KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA



(AN LIHATENHA ATEHUIWS N0 NEKAPCTBATA

Kpamka xapakmepucmuka Ha npagyKima RNpuaoxsrue 1

KoM Pea. Ne j(’lﬁﬁw ff/fS' /féﬂ?’/&?

= |

1. HME HA JEKAPCTBEHHs HPOAYKT

Ko-Pozeepa 5 mg/10 mg ¢punmupanu rabierku

Ko-Poseepa 10 mg/10 mg dunmupanu TabneTku
Ko-Pozeepa 15 mg/10 mg dunmupauu Tabnerku
Ko-Poseepa 20 mg/10 mg dunmupanu tadaerku
Ko-Poseepa 40 mg/10 mg dunmupanu TadneTku
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Co-Roswera 5 mg/10 mg film-coated tablets

Co-Roswera 10 mg/10 mg film-coated tablets
Co-Roswera 15 mg/10 mg film-coated tablets
Co-Roswera 20 mg/10 mg film-coated tablets
Co-Roswera 40 mg/10 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CBCTAB

5 mg/10 mg: Besaka dunMupana TabneTka cbhabpxka 5 mg po3yBacTaTuH (rosuvastatin) (kato
pO3YBaCTaTHH Kauuii) (as rosuvastatin calcium) u 10 mg eseTumud (ezetimibe).

10 mg/10 mg: Beska punmupana tabnerka coaspika 10 mg posyBacTatuH (rosuvastatin) (KaTo
po3yBacTaTHH Kanumit) (as rosuvastatin calcium) v 10 mg e3eTuMHb (ezetimibe).

15 mg/10 mg: Beska ¢puamupana TabneTka ¢habpka 15 mg po3yeacratun (rosuvastatin) (Karo
pO3YBACTATHH KaIUMi) (as rosuvastatin calcivim) n 10 mg ezerumu®d (ezetimibe).

20 mg/10 mg: Beaka dunMupana Tabnetka cuabpka 20 mg po3yBacTaTul (rosuvasiatin) (Kato
pPO3YBACTATHH KaJlKi) (as rosuvastatin calcium) n 10 mg ezetumud (ezetimibe).

40 mg/10 mg: Besika dusimapana tTabnetka cbabpxka 40 mg pozyBactaTuH (rosuvastatin) (Kato
po3yBacTaTuH KaMuui) (as rosuvastatin calcium) n 10 mg e3eTUMHO (ezetimibe).

IToMOII{HH BEelLIeCTBA ¢ U3BECTHO NCHCTBHE!

5 mg/10 mg 10mg/10 mg | 15mg/10mg | 20 mg/10 mg | 40 mg/10 mg

hruIMHpaHu (hUIMHpaHH dunMUpaHH hUIMHPAHH dGUnMuUpaHu

TabieTkn TaOIETKH TabJIeTKH TadJIeTKH TabNETKH
NaKTo3a 62,86 mg 62,85 mg 62,84 mg 62,85 mg 62,84 mg

JlekapcTBEHUAT OPOAYKT ChAbPKA CJIeAH OT HATPHH.

33 NBAHHUA CNIMCEK HA NOMOUIHHTE BELMECTRA BIDKTE TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA

Ounmupada TadaeTka (Tabnerka)

5 mg/10 mg: Besu Wik nourk 6eu, KpbIK, JIEKO ABOHHOH3NMBKHATA GUIMHPAHH TAONETKH Cbe
CKOCEHH ppOOBE, ¢ peaeduo obo3nauenne R1 or eanara crpana Ha Tabnerkara. JJuaMeTsp Ha
tabnerkara: npubnusuTtenHo 10 mm.
10 mg/10 mg: baeno kadeHHKaBOXBJATH 10 6aea0 KadaABO-KbATH, KPBIJIY, JIEKO ABOHHOU3IILKHAIIH
punMupaHu TAONETKH CBC CKOCeHH pHoBe, ¢ peaedHo obo3nauenue R2 oT eaHata cTpana Ha
Tabnerkara. /[namersp Ha Tabnerkara: npuoausuTenHo 10 mm.

15 mg/10 mg: Bneao pozoBo-opaHXkeBH, KPBIH, JIEKO JBOMHOM3ITBKHANM QUIMHPaHH TabJIETKH CbC
CKoceHH pwboee, ¢ peneduo obozHauenme R3 ot eaHara cTpana Ha Tabnerkara. JluamMeTsp Ha

tabnerkara: npudnun3urentHo 10 mm.

20 mg/10 mg: bneso po3oBH, KPbLau, ICKO ABOHHOM3MbKHANH PHIMHPaHU TAONETKH C
pLOoBe, ¢ penedHo 0603HaueHue R4 ot elHaTa ¢TpaHa Ha TabneTkaTta. Jluamersp HA T

npubsuzurenso 10 mm.

40 mg/10 mg: bneno cupkaporUONeTOBK AC OMEN0 CHBO-BUONETOBH, KPBIIIH, JICKO JBO




GuIMHpany TadneTKH CbC ckoceHH prboBe, ¢ penedro o6o3naueHue RS or eanara ¢TpaHa Ha
Tabnetkara. Jluamersp Ha Tabaerkara: npubnusurenHo 10 mm,

4. KIMHUYHH JAHHH
4.1 TepaneBTHUHH NOKAZAHHA

[TepBHYHA XMNEPX01ECTEPONEMUA/XOMO3HIOTHA (PAMUIHA XHIIEPXOIECTEPOAEMHA

Ko-Po3eepa e nokazaHa KaTo 3aMecTHTe/Ha Teparnus B AO0MbJAHEHHE KbM JHETaTa U APy rH
HedaAPMAKOAOTUUHY NCUCHUS (HANP. YIIPAKHSHHS, HAMAISBAHE HA TETJIOTO) 32 NPWIOKEHHE NpU
Bb3PACTHH MALMEHTH C TbPBHYHA XHIIEPXOIECTEPOAEMHS (XETEPO3HTOTHA, aMUIHA W HEDAMHUIINA)
WKW XOMO3UroTHA (paMHIIHA XHIEPXONECTEPOAESMHS, KOMTO €A 4AEKBATHO KOHTPOJHPAHH C OTACIAHUTE
BELIECTBA, IPUIATAHH €IHOBPEMEHHO B CHIIUTE A03H, KAKTO B KOMOHHALMATA ¢ (PHKCHPAHH JO3H, HO
KaTO OTAC/IHH JIEKAPCTBEHH MPOAYKTH.

[IpeBeHuns HA CLPAEYHOCHAO0BH HHLIMAEHTH

Ko-Possepa e nokazana 3a namansiBaHe Ha PUCKa OT CbpAEYHOCHAOBH CHOHTHS KAaTO 3aMeCTUTEIHA
TEpANUA NPpU Bb3PACTHH MALIMEHTH ¢ HexeMUYHa Gonect Ha ¢bplieTo (MBC) u anamMHesa 3a oCTbD
kopoHaped curapoM {OKC), KonTo ca ce noBAHLNH B JOCTATbYHA CTEIICH OT OTAC/THHUTE BELIECTRA,
NpyuaaraHy ¢IHOBPEMEHHO B CBIIATA 1033 KAaTO B KOMOHHANUATA ¢ (PHKCHPaHH J03H, HO KATO OTAENHH
IPOJAYKTH,

4.2 Io3mposra H HAYHH HA NPHIOKECHHE

Jlo3npoeka

[Ipenu 3anouBaHe Ha JJEYEHHETO, NALMEHTHT TPAOBa 1a ObAC NOCTABEH HA CTAHAAPTHA AMETA 3a
NOHIKAaBaHE HA XOJIeCTepO/Ia, KOATO TpadBa Aa MPOILIKH O BPEME Ha IEYEHHETO.

[Ipenopvuntendara noza Ko-Po3sepa ¢ eqna tabnerka Ha neH. Ko-Po3eepa Moxe Aa ce npujiara rno
BCIAKO BpEME HA f1eHd, ChC UK Oe3 xpaHa.

[Tpeam npemunarane kbM Ko-Po3zgepa, nanmeHTuTe Tpsadra aa ObJaT KOHTPOJIMPAHHM Ha CTAOMITHHTE
03U Ha OTIEJIHHTE KOMIIOHEHTH, [IpUeMaHH exHoBpemeHHo. J{o3ara Ha Ko-Poseepa TpsaOBa na ce
0a3Hpa Ha DO3UTE HA OTACIHHTE KOMIIOHEHTH HAa KOMOMHALUATA KbM MOMEHTA Ha MPpEMHHABaHE.

Ko-Po3gepa He € nogxoasil 3a HayaJiHa TEpanHs. 3ano4BaHeTo HA JICYEHHETO UAH KOPUTHPAHETO Ha
103aTa NPY HeODXOIUMOCT TpADBA Aa ¢€ M3BBPLIBA CAMO ¢ OTACTHUTE KOMIMOHEHTH, a e/
ofnpenensHe Ha MOAXCAALINTE A03H, € BH3MOKHO NPEMHUHABAHETO KbM KOMOHHALMATA C PUKCHPaHU
AO3H B NOAXOAALIATA KOHUEHTPALIHSA.

ESHOBPEMEHHO NPHIOAKEHHE ChC CEKBECTPAHTH Ha HNBYHHTE KHCEIHHH
[Ipunoxxennero Ha Ko-Possepa TpsOBa 1a ce u3sbpIuBa NoHe 2 Yaca NMPe/id UM HE [10-MaJIKo oT 4
yaca cJe/] NPUIOKEHHETO HA CEKBECTPAHT Ha JKTbYHHTE KHCEIHHH (BXK. Touka 4.5).

Creyuanrnu nonyaayuu

CTapyecka Bb3pacT
[Ipn nauuedTH >70 roIMHH ce NpenophYuBa Hava Ha Jo3a OT 5 mg po3yBacTaTHH (BxK. Touka 4.4). He
ce Hajlara Apyro KOpHripaHe Ha A03aTa BLB Bph3Ka ¢ Bb3pacTTa.

beOpeuHo yBpexnaHe

He ce Hanara kopurupaHe Ha [03aTa npu NauMeHT Ty ¢ Jieko OpOpeuHo yBpexKaaHe.
[IpenopbuMTenHaTa HAYATHA 1032 € 5 mg po3yBacTaTHH TPY NMAUMEHTH C YMEpPEHO OBOP
yBpexaane (KpeaTHHHHOB KaupbHC <60 ml/min). Jlozara 40 mg/10 mg e npoTuBonokas




MALUEHTH ¢ ymepeHo OBOpeuHo yepexkaaHe. [IpunoxkenuneTo Ha Ko-Po3sepa 1pH NAUMEHTH € TEXKKO
OBOpeUHO yBpeKaaHe € MPOTHBOMOKA3aHO 3a BCUUKH J03H (BX. TOukH 4.3 1 5.2).

YepHoapobho vepexiaHe

He ce Hanara kopurupaHe Ha 103aTa Npy NAUMEHTH ¢ JIEKa YepHOIPOOHA HEAOCTATBYHOCT (PE3yITATH
5 no 6 mo ckanara Ha Child Pugh).

JleuenneTo ¢ Ko-Possepa He ce npenopbuBa Npy NaLMeHTH ¢ yMepeHa (pe3ynrat 7 10 9 no ckanara
Ha Child Pugh) sinm texkka (pesynaraty Han 9 no ckanara Ha Child Pugh) yepHoapotna guchyHKius
(B3K. TOUKH 4.4 1 5.2).

