Ha nutoxpoMm CYP 3A4. CuMBacTaTuH MOCTHIIBA aKTUBHO B XEMIATOLUTUTE
upe3 Tparcnoprupaiiusi OATP1B1. OcHoBHUTE METa0OIUTH HA CHMBACTaTHH, KOUTO CE OTKPUBAT B
YOBeEINIKaTa Iia3Ma ca 0eTa-XuIPOKCUKUCETNHA U YeTUPH JOITBIHUTETHN MeTabonuTa. Cnen
nepopajiHa 03a OT paAMOAaKTUBEH CUMBACTATHH, IPHJIOKHA Ha YOBEK, 13% OT pagnoakTUBHOCTTA CE
eKCKpeTHpa B ypuHata u 60% - B u3npakHeHusTa 10 96 yaca. YCTaHOBEHOTO KOJMYECTBOTO B
W3NpaXHEHUATA TIPE/ICTABIISIBA CKBUBAJICHTH Ha abcopOMpaHus IEKapCTBEH NPOIYKT, OTACICH B
XIIbUKATa, KAKTO U Ha HeabCOpOMpaHus JIeKapcTBEH NPOoAyKT. Ciell MHTPaBEHO3HA MHKEKIHS Ha
MeTabouTa 0eTa-XuAPOKCUKUCETNHA, HETOBUSAT MOMYXHUBOT € CpeAHo okojo 1,9 yaca. CpenHo ena
okoJ10 0,3% OT mpuoKeHaTa HHTPABEHO3HO 032 ce EKCKPEeTHpa B ypUHATA KATO HHXUOUTOPH.

Edextute 0T MHOTOKpPaTHOTO TpHiIOXKeHHe Ha PeHo(uOpaT BbpXy papMakOKHHETHKATA IIPH
€IHOKPATHO MJIM MHOTOKPATHO NPUJIOKEHHE Ha CUMBACTATHH Ca U3CJICABAHU B JIBE MAIOOPOHHH
KJIMHAYHU M3NHTBaHuA (n=12), mocieaBanu OT MO-MHOTOOPOWHO KJIMHUYHO U3MUTBaHe (n= §5)
TIPH 37IpaBy TOOPOBOIIIH.

[Ipu ennoto mpoyuBane AUC Ha cumBacTaTHH KucenuHa(SV A) - OCHOBHUS aKTHBEH METaboIUT
Ha cuMBacTaTuHa, ¢ Hamassuia ¢ 42% (90% CI 24%-56%) npu koMOMHMpaHe Ha eANHUYHA
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no3a 40 mg CHMBAcTaTHH ¢ MHOTOKPATHO MpuiioskeHue Ha penodudpar 160 mg. [Ipu BTOpOTO
npoyuBaHe [Bergman et al, 2004] MHOTOKpaTHOTO CHBMECTHO MPHIIOKEHUE Ha cuMBacTaTHH 80 mg u
thenoduodpar 160 mg e noseno no HamansaBane Ha AUC Ha SVA ¢ 36% (90% CI 30%-42%). [pu
N0-MHOTOOPOHHOTO KIMHUYHO U3NHUTBaHe € Ha0moaaBano HamainsaBade ¢ 21% (90% CI 14%-27%)
Ha AUC na SVA ciiey MHOTOKpPaTHO ChBMECTHO MPUJIOKEHNE Ha cuMBacTaThH 40 mg u
(denopudpar 145 mg Beuep. ToBa He ce pa3nuyaBa 3HAYUTEIHO OT HaMaJsBaHeTo ¢ 29%

(90% CI 22%-35%) na AUC na SVA, HaOnr01aBaHO MPH CHbBMECTHO MPHIIOKEHUE C HHTEPBAJ

ot 12 yaca: cumBactatud 40 mg Bedyep u peropuodpat 145 mg cyTpuH.

He e uzcnenpano nanu ¢penodgudpaTsT nMa eekT BbpXy Apyrd aKTUBHU METa0OJIUTH Ha
CHUMBAacTaTHHA.

To4HUAT MEXaHU3bM Ha B3aUMOJEHCTBUE HE € u3BecTeH. Crope HaTUYHUTE KIMHUYHYU TaHHU
eexThT BhpXy HamamnsBaHeTo Ha LDL-C He ce cunTa 3a CTAaTHCTUYECKH 3HAYMMO Pa3InieH OT TO3U
MIPH MOHOTEpANMSITa ChC CUMBacTaThH, Koraro LDL—C e KOHTponupaH MpH 3aro4BaHe Ha JICYCHUETO.

MHOroKpaTHOTO IpHIIokeHne Ha cumBacTaTuH 40 mu 80 mg, KoeTo e Hall-BICOKaTa ChoOIaBaHa
J103a, HE BIIMSC BbPXY IUIA3MEHHUTE KOHIIGHTPauK Ha peHOPpUOpHUHOBATA KUCEIIMHA B CTAI[AOHAPHO
(steady state) chcTOsIHUE.

CrenyanHy nonyaanuu

Hocurenure va rera SLCO1B1 anen ¢.521T>C ca ¢ mo-aucka aktuBHOCT Ha OATP1B1. Cpennara
excriosurs (AUC) Ha OCHOBHUS aKTUBEH METa0OJINT, CHMBACcTaTUHOBA KucenuHa ¢ 120% npu
xetepo3urotaute Hocutenu (CT) na anena C u 221% npu xomozurotaute (CC) HOCUTETH CIIPSMO
Ta3| MMpHU MaIUeHTUTe, Kouto uMaT Hal-uectus renotun (TT). Cpen HacenenueTo Ha EBpora anensT
C e c gectora 18%. [Ipu nmarmmentu ¢ momumopdussm Ha SLCO1B1 chmiecTByBa puck OT MOBHUIIIEHA
€KCITO3UITUS Ha CUMBACTaTHH, KOETO MOXKE Ja JIOBEJIE JI0 MOBUIIICH PHUCK OT paboMuonn3a (BxK. Touka
4.4).

5.3 IIpeakJMHUYHU JaHHH 32 0€30MACHOCT

He ca npoBexpanu MpeJKIMHAYHE U3MTUTBAHUS 32 0€30MaCHOCT HAa KOMOMHAIMATA ¢ GUKCHPAHU 03U
Cholib.

Denogubpam
IIpoy4BaHuATa 32 OCTPAa TOKCHYHOCT HE MOKA3BaT CreM(pUIHA TOKCHIHOCT Ha (heHODHOpaT.

[Ipu TprMecevHO HEKJIMHUYHO M3MTUTBAHE BBPXY IUTBXOBE C IEpopalieH preM Ha GeHopuOpruHOBa
KHCEJIMHA - aKTUBHHS MeTa00IuT Ha (eHopUOpar, ca HaOII0JaBaHW TOKCHYHOCT 33 CKEIETHUTE
MyCKyJH (0coO0eHO oHe3Hd, OoraTtu Ha MUOQHUOpH OT ThH | -0aBHO OKCHIMpAIIN) U ChpIeYHA
JIeTeHepalysl, aHeMUsI ¥ HaMaJIeHHe Ha TeJIeCHOTO TEeTJIO PU HUBA Ha eKCTIO3UIus >50 mbTH
MO-BUCOKH OT €KCIIO3HIIUATA MIPU X0pa, BOJEIIA 10 CKeIeTHa TOKCUYHOCT U > 15 mbTH no-ronsma
OT €KCIIO3UIIMATA, BOAEIIA 10 KapANOMUOTOKCUYHOCT.

OO0OpaTuUMH S3BU M €PO3MU HA CTOMAIITHO-YPEBHUS TPAKT Ca HACTHITMIIU MPU Ky4yeTa, TPETUPAHU
B IPOABJ/DKCHUE HA 3 Mecella MPU SKCIIO3UIINU, KOUTO ¢a OMIIH OKOJIO 7 ITBTH KOJIKOTO
knanyHata AUC.

W3nuTBaHus 3a MyTareHHOCT Ha (heHO(UOPAT ca Jajii OTPHIIATEIICH PE3yJITar.
Ipu mIHX0BE U MUIIKH Y€PHOIPOOHH TYMOPH Ca YCTAHOBEHH B PAMKHTE Ha W3IMTBAHUS 32
KaHI[EpPOTeHHOCT, KOUTO C€ OTAaBaT Ha TepoKcu3oMHa nposudepanus. [Ipomennte ca crieruuaan

3a TpU3auu 1 He ca OWiy HaOJIoJaBaHu MPH APYTH BUIOBE MPU CPABHUMH HUBA Ha J103aTa. ToBa HiAMa
OTHOILIICHHUE 3a KIIMHUYHATA YIIOTpeba Ipu xopa.
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WznuTBaHMATA IPY MUIIKY, TUTHXOBE M 3aiIIM HE MTOKA3BaT TepaToreHeH eekT. EMOpruoTokcHIHH
edexTr ca HaOMIOIaBaHU B JTO3U B TMANIa30HA HA TOKCUYHOCT 32 MalKaTta. Y IbJDKEeH IreCTallmOHEH
MIEPUOJ U TPYIHOCTHU TIPU PAXKIAAHETO Ca HAOIIOIaBaHU TIPU BUCOKH JIO3H.

He ca ycranoBenu eektr BbpXy (pepTHIMTETA IPU HEKITMHUYHU TPOYYBAHHS 32 PEMPOTYKTHBHA
TOKCHUYHOCT, IIPOBecHU ¢ (peHopuOpaT. YcraHoBeHa e, obaue, oOpaTuMa XUIOCIEPMHUS

Y TECTUKYJIHA BAKyOJHU3aIUsl U HE3PENIOCT Ha SIMYHUIINTE B YCIOBHATA HA M3IMTBAHE 32 TOKCHYHOCT
IIPY MHOTOKPATHO MpHIOKeHHE ¢ heHOoDHOPHHOBA KHUCEIMHA NTPU MJIaJIH KydeTa.

Cumeacmamurn

Ha ocHoBaHue naHHUTE OT KOHBEHIIMOHAIHUTE MPOYYBAHUS [IPU >KUBOTHHU IO OTHOILIEHHUE Ha
(hapMakoIMHAMKKA, TOKCHYHOCT IIPU MHOTOKPATHO MPHJIOKEHUE, TCHOTOKCHYHOCT U
KaHIIEPOT€HHOCT, HE CE€ OYaKBaT JIPYTH PUCKOBE 32 MMalMeHTa, OCBEH TE31, KOUTO MOTaT J1a ObJaT
OTHOCEHH KbM (hapMaKOJIOTHYHUTE MEeXaHU3MH. [Ipr MaKcCHMaITHO TOHOCUMU JTO3U KaKTO MPH
IUThXOBE, TaKa M MPH 3allld, CAMBACTATHH HE PEIU3BUKBA Maj(popMalliy Ha IUI0/Ia ¥ HAMa ePEeKT
BBPXY (DepTHINTETA, PEPOAYKTUBHUTE (DYHKIIMKA U HEOHATATHOTO Pa3BUTHE.

6. DAPMAIIEBTUYHHU JAHHU
6.1 Choucbk Ha IOMOIIHHUTE BelIECTBA

HZ[DO Ha TabJeTKaTa:

byrunxunpoxcuanuzon (E320)

JlakTo3a MOHOXUApPAT

Harpues naypuncyndar

Humecre, npexenaTuHU3UPpaHO (IIAPESBUYHO)
Harpues noky3zar

3axapo3a

Jlumonena kucenuHa moHoxuapar (E330)
Xwumpomenosa (E464)

Kpocnosugon (E1202)

Marunesues creapart (E572)

Cunucunpana MEKPOKPUCTAITHA 11eTyJI03a (ChCTOU CE OT IIeyI103a, MUKPOKPHCTAITHA U CHITUIINEB
JIMOKCH/I, KOJIOHJICH O€3BOICH)
Ackopbunosa kucennaa (E300)

D1IMOBO HOKPUTHE:

[Monu(BuHMIIOB anmkoxou), yacTuuHO Xxunponusupad (E1203)
TurtanoB nuokcun (E171)

Tank (E553b)

JleunTnH (momyuen ot cos (E322))

Kcanranora ryma (E415)

Uepgen xeneseH okeup (E172)

6.2 HecbBMecTHMOCTH

Henpunoxxumo

6.3 Cpox Ha roaHOCT

2 TOOUHHA

6.4 Crnenuananm yca0BHs HA CbXpaHeHHUe
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Ha ce cexpanssa mox 30°C.

6.5 Bwuau cbabpxkaHne Ha ONMAKOBKATA

Al/ Alonuctepu

Coappxanne Ha onakoBkata: 10, 30 u 90 ¢puiaMupasHu TabJIETKH.

He Bcuuku BHIOBE OMaKoBKH MOrat Aa ObAaT IMyCHATH B Ipojaaxoa.
6.6 CrnenuajaHu npeanasHu MepKHU NP U3XBbPJIsiHE
HewunsnonsBanusT nexkapcTBeH NPOLYKT WIK OTHaIbUYHUTE MaTEpUaId OT HEro TpsioBa J1a ce U3XBBPIIST
B CBbOTBETCTBHUEC C MECTHUTC U3UCKBAHUS.

7. MNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA
Mylan IRE Healthcare Ltd

Unit 35/36 Grange Parade,

Baldoyle Industrial Estate,

Dublin 13

Hpnannus

8. HOMEPA HA PASPEHIEHUETO 3A YIIOTPEBA
EU/1/13/866/003-004

EU/1/13/866/006

9. JATA HA II'bPBO PAZPEHIABAHE/IIOJJTHOBSABAHE HA PA3PEHIEHUETO 3A
YIHOTPEBA

JlaTta Ha mBEpBO pazpemanane: 26 aryct 2013 r.
Jlata Ha mocieaHo mogHOBsABaHe: 16 mait 2018 r.