Ko-Po3gepa e npoTHRONOKA3aH NPY MIALMEHTH ¢ AKTHBHO YepHoApoOHO 3abonaeane (8x. Touka 4.3).

Paca

[Ipu iMia OT a3MaTCKaTa paca ce HabJIo1aBa MOBHIIEHA CHCTEMHA SKCTO3HIMA (BK. TOUKH 4.3, 4.4 1
5.2). HpenopbynTenHATa HayaiHa 1034 € 5 mg pO3yBACTATUH NPU NALMEHTH OT a3HATCKH MPOU3XOA.
Jlozata 40 mg/10 mg € npoTHBONOKA3aHA IPH TE3H MALIMEHTH.

[ eHETHYCH TONUMOPPHIBEM

H3BecTHH ca crielidpUHH TUIOBE HA NreHeTHYEH NOIMMOPPH3bM, KOUTO MOTaT Ad AOBEAAT 10
MOBHUIICHA €KCMO3MLMA Ha PO3YBACTATHH { BaK. TOYKA 3.2). [1py matiMeHTy, 3a KOHTO € H3BECTHO, M€
MMAT TaKWBa CMeLM(PHIHNA TUMIOBE HA NOTUMOP(HU3IBLM, CE NMPENOoPBUBA NO-HUCKA JHEEBHA 1034
PO3yBACTATHH.

JL03UpPOBKA NpY MALMEHTH ¢ NpeApa3noiaralid GaKkTopy 338 MHONIATUS

[IpenopbuMTesHaTa HAYATTHA A03a € 5 Mg PpO3yBACTATHH NPH MALMEHTH ¢ Npeapa3Nonaraiily Gakropu
3a myornarud (Bxk. Touka 4.4). Jlosara 40 mg/10 mg e npoTMBONOKa3aHa rpH HAKOH OT TE3H NALUEHTH
{BxK. TOuKa 4.3).

ChObTCTBAINA TEPAITHS

PosyBacTaTH e cyOCTpaT Ha pa3inyHy TpaHcnoprepHu nporeudu (Hanp. OATPIBI1 u BCRP).
PUcKBT OT MHONATHS (BKIIOYUTENHO padAOMUONM3a) ce MOBHINABA, KOraTo po3yBacTaTHH CE MpHJiara
€AHOBPEMEHHO C ONpEHCIEeHHU JIEKAPCTREHU IPOAYKTH, KOUTO MOraT Ja MoBULIAT IL1a3MEHHUTE
KOHLUECHTPALMK HA PO3YBACTATHH MOPAaH B3aWMOACHCTBHME ¢ TE3H TPAHCIOPTEPHH NPOTEUHH (HAIIP.
LUKJIOCTIOPHH W ONPEAESIEHH NPOTEa3HU MHXUOUTOPH, BIJTFOUHTEITHO KOMOHHALIMKM HA PHTOHABHP C
aTa3aHABHP, JIOITHHABHP WWIH THNPAHABUP, BxK. ToukH 4.4 1 4.5). Koraro e Bb3MOKHO, TpAbBa aa ce
UMaT NpEeABHA aTEPHATHBHY JICKAPCTBA U AKO € HEOOX0AHMO, a CE OOMHCIIH BPEMEHHO
OpeKpaTABaHe Ha TeparuaTa ¢ pOo3yBacTaThH. B cinyuaun, Korato e JHOBPEMEHHOTO HMPHIOXKEHHE Ha
Te3W TeKAPCTBEHH MPOAYKTH C PO3YBACTATHH € HEM3TEKHO, TPAORA BHUMATENHO Ja C& OOMMUCAAT

[10J13aTa M PUCKA OT CHITBTCTBALLOTO JISYEHUE H KOPEKLIMH Ha 103aTa Ha PO3YBACTATHH (BX. TOUKA
4.3).

Heouampuuna nonyrayus
besonacHoctTa M edhukacnocTTa Ha Ko-Po3sepa npu aeua sa Bu3pact noa 18 roaHHH He ca
ycraHoseHn. Ko-Possepa He ce npenopbusa 3a yrnoTpeba nNpH NAlHEHTH Ha BB3pacT 1104 18 ronuu.

HauyMH Ha puiIoKeHHUE
[lepopanno npunoxeHue

4.3 IlpoTuBonokazaHud

Ko-Pozeepa ¢ npoTHBONOKA3aH:

- [PH MAUHEeHTH CHC CBPBXUYBCTBHTETHOCT KBM aKTHBHUTE BELLECTEA UM KbM HA
MOMOUIHKTE BELLECTBA, U30POCHH B TOUKa 6.1,

- MpU NMALMEHTH ¢ aKTUBHO YEePHOAPOOHO 3a009BaHE, BKIIIOUHTEIHO HEYTOUHE
NMPOABLBKUTEIHO [I0KAUBAHE HA CEPYMHMTE TPaHCAMHHA3ZHM U BCAKO MTOKA4YBAHE

TpaHCaMHHA3a, NPEBHILABALIO TPH ITBTH ropHata rpaxnua Ha Hopmara (ULN) -




- MPY NMaLUEHTH ¢ TEKKO OBOpeUHo yBpexiaHe (KkpeaTHHHHOB kaupbHC <30 ml/min),

- NMpY NALUEHTH C MUOTIATHA,

- Npy NALKEHTH, [I01Y4YaBALOM ¢AHOBPEMEHHO KOMOHHALMS OT
codocOyBHp/BeNaTacBUp/BOKCUIANPEBHP (BX. Touka 4.5),

- npy NAUWEHTH, [IPHEMALIK €AHOBPEMEHHO UMK/IOCIIOPUH.

- Mo BpeMe Ha OPEMEHHOCT H KbPMEHE H MPH AKEHH C AETEPOAEH [OTSHLIMAI, HEMNPHIATallH
NOAXOASALUH KOHTPALENTHBHH MEPKH,

Ko-Po3zeepa 40/10 mg e npoTHBOnNOKa3aH Mpu NallMeHTH ¢ peapa3nofiaraliy GakTopH 3a

muornartus/padaomuonnsa. Takuea dakTopH ca:

- yMepeHO O0BOpeUHO yBpexaaHe {(KpeaTHHHHOB KAIUMPBHC <60 ml/min)

- XHIOTHPEOUIH3IBM

- JM4HA WK (PAMHIIHA aHAMHE3a 32 HACJAEACTBEHO MYCKYJTHO 3a00ndBaHe

- npeALecTBaLLa aHAMHE3a 33 MYCKYJTHA TOKCHYHOCT KbM Apyr HHxuburop Ha HMG-CoA
peaykrasata uad gudpar

- 3noynoTpeda ¢ ankoxos

- CBCTOAHHS, TIPH KOUTO MOYKE Ja C€ HACTBIIM NTOKA4YBaHE HA MUTA3MEHHTE HHBA

- NAlHEHTH OT a3UATCKHU NPOHUIXO

- SAHOBPEMEHHO NMPHIOKEHHE Ha (hubpaTu
(B, TOUkH 4.4, 4.5 5.2)

4.4 CpoeusajHH npeaynpexicHHs H NpeanasHH MEPKH IpH ynorpeda

Edexti BbpXY 01H0peuuTe

[Ip1 nauMeHTH, 1eKyBaHH ¢ NO-BHCOKH 4034 PO3YBACTATHH, MO-KOHKpeTHO 40 mg, ce Habmoaasa
MPOTEHHYPHA, YCTAHOBEHA MPH H3CIEABAHE C TECT-JIEHTH U C IPEAUMHO TYOYJIEH MPOHU3X0/, KOATO B
MOBEHETO C/IY4aH € C MPEXOACH WKW HHTEPMHUTEHTEH XapakTep. He e nokaszaHo, ue npoTeHHypHaTa €
MPOrHOCTHYHA 3a NOABATa HA OCTPO MJIH NMporpecuBHO ObOpeuHo 3abonaBaHe (BxK. ToYKa 4.8).
UecroTara Ha CbOOIIABaHE HA CepHO3HH ObOpeuHr chOMTHA MPH MOCTMAPKETHHIOBATA ynoTpeda e
no-BUCOKA Mpu ao3ata 40 mg posysacratuH. [1o BpeMe Ha pyTHHHOTO NIPOCIEAsABAHE HA MALKCHTY,
nekyBaHu ¢ ao3a 40 mg po3yeacTaTHH, TpadBa aa ce 0OMHCIH OLieHKa Ha OhOpeuHaTa GyHKUHA.

EdekTy BbpXY CKeNeTHATA MYCKYaTypa

EdexTd Ha po3yBacTaTHH BbPXY CKEJIETHATA MYCKYJIATypa, HAIIp. MUAJITUSL, MHONIATHA H PAJIKO,
pabromMHonHOo3a, ca cbo0IIABAHY MPH MALHEHTH, IEKYBAHK C PO3YBACTATHH IPH BCHUYKH J030BH
PEKUMH U 0CO0eHO npH 003K >20 mg.

[1pn MOCTMApKETHHTOBHSA OMHUT ¢ €3¢TUMHKO ca chobIABAHH CTyYaH HA MHONATHA H pabaoMHONH3A.
[loBeueTo nauMeHTH, KOWTO pasBUBAT pabIOMHOJK3A, IPUEMAT CTATHH €AHOBPEMEHHO C €36 THMHD.
Pabaomuonnsa, odade, € cbo01LIaBAHA MHOIO PAAKO NPU MOHOTEPANHA C €3€TUMHO H MHOTO PAAKO
NMpH AOOABAHETO Ha €3€THMHUO KBM APYrH CPEACTEA, 3a KOMTO € H3BECTHO, Y€ Ca CBbP3aHU ¢ MOBHIIIEH
pHCK OT pabaoMHonHn3a. AKO Ce Nogo3Hpa MUOMATHA Bb3 OCHOBA HA MYCKYJIHM CHUMITTOMH WJIH C€
NOTBLPOH OT HHBO Ha KpeaTuH ¢ochokrunaszara (CPK) >10 mbrH ropHata rpaHHua Ha HOpMaTa,
€3€TUMHO, KOHTO H Ja € CTATHH M KOETO U Ia € OT TE3M JAPYIH CPEACTBA, KOUTO MALUHCHTHT IIPHEMA
eAHOBPEMEHHO, He3abaBHO TpadBa a ObAAT NpeycTaHoBeHH. BCHMKH MaUWeHTH, 3ano4Ballii Tepanus
¢ Ko-Po3sepa, Tpa6Ba aa 6baat nocbBeTBAHH OTHOCHO PHCKA OT MUOIMATHA H YBEAOMEHH Ja
crOOLIABAT HE3A0ABHO 3a BCAKA HEOOACHHUMA MYCKYJIHA 00MKa, OONE3HEHOCT MM CNadOCT (BX.

Touka 4.8).

B usikonko ciayyas ce ¢ho0uaBa, e CTaTHHHTE HHAYUUPAT de novo WM BIOLLABAT BEUe
CHLIECTBYBAllA MHACTEHHUS [PABHC MK O4HAa MHacTeHus (BK. Touka 4.8). [lpuinoxkeHunero Ha Ko-

npH (MOBTOPHO) (IpUAraHe Ha ChILMUA WK Pa3jIMUuEH CTATHH.

HB.«WEPGGHE’ HO KPeamunKURAazama
Kpeatutikunasara (CK) He Tpsafsa fa ce U3mepBa ClIeR YCHICHH YAPAKHEHHUS HITH TTPH



npaBaocnoA00Ha Apyra npuurHa 3a nosuuieHHeTo Ha CK, koaTo Moxke /1a 00bPKA THIKYBAHETO HA
pezyartara. Ako HUBoTo Ha CK e 3HauHTenHo nosUuIeHo Ha H3xoaHoTo HUeo (>5 x ULN), Tpadea ga
CE HallpaBH H3C/IEABAHE 3a MMOTBBPK/1aBAHC HA PE3Yy/ITaTa B paMKHUTE Ha 5 - 7 1HH. AKO NOBTOPHOTO
u3cneaBaHe NOTBbpAH U3xoaHo Hueo Ha CK >5 x ULN, neueHuneto He TpaOBa na ce 3ano4ea.

lIpeou revenuemo

Ko-Po3gepa, kakTto U 1pyru JekapcTBEHH NPOAYKTH, ChAbpxKaluM MHXuOuTopH Ha HMG-CoA

peaykraszaTa, TpA0Ba Ja ce MpeanHcea ¢ NOBXLISHO BHHUMAHHE TPH MALMEHTH C [peapa3ioIarauy

(akTopu 3a pa3BUTHETO HA MUOMNaTHA/pabaoMHonn3a. Takuea hakToOpH ca:

- OBLOpEUHO yBpEKAaHe

- XUNIOTHPEOU NI BM

- JHYHA WM (paMMUITHA AHAMHE3a 3a HACAEACTBCHO MYCKYJTHO 3a0onaBaHe

- MpEeALECTRALIA AHAMHE3a 3a MYCKYJIHA TOKCHYHOCT KbM Apyr HHXHOuTOp Ha HMG-CoA
peaykrasara Min ¢pudpar

- 310ynoTpeda ¢ ankoxoa

- BB3pacT >70 roguHH

- CBHCTOSHHA, APH KOMTO MOXe J1a C€ HACTBIIH NOKaYBaHe HA IU1a3MEHHTE HUBA (BXK. TOUKH 4.2,
4.5 wn 3.2)

- €1HOBPEMEHHO NMPHA0KEHHe Ha hudpaTH.

[lpu TakKBa MauHeHTH Ce NMPENOpPbYBA J1a CE OLIGHH PUCKA OT JIEHEHHETO CIPAMO Bh3MOXKHATA 1107132 U
4 C€ MOCTABAT MO KIIHHHYHO HabmoaeHHe. AKQ U3xoaHoTo HHBO Ha CK € 3HauuTEeNHO MOBHINEHO
(>3 x ULN), neueHunero He TpgOBa ga ce 3anmoysa.

o epeme na aewenuemo

[TauneHTHTE Ce NpUKaHBaT Aa CcbOOIIaBaT He3abaBHO 38 HEOOACHUMH MYCKYJTHH DOJIKH, yCeUlaHe 3a
c1aboCT MK cXBallaHe, 0OCOOEHO aKo ca CBbP3aHH C HEPa3NONOKEHHUE HITH NOBHILCHA TEMIIEPATYpa.
[1pu Te3u naureHTH Tpadea aa ce u3mepAT HueaTta Ha CK. Tepanudra Tpsadsa fa ce npekpaTH, ako
HyBarta Ha CK ca 3sHaudrenHo nosuieHy (>5 x ULN) WM akO MyCKYNHUTE CUMITTOMH Ca TEXKH H
MPUYHHABAT €xeaHeBeH AUCKoM(popT (aopu ako HuBaTa Ha CK ca <5 x ULN). Ako cuMnToMHTE
oT3By4ar v HHBata Ha CK ce Hopmanu3upar, Moxke Ja ce 0OMHCIN NNOBTOPHO BBBEKAAHE HA
neyenueto ¢ Ko-Possepa win antepuatused nuxubutop Ha HMG-CoA penykrazara B HaH-HHCKATa
1034, [PY CTPOro npocieassade. Pyrunnoro monuropupaHe Ha HuBaTta Ha CK npu nauuenTu 6e3
CHMNTOMH HE € OCHOBATEJTHO.

HMMa MHOrO peakH ChOOLWEeHHs 3a ModABa HA UMYHO-MEIMHpaHa HekpoTH3upalua MHonatua (HMHM)
10 BpEME Ha WIIH CNe/1 JISUEHHETO ChC CTATHHM, BKIOUUTENHO po3yBacTtatiH. UMHM ce
XapaKTepH3Hpa KIIMHHYHO C MPOKCHMATHA MYCKYJTHA ¢J1a00CT U MOBULUCHH CEPYMHH HHBA Ha
KpPeaTHHKHHA3aTa, KOMTO IIEPCUCTHUPAT BBLIIPEKH NPEKPATABAHETO HA JI€YECHHETO ChC CTATHHH.

[1pH KTWHHUHHUTE H3NHTBAHMA HE ce HabnoaaBaT JaHHK 32 NOBUWIEHH eQEKTH BbPXY CKeneTHaTa
MYCKYyJaTypa B MaJIKaTa rpyna nauMeHTH, IPH KOUTO pO3YBAacTaTHH C€ NpHIIAra ¢ ApYro CbObTCTRALLO
nevyeHue. Y BeJIHYeHHEe Ha 4ecToTaTa Ha MUO3HT M MHOTIATHS ¢ce HabaaaBa odaye OpH NaLKeHTH,
KOUTO nosryuasat apyrd unxuduropu Ha HMG-CoA penykrasara 3aeqHO ¢ NPOH3BOAHM Ha
GUOpHHOBATA KMCETHHA, BITKOYUTETHO reMpHOpO3nI, HMKIOCIOPHH, HHKOTHHOBA KHCETHHA,
a30JI0BH AHTUMHUKOTHLIM, NPOTECA3HH HHXHOMTOPH ¥ MAKPOAHAHK aHTUOHOTULU. T eMPUOpO3HI
MOBMILIABA PHCKA OT MHOMATHA, aKO C€ MPHEMA eHOBPEMEHHO ¢ HAKOM HHxuOuTOopH Ha HMG-CoA
peaykrasarta. [lopaau Toea, komOuHanuaTa Ha Ko-Poseepa u remdpudpo3ui He ce npenopuyusa.
[lof3aTa OT AONBIIHUTERHHM MPOMEHM B JIMIMAHUTE HUBA B PE3y/ITaT OT KOMOHHUPAHOTO MPUIOKEHHE
Ha Ko-Po3sepa ¢ pubpatu Tpadea 1a 6b1€ BHHMATESHO MPETErACHA CIIPAMO HOTEHUHATHHA PHCK OT
nonodOHu koMOuHauMu. [lozara ot 40 mg po3yBacTaTHH € MPOTHBONOKA3aHA MPH €AHOBPEME
MpuiokKeHUue Ha udpar (BxK. Touku 4.5 u 4.8).

MHUOIIATHA WIK OPEeAPA3NOaraly KbM pa3BuTHETO Ha ObOpevHa HEAOCTATHYHOCT, [ FR A CES
=

pabAoMUOIM3A (HAMp. CENCUC, XHITOTOHHS, FONIIMa OflepaliMa, TpaBMa, TeKKH METabO T

| =



CHAOKPHHHH H/IH €NEKTPOJHTHH HapyLUEeHH; HITH HEKOHTPOIHPAHH MbPYOBE).

Oy3110Ba KHCEJIMHA

Ko-Po3gepa e Tpabsa jia ce npuiara e1HOBPEMEHHO ChC CUCTEMHH GOpMYIH HA Qy3HI0BATA
KHCEIHHA UM B PAMKHTE Ha 7 JHU CJIEJ CIIMPAHETO HA JISHEHHETO ¢ (hy3uaoBa Kuceauna. Ilpu
MALIMEHTH, [IPA KOUTO U3NON3BAHETO HA CHCTEMHa (DYy31I0BA KHCENMHHA €€ CHHTA 33 CHLUECTBEHO,
JIeYEHHETO ChC CTATUHHM TPAOBA [1a Ce MPEYCTAHOBH NPE3 LICANA NEPHOJ Ha JieueHHe ¢ Py3naosa
KHceuHa. Mma cbodlieHns 3a ¢/iyyad Ha padaoMHonu3a (BKIIIOUMTENHO € TETAJIEH H3XOT) NpH
MaLUeHTH, NOMY4ABALM QY3HIOBA KMCENHHA U CTATHHH B KOMOUHAUMA (Bx. Touka 4.5). [Taunenrure
TpsiORa Aa ObOAT NOCHBETBAHW HE3a0ABHO 1A NOTHPCAT MEIMUMHCKA MOMOLL, aKO NIOJ1y4aT CHMITTOMHU
Ha MYCKYJIHa ¢1a00cT, D0MKa Wiin BONe3HEHOCT.

Tepanusra cbe cTATHHH MOKe Aa Obae NOBTOPHO BbBEACHA CEAEM JAHH CJIEA MoCneaHaTa 103a Ha
(by3U10Ba KUCEIIUHA.

[1py H3KIIOYHTETHH OOCTOATENCTBA, KOraTo € HEOOXO0AMMO MPOABLIDKHTEIHO NMPHIOKEHHE Ha
CHCTEMHA (Y3HA0BA KHCENMHA, HAMPHUMep 3a JISUeHHe Ha TEXKH WHPEKLNMH, HEOOXOAHMOCTTA OT
eIHOBpEeMEHHO fpunoxenie Ha Ko-Po3eepa u ¢y3unoBa kMcenvna Tpsa0Ba aa ¢ce vMa npeaBuI CaMo
Ha Da3aTa Ha BCEKM OTAECJICH CNYyYai M MO CTPOro MEAMLMHCKO HaOMOAEHHE.

EdekTn BbpXy uepHus apod

Kaxro npu apyru nponykrd ¢ uixuburopu na HMG-CoA penykrazara, Ko-Poseepa Tp:abBa na ce
[pujlara ¢ MOBHIIEHO BHHMAHKUE MPH MaUHEHTH, KOUTO KOHCYMHpAT NMPEKOMEPHH KOJTHYECTBA
aJIKOXOJ1 W/HIIM UMAT aHAMHE3A 32 YePHOApOOHO 3abonsBaHe.

[IpenopbuBa ce yepHoapoOHUTE HYHKIIHOHAIHH H3CIEABAHHS Aa CE M3BBPLIBAT IIPEH U 3 MeceLa
c/iell HaYaoTO Ha JieueHHeTo. Ko-Possepa TpsabBa aa ce mpekpard WiH A03aTa My Aa C€ HaMaJlH, aKko
HHBOTO HA CEPYMHMTE TPAHCAMHMHA3H € HaA 3 MbTH rOpHAaTa rpaHyLa Ha HopMaTa. HecToTara Ha
ChOOLIABAHE HA CEPHUO3HH YEPHOAPOOHU CHOUTHSA (ChCTOALIM Ce NPSAUMHO B ITOBHIICHH
4epHOAPOOHH TPaHCAMHHA3H) MPH NOCTMAapPKETUHIOBATa YTIOTpeba € no-BUcoKa NMpH ao3ata ot 40 mg
PO3YBACTATHH.