10. [JATA HA AKTYAJIMBUPAHE HA TEKCTA

IToapoOHa uHOpMaLKs 3a TO3M JICKAPCTBEH MPOAYKT € IMPeI0CTaBeHa Ha yeOcalita Ha EBponeiickara
areHIIMs 10 JiekapcTBaTa http://www.ema.europa.cu.

46


http://www.ema.europa.eu/

IMPUJIOKEHHME IT

MHNPOU3BOJUTEJI(N), OTTOBOPEH(HH) 3A OCBOBOK/IABAHE HA
IHAPTUIN

YCJIIOBUA NJIN OTPAHUYEHNS 3A TOCTABKA U YIIOTPEBA

APYT'U YCJOBUA U UBUCKBAHUSA HA PASPEIIEHUETO 3A
YIHOTPEBA

YCJI0BUA UK OT'PAHUYEHNSA 3A BE3OITACHA U EOEKTUBHA
YIHOTPEBA HA JIEKAPCTBEHMUSA ITPOAYKT
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A. NPOU3BOIUTEJI(M), OTTOBOPEH(HH) 3A OCBOBOX/IABAHE HA ITAPTU/IU

Hme n agpecC Ha HDOI/IBBOI[I/ITCJ'IH(I/ITC), OTFOBODCH(HI/I) 3a 0CB060)K)_'[aBaHe Ha MapTHuauTe

Mylan Laboratories SAS

Route de Belleville - Lieu-dit Maillard
F-01400 Chatillon-sur-Chalaronne
®paHuus.

b. YCJI0OBUA NN OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

HeKapCTBeHI/IﬂT MNPOAYKT CC€ OTIIYCKaA I10 JICKAPCKO MNPCAINCaHUC.

B. JPYI'M YCJIIOBUA U N3UCKBAHUSA HA PASBPEHIEHUETO 3A YIIOTPEBA
° Ilepuonn4Hu aKTyaJIN3MPaHH JOKJIAAH 32 0€30I1acCHOCT

[purexaTtensT Ha pa3pelieHueTo 3a ynorpeda TpsAOBa 1a moaaae MbPBUS IEPHOIUIECH
aKTyaJIM3MpaH JIOKJIa]] 32 0€30MacCHOCT 3a TO3H MPOIYKT B CPOK OT ILECT MECena CIIe
paspemaBaHeTo 3a ynorpeba. Briocnencrsue mpuTtexartensaT Ha pa3pelieHue 3a yrnorpeda
TpsI0Ba /1a MoJaBa NEePUOINYHN aKTyaTU3UPaHU JOKJIAIH 32 0€30MaCHOCT 3a TO3U MPOIYKT
CBITIACHO M3HMCKBAHMATA, IIOCOYCHHU B CIIHCHKA C pedepeHTHHTE 1aTh Ha EBpomneiickus cpio3
(EURD cnucsk), npensuaeH B wi. 1078, an. 7 ot upextusa 2001/83/EO u myGnukyBaH Ha
eBpoIeiickus yednopTai 3a JIeKapcTBa.

I'. YCJIOBUA NI OTPAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS TIPOAYKT

. Ilnan 3a ynpaBaenne Ha pucka (ITYP)

[TPY TpsbBa na n3BbHpPIlBa U3UCKBAHUTE ICHHOCTHU U JICHCTBHS, CBBP3aHH C TIPOCIICISIBAHE
Ha JIEKapCTBeHaTa 0€30IacHOCT, mocodeHu B ono0penus [1YP, npencrasen B Moayi 1.8.2 Ha
paszperieHneTo 3a ynorpeda, KakTo U IpY BCUYKH CJeIBaIIl ChITIaCyBaHU akTyaim3arun Ha [TYP.

Axryanmsupan [IYP Tps6Ba na ce monasa:
. 10 MCKaHe Ha EBpornelickara areHuus 1o JeKapcTBara;
. BUHArd, KOTaTo Ce M3MEHsI CUCTEMaTa 3a yIpaBJlIeHHE Ha PHCKa, OCOOCHO B pe3yiTaT
Ha [10JIy4aBaHe Ha HOBA MH(OpMALH, KOATO MOXE Ja JOBE/E 10 3HAYMMU IPOMEHH
B CbOTHOILEHHUETO II0JI3a/PHUCK, WU CIIe]l JOCTUTaHEe Ha BayKEH eTarll (BbB BPb3Ka C
npociensBaHe Ha JISKapCTBeHATa 0e30MaCHOCT MIIM CBEXIAaHE Ha PUCKA 0 MUHUMYM).

Axo nonaBaneto Ha [TAJIb u aktyanusupanero Ha [IYP cbBnagar, Te MOXe /1a ce mojaaaatr
€HOBPEMEHHO.
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ITPUJIOKEHHE I1I

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHH BBPXY OITAKOBKATA

50



JAHHH, KOUTO TPABBA A CBbABPKA BTOPUYHATA OITAKOBKA

BBHINIHA KAPTOHEHA KYTHUSA

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Cholib 145 mg/20 mg ¢punMupanu TabJCTKH
(henodubOpat/cuMBacTaTHH

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bcsika Tabnerka cpabpka 145 mg denodbubpar n 20 mg cCHMBacTaTHH.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

ChpIbpika: 1aKkTo3a, 3axapo3a, JeruThH (rmoxydeH ot cos (E322)), ceacer xwiro FCF (E110).

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIJHA OITAKOBKA

10 dwmmupanmu TabneTku
30 dhunmupanu TaOJICTKH
90 dhunMmupanu TaOJICTKH

‘ 5. HAYUH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXK/IAHE

[Ipenu ynoTpeba npoyerere JINCTOBKATA.
IlepopanHo npuiioxeHue

6. CIHEHUAJIHO TPEAYHPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSCTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TELIIA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICa.

‘ 7. APYI'U CHEIUAJIHU TPEAYIIPEXJIEHUS, AKO E HEOBXOANMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OJHOCT

T'onmen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

[a ce cpxpanssa mox 30°C.
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10. CIHENUAJHU NNPEAITASHU MEPKU ITPU N3XBBHPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

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

Mylan IRE Healthcare Ltd
Unit 35/36 Grange Parade,
Baldoyle Industrial Estate,
Dublin 13
Hpnannus

12. HOMEPA HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/13/866/001 10 ¢unmupanu TabaeTKu
EU/1/13/866/002 30 duamupaHu Ta0IeTKA
EU/1/13/866/005 90 ¢punmupanu TabneTKu

13. NAPTUJAEH HOMEP

ITapT. Ne

14. HAYMH HA OTITYCKAHE

JlexapcTBEHHUSAT MPOIYKT C€ OTITyCKa I10 JIEKAPCKO MPEIITHUCaHIE.

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA A3BBYKA

Cholib 145 mg/20 mg

‘ 17. YHUKAJIEH HIEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

</IByn3amepeH 0apKoj ¢ BKIIOYCH YHUKAICH HACHTU(UKATOP>

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

<PC: {Homep} [KoJ Ha MIPOAYKTa]

SN: {HOMep} [cepuen Homep]

NN: {Homep} [HammoHaIeH HOMEp 3a peuMOypCcHpaHe WIH IPYT HAIlMOHAJICH HOMEp, C KOUTO Ce
uaeHTU(GHUIMpPa JTEKaApPCTBEHUST MIPOYKT >
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MHUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPHU

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Cholib 145 mg/20 mg TabieTku
(henodubOpat/cuMBacTaTHH

‘ 2. NME HA IIPUTE/XKXKATEJISA HA PASPEHLIEHUETO 3A YIIOTPEBA

Mylan

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. INAPTUJIEH HOMEP

Lot

|5.  JIPYTO
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JAHHH, KOUTO TPABBA JA CBbABPKA BTOPUYHATA OITAKOBKA

BBHINIHA KAPTOHEHA KYTHUS

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Cholib 145 mg/40 mg puiMupanu TabJCTKH
(henodubOpat/cuMBacTaTHH

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bcsika Tabnerka cpabpika 145 mg denodbubdbpar n 40 mg cHMBacTaTHH.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

Copabpika: 1aKkTo3a, 3aXapo3a, JeruTHH (rmoxydeH ot cos (E322))

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIJHA OITAKOBKA

10 dwmmupanmu TabneTku
30 dhunmupanu TaOJICTKH
90 dhunMmupanu TaOJICTKH

‘ 5. HAYYH HA ITPUJIOKEHUE U ITbT(MIIMA) HA BBBEK/IAHE

[Ipenu ynoTpeba npoyerere JINCTOBKATA.
IlepopanHo npuiioxeHue

6. CIHEHUAJIHO TPEAYHPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSCTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TELIIA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICa.

‘ 7. APYI'U CHEIUAJIHU NPEAYIIPEXJIEHUSA, AKO E HEOBXOAUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OJHOCT

T'onmen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

[a ce cpxpanssa mox 30°C.
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10. CIHENUAJHU NNPEAITASHU MEPKU ITPU N3XBBHPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

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

Mylan IRE Healthcare Ltd
Unit 35/36 Grange Parade,
Baldoyle Industrial Estate,
Dublin 13
Hpnannus

12. HOMEPA HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/13/866/003 10 duamupaHu TadIeTKA
EU/1/13/866/004 30 ¢punmupanu TabIeTKH
EU/1/13/866/006 90 ¢punmupanu TabaeTKu

13. HAPTHUJIEH HOMEP

ITapT. Ne

14. HAYMH HA OTIIYCKAHE

.HeKapCTBeHI/I}IT MPOAYKT CC OTITYCKaA IO JICKAPCKO MPCANNCaHUC.

‘ 15. YKA3AHUMA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAIJIOBA A3BBYKA

Cholib 145 mg/40 mg

‘ 17. YHUKAJIEH TJEHTU®UKATOP — IBYU3MEPEH BAPKO/]

<JIBynm3amepeH 6apKoJI ¢ BKIIOYCH YHUKAICH HICHTH(HKATOP>

‘ 18. YHUKAJIEH NJEHTUO®UKATOP — JTAHHU 3A YETEHE OT XOPA

<PC: {Homep} [KOI Ha IPOMYKTA]

SN: {HOMep} [cepuen Homep]

NN: {HOMep} [HalmOHAIeH HOMEp 3a peuMOypCUpaHe WK APYT HAIIMOHAJICH HOMEp, C KOUTO ce
UICHTUDHUITPA JIEKAPCTBEHUAT MIPOIYKT >
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MHUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPHU

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Cholib 145 mg/40 mg TabiaeTKu
(henodubOpat/cuMBacTaTHH

‘ 2. NME HA IIPUTE/XKXKATEJISA HA PASPEHLIEHUETO 3A YIIOTPEBA

Mylan

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. INAPTUJIEH HOMEP

Lot

|5.  JIPYTO

56



Bb. JHUCTOBKA
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JIncroBka: nungopmanus 3a norpeduTeNIs
Cholib 145 mg/20 mg punmupann TadJeTKH

¢dbenodubpat/cuMBacTaTHH
(fenofibrate/simvastatin)

Hpo‘leTeTe BHUMATEC/IHO LAJATA JIMCTOBKA, IIPEAA 1A 3alI0OYHETE 1a U3I10J13BaTE TOBA
JIEKApPCTBO, Thil KATO TS CbABbPiKa BaKHa 3a Bac mlcl)opMaum{.

- 3amasere Ta3u JUCTOBKA. MoKe Ja ce HaJoKu Ja sl MpOYeTeTe OTHOBO.

- AKko MMare HSKaKBH JIONBIHUTEIIHUA BBIIPOCH, NTonuTaiite Bamus nexap wiu gapmarieBt.

- Tosa nekapcTBo € npeanucano auuHo Ha Bac. He ro npeorcrenBaiite Ha apyru xopa. To
MOJKE J1a UM HaBpeW, HE3aBUCUMO, Y€ TIPU3HAINUTE Ha TAXHOTO 3a00JISBaHE Ca CHIUTE KAKTO
Bamure.

- Ako mosiy4MTe HIKaKBH HEXEJIaHU peakiiuy, yBeaomere Bamus nexap win papmaiest. Tosa
BKITFOUBA ¥ BCHYKH BH3MOKHU HE)KEITAHU PEaKINU, HEONMCAHH B Ta3M JIMCTOBKA. BrkTe
ToukKa 4.

Kakso CbhbAbpPiKa Ta3u JIUCTOBKA

Kakgo npencraensasa Cholib 1 3a kakBO ce U3mon3Ba

Kaxkso Tps6Ba na 3Haere, npeau na npuemere Cholib

Kaxk ma mpuemate Cholib

BB3M0XHU HEKETaHU PEaKLUU

Kak na cexpansBare Cholib

ChbabpkaHue Ha OTIAKOBKATA U JIOMBIHUTEIHA HH(POPMAIIUS

A

1. Kaxkso npeacraBassa Cholib u 3a kakBo ce n3noszBa

Cholib cbabprka 1B pa3IMyHA aKTUBHU BellecTBa: eHoGUuOpar (MpUHAIJICKU KbM rpynaTa Ha T.Hap.
"¢hubpaTtu") U cumBacTaTHH (MIPUHAAJIEKN KbM TpynaTa Ha T.Hap. ""cratuHu"). U n1BeTe ce u3mon3par
3a HaMaJsIBaHE HA HUBATa Ha 00IIus Xonectepol, “momus” xonectepoi (LDL xomectepoin) u MacTHH
BEIIECTBA, HApeUeHH TPUTIHULIEPUIN B KPbBTa. B HombIHEHUE, U IBETE IOBUIIABAT HUBATa Ha
“nobpus” xonecrepon (HDL xonecrepon).

KakBo Tpsi0Ba 1a 3HaM 3a XoJiecTepoJia U Tpurpuuepuaure?

XO0NecTepoIrsT € €HO OT HAKOIKOTO MAaCTHH BEIIeCcTBa B KPBBTA. OOLIUAT XOJIECTEPOT CE€ ChCTOU
ocHoBHO oT LDL u HDL xonectepon.