[Ipy nauMeHTH ¢ BTOPUYHA XUNEPXO/IECTEPOIEMHS, MPUYHMHEHA OT XHITOTHPEOHIH3IBM HIIH
He()POTHYEH CHHAPOM, OCHOBHOTO 3abonaBaHe TpAdBa 1a Obae 1eKyBaHO MpeAH 3aMno4YBaHe Ha
TepanusaTta ¢ Ko-Pozgepa.

Iipy KOHTpONUPAHU WINUTBAHUA C €THOBPEMEHHO MPHIOKEHHUE NTPH NALUHEHTH, NOJIy4aBallly
e3eTUMHD CBC CTATHH, ca HabnonaBaHu NOCIEAOBATEIHH MOBHUIEHUS Ha TPAHCAMHHAZHUTE

(=3 x ropHara rpanuua Ha Hopmara [ULN]). [Ipu 3anousaHe Ha Tepanusa ¢ Ko-Po3seepa tpadsa na ce
W3BbPLIBAT YEPHOAPOOHH PYHKUHMOHAIHH U3C/eaBaHus (BxK. Touka 4.8).

Paca
DapMaKOKHUHETHYHHUTE MPOYUYBAHHS MOKA3BAT MOBUILIABAHE HA EKCMO3HLMATA HA PO3YBACTATHH IMPpH
N4L2A OT A3UATCKATA, B CPABHEHHE C JIMLIA OT KaBKa3KaTa paca (BxkK. Touku 4.2, 4.3 n 5.2).

[IpoTeasnn HHXUOUTOPU

HaGnronaBaHa e noBHIIEeHa CUCTEMHA €KCMO2HLMA HA PO3YBACTaTHH NPH JIKLA, MOLy4aBaliy
€THOBPEMEHHO PO3YBACTATHH M Pa3MYHU NPOTEa3HH HHXUOUTOPU B KOMOHHALIHA C PUTOHABHP.
Tpatea na ce B3eMe npeaBUA KaKTO MOJI3aTa OT MOHWKABAHETO HA JIMIIHMTE UPE3 NPHIOKEHHE HA
posyBacTaTHH npv XHUB nauuesT, nomyyaBaly npoTeasHi MHXHOHTOPH, Taka H BB3MOXKHOCTTA 32
MOBUINCHH TUIA3MEHH KOHLIEHTPALMM HA PO3YBACTATHH MPH 3allO4BAHE U NOBHIIABAHE HA 103

C MPOTEA3HH HHXHOHUTOPH HE Ce MPenophUBa, OCBEH CJIe]] KOPUTHPAHE HA 103aTa Ha PO3Y
{BxK. TOukd 4.2 1 4.5).

HutepeTrunanta enoapobHa Hboaect




Mma cbobineHns 3a H30JMPaHK CITydad HA HHTEPCTHLHAMHA OenoapoOHa 60necT NpH HAKOH CTATHHH,
0coOEHO TMPH NMPOIBIKUTEAHA Tepanua (k. Touka 4.8). [Ipencrasenurte xapakTEpHHU NPOSBA MOraT
N4 BKJIKOYBAT AHCMHEA, HENPOAYKTHBHA KALIMUA H BIOLIaBaHE Ha 00U0TO 3APaBOCIIOBHO ChCTOAHUE
(yMopa, 3ary0a Ha Terjio 4 NOBHIUEHA TeMnepaTypa). AKO ¢€ noA03Hpa, ye NALHEHTHT € pa3BHuil
HHTEepPCTHUHANHA OenoapodHa DOIECT, JIEYSHHETO ChC CTaTHH TPAOBA Ja €& NIPEYCTAHOBH.

3axapeH auader

HsikoW naHHM nOKa3Bar, Y€ CTATHHUTE KAaTO Kac MOBUILABAT KPbBHATA 3aXap H IIPH HAKOHW NaUMEHTH,
M3J0KE€EHH HA BUCOK PHCK OT Pa3BHUTHE HA AHabeT, MOXKe Ja A0BEIAT N0 ChCTOAHHE HA
XHIEPrTHKEMHS, MTPH KOETO € NOAX0AALIO NPHUIOKEHHETO HA ChOTBETHHTE I'PHXKM KAaTO NPH AHA0ET.
To3u puck, odaue, ce KOMNEHCHUPA OT NOHUXKABAHETO HA CHAOBUA PHCK NIPK CTATUHHTE H
C/IEIOBATE/THO He TpaOBa /la ObAe NpUYKHA 3a CIIMPAHE HA JCYEHHUETO Cbhe cTaTHHH. llauuenTuTe,
U3JI0XEHHU Ha pUCK (TJTKOKO3a Ha ri1aaHo 5,6 10 6,9 mmol/l, unaekc Ha TenecHaTa Maca

HTM > 30 kg/m?, noBUILEHH TPUIIHLIEPUIH, XMIIEPTOHKA), TPabBa /1a ce MPOCTISAABAT KAKTO
KIIMHAYHO, TAKa H OHOXMMHYHO, B CHOTBETCTBHE C HALIMOHAJIHUTE PbKOBOACTBA.

B npoyusanero JUPITER, nokiaaeanara o0uia yectora Ha 3axapeH auader € 2,8% np# po3yBacTaTHH
u 2,3% npu mwianebo, Haii-Beve MpH MaLMEeHTUTE ¢ TII0K03a Ha raaHo 5,6 1o 6,9 mmol/l.

Ounbdparu

besonacHoctTa ¥ eukacHOCTTA Ha e3eTHMUD, NpuioKeH ¢ ubpaTy, He ca YCTAHOBCHH.

AKO ce moao3upa X0oJeIMTHa3a nNpu natueHT, npremaul Ko-Po3sepa n ¢peHopuOpat, ca nokasaHu
W3CAEIBAHHS HA JKILYHHS MEXYD, a Ta3H Tepanus TpaOBa aa Obae npekpareHa (BK. ToukH 4.5 v 4.8).

AHTHKOAry1aHTH

Ako Ko-Possepa ce no0ass kbM BapdapuH, Apyr KyMapHHOB aHTHKOAryJIaHT HiIH QIyHHAHOH, TpaOsa
a Ce NpoC/eAABa MOIX0/AIN0 MEKIYHAPOAHOTO HOPMAJIM3WpaHo choTHoLeHHe (International
Normalised Ratio, INR) (k. Touka 4.5).

TeXKH KOMHU HEIKENAHH PEAKLIHH

[Ipu nedeHre ¢ po3yRacTaTHH e CbOOLLIABA 3a TEXKKH KOXKHH HEXKEJTaHH peakLiiH, BKITKOYBALIH
cuHapom Ha Stevens Johnson (SJS} n nekapcTseHa peakiuus ¢ €O3MHOPHIHUA H CHCTEMHKH CUMITTOMH
(DRESS), kouTo MOke Aa ca )KUBOTO3ACTpalliaBally Wi ¢ JeTaneHd u3xo. [1pu npeanHcBaHeTo Ha
NeKapCTBEHUA NPOAYKT NalHeHTHTe TpAdBa aa ObaaT HHPOPMHpPaHH 3a MPHU3HALIMTE H CHMITOMHUTE
Ha TEXKH KOYKHH PeakLHH ¥ 12 ObJaT HabMoIaBaH| ¢ NOBHUIEHO BHUMaHHE, AKO Ce OABAT
NIPH3HALM H CHMITTOMH, NIOKA34TENIHM 3a Ta3M peakuus, npuioxenueto Ha Ko-Po3sepa Tpadea
He3aDaBHO /1a ¢ NPeyCTAHOBH M 1A ¢& OOMHUCIH ANTEPHATURHO NIEUeHHE.

AKO MAUHEHTDHT € Pa3BHI CEPHO3HA peakius, kato Hanpumep SJS uam DRESS npu ynorpebara na
Ko-Po3zeepa, neuennero ¢ Ko-Po3sepa He TpadBa HuKora aa ce noJHOBABA MPH TO3H MNALUKUEHT.

IToMo1IIHK BelleCcTBA

Ko-Po3ssepa cbabprka nakrosa. [lauMeHTHTE ¢ peaky HacaeACTBEHH ITIPOOIEMH HAa HENMOHOCHMOCT KbM
raaaKkTo3a, mbJieH NakTaszeH AShHUMT WK [NIOK030-ralakTo3Ha manabcopbuua He Tpadea 1a npuemar
TOBA JIEKAPCTBO.

Ko-Po3gepa cpabprka no-mManko ot | mmol Hatpuid (23 mg) Ha Tal1eTKa, T.€. MOJKE J1a C€ KaXKe, 4e
MPAKTHUYECKH He ChAbpKA HATPHMA.

4.5 Bzanmojaeiicreue ¢ APYTH JeKApCTBEHH NPOIYKTH H ApYrH GopMH HA B3aHMOAeHCTBHE

[IpoTnBONOKazaHu KOMOHHALIMH:

Hurrocnopun: Ko-Pozeepa € MpOTHRONOKA3aH MPH NMALMEHTH, ITOJIYy4aBalild eAHOBPE
UHMKIOCNOPHH (BXK. To4Ka 4.3). [lo BpeMe Ha e THOBPEMEHHO JIEYEHUE ¢ POIYBACTATHH
crornocTiTe Ha AUC Ha pO3yBacTaTHH ca CpeJHO 7 MbTH MO-BUCOKH OT Te3H, HAO
3ApaBd J00posoauu (Bxk. Tabnuua |). EAHOBpeMeHHOTO NMPpHIOKEHUE HE NOBJIMABA I



KOHUEHTPALUH HA LHKJIOCTIOPHH.

B npoyusaHe Ha oceM NauueHTH ¢ ObOpeyYHa TpaHCNTAHTAUMA, YUHTO KPCATHHHHOB KIIHPBHC € Hal
50 ml/min npu cTabunHa 103a UMKIOCIOPHH, eanHUYHA 1033 oT 10 mg e3eTHMud Boad 1o 3,4-KpaTHo
(nanazol ot 2,3 10 7,9 mbTH) yRETHUeHUE Ha cpeaHata AUC 3a o0uus e3eTHMHO B CpaBHEHHE CbC
3ApaBa KOHTPO/IHA MOMYJIAlLHA OT APYro npoyusaHe (n=17), KOATO noay4yasa camo €3eTHMHD. B apyro
MPOYy4YBAHE MAUMEHT ¢ OBOPEUHA TPAHCILIAHTALIMA, C TEXKO Ob0pedHO YBpEXKIAaHE, KOMTO MOay4dana
LUKJIOCTIOPHH M MHOXKECTBO APYTH MEIMKAMEHTH, ITOKa3ea 12 IbTH MO-rofsmMa eKCIIo3uiMa Ha 00 IIHs
€3¢ TUMHO B CPABHEHWE ChC ChITBTCTBALLUTE KOHTPOH, NONYYaBallH caMo e3eTHMHO. B kpheTocaHo
NMpOyYBaHE C IBa nepuroaa npu 12 3apaBu nuua AHEBHOTO NMPUIOKEHHE Ha e3eTHMHO 20 mg B
NPOLNbIKeHUe Ha 8 [HKW ¢ eaunruHa no3a ot 100 mg uukiocnopux B [en 7 soau no cpeano 15%
yeenandeHHe Ha AUC Ha uvknocnopun (auanasod ot 10%-dHo HaManexnue 10 3 1%-Ho YBC/IHUEHHE ) B
CPaBHEHHE C eaMHHYHA 1033 OT 100 mg UMKIOCNIOpHH, IIpHIarad caMocToaTeHo. He ¢ nposexaaHo
KOHTPOJIMPAHO NPOYYBAHE 33 e(PeKTa HA €AHOBPEMEHHO MPHUIAraHusA e3eTUMHO BLPXY €KCIIO3HULIMATA
Ha UMKJIOCHOPUH NPH NalKHeHTH ¢ ObOpevHa TpaHCILIAHTALIHSL.