LDL xonecTepoabT 4eCTO € HapuyaH ,,JIOUI* XOJIEeCTePO, Thil KAaTO MOXKE J]a CE HATPYIBA B CTCHUTE
Ha apTepuuTe U 1a oopasysa miaku. C BpeMeTo ToBa HATPYIIBaHE Ha IJIaKW MOXKE JIa JOBEE 10
3amyllBaHe Ha apTepUUTE.

HDL xomecTepoibT 4ecTo € Hapu4aH ,,JoOBDP** X0JIeCTEPOI, Thil KaTo TIoMara 3a IpeIoTBpaTsIBaHe
HATPYMBAHETO Ha ,,JIOMI* XOJIECTEPOII B apTEPUUTE U MPEATA3Ba OT ChPIACYHOCHI0BH 3a00IIBAHNA.

Tpurnuuepuanre ca Apyr BUJ MAaCTHU BEUIECTBA B KPbBTA. T€ MOrar Ja MOBUILAT PUCKA OT Pa3BUTHE
Ha ChPAEYHOCHA0BHU 3a00ISIBAHMS.

HpI/I MOBCYCTO XOpa B HAYAJIOTO HAMA IIPU3HAIU 34 HpO6JI€MI/I, CBBP3aHU € XOJIECTCPOJIa NI

TpUTTUICPUINTE. BalusT nekap Moxe J1a i3MEpH JIMITUINTE ¢ OOMKHOBEHO M3CIIe/IBAaHE HA KPHBTA.
PenoBHo nocemasaiite Bamus nekap, 3a 1a cIeAuTe HUBOTO Ha JIUITUIUTE.
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Cholib ce u3no3Ba Ipy BH3PACTHU ¢ BUCOK PUCK OT MPOOJIEMH, KAaTO HAIPUMEP UH(PAPKT U MO3bUYCH
MHCYJIT, IIPY KOUTO Hapes ¢ TOBa ca OBUILCHU HUBATa HA 2 BUJIa MACTH B KPbBTa (TPUTIIULIEPUIUTE
u LDL xonecrepona). Toii ce naBa, 3a 1a HAMaJIM TPUTVIMLEPUANTE U 1A TIOBUILHU JOOPHUS XOJIECTEPOIT
(HDL-xonecrepon), ciex kato gomusT xonectepoi (LDL-xonectepoi) Beue ce KOHTPOIHUPA ChC
CHMBACTaTHH, IIPHJIaTraH CaMOCTOSTEIHO B A03a 20 mg.

Tps0Ba na npoabKUTe OeTHATA HA MAa3HUHH JAUETA WM APYTUTE MEPKH (HanpuMep pU3HIecKu
yIpakHeHus1, oTciabBaHe) 1o Bpeme Ha JiedeHunero ¢ Cholib.
2. Kakso Tps6Ba na 3Haere, npeau Aa npuemere Cholib

He npuemaiite Cholib:

o aKo CTe aeprUYHH KbM (eHO(DHOpaT MM CUMBACTATHH M KbM HAKOS OT OCTAHAIIUTE
cheTaBku Ha Cholib (130poeHu B Touka 6)

o aKo CTe aJepPru4HU KbM QBbCTHIHU, PBCTHYCHO OJTHO, JICIIUTHH OT COSl UITK CBHP3aHHU BEHIECTBA

o aKo JIOKATO CTE B3EMAJIU JIPYTH JIEKAPCTBA CTE MMAJIU aJIeprHYHa PEaKIUsl WM YBPEKIaHE HA

KO)KaTa OT CIIbHUEBa CBETJIMHA WK Y B mpun (Te3u JiekapcTBa BKIIOYBAT APYTrH Gudparu u
MIPOTHUBOBB3MAIUTEIHO JEKAPCTBO HapedeHo "KeTorpodeH")

o aKo “MaTe NpoOIeMH ¢ YepHUS Ipo0 WK SKITBYHUS MEXYD.

. aKO MMaTe MaHKpeaTuT (Bb3MaJeHUe Ha TaHKpeaca, KOeTo MPeIu3BUKBA KOPEeMHa 00JIKa), KOETO
HE € IPUYMHEHO OT BUCOKH HMBA HA MAa3HUHH B KPHBTa
aKo UMaTe YMEPEeHH WIIH TEXKH MpodiieMu ¢ Ob0pennTe

. aKo MMaTe aHaMHe3a 3a Mpo0JIeMU C MyCKYJIUTE [0 BpeMe Ha JICUEHHUE 32 HaMaslsIBaHe Ha
HUBaTa Ha MACTHUTE BEIIECTBA B KPHBTA C HAKOE OT aKTUBHUTE BEIIECTBO HA TOBA JIEKAPCTBO
WIN C JPYTU CTaTHHU (KaTo HalpuUMep aTOpPBACTaTHH, [IPaBaCTaTUH WM PO3yBACTaTUH) WIN
¢ubpatu (kato Hampumep Oe3adudpat mmm reMpuopPO3NIT)

. aKo BeYe B3eMare CIAHNUTE JIEKapCTBa:
o JTlaHa30J1 (M3KyCTBEHO CH3/Ia/ICH XOPMOH 3a JIeYeHNEe Ha €HIOMETPHO03a)
o IUKIIOCTIOPUH (JIEKAPCTBO, KOETO YECTO C€ M3IMOJI3BA MPH MAI[UEHTH C TPAHCIUIAHTHPAHH
OpraHHu)
0 UTPaKOHA30JI, KETOKOHA30J1, (DIYKOHA30JI UK MOCAKOHA30.]1 (JIeKapcTBa 3a M’bOMYHH
WH(DEKITIN)
o XUWB nporea3Hu HHXUOUTOPH, KATO HAIIPUMED WHIAMHABUD, HEJIPUHABUDP, PUTOHABUD
Y CaKBHHABHUD (JIEKapCcTBa, M3MOJI3BaHu 3a jJeuenne Ha XWB uadexnus u CITMH)
o EPUTPOMUIIIH, KIAPUTPOMHUIIIH WM TETUTPOMHUIINH (JIEKapCTBa Cpelry OakTepraTHu
WHQEKIN)
o He(]az0m0H (JIekapCTBO CPEITy ASIPECHs)
. aKo Beue ce JICKyBaTe U IIe IPOAbKaBaTe JIEYCHNETO CH ChC!
0 ¢ubpar (namp. rempuOpo3uI)
o cTaTuH (JIEKapCTBO 32 HAMaJlIBaHE Ha HWBATa HA MACTHTE B KPHBTA, HAIPUMED
CHMBACTaTHH, aTOPBACTATHH)
. aKo CTe Ha Bb3pacT oA 18 roaunu
. aKo cTe OpeMEeHHA WIH KbPMHUTE

He B3emaiite Cholib, ako HAKOe OT TOpHHUTE ce OTHAcs 10 Bac. AKO He cTe CUTypHH B HEIIIO,
nonutaiite Bamms nekap wiu dpapMarnenT.

Ipenynpe:xnieHus v MpeanasHu MePKH

T'oBopere ¢ Bamms nekap nnu papmaneBt npeau na npuemete Cholib, ako:

° nMaTe HaMaJICHA aKTUBHOCT Ha IIUTOBHAHATA »KJI€3a (XI/IHOTI/IPGOI/I,I[I/I3’BM)
o npeacron Bu onepanus. Bb3moxHO € Ja C€ HAJIOXKU Aa CIIPETC 3a KPATKO BPEME IprueMa
Ha Cholib.
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. MUETE aJIKOXOJI B roJieMu KoiimdecTsa (moBeue ot 21 exuaumy ( 210 ml) yuct ankoxon

CEeIMUIHO)

o uMaTe rpbJaHa 0OJKa M 4yBCTBATe 337yX. ToBa MOXKE /1a ca MPU3HAIY Ha KPBBEH ChCUPEK
B Oenmst Bu qpo6 (6enmoapodHa emOomst)

. “MaTe TEXKO 0emo1poOHo 3a00IsIBaHe

o nmate 0p0pedHo 3a0osaBaHe

. Bue win Bam 61r3bK pogHrHA BMa IPOOIIEMHU ¢ MYCKYJTUTE, KOUTO CE TIpeiaBat 1o
HACJIEICTBO B CEMEICTBOTO

. B3eMaTe WX Tpe3 TOCIEAHUTE 7 THH CTE B3eMalH JIEKapCTBO, HApeUeHO (Py3uI0Ba KUCeInHA

(;mexapeTBO cpelty OakTepuanHa HH(EKLs)

AKo HAKOE OT TOpHUTE ce oTHacs 10 Bac, roBopere ¢ Bamms nexap unn hapManest, npenu 1a
npuemare Cholib. Ako He cTe cUrypHHU B Hello, onuTaiTe Bammst gekap nin ¢papmanesT.

Cw1io Taka, nHpopmupaiite Bammis nekap win ¢papMaieBT, ako IMaTe MyCKyJIHa cabocT, KOsITO €
nmoctosiHHa. Moxe J1a € He0OXO0IUMO MTPOBEXKIAHETO HA JIOTBIHUTEITHH W3CIIeIBaHUS U PUEM Ha

JAOII'BJIHUTCIIHU JICKAPCTBA 34 JUArHOCTHUKA U JICHCHUC HAa TOBA CHCTOSAHUC.

Bammsr nexap TpsioBa 1a Bu HanpaBu n3cieaBaHe Ha KpBBTa, MIPE/H J1a 3all0YHETE 1a IpreMare
Cholib. ToBa ce mpaBwu, 3a Aa ce yCTaHOBH Jaiii YepHUAT Bu 1pob dyHKIHOHUpa 100pe.

Bb3morkHo € BamumsT nekap aa noxenae 1a Bu HanpaBu u3cieaBaHe Ha KPbBTA, 3a Jia IPOBEPHU AU
uepHUAT Bu 1po6 ¢pyHKIMOHMpa 100pe ciiex kato cre 3anoyHany aa nmpuemate Cholib.

Joxkaro mpuemMare ToBa JIeKapCTBO, BammsT nekap 1mie ciaeau BHUMATEIIHO ChbCTOsSHUETO By, B cirydait,
4e cTpajiaTe OT AuadeT Wik UMa PUCK Ja pa3BueTe quader. Bp3MOXKHO € 1a mMa PHCK OT pa3BUTHE
nuaber, ako MaTe BUCOKM HHUBA HA 3aXap ¥ Ma3HWHU B KPHBTa CH, aKO CT€ C HATHOPMEHO TETI0

1 UMAaTC€ BUCOKO KPBBHO HAJIATAHE.

Bamusr nexkap moxe na Bu HanpaBu u3ciieziBane Ha KpbBTa, 3a 1a IpoBepu BamunTe myckynu npenu
U CIIE€]l 3aII0YBAHE Ha JICYEHUETO.

Jleua v roHOIIH

Cholib He TpsiOBa na ce maBa Ha Aena U IOHOWIH (Ha BB3pacT nof 18 roauHm).

Apyru aexapcrea u Cholib

M3kmounTenHo BaxXHO € Ja nHdopmuparte Bamms gekap win hapmManesT, ako mpuemate, HaCKopo
CTe TpHEMaJIH WM € BE3MOXHO J1a TIpHeMare JIpyTH JekapcTBa. ToBa ce OTHACS U JI0 JISKapCTBa,

OTIIyCKaHN 0e3 penucnra, BKIITOYUTCIIHO OUIKOBH JICKapCTBa.

Hudopmupaiite Bamms mekap win GpapMaieBT ako mprueMaTe HIKOE OT CICIHUTE JICKapCTBa:

o JlaHa30J1 (M3KYCTBEHO Ch3aJieH XOPMOH 3a JIeYEHHE Ha €HAOMETPHO03a)

. LUKJIOCIIOPUH (JIEKapCTBO, KOETO YECTO CE U3II0JI3BA IIPH MALMEHTH ¢ TPaHCIUIaHTUPaHU
OpraHu)

. HUTPAaKOHA30J1, KETOKOHA301, (hJTyKOHA30J1 K II0CAKOHA30.1 (JIeKapcTBa 3a I'bOMYHU MH(EKIIIH)

. XUB nporeazHy MHXUOUTOPH, KATO HAIIPUMED UHIIUHABUD, HeNI(UHABHUD, PUTOHABHUP U
CaKkBUHABHp (JIEKapcTBa, U3Moa3BaHu 3a jedenue Ha XUB undexuns n CIINH)

. EPUTPOMHULIUH, KIAPUTPOMHLINH WM TEIMTPOMULIMH (JIEKapCTBa Cpelry OaKTepuamHu
UHQEKIHN)

. He(a3z0I0H (JIEKapCTBO CPeLLy ACTPecusi)

. ¢ubpar (aamp. penopudpat, rempudpo3m)

. CTaTUH (HanmpuMep CUMBACTaTHH, aTOPBACTATHH)
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He B3emaiite Cholib, ako HsIKOE OT TOpHUTE Ce OTHACS 0 Bac. AKo He CTe CUTYPHH B HEIIO,
nonuTaiTe Bammws mekap winm GapmanesT.

[To-crieruanuo, kaxxete Ha Bammst nexap win ¢apMareBT aKo B3eMaTe HIKOE OT CIICHUTE JISKapCTBa
(npuema Ha Cholib ¢ KoeTo U 1a € OT Te3H JIEKapCTBa MOJKE J1a MOBHILN PUCKA OT MYCKYJIHU
po0JIeMu):

° BHCOKH JTO31 OT Hali-MaKo 1 rpaM JHEBHO Ha HAANWH (HUKOTHHOBA KUCEIMHA) WU JICKapCTBa,
ChABPIKAIIM HUAIMH (JISKAPCTBO 32 HAMAJIIBaHE HUBOTO HA MaCTHTE B KPHBTA)
° KOJIXUIMH (JIEKapCTBO, U3IOJI3BAHO 32 JICYCHUE Ha 1o/1arpa)

He npuemariite Qy3uaoBa kucennHa (JIeKapcTBO cpelly OakTepraiHa HH(EKIHs), TOKaTO MpUeMaTe
TOBA JICKAPCTBO.