HenpenopbuuTenHd KOMOUHALIHK:

[Tpomeaznu unxubumopu. BbOpeKn, Ye TOYHUAT MEXAHU3BM HA B3aUMOACHCTBHE HE € H3BECTEH,
€AHMBPEMEHHOTO MPUNOKEHHE € NPOTEA3HA HHXHOUTOPU MOXKE PA3KO Ja MOBUIIK €KCAO3ULIMATA HA
posyBactaTvH (Bx. Tabndua |). Hanpumep, BbB (hapMakOKHHETHYHO NPOYyUYBaHe €AHOBPEMEHHOTO
npuioxeHue Ha 10 mg po3yBacTaTHH U KOMOMHHMPAH IPOAYKT HA /1BA MPOTEA3HH HHXHOHTOpPA

(300 mg arazanasup/ | 00 mg pUTOHABMP) MPH 3IpaBH JOOPOBOIILH C€ CBbP3Ba ¢ NPHOJIH3UTEIHO
TPHUKPATHO U celeMKpaTHO NoBHltaBaHe cbOTBETHO HAa AUC U Cprax Ha pO3YBACTaTHH B PABHOBECHOTO
CbCTOAHME. EAHOBPEMEHHOTO NPUIOXKEHHE HA PO3YBACTATHH M HAKOM KOMOHHAIIMK HA MPOTEa3HUTE
HHXHOMTOPU MOXKE Na ¢& UMA MPeIBU/I Cllel BHHMATENIHA NPEUCHKA HA KOPEKLMHTE HA [103aTa Ha

PO3YBAacTaTHH, Oa3WpaHu HA OYAKBAHOTO MOBHLIABAHE HA €KCMO3ULMATA HA PO3YyBACTATHH (BXK. TOYKH
4.2, 4.4 u 4.5 Tabnuua 1).

Huxubumopu na mpancnopmeprume npomeunu: Po3yBacTaTUH € cyOcTpar Ha onpe/eneHH
TPAHCTIOPTEPHH NMPOTEHHH, BKITHOUMTESIHO HA TPAHCTIOPTEPA HA YepHoapoOHOTO 3axpawane OATP1BI
H edaykcHus tpancnoprep BCRP. EanorpeMeHHOTO NpuiiosKeHHe HA PO3YBACTATHH C JIGKAPCTBEHH
APOAYKTH, KOUTO ¢4 HHXHOMTOPH HA TE3M TPAHCMIOPTEPHU NPOTEMHH MOKE 1A 10BEAE 10 MOBHILEHH
AJIA3MEHH KOHLIEHTPALMK HA PO3YBACTATHH H MOBHUIEH PHCK OT MuonaTus (BX. Toukn 4.2, 4.4 u 4.5
Tadbnuua 1).

Qubpamu: ENHOBPEMEHHOTO MPHIIOKEHUE HA POIYBACTATHH ¥ rempuOpo3nsl BOAH A0 ABYKPATHO
noeHilagaHe Ha Cpax U AUC Ha po3yBacTaTHH (BK. TOUKA 4.4).

B1b3 ocHOBa Ha faHHMTE OT cneUMUUHM NPOYUYBAHHA 32 B3aUMOJEHCTBUATA, HE C€ OUAKBA
(papMaKOKMHETUYHO 3HAYUMO B3aUMOACHCTBHE C (heHOPUOpAT, BLIOPEKH Y€ MOXKE J1a HACTBNH
papmakoauHamuuHo B3anmoneiicreue. ['empubposnn, perodundpar u apyrv ¢UOpaTH nOBUWIABAT
PHCKa OT MHOMATHS, KOraTo ce npunarat eaHoBpeMeHHo ¢ nuxuburopu Ha HMG-CoA penykrasara,
BEPOATHO NMopaau dakTa, ue Nocie H|uTe MOraT a NPeAM3BUKAT MUONATHA U IIPH CAMOCTOATEIIHO
npuioxeHue. lozara ot 40 mg/10 mg € nporuBonoKkazaHa Mpyv eJHOBPEMEHHO NTPHIOKEHHE Ha
udpar (Bx. Touku 4.3 u 4.4). [IpH Te3u NAUMEHTH JICUSHHUETO CBIUIO TaKa TPSIOBa 14 3aM0YHE C 103aTa
oT 5 mg.

[Ipn nauuerTH, KOMTO Noay4yaBat GeHodudpaT U ezeTUMHO, Jiekapure TpAOBa J1a ¢a 3arno3HaTH ¢
Bb3MOXKHHS PHCK OT XOJ/IeIMTHA3a ¥ 3a001aBaHe Ha JUThYHHS MeXyp (BxkK. Toukd 4.4 u 4.8).

AKO C€ NOAO3Mpa HATHYME HA XOJICUTHA3A [PH MALKMEHT, KOHTO MoayJyaBa e3eTUMUO H (peHo

Ca NOKA3aHH HU3CIedABaAHHA HA A JTbYHHA MEK}"p H Ta3ud TEP&HHH TpﬂﬁBa Ja Cc Hpe}‘CTaHOBH (
4.8).

Eanospemennoro npriaoxkeHue Ha ¢penopudpar nau reMPpuOpo3n/I yMmepeHO NOBH



KOHUCHTPALHS HA e3eTHMHO (CbOTBeTHO Npuban3nTeAHO 1,5- 0 1,7-Kparno). EqAHOBPEMEHHOTO
MPRICKEHHE HA €3eTHMHO ¢ ApYrH GUOPATH He € MpOYUYEeHo,

@ubdpaTuTe MOraT Ja YBENHUYAT EKCKPELIMATA HA XOJIECTEPOIA B #TbYKATA, KOETO BOAH 110
XofileTuTHasa. B npoyyuBaHus npH *KMBOTHH €3€THMHO MOHIKOra NOBHLLABA XOMECTEPOA B XKIIBUKATA
Ha XThUHHA MEXYD, HO He TIPH BCHUKHY BUAOBE (B3K. Touka 5.3). He Moxke na ce H3KITIOUH JIMTOreHeH
PHCK, CBBLP3aH ¢ TEpaneBTHYHATA ynoTpeda Ha e3eTUMUD.

Dy3udoea kuceauna: PUCKbT OT MHOMATHA, BKIIOUHTENTHO pabIoOMHOIH3a, MOKE 1@ C€ NOBULIH MPH
€1HOBPEMEHHO MPHIOKEHUE HA CUCTEMHA (y3HA0BA KUCENHHA ChC CTATHHH. MexaHu3MbT Ha TOBA
B3aUMOJIEHCTBUE (HE3aBMCUMO OT TOBa Jaiii € hapMakoJHHAMHAYEH UK (GapMAKOKHUHETHYCH, WK U
ABeTe) € Bce otue HemspecteH. HMva cpoblennd 3a cinydav Ha pabaoMHONIH3a (BKTIOUHTENTHO ¢
NETAJICH U3X04) NPY [IALUKUEHTH, NMPUEMaIH Ta3d KOMOHHALIMSA.

AKko NedeHHeTo ¢ Py3uI0Ba KUCETHHA € HEOOXOAMMO, IEUEHHETO C PO3YBACTaTHH TpADBa Ja ce
NpeyCTaHOBH MPE3 LEHA NePHOL HA NeueHue ¢ Py3uaoBa KhcennHa. Bruxkre cbpimo Touka 4.4,

Jpyru B3aUMOACHCTBHA:

Aumuayuou; EQHOBPEMEHHOTO NMPUIOKEHHE HA AaHTHALIM/ HAMAIIBA CKOPOCTTa Ha abcopOuma Ha
e3eTHMHO, HO HE NOBAHABA OHOHATMUHOCTTA HA e3eTUMKO. Tazu HaManeHa ckopocT Ha abcopOLHs He
Ce CUMTA 3a KJIMHUYHO 3HAYMMA.

EAHOBpeMeHHOTO MPHIOKEHHE HA PO3YBACTATHH C AHTHALMAHA CYCTIEH3HA, ChAbPKaIa ATyMHHUH U
MArHE3HEB XHUAPOKCH/, BOAH 0 HAMAJICHHE HA NJa3MEHaTa KOHLIEHTPAaLIUA Ha pO3yBacTaTHH C
npudnuzuTenHo 50%. To3u edekT ce cMeKUaBa, KOTaTo aHTUALMABT C€ npuiara 2 yaca ciel
po3yBacTaTuH. KIIMHUYHOTO 3HaYeHHe Ha TOBA B3aMMOJEHCTBHE HE € IMPOYUEHO.

Aumurxoazyaranmu: ENTHOBpEMEHHOTO NpUokKeHHe Ha e3eTUMHO (10 mg BeIHBXK JHEBHO) HE
[MOB/IMABA 3HAYUTEJIHO OHOHAIHYHOCTTA Ha BapdapUH U NpOTPOMOUHOBOTO BpeME B MPOY4BAHC HA
ABaHaZeceT 3paBH Bb3pacTHH Mbxe. MMa 0baue mocTMapKeTHHIOBH CHOOLIIEHHA 3a OBHLICHO
MEXAYHAPOAHO HOpManH3Hpano CoTHOWeHWe (INR) npy nauvenTH, MpH KOUTO €3¢THMHUO e fobaBeH
KbM BapdapuH WiH payuHaAuoH. AKo ce n100aBs e3eTHMHO KbM BapgapuH, ZpyI KyMapHHOB
AHTHKOArynadT Wik gpayudauon, INR tpabea na ce npocneasasa no mMoaxomsLl HAuUMH (BxK. Touka 4.4).

Kakto npu npyrv uuxubutopu Ha HMG-CoA peaykrazara, 3al04BAHETO HA JISHEHHETO WIH
MOBUILIABAHETO HA 103aTa Ha PO3YyBACTATHH MPH NMALMEHTHU, IEKYBAHH €/ITHOBPEMEHHO C AaHTATOHHCTH
Ha BuTamdH K (Hanp. BapdapuH nnu apyr KyMapyuHOB AaHTHKOAryJaHT) Moe Aa DOBEAC 10
MOBHIUEHHE HA MEKIYHAPOIHOTO HopMaiUu3HpaHo choTHouIeHue (INR). [lpexparaBaHeTo Ha
JIeYEHHETO HITH MOHHKABAHETO Ha J0O3aTa PO3yBacTATHH MOKe 4a nosene fo HamaneHue Ha INR. lpu
TAKMBA CITy4aH € KeJTaTe/IHO NOAXONALI0 MOHHTOpHpaHe Ha INR.