KakTo u npu JiekapcTBara, u30poeHHU o-rope, uHpopmupaiiTe Bammus jiekap wiu GpapMaieBT ako
MpHeMaTe WM HACKOPO Ce MPUEMAITH HIIH € Bb3MOXHO J1a TPHEeMaTe HIKOE OT CIICHHUTE JIEKapCTBa:

o AHTHUKOAryJIaHTH, KaTO HaTnpuMep BappapuH, QIyHHAHOH, GESHIPOKYMOH MIIH alleHOKYMapoil
(JlekapcTBa, KOUTO MPEOTBPATABAT 00Pa3yBaHETO HA KPHBHH CHCUPEITH)

. MTUOTJIMTA30H (CHEIM(UYEH KITac JIeKapCcTBa 3a JIeYeHre Ha quader)

. prudaMmuIKH (JeKapcTBO, U3MOA3BAHO 3a JICUCHUETO Ha TyOepKyio3a)

Axo HsIKOE OT TOpHUTE ce oTHacs 110 Bac, roBopere ¢ Bamms snexap unu dapmanest, Ipean 1a
npuemate Cholib. Ako He cTe CHTYpHH B HEIllo, monuTaiTe Bamms nekap wim dapManiesT.

Cholib ¢ xpaHa 1 HAMTKHU

CoKbT OT TpelndpyT ChIbPIKA SIUH WIH OBEYEC KOMIIOHEHTA, KOUTO MPOMEHST HA4YWHA, TI0 KOWTO
opraum3msbT usmnois3ea Cholib. He koncymupaiite cok ot rpetingpyt ¢ Cholib, Thii kaTo TOBa MOXeE
Jla TIOBHIITM PHCKA OT MPOOJIeMU ¢ MycKyiuTe Bu.

BbpeMeHHOCT 1 KbpMeHe

o He npuemaiite Cholib ako cTe OpemeHHa, onuTBarte Aa 3a0peMeHeeTe WM MUCIUTE Ye MOXKe Ja
cre OpeMmeHHa. Ako 3a0pemeHeete mokato nmpuemate Cholib, He3abaBHO cripeTe Aa ro B3eMare 1
ce cBbpkeTe ¢ Bamus nekap.

. He npuematite Cholib ako kepMuUTE WK TIaHUpPATE Ja KBPMHATE 0€0€TO CH, ThH KaTo He
€ M3BECTHO JaJIi TOBA JIEKAPCTBO PEMHUHABA B KbpMaTa.

AKo cte OpeMeHHa W KbPMHTE, CMATATe, U¢ MOXKE J1a CTe OpeMeHHa WIH IUIaHupaTe OpeMEHHOCT,
MOChBETBalTE ce ¢ Bamms iekap wim ¢apManeBT npeau ynotpedaTa Ha TOBa JICKAPCTRO.

Ilodupane u padoTa ¢ MAIIUHU

He ce ouakBa Cholib na 3acerne cnmocoonoctra Bu na modupare unu paboTUTE ¢ HHCTPYMEHTH HITH
MmamuHy. TpsiOBa obaue fa ce uMa Mpes BUJ, Y€ HAKOM XOpa IoIydaBaT 3aMaiBaHe clie/l IpueMa Ha
Cholib.

Baxxna nndopmanus 0THOCHO HSIKOU OT cheTaBkuTe Ha Cholib

Cholib cbabpska BUIOBE 3axapH, KOMTO CE HApHUaT JIaKTo3a U 3axapo3a. Ako Bammsar nexap Bu

€ Ka3aj, 4ye UMaTe HEMOHOCUMOCT KbM HSIKOM 3axapH, ToBopeTe ¢ Bamms iekap npeau fa npuemare

TOBA JICKApCTBO.

Cholib cbabpxa coeB JIEUTHH. AKO CT€ alepruuHi KbM (bCTHLH, COSI WK (PbCTHYEHO OJINO,
He usnossBaiire Cholib.

Cholib cpabpxa cwHceT xbaTO FCF (E110), KOETO MOXKE 12 IpeTn3BUKA alleprUuHU PEeaKIny.
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3. Kaxk na npuemare Cholib

Bunaru npuemaiite ToBa JI€KapcTBO, TOYHO KakTo Bu e kazan BammsaT nekap wim papmareBt. Ako
HE CTe CUTYpPHH B HEIlo, onuTaiite Bamus nekap wnu gpapmariesT.

Bamusat niekap 1ie onpeaeny noaxoAsinus 3a Bac Bua TabieTKu B 3aBUCUMOCT OT ChCTOSIHHETO BH,
TekyloTo Bu ieuenue u inunus Bu puckos cratyc.

OOunualinaTa no3a € eqHa TableTka JHEBHO.

Moxere na npuemate Cholib cbc unm 6e3 xpaHa.

I'nmeTHETE TAbNETKATA C Yallla BOJA.

He pasrpomasaiite 1 He 1pBUETE TaONeTKATA.

Tpsi0Ba ga npoxbkuTe OemHATA HA MAa3HUHU TUETA UK IPYTUTE MEPKH (HarpuMmep pU3NUECKH
yhpakHeHus1, oTciabBaHe) o BpeMe Ha jedeHuneto ¢ Cholib.

AKO cTe IpueJn moBeve oT HeoOxoamMmaTa 103a Cholib

AKo cTe rpuenu nmosede oT HeoOxoaumara go3a Cholib mmu ako qpyr 4oBek e B3en Bamrero
JeKapcTBO, nHGopMupaiTe Bamvs jgekap uiau hapMarieBT WU ce CBhPIKETE ¢ Hal-OJin3karta OOTHHIIA.

AKko cte nponycHaau a1a npuemere Cholib

He B3emaliTe nBoiiHa /103a, 3a Jja KOMIIEHCHpATE MPOIyCHaTaTa TadyeTka. Bzemere cieapaiarta
TabJeTKa Ha CieABalys JeH B o0nuaiiaus 3a Bac yac. Ako ToBa Bu 6e3nokou, roBopere ¢ Bamus
nexap win papmaresr.

AKO UMaTe HSIKaKBU IOIBIHUTEIHN BBIIPOCH, CBBP3aHH C YIIOTpeOaTa Ha TOBa JICKAPCTBO, MOMHUTAaNTEe
Bamus nexkap wnu gapmMarieBT.

4. Bb3MOKHU HEKeJIaHU peakiun

Kakro Bcnuku nekapctBa, Cholib Moxke 1a pen3BrKa HeKellaHU PeakLH, BHIIPEKH Ye HE BCEKU TH
T10JTy4aBa.

o HeobscHuma MmyckyinHa 6oska, 00J1€3HEHOCT MM c1ab0CT MOXKe Jla ca IPU3HALM Ha pa3maj Ha
myckynute. Ilopagu ToBa, MoJisi, cCBEpKeTe ce He3abaBHO ¢ Bamust jgekap, ako MOIy4nuTe HIKOH
OT Te3U cUMNTOMH. ToBa € Taka, 3al[0TO ChUIECTBYBAT PEAKH CIy4yal Ha CEPUO3HH MYCKYJTHU
Ipo0JIeMH, BKJIIOUUTENHO Pa3lal] MyCKyJIUTe, KOETO BOAHU /10 YBpeXaHe Ha Ob0penure U B
MHOTI'0 PEAKH CIIydau € HacThliBaja CMbPT. B cpaBHeHue ¢ GpuOpaT miu CTaTUH MOOTAEIHO,
PHUCKBT OT pasnaj Ha MyCKYJIUTE € IT0-BHCOK, KOTaTO TE3H JIBE JIEKapCTBa Ce B3eMaT 3a€HO,
karto mpu Cholib. Toif e mo-BUCOK MpH KEHU U TP MAKEHTH HA Bb3pacT 65 TOJMHU HIIH
IIOBEYE.

Hsxou manueHTH ca MoaydYuiIu CICTHUTE CEPUO3HH HEKENIAaHU PEAKIINH, JOKATO Ca PUEMAITH
(dhenoduOpar nnmM cuMBacTaTuH (IBeTe aKTUBHM ¢heTaBku Ha Cholib):

L PEAKIIUUTE HA CBPBbXUYYBCTBUTCIHOCT (aneerqHH peaKum/I) BKJIFOYBAT IMOAYBaHE Ha JIMIIETO,
€3UKa 1 I'bPJIOTO, KOCTO MOXKC [d MPUYNHU 3aTPYJAHCHO JUIIIAHEC (aHFI/IOG,I[eM) (pC,I[KI/I)
L4 CCPUO3HA AJICPIrUIHa PCAKLUA, KOATO MOXKC 1a MIPUYINHU 3aTPYAHCHO JUIIAHC UJIN 3aMadHOCT

(anadwumakcus) (MHOTO PEIKH)PEaKIMK HA CBPBXUyBCTBUTEITHOCT KbM Cholib ¢bc cumnromu
KaTo HarpumMep: OOJIKHM WJIM Bh3MaJICHUE Ha CTABUTE, Bh3MAJICHHE HA KPhbBOHOCHUTE ChIOBE,
HeoOWYaifHa TosiBa Ha KPbBOHACSIaHUS (CUHUHH ), KOKHA OOPHBH WJIH ITOTyBaHE HA KOXKaTa,
KOITPHBHA TPECKa, MOBUIIIEHA YYBCTBUTEIHOCT KbM CITBHIIE, BUCOKA TEMIIEPATypa, 3a4epPBsIBaHE
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Ha JINIETO, HEOCTUT Ha BB3IyX U 0010 Hepa3MoJI0oKeHUE, JIYITyC-TT000H0 3200 IBaHe
(BKIJIFOUBA OOpWB, CTABHM HAPYIIECHUS U €(heKTH BbPXY OCIIUTE KPHBHU KICTKH)

o KpaMIi WK 00JIE3HEHH, HAPETHATHY U OTCIa0CHH MYCKYJIH - TOBa MOJKE JIa ca IPU3HAIN
HAa MYCKYJIHO BB3MaJICHUE WM pa3mnaj, KOSTO MOXeE Jla MPUYHHU YBPEXKIaHe Ha ObOpenuTe
U JIOPH CMBPT

o CTOMAIITHHU OOJIKH - TOBa MOYXeE Jla € MPU3HAK, Ye MaHKpeachT Bu e Bb3maneH (MaHKPEaTHT)

o 0O0JIKH B TPBIHMS KOIII M YYBCTBO HA 33/yX - TOBA MOXE Ja Ca MPHU3HAIM HA KPBBEH ChCUPEK
B Oenmst Bu apo6 (6enmoapobra emOomst)

o 00JKa, 3auepBsIBaHE WM [TOyBaHEe HA KpaKaTa - T€ MOXeE Ja ca IMPHU3HAIM Ha KPBBEH ChCHUPEK
B Kpaka (IbJI00Ka BeHO3HA TPOMO03a)

o MOXBITSBAHE Ha KOKaTa U OSITOTO HA ounTe (KBITEHNIIA) WM TIOBUIIaBaHe Ha HUBATa Ha

YepHOIPOOHHTE EH3MMH - TOBAa MOJXKE JIa ca MPU3HALM Ha BH3MAJICH YepeH APo0 (XermaTuT
1 YepHOIpoOHa HEOCTATHYHOCT)

o MOBHIIICHA YYBCTBUTEITHOCT Ha KOXkata B KbM cTbHYEBA CBETIIMHA, KBAPIIOBU JIAMITU MIIH
coJapuyMu

AKXO TOJTyYHTe HAKOS OT H30POCHHTE /IO TYK CEPUO3HH HEXKEIIAH! PEaKIUH, CIIPETe J1a IpHeMaTe
Cholib 1 nadopmupaiite He3abaBHO Bamust gekap uiau oTHAETE B CIICITHOTO OTACICHUE B

Hal-Oimm3kara 1o Bac GomHunna - Moxke na Bu Ob11e HeoOX0auMa CIIEIHa MEAUIIMHCKA ITOMOLII.