Epumpomuyun. EJHOBPEMEHHOTO NPHIOKEHHE HA PO3YBACTATHH U €pHTPOMULIMH Boau 10 20%
Hamanexdue Ha AUC 1 30% namanenune Ha Cyac Ha po3yBacTaTHH. TOBa B3aUMOICHCTEHE MOXKE Na €
MPEAU3BHKAHO OT MTOBULIEHUS YPEBEH MOTUJIUTET, IPUUUHEH OT EPUTPOMHLIMH.

Enzunvu om cucmemama na yumoxpom P450: Peaynrature OT in vifro W in vivo NMpoy4YBaHWA MOKa3Bar,
4e PO3YBACTATHH HE € HUTO MHXUOUTOP, HUTO HHAYKTOP Ha uMTOXpoM P450 uzoensumure. OCBEH
TOBRA, po3yBacTaTHH e cjad cyberpar 3a Te3u uzoeH3uMU. Caea0BaTeHO, He €€ OYAKBAT JICKAPCTBEHH
B3aMMO/ICHCTBUA KATO pe3ynTaT oT LMTOXpoM P450-meannpan metabonuszsm. He ce Habmonasar
KIIKHHYHO 3HAYHMH B3aMMOJEHCTBUA MEXKAY PO3yBacTaTHH W umykoHazon (MHxubuTop Ha CYP2CY u
CYP3A4) unu ketokoHaszon (unxuourop Ha CYP2A6 u CYP3A4).

B npeaknMHUYHH NpOyUYBaHUA € JIOKA32aHO, Ye e3eTHMHO HE HHAYLHpa MeTaboM3HPpalLLH
uuroxpom P450 ensumu. He ca nabnrogapanu KIMHKMYHO 3HAYMMH PapMaKOKHHETHYHH
B3aUMO/ICHICTBHA MEXKAY €3eTUMHO U JIEKAPCTRA, 32 KOMTO € U3BECTHO, Y€ C& METabOMH3
uutoxpomute P450 1A2, 2D6, 2C8, 2C9 n 3A4, vnu N-auetnarpancgepasa.



Koaecmupavun: EAHOBPEMEHHOTO MPHIIOKEHHE HA KOJIECTUPAMUH HaMmalgBa CpeiHaTa Mol noj
kpueaTta (AUC) Ha obwHs e3eTHMHG (e3eTUMHUG + €3eTHMUG-FTIOKYPOHHA) ¢ NPUOAHZHTENTHO 53%.
HocTeneHHOTO NOHMKABAHE HA XONECTEPONA B TMIONPOTeHHHTE ¢ HUcka nsTHOCT (LDL-C),
ABAKALLO ¢ Ha J00aBAHETO HAa €3€THMHUO KbM KOJIECTHPaMHH, MOJe J1a Obe HAMAJICHO OT TOBa
B3aHMOAECHCTBHE (BXK. TOUYKa 4.2).

Huzoxcun: Bb3 ocHOBA Ha JAHHWTE OT CIISUH(HUYHA NPOY4YBaAHHA 32 B3aHMOAEHCTBHATA HE CE OYaKBaT
KJJUHHYHO 3HAYHMH B3aUMONENACTBUA C AUIMOKCHH.

[lepoparnu konmpayenmusu/xopmonozamecmumetna mepanus (X3 7). EATHOBPEMEHHOTO
[IPUIOKEHHE HA PO3YBACTATHH U MEPOPASIEH KOHTPALUENTHB BOAM 10 yBenuueHue Ha AUC Ha
eTHHHJIECTPAAHOI M HOPreCTpen, CLOTBETHO ¢ 26% 1 34%. Te3u NoBHILIEHH I1a3MEHH HHBA TPAOBA
7a ce UMAT NPEBU/, KOTATO C& H3OHPAT JI03UTE Ha MEepOPATTHUTE KOHTpauenTHBH. Hiama
GapMakOKHHETHYHH JAHHH 32 NALKMEHTH, KOWTO MpMEMAT ¢AHOBpeMeHHO posysacTaTul M X3T u
nopajd ToBa, NoA00¢H ePeKT HE MOKe /1A ce M3KITIoUH. Ta3u koMOHHaLKA 0Dave € LIMPOKO
[IpUJIaraHa MpH »KeHH B KIMHAYHHM U3IIHTBAHUA U € 100pe MOHacAHa.

Bzaumodeiicmeus, uzuckeauyu Kopexyuy Ha 003ama Ha pozyeéacmamu (exc. cvujo Tabauya 1):
Korato ¢ Heo06x0auMo 1a ce NMPUJIOMKH €IHOBPEMEHHO pO3YBACTaTHH ¢ APYrH JEKAPCTBCHH NPOJYKTH,
334 KOWTO € U3BECTHO, Y€ YBEIUYABAT SEKCIIO3HLMATA HA PO3YBACTATHH, A03aTa HA PO3YBACTaTUH
TpsaOBa fa ce xkopurupa. Heobxoaumo e pa ce 3anoytHe ¢ 103a 0T 5 mg BEAHBXK AHEBHO pO3yBacTaTHH,
aKO OYaKBaHOTO yBeTUUYEHHE Ha ekcno3duuAaTa {AUC) e NpHOIU3UTENHO ABYKPATHO WIH MO-TOJIAMO.
MakcumanHaTa THEBHA 403a HA PO3yBacTaTHH TpaOBa na Obae KOpHUIrMpaHa Taka, Y€ OYaKBaHATa
eKCTO3HUHA Ha PO3YBACTATHH Aa He NpeBHIliara Taszd Ha 40 mg nprera 6e3 B3aUMO/ICHCTRAIIH CH
NeKapCTBEHH MPOAYKTH, KaTo Hanpumep 20 mg no3a Ha po3yeacTaTuH ¢ remududposu (1,9-kparHo
yBeuueHHe) u 10 mg 103a HAa po3yBacTaTHH ¢ KOMOUHAIIHA HA aTa3aHaBAD/PUTOHABMP (3, I-kpaTHO
VBEITHUECHHUE ).

Tuxazpenop: Tukarpenop Moxe aa Nopiuse Ha OLOpeUHATA EKCKpELMA Ha PO3yBacTaTHH,
yBEJIM4aBaHKH PHCKa OT HATPYNBAHE HA PO3YBACTATHH. BBLIIPEKH Y€ TOUHHAT MEXAHH3IBM He €
H3BCCTEH, B HAKOHW Cay4vaHd CIHOBPEMEHHOTO NPHIOXKCHHE HA THKArpenop H pOfi}'BElCTﬂTHH BOOAHU OO
HamajiseaHe Ha ObOpeyHaTa yHKUMSA, MOBHIIABAHE HA HUBOTO HA CPK 1 pabgomMuonusa.

AKo ce HaOmoAaBa NeKapcTBeH MPOOYKT, KoiTo nosHwasa AUC Ha po3yBacTaTHH NO-MajIKo OT 2
MbTH, HAYAIHATA 034 HE TpsOBa Ja ce HamaulsiBa, HO TpAOBaA na ce BHHMAaBa, ako CC YBEIHMYH 103aTa
Ha po3yBactatvH Haj 20 mg.

Tabaunua 1. Ecbexr Ha €1HOBpEMEHHO NPHUIIATAHH JEKAPCTBEHH NPOAYKTH BEPXY €KCMO3HLMATA HA
posysactatiH (AUC, nipecTaBeHa B HU3XOAUL Pel N0 FOJAEMHHA) OT ITyOJIMKYBaHH KNHHHYHH
U3MUTBAHHS

[loBuwiaBane Ha AUC Ha po3yBacTaTv 2-KpaTHO WiH MOBHE OT 2-KpaTHO

H030B pexuM Ha B3auMOACHCTBAIOTO  JI030B PEKHMM Ha pO3YBACTaTHH [Tpomsna B8 AUC™ Ha
NEKAPCTBO pO3YyBacTaATHH
CodocOysHp/BenmnaracBup/ 10 mg, eAUHUYHA 1032 7,4-KpaTHO 1T

pokcunanpesup (400 mg-100 mg-100
mg) + Bokcuianpesup (100 mg) BegHbK
JAHEBHO B MPOAb/LKeHHE HA 15 nHU
Huxnocoopuu 75 mg U1 1o 200 mg 10 mg B/I, 10 anu 7,1-kpartro T
JUI, 6 meceua

Haponyramua 600 mg I, 5 avu 5 mg, eaMHH4YHa n03a 5,2-KpaTHo
Peropadenud 160 mg, Bl, 14 ann 5 mg, equHWUHA N03a 3.8-kparH ,{5\‘3‘}‘
ATtazanasup 300 mg/putonaeup 100 mg 10 mg, enunuuna 103a 3,1-kpar

B/, 8 nun

Bennaraceup 100 mg BJI 10 mg, envHUYHA 1032 2,7-Kpa



Ombutacenp 25 mg/napuranpesup 5 mg, eAMHMYHA 1034 2,6-KpaTHO )
150 mg/puronasup 100 mg BlI/
pacabysup 400 mg JU/1, 14 anu

['pazonpesup 200 mg/enbacsup 50 mg 10 mg, enHKUYHA 032 2,3-kparHo T
BX, 11 auu

I'mexanperup 400 mg/nubpeHTacBup 5mg B/l, 7 nauu 2,2-kpatHo 1
120 mg BJI, 7 aHu

JlonuHaenp 400 mg/putoHaBup 100 mg 20 mg B, 7 axwu 2,1-kpaTHO T
UL, 17 nnu

Knonuaorpen 300 mg HaToapeawa 20 mg, eAMHHWYHa J03a 2-kpatHo T
[03a, rnochienBada or 75 mg na 24 gaca

['emdpubdpozun 600 mg I, 7 nuu 80 mg, enrHHWYHA N0O3a 1,9-kpatHO |
[lo-manko ot 2-kpaTHO yReaAH4Yenue HA AUC na polysacTaTul

J1030B pexKUM Ha B3aHUMOACHCTBAWOTO 0308 PEKHMM HA PO3YBACTATHH IMpomsHa B AUC na
JEKAPCTBO pO3yBACTaTHH
EnTpomﬁonar 75 mg B, 5 nuu 10 mg, enHMUYHa po3a 1,6-kpaTHO T
HapyHnasup 600 mg/putoHasup 100 mg 10 mg BJI, 7 auu {,5-kpatHo T
JUL, 7 1HH

Tunpanarup 300 mg/putonarup 200 mg 10 mg, enMHUYHa N03a 1,4-kpatHo T
JUL, 11 aHun

Hponeaapon 400 mg /I He e Haanuen I,4-kpaTHO T
Urpakonason 200 mg BJ1, 5 nau 10 mg, eaxHUYHA n03a 1,4-kpatso T*
Ezerumu6 10 mg BJ], 14 nuu 10 mg, enunuuHa no3a, 14 o 1 2-kparro T
Hamanssane Ha AUC Ha pozyBacTaTun

Jl030B pexxuM Ha B3auMogelcTBamoTo  J[030B peskiM Ha po3yBacTaTvH [Tpomana B AUC" Ha
AEKAPCTBO pO3yBaCTaTHH
Eputpomuuund 500 mg Y/1, 7 aHn 30 mg, eanHU4Ha 1032 20%
baitkanun 50 mg T/, 14 anu 20 mg, enMHUYHA 1032 47% 4

* laHHHTE, NMPEACTABEHH KATO X-KpaTHA TIPOMSAHA, NPEJCTABIABAT NPOCTO ChOTHOLUEHHUE MEXKTY
e1HOBPEMEHHOTO U CAMOCTOATEAHOTO NPHUIIOKEHHE HA pO3YBAcTaTHH. JJaHHUHTE, [TpeICTaBeHH

Kato %-Ha npOoMsiHa, NMpeacTaBIABaT Yo-HaTa pa3aHKa, OTHECEHA KbM CAMOCTOATENHOTO MPHIIOKEHHE
Ha pO3yBaCTaTHH.