Hsikon nanyeHTH ca Mogy4riin CICIHUTE CEPUO3HU HEXeNlaHH peakluy, JokaTo ca npuemainu Cholib,
(denoduOpar WM CUMBACTaTHH:

MHoOTr0 YecT He)KeJIaH! peakiuu (MOXKe 11a 3acerHaT mosede ot 1 Ha 10 mymmm):

. MMOBUITIABaHE HA KPHBHUTE HUBA HA “KpeaTHHUHA™ (BEIIECTBO, KOETO CE OTACIIA IIpe3
0BOpenuTe)
o MOBHUIIIaBaHE HA KPBBHUTE HUBA HA “XOMOIMCTEHHA” (TBBP/IE TOJIEMH KOJIMYECTBA OT Ta3H

AMHHOKHUCEJIMHA B KPBbBTA Ca CBbP3aHH C IIOBUIIECH PUCK OT UCXEMHUYHA 00JIEeCT Ha ChPLETO,
MO3BYCH yJIap 1 OonecT Ha nepudepHUTe ChJIOBE, BHIIPEKH, Y€ MPUUYNHHO-CIIE/ICTBEHA BPh3KaTa
HE € YyCTaHOBEHA U 0 MOMEHTA)

YecTu HexxeaHU peakiuu (3acsarar 10 1 Ha 10 gymmm):

MTOBHUIIICH OpOil Ha TPOMOOITUTHTE B KPHBTA

MTOBUITIICHN CTOMHOCTH HA YSPHOAPOOHUTE (PYHKITMOHAHN TTOKA3aTeIH (TpaHCAMUHA3H)
XPaHOCMHJIATEITHA CMYIIEHHS (CTOMANIHU OOJIKH, TaJieHe, TIOBPBIIaHe, JUaphs U ra3ose)
I/IH(beKHI/H/I Ha TOPHUTE NUXATCIIHU II'bTUILA

Heuectu Heskenanu peakiuu (3acsarat 1o 1 Ha 100 mymmm):

MPOOJIEMU C MYCKYITUTE

KaMbHH B JKJTbYKATa

00puBH, CHPOEXK, UEPBEHHU IIETHA 110 KOXKaTa
riaBobonme

CeKCyaJlHU Ipo0IeMH

Penxu Hexxenanu peakiuu (3acarar no 1 Ha 1 000 gymrm):

HaMaJjieH Opoil Ha YepBEHUTE KPHBHU KJIICTKHU (AaHEMFSI)

U3TPBIIBAHE WU C1a00CT B PHIETE U KpaKaTa

00BpKaHOCT

YYBCTBO Ha 3aMastHOCT

YyBCTBO Ha MpeyMopa (aCTCHHS)

MOBHIIIABaHE Ha “‘ypesTa” - MPOU3BEKIA Ce OT OBOPEIUTE - YCTAHOBSIBA CE C U3CIICIBAHUS
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o MOBHUIIIaBaHE HA “‘TaMa-TIyTaMui TpaHcdepazaTa” - IPOU3BEKAA CE OT YEPHHUS
Ipo0 - yCTaHOBSIBA CE C U3CIIEIBAaHUS

o MOBHUIIIaBaHE Ha “‘ajkaiHara ¢ocdaTaza’ - HPOU3BEKAA CE OT XKIIbYHATA CHUCTEMA - YCTAHOBSIBA
ce C U3CIeIBaHNA

. MMOBHUIIaBaHe Ha “KpeaTwH (pochokmHazaTa” - MPOU3BEXK A C€ OT MYCKYJIUTE - YCTAHOBSBA CE
C M3CIeIBaHuUs

. HaMaJIIBaHE Ha XeMOTJIOOWHA (KOWTO MpeHacs KHCIopoJa B KpbBTa) U OETUTE KPHBHU

KJICTKHU - YCTAaHOBsIBA CC€ C U3CJICABAHUAA.
TPYAHO 3aCIIUBAHC

Jioma maMeT UJin 3ary6a Ha 1maMECTTa

Kocommazg

3aIiCK

JAUCIICTICHUA (HapymeHI/Ie Ha XpaHOCMI/IJ'IaHeTO)

CJ'ICI[HI/ITC HCXCJIaHHU JICKAPCTBECHHU PCAKIIMHA CC C’BO6H_IaBaT, HO 9€CTOTAaTa MM HC MOXKE J4a CC OoNpEaACIn
OT HaJIM4YHaTa I/IHd)ODMaI_II/I}I (C HCHU3BECTHA I-IeCTOT.':l):

o TEXBK aJIEPTHUCH KOXKEH 0OpPHUB ¢ MEXYPH
YCIIOKHEHUS OT KAMBHH B JKITbUYKaTa, KATO HAIPUMEP KOJIHMKH MOpaay KaMbK B KITBYHUTE
KaHaJIH, MHQEKIUH Ha )KIIbYHUTE KaHAIN WIH SKITBYHUI MEXyp
3axapeH auadeT
€PeKTUITHA TUCQYHKITHSI
YYBCTBO HA IMIOTUCHATOCT
Hapymi€HUA Ha CbHs, BKIIIOUUTCIIHO KOIMapu
ocobeHo OenoapoOHO 3a00MsBaHe ChC 3aTPYTHEHO TUIaHE (HAPEUSHO WHTEPCTUIATTHA
OemopoOHa Oomect)
MYCKYJIHA CJ1a00CT, KOSITO € TIOCTOSTHHA
. MOBUIIABAHE HA “TJIMKHUPaHHs XEMOTJIOOMH” ¥ HHBaTa Ha KpbBHATA 3axap - (MapKkepu
3a KOHTPOJI Ha KpPbBHATA 3axap MpH 3axapeH JuadeT) - OTKPHBa Ce Ype3 M3CIIeABaHHS

Chol0maBaHe Ha HesKeJIAHH peaKIMU

AKO TIOITyuHTe HSIKaKBU HEXKEJaHH JICKapCTBEHH PEakIiy, yBejoMere Bammus nexap wimu gpapmarnesnT.
ToBa BKIIIOUBAa BCUUKH Bb3MOKHH, HEOIMCAHU B Ta3H JIMCTOBKA HEXENaHU peakiuu. MoxeTe ChIIo
Jla ChOOITUTE HEXKEJIaHU PEaKIUK TUPEKTHO Ype3 HallMOHATHATA CUCTEMa 33 ChOOIIaBaHe, MOCOYCHA
B [Ipumoxxenne V*. KaTto cpo01iaBaTe HeXxelaH! peakilni, MOXKETe /1a Aa/leTe CBOsI IPUHOC 32
MoJTyyaBaHe Ha MoBeue MH(pOpManusa OTHOCHO 0€30MaCHOCTTa Ha TOBA JIEKapCTBO.

5. Kak na cexpansiBate Cholib

[a ce cbxpaHsiBa Ha MSICTO, HEJOCTHITHO 32 AeIa.

He u3nonsBaiite Cholib cien cpoka Ha rogHOCT, 0TOEINIsA3aH BHPXY KapTOHEHATa ONAKOBKa U OJucTepa
cnen cekpaniennero "T'oneH 1o:/EXP". CpokbsT Ha TOAHOCT OTTOBaps HA MOCIETHUS JIEH OT
MTOCOYEHUS MECEIl.

[a ce cpxpanssa mox 30°C.

He u3xBbpisiiTe nekapcTBaTa B KaHAJIU3AIMATA WM B KOHTEHEPA 3a JOMAIIHU OTHaAbIIH.

Ilonuraitte Bamms (I)apMaLleBT KakK 1a U3XBBPJIATE JICKAPCTBATA, KOUTO BEYC HC U3IOJI3BATC. Te3n
MCPKHU IIC CTIOMOIrHAT 3a OIIa3BAHC HA OKOJIHATA Cpeaa.
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6. Cumpmarme Ha OIMIAKOBKATa U JO0II'bJIHHUTEIHA I/lll(l)OpMalII/lﬂ

Kakso cbabp:xa Cholib

AKTHBHHTE BeliecTBa ca peHopudpaT u cumBacTaTuH. Besika Tabnerka chabpika 145 mg

(dhenodudpar u 20 mg cuMBaCTaTHH.

Hpyrure cbcTaBku ca:
Snpo Ha Tabnerkara:

oyrmixuapoxcuaanzon (E320), makro3a MOHOXUIpAT, HATPUEB JIaypuIIcyidar, mpeKeTaTHHU3UPAHO
(IapeBUYHO) HUIIIECTE, HATPHUEB JIOKYCAT, 3aXapo3a, JIMMOHeHa kucennHa Monoxuapat (E330),
xumnpomenosa (E464), kpocriosugon (E1202), maruesues cteapar (E572), cunucunupana
MUKPOKPHUCTAITHA TIeTTy103a (ChCTOM C€ OT MUKPOKPHUCTAITHA [IeTyJI03a U KOJIIOUIEH, 0€3BOICH
CHWIIMIIMEB AUOKCHU],), ackopOuHoBa kucenuna (E300).

DUIMOBO OKPUTHE:

YaCTHYHO XHIpOonu3upaH noiu (BuHmioB ankoxon) (E1203), tutanos auokeun (E171), rank (E553b),
nenuTyH (mony4deH ot cos (E322)), kcantanosa ryma (E415), uepsen xenesen auokcun (E172), xwat
seneseH okcua(E172), ceucer xbato FCF (E110).

Kak n3rue:xxna Cholib n kakBo cbabp:ka OaKOBKATA

Ounvupanara Tabnerka (TabieTka) € oBamHa, JBOWHOM3IIbKHAIA, 0€)KOBa Ha IIBST
¢ pasmepu 19,3 x 9,3 mm, cbc ckocern ppoOoBe u ¢ Haamuc 145/20 ot exHaTa cTpaHa U C JIOTOTO

na Abbott & or npyrata crpana. TabmeTkure ce mpeiaraT B KapTOHSHH KYTHH ¢ OJINCTEpH,
ceappxarmy 10, 30 mwiu 90 TabiaeTky.

He Bcwuku BHIOBE ONAaKOBKY MOTaT J1a ObIaT ITyCHATH B MPOIakoa.

IIpurtexaTes Ha pa3pelIeHHeTO 3a yIOTPeda M MPOU3BOIHTE

ITpuTeskaTen Ha pa3pelIeHHETO 32 yHOTpeda:
Mylan IRE Healthcare Ltd, Unit 35/36 Grange Parade, Baldoyle Industrial Estate, Dublin 13 -

Upnanaus
IIpousBoauTes:

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

®paHnus.

3a JOIIBJIHUTCIIHA I/IHCI)OpMaLII/IFI OTHOCHO TOBa JICKAPCTBO, MOJII CBBPIKETC CC C JIOKAITHUA
MNPpEACTABUTCII HA IPUTCIKATECIIA Ha PAa3pCHICHUCTO 3a yHOTp€6aZ

Belgié/Belgique/Belgien
Mylan EPD sprl-bvba
Tel/Tél: +32 2 658 61 00

Bbnarapus
Maiinan EOO/]
Ten.: + 359 2 4455 400

Ceska republika

BGP Products Czech Republic
S.I.0

Tel: +420 222 004 400

Danmark
BGP Products ApS

Ireland
Mylan IRE Healthcare Ltd
Tel: +44 (0) 1707 853000

island
Icepharma hf.
Simi: +354 540 8000

Italia
BGP Products S.r.l.
Tel: +39 (0)2 612646921

Kvmpog
Bapvafog Xotinmavaynig Atd
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Norge
Mylan Healthcare Norge AS
TIf: + 47 66 75 33 00

Osterreich
BGP Products Ges.m.b.H.
Tel: +43 189124 -0

Polska
Mylan Healthcare Sp. z o.0.
Tel: +48 22 546 64 00

Portugal
BGP Products, Unipessoal, Lda.



TIf: +4528 11 69 32

Deutschland
Mylan Healthcare GmbH
Tel: +49 511 4754 3400

Eesti

BGP Products Switzerland GmbH

Eesti filiaal
Tel: + 372 6363052

EALGoo

BGP ITPOIONTA M.E.ILE.

TnA.: +30 210 9891 777

Espaiia

Mylan pharmaceuticals S.L.

+34 91 669 93 00

France
Mylan Medical SAS
Tél: + 33 (0)1 56 64 10 70

Hrvatska
Mylan Hrvatska d.o.o.
Tel: + 385 (0)1 2350 599

JlaTa Ha mocJeaHo pepasriekaaHe Ha ductokata {MM/I'TTT}.

(Varnavas Hadjipanayis Ltd)
TnA: +357 22207700

Latvija
BGP Products SIA
Tel: +371 67 605 580

Lietuva
BGP Products UAB
Tel: +370 52 051 288

Luxembourg/Luxemburg
Mylan EPD sprl-bvba
Tel/Tél: + 322 658 6100

Magyarorszag
Mylan EPD Kft
Tel: +36 1 465 2100

Malta
Galepharma Ltd.
Tel: +356-21-22 14 22

Nederland
Mylan Healthcare B.V.
Tel: +31 (0)20 426 33 00

JApyru n3rouyHuny Ha nHGopManms

Tel : +351 214 127 256

Romaénia
BGP Products S.R.L.
Tel: +40 372 579 000

Slovenija
GSP Proizvodi d.o.o.
Tel: +386 (0) 123 63 180

Slovenska republika
BGP Products s.r.o.
Tel: +421 2 4020 38 00

Suomi/Finland
Mylan Finland Oy
Puh/Tel: +358 20 720 9555

Sverige
BGP Products AB
Tel: +46 8 555227 07

United Kingdom
Mylan Products Ltd
Tel: +44 (0) 170 785 3000

ITonpoOHa uHOpMaLKs 3a TOBA JIEKApCTBO € IpeaocTaBeHa Ha yeOcaiiTa Ha EBpornelickara areHIus
1o JeKkapcTBaTa: http://www.ema.europa.cu.
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JIncroBka: nungopmanus 3a norpeduTeNIs
Cholib 145 mg/40 mg punmupann TadJeTKH

¢dbenodubpat/cuMBacTaTUH
(fenofibrate/simvastatin)

HpoqueTe BHUMATC/IHO UAJATA JIMCTOBKA, IIPEAU 1A 3aAlIOYHETE 1a U3I10J13BAaTEC TOBA
JIEKapCTBO, Thil KATO TS CbABbPiKa BaKHa 3a Bac ml(bopMauvm.

- 3amasere Ta3u JUCTOBKA. Moke Aa ce HaJoXKu Ja sl MpOoYeTeTe OTHOBO.

- AKko MMare HSKaKBH JIOIBIHUTEIIHUA BBIPOCH, ITonuTaiite Bamus nexap uiu gapmarieBr.

- Tosa nekapcTBo € npeanucano auuHo Ha Bac. He ro npeorcrrenBaiite Ha apyru xopa. To
MOJKE J1a UM HaBpeI¥, HE3aBUCUMO, Y€ TIPU3HANNUTE Ha TAXHOTO 3a00JISBAHE Ca CHIUTE KAKTO
Bamure.

- Axo monyuMTe HIKaKBH HEXEJIaHH peakiuy, yBeaomere Bamus nexap win papmaiept. Tosa
BKIIFOYBA M BCHYKU BH3MOKHU HE)KEIaHU PEeaKINY, HEONMCAHH B Ta3u JIMCTOBKA. BrkTe
TOukKa 4.

Kakso CbAbpPiKa Ta3u JIUCTOBKA

Kakgo npencraensasa Cholib 1 3a kakBO ce n3mon3Ba

Kakso Tps6Ba na 3Haere, npean na npuemere Cholib

Kaxk ma mpuemate Cholib

BB3M0XHU HEXKETaHU PEaKLUU

Kak na cpxpansiBate Cholib

ChabprkaHue Ha ONTAKOBKATA U JOMBIHUTEIIHA HHPOPMAITUS

AN AL

1. Kakso npeacrasiasasa Cholib u 3a kakBo ce u3nojzBa

Cholib cbabprxka 1Be pa3InyHA aKTUBHU BellecTBa: GeHohuOpar (MpUHAICKU KbM rpynaTa Ha T.Hap.
"¢hubpatu") M cuMBacTaTHH (IPUHAAJIEKN KbM Tpymnara Ha T.Hap. "ctatuHu"). U n1BeTe ce u3mon3par
3a HaMaJsIBaHE HA HUBATa Ha o01Ius Xomectepod, “momrus” xonectepol (LDL xonmecteporn) u MacTHH
BeIllIeCTBa, HApEUYEeHH! TPUTITUIIEPUIU B KPBbBTA. B ombIIHEHNE, U IBETE MOBUIIABAT HUBATa HA
“nobpus” xonecrepos (HDL xonecrepon).

KakBo Tpsi0Ba 1a 3HaM 3a XoJiecTepoJa U Tpurpuuepuaure?

XO0JIeCTEPOITbT € €HO OT HAKOIKOTO MAaCTHH BeIIecTBa B KPbBTA. OOLIUAT XOJIECTEPOI C€ ChCTOU
ocHoBHO oT LDL 1 HDL xonectepo.

LDL xonecTepoabT 4eCTO € Hapu4aH ,,JIOUI* XOJIeCTEPO, Thil KAaTO MOXKE J]a CE HATPYIBa B CTCHUTE
Ha apTepuuTe U Ja 00paszysa miaku. C BpeMeTo TOBa HATPYIIBaHE Ha IJIaKA MOXKE JIa JOBEIE 10
3amyIlIBaHe HA apTePUUTE.

HDL xomecTepoabT 4ecTo € HapudaH ,,JoOBP** X0JIeCTEPOoJI, ThiA KaTo IIoMara 3a MpeaoTBpaTsIBaHe
HaTPYNBaHETO Ha ,,JJOUI* XOJECTEPOJ B apTEPUHUTE U MPEAIa3Ba OT ChPACYHOCHI0BH 3a00IIBaHNS.
Tpurnunepunure ca Apyr BUJ MAaCTHU BEIIECTBA B KPbBTA. Te MOTaT Jja MOBUILIAT PUCKa OT Pa3BUTHE
Ha ChpPACYHOCHAOBU 3a00ISIBAHHS.

[Ipu moBeveTo xopa B HAYAIOTO HIMA MIPU3HALM 33 MTPOOJIEMH, CBEP3aHH C XOJIECTEPOIIa WITH
TpUrIHIepUAnTe. BamusaT nexkap Moxke Ja U3MepH JTUNUINTE ¢ OOMKHOBEHO M3CIIeIBaHe Ha KPBBTA.
PenoBHo nocemasaiite Bamus nekap, 3a 1a CIeAuTe HUBOTO Ha JIUIUIUTE.

Cholib ce n3non3Ba npu BE3pacTHHU C BUCOK PUCK OT MPOOIEMHU, KATO HAapUMep HH(PAPKT U MO3bUYCH
UHCYIIT, IPU KOUTO HApeJI C TOBA ca MOBHUILCHH HUBATa HA 2 BUJIA MACTH B KPHBTA (TPUTIHIICPUIITE
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u LDL xonecrepomna). Toii ce naBa, 3a 1a HaMaIl TPUTIUIIEPUANTE U Ja TIOBHUIIN JOOPHS XOJIECTEPOIT
(HDL-xonectepon), cien kato jJomust xoiectepoi (LDL-xonectepoir) Bede ce KOHTPOIHpa Che
CUMBACTaTHH, IPUJIAraH CaMOCTOSTENHO B 7032 40 mg.

Tps6Ba 1a npoxbkuTe OeHATA HA MA3HUHHM JIMETA WIN JIPYTHTE MEPKH (HarnpuMep QU3NIecKU
yIpa)XHeHHs, 0Tc1abBaHe) 1Mo Bpeme Ha jeueHuero ¢ Cholib.

2. KaxkBo TpsioBa n1a 3HaeTe, npeau 1a npuemere Cholib

He npuemaiite Cholib:

o aKo CTe aJlepruYHu KbM (eHODHUOpAT WM CUMBACTATHH MJIM KbM HAKOS OT OCTAHAJIUTE
cheraBk Ha Cholib (n30poenu B Touka 6)

o aKo CTe aJIePTUYHH KbM (BCTHIHN, PBCTHUEHO OJINO, JICLIUTHH OT COSl MJIM CBhP3aHHU BEIIECTBA

o aKo JIOKaTO CTE B3eMaJIU JAPYT'H JISKAPCTBa CTE MMAJIM ajlepriyHa Peakius WK YBPSKIaHe Ha

KOXaTa OT CITbHYEBA CBETIIMHA WK Y B b4 (Te3u JiekapcTBa BKIIIOYBAT Ipyru pudpatu u
MIPOTHUBOBB3MAIUTEIIHO JICKAPCTBO HapeueHo "KeTorpodeH")

. aKo MMate MPOoOJIEMH C YePHUS APOO HIIH JKIIBYHHUS MEXYD.

. aKo MMaTe MaHKpeaTHT (Bb3MaJCHHE Ha AHKpeaca, KOeTo MPeIH3BUKBa KOpEMHa 00JIKa), KOETO
HE € MPUYMHECHO OT BUCOKU HMBA HA Ma3HUHH B KPbBTa

o aKo UMaTe YMEPEHH WIH TeKKHU Npodiiemu ¢ Ob0pennTe

J aKo MMaTe aHaMHe3a 3a NPo0JIeMH C MyCKYJIMTE IO BpeMe Ha JIeYeHHe 32 HaMaJIsBaHe Ha

HHMBaTa Ha MACTHUTE BEILECTBA B KPHBTA C HAKOE OT aKTUBHHUTE BEILIECTBO HAa TOBA JICKAPCTBO
WY C JPYTU CTaTHHU (KaTO HapUMEp aTOPBACTaTHH, IPaBaCTaTUH WM PO3yBaCTaTHH) WIN
¢ubparu (kato Hanpumep O6e3adudpaT nim reMpudpo3nIT)

. aKO Beue B3eMaTe CIECAHUTE JIEKAPCTBA!

0 JaHa30J (M3KYCTBEHO Ch3aJIeH XOPMOH 32 JIeYeHHE Ha CHAOMETPHO03a)

0 LUKJIOCTIOPUH (JIEKapPCTBO, KOETO YECTO CE M3MO0JI3BA MIPU MALMEHTH C TPAHCINIAHTUPaHU
OpraHm)

0 UTPaKOHA30JI, KETOKOHA30J1, (DIyKOHA30JI WK MOCAKOHA30 (JIeKapCcTBa 3a M’bOMYHH
MH(EKITIN)

o XWB mporea3Hy HHXHOUTOPH, KaTO HAPUMEP HHIWHABHD, HEJIPUHABUD, PUTOHABHD U
cakBMHaBHp (JIeKapcTBa, U3I03BaHM 3a jtedenne Ha XMB nndexnus u CITMH)

o €PUTPOMULIUH, KJIAPUTPOMHULINH UM TEIUTPOMHULMH (JIEKApCTBa Cpelly OaKkTepruaTHH
MHDEKITHN)

0 Heda30J0H (JEKapCTBO Cpeuly ACMpecHs)

0 aMHOAapOH (JIEKapcTBO CPeLly HEPUTMUYHA ChPAEYHA JEHHOCT) WIH BEpanamMul

(JIexapcTBO Cpelry BUCOKO KPbBHO HAIATAaHE, TPhAHA 00JIKA, CBhP3aHa ChC ChPACYHO
3a00JsIBaHe WM IPYTU ChPACYHH MPOOIeMH)

o aKo Beue Ce JIEKYBaTe U 1€ MPOAbHKaBaTe JICUCHUETO CU ChC:
o ¢ubpar (Hanp. rempuoOpo3MI)
o cTaTHH (JIEKApCTBO 3a HAMaJlsIBaHE HA HUBATa HA MACTHTE B KPBBTA, HAIPUMED
CHMBACTaTHH, aTOPBACTATHH)
° aKo CTe Ha Bb3pacT noj 18 roaunu
. aKo cTe OpeMeHHa UIH KbpPMUTE

He B3emaiite Cholib, ako Hsikoe 0T ropHHTE ce oTHacs A0 Bac. Ako He cTe curypHH B Hello,
nonuTaite Bamus nekap nnm ¢papmManenT.

IpenynpesxaeHus 1 NpeIna3sHu MePKH

I'oBopere ¢ Bammst nexap nim gapmaneBt npenu na npuemete Cholib, axo:
o MMaTe HaMaJleHa aKTHBHOCT Ha IMTOBUIHATA XkJIe3a (XUIIOTHPEOUAN3BM)
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L npeacrTon Bu orcpanus. Bb3moxHO € Ja CC HAJIOKU Aa CIPETC 3a KPAaTKO BpEMC IIpueMa

Ha Cholib.

. MHUeTe aJIKoXoJl B TojieMu Konndectsa (mosede ot 21 equnauwm ( 210 ml) unct ankoxon
CEIMUYIHO)

o nMaTe rpbAHa 00JKa M YyBCTBaTe 3a7yX. T0Ba MOXKe Ja ca IMPU3HAIM Ha KPHBEH ChCHUPEK
B Oenust Bu 1po6 (OenoapoOHa emOomus)

. “MaTe TEXKO 0emoIpoOHo 3a00IsIBaHe
nmate 0p0pedHo 3a0oisaBaHe

. Bue wn Bam 61u3bK pogHuHA BMa MPoOJIeMU ¢ MYCKYITUTE, KOUTO CE TIpeiaBart 1o
HaCJIECTBO B CEMENCTBOTO

. B3eMaTe WX Npe3 OCIEAHUTE 7 JTHU CTE B3eMaJU JIEKapCTBO, HApeUeHO (Py3um0Ba KUCeInHa

(JlekapcTBO cpelly OakTepuaiHa HHPESKIH )

AXO HIKOE OT TOpPHHTE ce oTHacs 10 Bac, roBopere ¢ Bamms nexap win papmanest, npean
na npuemate Cholib. Ako He cTe CUTYpHH B HEllo, MonuTaiTe Bamms nekap win ¢papMaresr.

Cn1o Taka nHpopmupaiite Bamms nexap uinn papManeBT, ako ©IMaTe MyCKyJIHa c1a0ocCT, KOSITO €
nocrosiHHa. Moke 1a € He00X0IMMO TIPOBEKIAHETO HA IOMBJIHUTEITHH U3CIICABAHUS U TIPUEM Ha

JOM'BJIHUTECIIHU JICKAPCTBa 3a JUArHOCTHUKA U JICHCHHUC Ha TOBA CHCTOAHUC.

Bammusit iekap TpsioBa 1a Bu HanpaBu n3ciieiBaHe Ha KPHBTA, MPEIH J1a 3aI0YHETE J1a IprHeMare
Cholib. ToBa ce mpaBwu, 3a Ja ce yCTaHOBH Jajid YepHHUAT By 1po0 ¢hyHKIMOHUpPa 100pe.

Bb3MoxxHO € BamusT nekap ga noxenae n1a Bu HampaBu u3ciaeaBaHe Ha KPbBTA, 33 Ja IPOBEPHU AU
yepHHAT Bu qpo6 ¢pyHkimonupa nobpe cies kato cre 3anovHany aa npuemate Cholib.

Joxaro npuemMare ToBa JIEKApCTBO, BamusT jiekap 1ie caeau BHUMATEHO CbCTOSIHUETO By, B cityyaid,
ye cTpazare OT JualdeT Wi UMa PUCK J1a pa3Buere anadeT. Bp3MOXKHO € ja nMa pUCK OT pa3BUTHE
nuabeT, ako MMaTe BUCOKH HUBA HA 3aXap U Ma3HWHH B KPBBTA CH, aKO CTE C HAJIHOPMEHO TETJIO

1 UMAaTC€ BUCOKO KPBbBHO HaJIATraHE.

Bammusar JICKap MOKE 1a Bu HalipaBX U3CJICABAaHC HAa KPBBTA, 3a J1da IIPOBEPU Bamute MYCKYJI1 IPEAU
u CJIC] 3aII0YBAaHEC Ha JICUCHUCTO.

Jena v roHOIIN

Cholib He Tps6Ba Ha ce maBa Ha Jera U FOHOITHN (Ha BB3pacT 1o 18 romuHm).

JApyru nexkapcrBa u Cholib

W3kmounTenHo BaxkHO € Jia mHpopMupaTe Bamms nexap wim GpapManesT, ako IpuemMare, HacCKopo CTe
MpHeMalTi WM € Bh3MOXKHO JIa TIPUEMETe JAPYTrH JIeKapcTBa. ToBa ce OTHACS | JI0 JICKapCTBa,

OTITyCKaHUN 0e3 peucnTa, BKIITOYUTCIIHO OUIIKOBH JICKapCTBa.