VBeAMUYEHHETO € NOKa3aHo Kato " 1", HaMajleHHeTo Kato "V,

""Hakonko npoy4BaHHs 3a B3aHMOAEHCTBHATA Ca [IPOBEACHH ¢ Pa3NyHa JO3HPOBKA Ha
pO3yBAaCTaTHH, TAD/1MLATA NOKA3BA HAH-3HAUHMHTE CHOTHOIISHHSA

AUC — nnowy noa kpueara, B/l = senubx aHesHo; /I = nsa msTtu AHeBHO; TJ[ = TpH MBbTH JHCBHO,

Y/l = YyeTHpH IMbTH AHEBHO

CreaHuTe NeKapCTBEHH MPOAYKTH/KOMOMHAUMM HE Ca MMAJTH KJIHHHYHO 3Ha4nM edekT Bbpxy AUC
Ha pO3YBacTAaTHH [PH €IHOBPEMEHHO Npuiockenue: Aneravraszap 0,3 mg 7 184 n03HpaHe;
@eHodudpar 67 mg T, 7 nHu; Oaykonazon 200 mg B/1, 11 auu; dozaMmipeHasup

700 mg/putronaeup 100 mg 1, 8 nuu; Kerokonazon 200 mg JIJ1, 7 auu; Pudpammuund 450 mg BJL, 7
auu; Cunumapud 140 mg T, 5 aHu.

B K1MHUYHY NpOYYBaHKA 32 B3aUMOAeHCTBUATA €3¢TUMHO He noBnuaBa GapMaKOKHHETHKATA Ha
JAancoH, AEKCTPOMETOP(MAaH, AUMOKCHH, NEPOPAITHHA KOHTPALECIITHBY (ETHHUIIECTPAAHON H
NECBOHOPrecTpe), MTUAMH3K/I, TOJI0YTaMUA WIM MHIA30J1aM 110 BpEME Ha €THOBPEMEHHO NPUIIOKEHUE.
[{UMETHIUH, NPHAOKEH CAHOBRPEMEHHO C €3eTUMMO, HE MOBAHABA OHOHATMYHOCTTA HA €3€THMHO.

[eouampuuna nonyvaayus: [lpoyuBaHus 3a B3aMMO/ICHCTBHUATA €A MPOBSKAAHH CaMO IIPH BB3PACTHH.
OOXBaTHT HA B3aUMOACHCTBUATA MPU NEUATPHYHATA NOMYJIALUMS HE € U3BECTEH.

4.6 @epTHAHTET, OPEMEHHOCT H KbpMeHe

Ko-Posgepa e npoTHBONOKa3aH Mo BpeMe Ha OPEMEHHOCT W KbpMeHE (BXK. Touka 4.3).



bpeMeHHOCT

AKendre ¢ gerepoaeH noTeHUMan TpadBa /ia NpUaarar MoJAXoAALM KOHTPALENTHBHH MEPKH.

Tovi kaTo XOIECTEPOABLT H APYTUATE NPOAYKTH OT OMOCHHTE3A Ha XOJECTEPO/1a €a OT ChLUECTBEHO
3HAYEHUE 32 PA3BHTHETO HA IUTOAA, MOTEHUHAMHUAT puck oT HHXHOHpaHe HAa HMG-CoA penykrasara
Npesb3X0KAA NMPEeIHMCTBOTO HA JIEYEHHETO MO BpeMe Ha OpeMEeHHOCT. [1poyUBaHUATa [IPH KHBOTHH
[peAOCTABAT OrPaHHYEHHU JAHHH 32 PeNpPOAYKTHBHA TOKCHUHOCT (BXK. TO4KA 3.3). AKO NaLMeHTKaTa
3a0peMeHee No BpeMe Ha ynoTpedarTa Ha TO3H NPOAYKT, JIe4eHHETO TpAOBa 1a ¢e NpeyCTaHOBH
He3abaBHO.

JIuncBaT KAMHUYHY JaHHH 32 yrnioTpebara Ha e3eTHMUD 110 Bpeme Ha GpeMeHHOCT. [IpoyuBaHusaTa npu
’KUBOTHM 3a YIIoTpedaTa Ha e3eTUMUD NMpH MOHOTEPATTIHA HE MOKA3BaT JaHHH 32 NMPEKH X KOCBEHH
BpeAHH eEKTH BbpXy OpeMeHHOCTTa, eMOpHO-DEeTATHOTO Pa3BUTHE, PKAAHCTO HIIH MIOCTHATAIHOTO
pa3BUTHE (BK. TOUKA 5.3).

Kbpmene
Ko-Pozeepa He TpaOBa aa ce npuiara no BpeMe Ha KbpMeHe. PO3yBacTaTHH C€ €KCKPETUPA B MIIAKOTO
Ha MIBXOBE. JIMNCBAT JaHHM 332 €KCKPEUMATA B KbpPMaTa MpH Xopa (BX. Touka 4.3).

TIpoyuBaHHa BLPXY MILXOBE MOKA3BaT, Y€ €3€TUMUO ce oTaeNd B MaituuHOTe MIAKO. He e u3BecTHO
Aany e3eTtuMud ce oTens B KbpMara Ipd Xopa.

DepTUinTeT

Jlunceart gaHHH OT KIHHUYHM H3MHTBAHHS 34 e(peKTHTE Ha €3eTUMHO BBPXY (PEPTHNHTETA FIPH XOpa.
EzeTdMub He noenussa GEPTHIMTETA HA MBKKH HIIA AKEHCKH [UTbXOBE, PO3YBACTATHH NPH NO-BHCOKH
A03M NOKa3Ba TECTHKYJapHA TOKCHYHOCT [TPH MaiiMyHH U Ky4eTa (B3K. TOUKA 3.3).

4.7 EdjexTn BbpXxy cnocodnocrTa 3a modupane n pabdora ¢ MAIHHH

He ca npoBexIaHH NpoyuBaHUS 3a CripeJesHe Ha edeKTa HA pO3yBacTaTHH WIH €3€TUMHO BbpPXY
crocoBGHOCTTA 3a odupaHe W paboTa ¢ MaluWHH. Bbhpeku ToBa, npy wodupaHe HAH paboTa ¢
MaLlHHA TpAOBA Ja ce MMa NPeJBH, Y€ HMa CHOOLIEHHS 32 3aMasHOCT.

4.8 Hexeaann jJieKapcTBeHH PeakUHH

- MHoro dectu (2 1/10)

- Yectu (= 1/100 po < 1/10)

- Heuectu (= 1/1 000 ao < 1/100)

- Peaxu (= 1/10 000 1o < 1/1 000)

- MHoro peaku (< 1/10 000)

- C HeM3BeCTHA YeCTOTa (OT HATHYHHTE JAHHH HE MOXKe J1a Obe HAMpaseHa OLICHKA)

O0obuieHHe Ha fpoduna 3a 0e30MacHOCT

Hexenanure peakumuu, HabnoAaBaHu [IPH pO3yBacTaTHH, OGHKHOBEHO €a NIeKH H npexoaHH. [lpu
KOHTPOJHPAHUTE KIIMHWYHU U3ITHTBaHUA [0-MaJIKO OT 4% OT MaLUEeHTHTE, JIEKYBaHH ¢ PO3yBACTaTHH,
ca MPEYCTAHOBUIIU YYACTHETO CH NOPAAH HEXKETAHH PEAKLIUH.

[IpodunbT HA HeXKEJAHWTE PEaKUWy 3a pO3YBACTATHH C€ OCHOBaRa HA AAHHM OT KJIMHHYHH
NPOYUBaHWA U GOrar onMT ciie]l MyCKaHETO Ha nasapa. HexenaHuTe peakuuu 3a €3¢TUMHO ca
HAOMI01aBaHu ApU [TALMEHTH, JIEKYBAHH ¢ e3eTUMUD (N=2 396) H npH no-roniMa 4eCToTa OTKOJIKOTO
npu nitauedo (N=1 159) wiu npu nauMeHTH, JTEKYBaHHU ¢ €3eTUMHUO, EJHOBPEMEHHO NpUIAra
ctaTHH (N=11 308) u npu no-roasiMa 4ecToTa OTKOMKOTO NPH CaAMOCTOATEIHO NPUNOHKE \mhﬁ%ﬁ%ﬂﬁ
(N=9 361). [locTMapKe THHTOBHUTE HEKENIAHM PEAKIIMH 34 €3€THMHO ca NOJYYEHH OT Chb
e3eTUMUD, NPUWIarad CaMOCTOATETHO HITH ChC CTATHH,

Tabnuued cnuchi HA HEXETAHUTE peaKIUy




Tabauua 2. HexenaHu peakuys Bb3 OCHOBA Ha NAHHMTE OT KAHHWYHH NPOYUBAHHA H
[MOCTMAPKCTHHTOBHA OIMTHAT

CucreMo-oprasen H YecToTa
€KeAHN peaKiHH
kiaac no MedDRA pearil PoszyBacTaTHH Ezeramu0
Hapyvuienus na xpvema _ C Heu3BeCTHA
& P TpomOouuTOneHWA Penku
| u aumpuama cucmema 4yeCcToTa
Hapywenun na Peakuuu Ha CBPBLXYYBCTBHTEITHOCT, —
UMVHHAMA CUCMEMA BKJIIOUHMTETHO AHTHOEIEM
Peakuun Ha CBpBX4YBCTBUTENHOCT
! P 5 4 ’ C HeuzBeCTHA
MAH | —
BKJIKOUYMTEIHO OOPHUB, YPTHKAP yecToTa
aHapUITaKCHU
Hapywenun na
EHOOKPUHHAMA 3axapeH auader’ YecTu —
cucmema
Hapywenua na
MemaboauzMa u Hamanen anetur — HeuectH
XPAHEHEMO
Heuxvuunu napyutenus C Heu3BecTHa C Heu3BeCcTHA
Henpecus
4eCcToTa 4eCcToTa
Hapywenua na [ naroOonue Uectu YecTH
HEPBHAMA CUCMeEMAd Yamas Uectu C HeH3BECTHA
MAAHOCT 4ecToTa
[ lonuHeBponaTUs MHOro peakH —
3aryba Ha namer MHuoro penxH —
Mepud C Heu3BeCTHa
EpU(EPHA HERPOMATHA —
prRCP P YeCcTOoTa
HapyuieHus Ha ¢bHsA (BKIHOUHTENHO | C HEW3BECTHA B
MHCOMHHSA H KOLIMAPH) YEeCTOTa
[lapecTezusa — HeuecTH
C Heu3BeCcTHA —
MHacTeHuns rpapuc
YeCTOTA
Cvoosu Hapyuwenus Fopeliy BBJIHHA, XMIIEPTOHUA — HeuecTH
Hapyvwenus na ovume C Hen3BecTHA
P Ouna MHacTeHns —
YeCcTOTa
Pecnupamopuu, 2poOHU C Heu3BeCTHA
pamop P Kawnnua HeuecTH
U MeOUQCMUHATHY 4yeCcToTAa
HAPYULEHUA C HeuzBecTHA C Hen3BeCTHA
JnAcnHes
YE€CTOTA 4eCcToTa
Cmomawuno-upesnu Uectn C HeHn3BecTHA
KoncTrnauus
HAPYVUeHUA YeCTOoTa
["aneue Yectu Heuectu
bonka B kopema YecTH Yectn
3 p C HCH3BECTHA
H eKd
AHKpCATHT A yecToTa
C Hen3BeCTHA
Huapus Hectn
4eCTOTa
Cyxora B ycrara — Heuectu
['acTpur — HeuecTu
DaaTyneHuus —