WNndopmupaiite Bammus nekap nwin ¢papMaleBT ako IpueMaTte HAKOE OT CICAHUTE JIeKapCcTBa:

. JaHa30J1 (M3KYCTBEHO Ch3AaJeH XOPMOH 32 JIeUeHHE Ha EHAOMETPHO3a)

. LUKJIOCTIOPHH (JIEKapCTBO, KOETO YECTO CE M3I0JI3BA MPH NMALMEHTH C TPAHCIUIaHTUPaHU
OpraHu)

. UTPAaKOHA30J]I, KETOKOHA30J1, (DIIyKOHA30J1 WK TOCAKOHA30] (JIeKapcTBa 3a FbOMYHN WH(EKIIHN)

. XWB nporeazHy HHXUOUTOPH, KATO HAIPUMEDP UHIMHABUD, HEN(UHABHDP, PUTOHABHUP H
CaKBHHABHUD (JICKapCTBa, M3MOI3BaHu 3a JieueHrue Ha XVB nndexuus u CITHMH)

. EPUTPOMHUITUH, KJIAPUTPOMHIIMH HIIH TEIUTPOMHUIMH (JIEKApCTBa cpenry OaKTepraHu
WH(EKIINN)

. Heaz0/10H (JEKapCTBO CPelry JeTpecus)
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o aMHUOJIapOH (JIEKapCTBO CPEIly HEPUTMUYHA ChpJICYHA JICHHOCT) WK BeparnaMu (JIEKapcTBO
Cpellly BUCOKO KPhBHO HaJlsiraHe, TPhIHA 0OJIKa, CBbP3aHa ChC ChPJIECYHO 3a00IsIBaHE HITH
JIPYTH ChPIACTHH MTPOOIEMN)

o ¢ubpart (Hamp. henodudpar, rempudpo3uIT)

. CTaTUH (HAIpUMEp CUMBACTaTHH, aTOPBACTATHH)

He B3ematite Cholib, ako HKO€ OT TOpHHTE Ce OTHACA 10 Bac. Ako He cTe CUTYpHU B HEIIO,
nonuTaiTe Bamms mekap winm GapmaresT.

[Mo-crienmanHo, kaxxete Ha Bammsr siexkap wim papMareBT ako B3eMaTe HIKOE OT CICTHUTE JIEKapCTBa
(npuema Ha Cholib ¢ K0eTo ¥ J1a € OT Te3H JIeKapcTBa MOXKE J1a TIOBUIIK PUCKA OT MYCKYJTHH
npobieMn):

° BHCOKH JTO3U OT Haii-MajKo 1 rpaM JHEBHO Ha HUAIMH (HUKOTHHOBA KUCEIMHA) UITH JICKapCTBa,
CBHABPIKAIIY HUAIMH (JIEKAPCTBO 32 HAMAJIIBaHE HUBOTO Ha MAaCTHUTE B KPHBTA)
° KOJIXUITUH (JIEKapCTBO, U3IIOJI3BAHO 32 JICYSHUETO Ha ToJarpa)

He npuemaiite ¢py3naoBa kuceanHa (JEKapcTBO cpelly OakTepruanHa HHPEKIHs), 10KaTo puemMare
TOBA JIEKAPCTBO.

KakTo u npu nexkapctBara, u30poeHu no-rope, HHGpopmupaiite Bamus iekap wiu GpapMareBT ako
MpUeMaTe WM HACKOPO Ce MPUEMAITH WK € Bb3MOXKHO J1a TIPUEMATe HAKOE OT CJICHUTE JIeKapCTBa:

J AQHTUKOATYJIAHTH, KaTo Harpumep Bapdaput, GIynHINOH, (HEHIIPOKYMOH MM alleHOKYMapoJl
(JIekapcTBa, KOUTO MPEAOTBPATABAT 00pa3yBaHETO Ha KPHBHU ChCUPEIIH)

. MUOTTIUTa30H (criennuyeH Kiac JeKapcTBa 3a JieueHue Ha TuadeT)

. pUQaMITUIKH (JEKapCTBO, U3MOI3BAHO 32 JICYEHHETO Ha TyOepKyIi03a)

AKo HSIKOE OT TOpHUTE ce oTHacs 10 Bac, roBopere ¢ Bamus nekap winu gpapmarieBT, mpeau aa
npuemare Cholib. Ako He cTe CUTYpHH B HEllo, onuTalTe Bammst gexkap uin papMaresr.

Cholib ¢ xpaHa u HAUTKH

COKBT OT rpeindpyT ChAbPKA SIMH WK OBEYE KOMIIOHEHTA, KOUTO IMPOMEHST HAYMHA, TI0 KOHTO
opraam3msbT usnomsea Cholib. He koncymupaiite cok ot rpetindpyt ¢ Cholib, Thii kaTo ToBa MOXe Aa
MOBHIIIY PUCKA OT MPOOJIeMU ¢ MycKyuTe Bu.

BpemenHocT u KbpMeHe

. He npuemaiite Cholib ako cte OpeMeHHa, ONUMTBATE [1a 3a0peMeHeeTe WIIM MUCIUTE Ye MOXKE Ja
cte OpemenHa. Ako 3abpemeneete qokato npuemare Cholib, HezabaBHO cripeTe ia To B3eMate U
ce cBbprkeTe ¢ Bamus nekap.

. He npuemaiite Cholib ako kbpMuTe WK mIaHupate 1a KbpMute 0e06eTo CH, Thi KaTo HE €
W3BECTHO JJaJIU TOBA JIEKapCTBO IPEMUHABA B KbpMaTa.

AKko cTe OpeMeHHa WU KbPMUTE, CMATATe, Y€ MOXKE JIa CTe OpeMeHHa WU TUIaHUupaTe OPEeMEeHHOCT,
MochBETBaTE ce ¢ Bamms nexap win apmaneBT npeau ynorpedaTa Ha TOBA JIEKapCTBO.

Modupane u padora ¢ MAIIMHA
He ce ouakBa Cholib na 3acerne cnocoonocrra Bu na modupare uinv paboTuTe ¢ HHCTPYMEHTH HITH

MalirHH. Tpﬂ6Ba obaue Ja c€ nMa npea BuJ, 4€¢ HAKOU XOpa noJrydyaBaTt 3aMaliBaHe CJICO IMpucMa Ha
Cholib.
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BaxHa nndopManusi OTHOCHO HAKOHU OT checTaBkuTe Ha Cholib

Cholib cbabpika BUIOBE 3aXapH, KOUTO C€ HApUYAT JIAKTO3a U 3axapo3a. Ako Bammust nexap Bu e
Kasall, 4e MMaTe HEMOHOCHUMOCT KbM HSIKOM 3axXapH, ToBopeTe ¢ Bamms nekap npenu aa nmpuemare
TOBA JIEKAPCTBO.

Cholib cbabpka coeB IeHUTHH. AKO CT€ aIeprUuHA KbM (bCTBLH, COS WIN (PBCTHYCHO OJINO, HE
m3noinsBaiire Cholib.

3. Kaxk na npuemare Cholib

Bunaru nmpueMarte ToBa JICKapCTBO, TOYHO KAaKTO Bu e xazan Bamusar JICKap Win (I)apMaueBT. Axo
HE CTC CUT'YpHHU B HCLIO, ronuTante Bamms JICKap Wi q)apMaueBT.

BammusaT nekap 1ie onpeaeny noaxoAsaius 3a Bac Bua TabeTKU B 3aBUCUMOCT OT ChCTOSIHMETO Bu,
TekymoTto Bu nevenue u muunust Bu puckos craryc.

OoOuuaiiHaTa 103a € eqHa TabiieTka JHEBHO.

Moxerte na npuemare Cholib cbc nm 6e3 xpaHa.

I'mbTHETE TabIETKATa ¢ Yala Boja.

He pastpomagaiite u He 1bBUYETE TAOJIETKATA.

TpsOBa na npoaboKUTe OEqHATA HA Ma3HUHM META WM IPYTUTE MEPKH (HApuMep pH3NIeCKH
yrIpaxxHeHus, oTciadBaHe) Mo Bpeme Ha jedeHneto ¢ Cholib.

AKoO cTe puesn noBeve oT HeodxoanmaTa g103a Cholib

AKko cTe npuenu moBede oT HeoOxoammara go3a Cholib mmu ako qpyr doBek e B3en Barrero
JeKapcTBo, nHpopMmupaiiTe Bamms nexkap mwiu papMaleBT WM ce CBbpKeTe ¢ Hall-Ou3KkaTa O0IHUIA.

AKko cTe iponycHaau 1a npuemerte Cholib

He B3emaiite nBoifHa 103a, 3a 1a KOMIIEHCHpaTe IpollycHaTaTa Tabierka. Bzemere cienBamara
TabJIleTKa Ha ceBamus JIeH B oOmuaiitHus 3a Bac wac. Ako ToBa Bu 6e3mokon, roBopere ¢ Bamus
Jexap Ui papManesT.

AKO MMaTe HIKaKBH JIOBJIHUTEIHH BBIIPOCH, CBBP3aHU ¢ yroTpedara Ha TOBa JIEKapCTBO, MOMHUTANTe
Bamms mekap i gpapmareBT.

4. BBb3MoKHHM HeKeTaHu pPe€aKkuumn

KaxkTo Bcuuku nekapctBa, Cholib Moxke a npein3BUKa HEKEIaHN PEaKIIUY, BHIIPEKU Y€ HE BCEKU T'
MoJTy4yaBa.

. Heo0sicanMa MyckyItHa 0oJika, O0JIE3HEHOCT WIIH ¢1a00CT MOJKE Jia ca MPU3HAIM Ha pas3iaj Ha
myckynurte. [lopagu ToBa, MoJIsl, CBBpXKeTE ce He3abaBHO ¢ Bamms nekap, ako MoIyduTe HIKOH
OT Te3u cuMmnToMu. ToBa e Taka, 3alI0TO CHIECTBYBAT PEAKH CIy4al Ha CEPUO3HU MYCKYJITHU
1poOJIeMH, BKITFOUUTEIIHO pa3maj] MyCKyJIUTe, KOETO BOAM /10 yBpexkaaHe Ha ObOpenuTe u B
MHOT'O PE/IKH CIIyyaH € HacTbhIIBana CMbPT. B cpaBHeHME ¢ pUOpAT MM CTATUH MOOT/EIHO,
PHCKBT OT pasmaj Ha MyCKYJIUTE € MO-BUCOK, KOT'aTO TE3H JIBE JICKAPCTBA C€ B3eMaT 3a¢/HO,
kato nipu Cholib. Toii e Mo-BUCOK NpH JKEHH U MPH MAIMEHTH Ha BB3pacT 65 TOJAUHU WIH
noBeYe.
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Hsikou maryeHTy ca Mmoayqmin CJICTHUTE CEPHO3HN HEXKETaHH PEaKIiH, J0KATO ca MpUeMan
(dhenoduOpar MM CUMBACTaTHH (IBeTe aKTUBHY chcTaBku Ha Cholib):

pEaKIunTe Ha CBPBXYYBCTBUTEITHOCT (AIEPTUYHH PEAKIMH) BKIIOYBAT ITOAyBaHe Ha JIULIETO,
€3WKa 1 I'bPJIOTO, KOETO MOXKeE Jja MPUIMHY 3aTPYAHEHO AWIIaHe (aHruoeaeM) (PeaKu)
CEpUO3HA allepruyHa PeakLysi, KOsITO MOXKe J1a MPUYUHU 3aTPyIHEHO TUIIAHE WK 3aMassHOCT
(aHadumakcus) (MHOTO PEIKK)pPEaKIMK HAa CBPbXUyBCTBUTEIHOCT KbM Cholib ¢be cummnromu
KaTo HarmpuMep: OOJKH WY Bb3IaJICHUE HA CTABUTE, Bh3MaJICHNE Ha KPhbBOHOCHUTE ChJIOBE,
HeoOHMyaifHa 1osiBa Ha KpbBOHACSIaHUS (CUHUHM), KOXKHU OOPUBH WM TIOAYBaHE Ha KOXKaTa,
KOTIPUBHA TPECKA, MOBHUIIICHA YYBCTBUTEIHOCT KbM CITBHIIEC, BUCOKA TEMIIEpaTypa, 3auepBsBaHe
Ha JINIETO, HEJOCTUT Ha BB3AYyX U 0OII0 HEPa3MoI0oKeHUe, TyIMyc-mo100HO0 3ab0saBaHe
(BKJIIOUBA OOPHB, CTABHU HAPYLICHUS U €EKTH BbPXY OeMUTE KPbBHHU KIICTKH)

KpaMmIy Wi 00JI€3HEHH, HAPETHATY MITH OTCIa0CHH MYCKYJIH - TOBa MOKE JIa ca IPU3HAIN
Ha MYCKYJIHO Bb3MaJICHHE WM pa3naj, KOeTo MOXKe /1a IPUUMHH yBpeKJaHe Ha ObOpernure

U JIOpH CMBPT

CTOMAIITHU OOJIKH - TOBa MOXKeE Jla € TIPU3HAaK, Ye MaHKpeachT By e Bb3maieH (aHKpeaTHT)
0OJIKH B TPBIHHS KOIII ¥ YYBCTBO Ha 33/1yX - TOBa MOXeE JIa ca MPHU3HAIN HA KPBBEH ChCUPEK
B Oenust Bu 1po0 (benoapoOHa emOomus)

0oJka, 3auepBsIBaHE WU MMOyBaHE Ha KpaKara - Te MOXKe Jla ca MIPU3HAIN Ha KPBBEH ChCUPEK
B Kpaka (IbI00Ka BEHO3HA TPOMOO03a)

MOKBJITABAaHE Ha KOXKaTa U OsITOTO Ha 0unTe (KBITSHHIIA) WITH TIOBUIIIABAHE HA HABATa Ha
YepHOAPOOHHUTE EH3UMHU - TOBA MOJKE JIa ca TIPU3HAIM Ha Bh3NaJeH YepeH ApoO (XemaTuT

W YepHOIpoOHa HEAOCTATHYHOCT)

MOBHIIIEHA YyBCTBUTEITHOCT Ha KOkKaTa By kbM crpbHYEBa CBETIIMHA, KBAPIIOBH JIAMITH HITH
COIapuyMu

AKO TIOJTyYUTE HAKOS OT U30POCHUTE JIO TYK CEPHO3HU HEKEJIAHU PEaKIIUH, CIIPETe Ja MprueMare
Cholib n uadopmupaiite He3abaBHO Bammms jgexap Win OTUAETE B CIIEIIHOTO OTAEIEHIE
B Haii-Onm3kara no Bac OonHuMIa - Moxxe 1a Bu Obie HeoOXoamMa CIIeIHa MEIUIIMHCKA [TOMOIII.

Hskown manmenTH ca moy4yuiiv CIeHITE CEPUO3HU HEeXENaH! peaklny, MokaTo ca mpuemanu Cholib,
(dheHohuOpaT WM CHUMBACTaTHH:

MHoOT0 YecTH HeXKeJIaH! peakIuu (MOXKe J1a 3acerHaT mosede ot 1 Ha 10 mymmm):

MOBHUIIIaBaHE HA KPBBHUTE HUBA HA “KpeaTHHHMHA ™ (BEILECTBO, KOETO CE OTAENS Npe3
O0B0OpernTe)

MOBHUIIIaBaHE HA KPBBHUTE HUBA HA “XOMOLMCTEHHA” (TBBPAE TOJIEMH KOJIMYECTBA OT Ta3H
AMMHOKHCEJIMHA B KPbBTA Ca CBbP3aHU C IIOBUILIEH PUCK OT HCXEMHUYHA 00JIECT HA ChPLETO,
MO3BYEH yJap 1 0onecT Ha nepuepHUTE ChIOBE, BHIIPEKH, Y€ MPUUMHHO-CIIEICTBEHA BPb3KaTa
HE € YCTaHOBEHA U 0 MOMEHTA)

Yecty HexXenaHu peakiuu (3acsarat g0 1 Ha 10 gymm):

NOBHUIIIEH OpOi Ha TPOMOOLIUTUTE B KPBBTA

MOBHUIIIEHU CTOMHOCTH Ha YepHOAPOOHUTE (HYHKLIMOHAIHY MTOKa3aTeIu (TpaHCAMHHA3H)
XpaHOCMHJIATEIHN CMYILEeHHs (CTOMalIHN OOJIKH, TajieHe, IOBPhIIaHe, JUapHs U ra3oBe)
MH(EKIUN Ha TOPHUTE AUXATEIHHU TbTHIIA

Heuectu Heskenanu peakiuu (3acsarat 1o 1 Ha 100 mymmm):

npo0JIeMu ¢ MyCKyJTUTe
KaMBbHH B JKTbUKaTa
00puBH, cHpOEK, YSPBEHH METHA TI0 KOXKAaTa
riaBo0osme
CEKCYaJIHU MPOOJIeMH
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Penku Hexxkenanu peakimu (3acsrar g0 1 Ha 1 000 myrmm):

HaMaJjieH Opoil Ha YepBEHUTE KPHBHU KJIICTKHU (AaHEMFSI)

U3TPBIBAHE WM C1a00CT B PBLETE U KpakaTa

00BpKaHOCT

YYBCTBO Ha 3aMasHOCT

YYBCTBO Ha MpeyMopa (acTeHusI)

MIOBHIIIAaBaHE Ha “‘ypesTa” - MPOU3BEKIA Ce OT OBOPEIUTE - YCTAHOBSIBA CE C U3CIICBAHNUS

MOBHIIIABaHE Ha ‘‘TaMa-TIyTaMuJI TpaHcdepasaTa’ - MPOU3BEKIA CE OT YSPHHUS

Ipo0 - yCTaHOBSIBA CE C U3CTICIBAHUS

. MOBHIIIaBaHe Ha “‘ankanHaTa ¢pocdaTaza” - IPOU3BEKIA CE OT KIIbUHATA CHCTEMA - yCTAaHOBSBA
CE C U3CJICABAHUS

. MOBHINIABaHe Ha “KpeaTHH (ocokrHazaTa” - MPOU3BEXKIa CE OT MYCKYJIUTE - YCTAHOBSIBA CE€ C
W3CIEBaHUS

. HamalsBaHe Ha XeMOoroOrHa (KOWTO mpeHacs KUCIOpo/a B KPBBTa) U OennuTe KPhbBHU

KJIETKH - YCTAHOBSIBA CE C M3CJICIBAHUS.

TPYAHO 3aCIIMBAaHE

JIolIa aMeT WM 3ary0a Ha mameTTa

Kocomnaz

3arex

muctiericus (HapylieHne Ha XpaHOCMHIIAHETO)

CJIC,QHI/ITC HCXCJIaHU JICKAPCTBCHU PCAKIINU CC c1>o6gaBaT, HO YCCTOTaTa UM HC MOXKE Jia C€ ONPCACIIN
OT HaJIW4YHaTa I/IHd)ODMaI_II/I}I (C HCHU3BECTHA ‘-IeCTOTa):

o TEXBK AJIEPTHUCH KOXKEH 00pHB ¢ MEXYPH

YCIIOKHEHUS OT KAMBHH B JKITbUYKaTa, KATO HAIPUMEP KOJIHMKH MOpaay KaMbK B KITBYHUTE
KaHaJIH, MHPEKIUH Ha )KITbYHUTE KaHAIN WIH SKITBYHUI MEXyp

3axapeH aumaber

ePEeKTUITHA TUCQYHKITHSI

YYBCTBO HAa IIOTUCHATOCT

Hapym€HUA Ha CbHs, BKIIIOUUTCIIHO KOIIMapu

ocobeHo 6enoapoOHO 3a00MsBaHe ChC 3aTPYTHEHO TUIIaHe (HAPEUSHO WHTEPCTUIATTHA
OemopoOHa Oomect)

MYCKYyJTHa ¢1a00CT, KOSITO € TIOCTOSIHHA

MOBHIIIaBaHE Ha “TIMKUPAHUS XeMOTJIOOMH” ¥ HUBAaTa Ha KPbBHATA 3axap - (MapKepH 3a
KOHTPOJI HA KpbBHATA 3aXap MpH 3axapeH quadeT) - OTKPHUBA Ce Upe3 U3CIICABAHUS

Chol0maBaHe Ha He/KeJIAHH PeaKIMU

AKO TIOJTy4YHTe HIKaKBU HEXEJIaHU JIEKAPCTBEHH PEaKINH, yBeqoMeTe Bamms nexap win hapMareBT.
ToBa BKIIIOYBa BCHYKH Bb3MOXKHH, HEOITMCAHH B Ta3H JIMCTOBKA HEXeNaHU peakiui. MoskeTe ChIIOo /a
CHOOIIUTE HEKEIAHU PEaKIUU JUPEKTHO Ype3 HAI[MOHAIHATA CHCTEMa 3a ChoOIIaBaHe, IOCOYCHA B
[Ipunoxxerne V*. Kato cho0maBaTe He)XeJlaH! peakiliy, MOYKEeTe Ja JaieTe CBOS IPUHOC 3a
moJTyyaBaHe Ha MoBeue HH(pOpMannsa OTHOCHO 0€30MaCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cexpansiBate Cholib
Jla ce chxpaHsBa Ha MSICTO, HETOCTHITHO 32 JICIa.
He usnon3paiite Cholib ciien cpoka Ha roIHOCT, OTOENIA3aH BhPXY KapTOHEHATa OIMaKoBKa U OJMcTepa

cnen cekpaniennero "ToneH 10:/EXP". CpokbT Ha TOAHOCT OTTOBAps HA IMTOCIETHUS JIEH OT
IIOCOYEHHS MECEIL.
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Ha ce cexpanssa mox 30°C.

He u3xBbpsiiTe nekapcTBaTa B KaHAIM3AIMATA UM B KOHTEHHEPA 3a TOMAIIHU OTHAAbIIN.
ITormuratiTe Bammus dhapmarieBT Kak J1a U3XBBPIISITE JIEKapCTBATa, KOUTO BeUe HE M3IOJI3BATE.
Te3u MepkH 111e CIIOMOTHAT 32 OIla3BaHEe Ha OKOJIHATA Cpeaa.

6. Chabp:kaHHe HA ONIAKOBKATA M JONbJIHUTETHA HHpopManus
Kakso cpabp:xa Cholib

AxTuBHHTE BeecTBa ca peHopubpar u cumBacTaTuH. Besika Tabnerka cpabpxka 145 mg
¢enopudpar u 40 mg cumMBacTaTHH.

[pyrure cbcTaBku ca:

Snpo Ha TabneTkara:

oyruxuapoxcuanuzon (E320), makto3a MOHOXUApAT, HATPUEB JIaypuiICcyiar, mpekeIaTHHU3UPAHO
(11apeBUYHO) HUILIECTE, HATPUEB JIOKYCAT, 3aXapo3a, JMMOHeHa KucennHa MmoHoxuapar (E330),
xunpomenosa (E464), kpocnosunon (E1202), marne3ues creapar (E572), cunucuiupana
MUKPOKPHUCTAITHA 1IeJTyJ103a (ChCTOM C€ OT MUKPOKPHUCTAJTHA II€JTyJI03a U KOJIOUICH, 0€3BOJICH
CIIIAIINEB AUOKCHU, ), ackopOuHoBa kucenuHa (E300).

DUIMOBO MTOKPUTHE:
YaCTUYHO XHAPOIU3UpaH rnoiu (BuHuioB ankoxod) (E1203), TuranoB auokcup (E171), Tank (ES53b),
nerwtyH (mony4deH ot cost (E322)), kcantanosa ryma (E415), uepsen xeneszen auokcun (E172).

Kak m3rie:xkaa Cholib u kakBo cbabp:ka onakoBKaTa

Ounmvupanara Tabnerka (TabieTka) € oBajgHa, ABOWHOM3ITbKHAIA, KEPEMHUICHA Ha IBAT C
pasmepu 19,3 x 9,3 mm, cbc ckocenu prOoBe U ¢ Haanuc 145/40 oT eqHATA CTpaHA U € JIOTOTO HA

Abbott & or npyrata crpana. TabjaeTkuTe ce mpepraraT B KapTOHEHH KYTHHU ¢ OJIUCTEPH,
ceaspkamm 10, 30 wiu 90 TabneTku.

He Bcuuku BUOBE OIIaKOBKM Morat Aa ObAaT IyCHATH B Ipojaaxoa.

IIpurtexaTtes Ha pa3pelIeHHeTO 3a yIOTPeda M MPOU3BOAUTEN

IIpuTe:xaTes HAa pa3pelIeHHETO 32 YIOTpeda:

Mylan IRE Healthcare Ltd, Unit 35/36 Grange Parade, Baldoyle Industrial Estate, Dublin 13 —
Npnanpus

IMpousBoauTes:

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

3a JOITBJIHUTCIIHA I/IH(i)OpMaIH/IH OTHOCHO TOBa JICKAapCTBO, MOJIA CBBPIKETE CE C JIOKAJTHUA
MNPpEACTABUTCII HA TPUTECIKATECIIS Ha PA3PCHICHUCTO 3a yHOTpe6a:

Belgié/Belgique/Belgien Ireland Norge

Mylan EPD sprl-bvba Mylan IRE Healthcare Ltd Mylan Healthcare Norge AS
Tel/Tél: + 322 658 61 00 Tel: +44 (0) 1707 853000 TIf: +47 66 75 33 00
Bbbarapus Island Osterreich

Maiinan EOO/] Icepharma hf. BGP Products Ges.m.b.H.
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Ten.: + 359 2 4455 400

Ceska republika

BGP Products Czech Republic
S.I.0

Tel: +420 222 004 400

Danmark
BGP Products ApS
TIf: + 4528 11 69 32

Deutschland
Mylan Healthcare GmbH
Tel: +49 511 4754 3400

Eesti

BGP Products Switzerland GmbH

Eesti filiaal
Tel: + 372 6363052

E\rada
BGP ITPOIONTA M.E.ILE.
TnA.: +30 210 9891 777

Espaiia
Mylan pharmaceuticals S.L.
+34 91 669 93 00

France
Mylan Medical SAS
Tél: + 33 (0)1 56 64 10 70

Hrvatska
Mylan Hrvatska d.o.o.
Tel: + 385 (0)1 2350 599

Jara Ha mocieqHo npepasriexkaane Ha auctopkata {MM/I'TTT}.

Simi: +354 540 8000

Italia
BGP Products S.r.l.
Tel: + 39 (0) 2 61246921

Kvmpog

Bapvapoc Xattnmavayng Ato
(Varnavas Hadjipanayis Ltd)
Tnh: +357 22207700

Latvija
BGP Products SIA
Tel: + 371 67 605 580

Lietuva
BGP Products UAB
Tel: +370 52 051 288

Luxembourg/Luxemburg
Mylan EPD sprl-bvba
Tel/Tél: + 32 2 658 6100

Magyarorszag
Mylan EPD Kft
Tel: +36 1 465 2100

Malta
Galepharma Ltd.
Tel: +356-21-22 14 22

Nederland
Mylan Healthcare B.V.
Tel: +31 (0)20 426 33 00

JApyru u3rouHuum Ha uHopmaus

Tel: +43 189124 -0

Polska
Mylan Healthcare Sp. z o.0.
Tel: +48 22 546 64 00

Portugal
BGP Products, Unipessoal, Lda.
Tel : +351 214 127 256

Romania
BGP Products S.R.L.
Tel: +40 372 579 000

Slovenija
GSP Proizvodi d.o.o.
Tel: + 386 (0) 123 63 180

Slovenska republika
BGP Products s.r.o.
Tel: +421 2 40 20 38 00

Suomi/Finland
Mylan Finland Oy
Puh/Tel: +358 20 720 9555

Sverige
BGP Products AB
Tel: +46 8 555227 07

United Kingdom
Mylan Products Ltd
Tel: +44 (0) 170 785 3000

IMoxpoOHa uH(popMarrs 3a TOBa JEKapCcTBO € MpeA0CTaBeHa Ha yeOcaiita Ha EBponelickara areHiums
o jekapcrpara: http://www.ema.europa.eu.
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