HNucnencus, ractpoesodareanHa
peduiykcHa bosect




Xenamobuiuapnu

[loBHILIEHH YepHOAPOOHH

Penku —
Hapyenus TPAHCAMHHA3H
JKbnreHuna MHOro peakH —
X M 4 C HeH3BEeCTHA
HOTO PEIK
CHathT pei 4yecToTa
C HeH3BecTHa
Xonendryvasa —
yecToTa
X C HeHn3BecCTHA
ONCUMCTUT secToTa
Hapyuwenus na IIpypuryc HeuecTH Heuect
KONCama u O0pus Heuectn HeuecTu
HOOKOJICHAMA NTbKAH Yprukapus Heuectu Heuectu
C Heu3BecTHa
Cuuapom Ha Stevens-Johnson —
YyecToTa

Eputrema myatudgopme

C Heu3ReCTHA

4eCTOTA
JlekapcTaeHa peakuus ¢ C Hew3BecTHA
€O3MHO(MUINSE M CUCTEMHH qecTOTa
cuMnToMu (DRESS)
Hapywenun na Muanrusa Hectn YecTH
MYCKYAHO-CKEeRCIMHama Penku C HeuzBeCcTHA
CACTEMA U MuonaTua (BKIIOUHTEIHO MHO3HT) 4ECTOTA
CbeOUHUMETHAMA Penku C HeW3BECTHA
MbKaH Pabaomuomsa 4eCTOTa
Aptpanrus MHoro peaku Heuectu
HmyHo-meanupana Hekpotusupama | C Hew3secTHa B
MUOMATHA 4ECTOTa
Hapyuieruns Ha cyxoXuiusTa, C neussecTHa 3
NMOHAKOra yCJ0XKHEHH OT CKbCBaHE 4eCcTOTa
bonka B repba — Heuectn
Myckynna cnaboct — Heuectu
bonka B KpaHHULMTE — Heuectu
MycKyJIHM ciasMi, OOJiKa B LUMATA | — Heuectu
Jlynyc-nogobeH CHHAPOM Penku
Pyntypa Ha MyCKyn Penku
Hapywenun na
Ovopeyume u Xemarypus Muoro peaku —
RUKOYHUME NbMULYA
Hapywenus na
sv3npouszsooumetrnama | [ MHeKoOMacThA MBoro peaku -
cucmema u 2upoamd
Obuwgu rapyuesus u ACTEHHSA YecTH HeuecTu
ehexmu Ha MICMOMO Ezem C HeHu3BeCTHA B
HA NPUIONCEHUe 4eCcToTa
[lepudepen eqem — HevecTn
YMopa . — Yectn
bonka B repaute, Hosika — Heuectn
Hzcreosanus [lopuuenn AJIAT v/unu ACAT - UectH

[ToBuiieno HuBO Ha CPK B KpbBTA,
NOBULIEHO HUBO HA raMa-rnyTaMHi
TpaHcdepasa, abHOpPMEHH
4epHOAPOOHH GYHKUHOHAIHH
H3C/IEIBaHUS

'YecTOTATA Ll 32BHCH OT HAJIHUKETO HIH OTChCTBUETO HAa PHCKOBU (hakTopH (kpbBHal
rnaaHo > 5,6 mmol/l, UTM > 30 kg/m?, nosuuleHH TPUIIIMLIEPHAHN, aHAMHE3A 32 XHIT!




Kaxto npu apyru unxudutopu Ha HMG-CoA peaykrazarta, YECTOTATa HA HEXKEIAHUTE JIEKAPCTBEHH
PEaKLHH OPY PO3YBACTATHH € ¢ TEHEHIIM4 /1a ObAe 1030-3aBUCHMA.

OniycaHue Ha U30pPAHKU HEXKENAHH PEAKIIHH

Edhexmu svpxy 6wopeyume: 1py nauneHTH, NIEKYBaHH C PO3YBAcTaTHH, ¢&¢ HAlII04aBa NPOTEHHY PHA,
YCTAHOBCHA (1PH U3CJIEIBAHE ¢ TECT-JICHTH H C NMPSAUMHO TYOYIIeH Npoun3xoa. B onpeaeneH MOMeHT
Mo BpeMe Ha jieueHHeTo npH <1% ot nayuentTe Ha 10 ¥ 20 mg 1 npu npubnusureaHo 3% ot
NALMEHTUTE, JIeKyBaHH ¢ 40 mg, ce nadnioaaBar OTKIOHEHHS B M3C/IeNBAHUATA 3a IPOTCHH B YPHHATA,
BAPUPALIH OT OTPULIATENCH PE3YITAT WK Cliedn 10 ++ wiK noeeve. HesHaunTenHo yBENHUCHHE Ha
OTKJIOHEHHETO B MOCOKA OT OTPULIATENIEH PE3YNTAT WK CIEAH 0 + ce Hadmoaasa npH go3a 20 mg. B
[IOBEYETO C/Iyvau NPOTEHHYPHUATAa HAMAIARA WK M34Y€3Ba CMIOHTAHHO [IPH NMPOIL/DKHTC/IHA TEpATUA.
[IpernensT Ha JAHHHUTE OT KIMHWUYHHTE M3MUTBAHUA M MTOCTMAPKETHHIOBUS OMUT AOCEra HE
YCTAHOBAB& NPHYHHHO-CIIEICTBEHA BPb3Ka MEXKAY NPOTEHHYPHATA H OCTPO HJTH NPOrpeCHpanlo
6buOpedHo 3abosnsiBaHe.

HPH [MALIHCHTH, JICKYBAHHU C PO3YBACTATHH, CC Haﬁﬂ}OﬂﬂBa XeMaTypHid, HO JAHHHUTE OT KIHHUYHHTC
H3IMUTBAHHA MOKA3BAT, Y€ YECTOTATA 11 € HMCKA.

Egexmu evpxy cxeaemuama mycxyaamypa. EGeKTH BbpXY CKENETHaTa MyCKyJlaTypa, Hanp. MHaJIrus,
MHOMNATHA (BKITIOYHTEHO MHO3HT) U paako, pabaoMuonusa cee U 6e3 octpa 6b0peuna
HEOCTATBYHOCT C€ ChOOLLIABAT NIPH MALMEHTH, JEKYBAHH C PO3YBACTATHH, ¢ BCHYKH 103U H I10-
crielManHo ¢ 1034 >20 mg.

J1030-cBBp3aHO NnoBuiuasaHe Ha HUBaTa Ha CK ce HabiroaaBa npy NALMEHTH, TIpHEMAaLH
pPO3YBACTaTUH; MO-rOJAMATA YaCT OT CIYUAUTE Ca JIEKH, ACHMIITOMATHYHH U MPEXOIHH. AKO HUBATA
Ha CK ca noevwenn (> 5 x ULN), neueHueTo TpaOBa aa ce npeycTaHoBH (BXK. Touka 4.4).

Egpexmu svpxy uepnus opo6: Kakro npu apyru unxuburopn Ha HMG-CoA penykraszara, 1030-
CBBbP3aHO MOBHLLABAHE HA HUBATA HA TPAHCAMHHA3HTE ce HalJloAapa IpH MATBLK OpOi MALIMEHTH,
[IpUEMalIld PO3YBACTATHH, MO-TojiaMaTa HacT OT CIYHAuTe ¢a NeKH, aCHMITOMATHYHH H NPEXOAHMU.

CnegHuTe HeXKeNaHU CbOUTHUA ca IOKNAaABaHHU MPU HAKOU CTATHHH:

- CexcyanHa auchyHKIUS

- H3ondpanu cnydad Ha HHTEpCTHUMAIHA OenoapodHa bonect, 0CODEHO MPpH NPOABLTKHTETHA
Tepanus (Bx. Touka 4.4)

YecroTara Ha oknajiBaHe Ha padaOMHO/IN34, CEPHO3HH ObOPEYHH CHOMTHSA U CEPUO3HH 4EPHOAPOOHH
CHOUTHA (CBCTOALLH €€ NPESAUMHO OT MOBHIIEHH Y€PHOAPOOHH TPAHCAMHHA3H) € [T0-BHCOKA fIPH
no3arta ot 40 mg.

CTOHHOCTH Ha 1aDOPATOPHUTE U3CIEBAHMSA

B kOHTpOAHMpaHU KAMHUYHH H3MUTBAHUA HA MOHOTEPAIMUATA € €3eTHMHUO UECTOTaTA HA KIHHHYHO
3HAMHMHUTE NOBULIEHHUS Ha cepymuuTe TpaHcamunasd (AJIAT w/umu ACAT > 3 x ULN,
MOCIEAOBATENHO) € cX0aHA Mex Ty €3eTumud {0,5%) u nmnauebo (0,3%). [1pn nanuTBaHHA Ha
€IHOBPEMEHHOTO MPUIOKEHHE, YecToTaTta ¢ 1,3% 34 nauMeHTHTE, NeKYBaHH ¢ e3eTHMHO, Ipunarau
€AHOBPEMEHHO CbC CTaTHH, H 0,4% 33 mauMeHTHTE, ICKYBAHH CaMO CbC CTATUH. Te3Hu MOBHHIECHUA
OOHKHOBEHO Ca aCHMNTOMATHUYHM, HE ¢4 CBBP3aHH ¢ XO0JIeCcTa3a U €€ BPbILAT B U3XOJHOTO HHBO CNIC]
MpeycTAHOBABAHE HA JICUCHHETO HIH MPH OPOIb/KABAHE Ha JICUEHHETO (BXK. Touka 4.4.).

B K1MHAYHK H3NHTBaHUS C €3eTUMHO ce cbolbiana 3a CPK > 10 x ULN npu 4 ot | 674 (0,
MaLHEHTH, NEKYBaHH caMo ¢ e3eTuMub cpewry 1 or 786 (0,1%) naumenty Ha miauedo, v n
(0,1%) naumeHTH, €AHOBPEMEHHO IEKYBaHH C e3eTUMUO H cTaTHH cpelly 4 ot 929 (0,4%)
NeKyBaHU €aMo ¢he cTaTuH. He ce HaGatogasa MOBHIIEHA Y€CTOTa HA MHONIATHA MK pada



CBBLP3aHH C €3€THMHO, B CPABHEHHE CbC CHOTBETHOTO KOHTPOJIIHO paMo {ruiauedo HITH CaMOCTOATENHO
NPUIOKEHWE HA CTATHH) {BXK. TO4Ka 4.4).

[legnaTpuyHa nonynaums

[lopHieHus Ha kpeaTdHkKHa3aTa > 10 x ULN ¢ MycKyIHH CUMOTOMHK TIPH pO3YBacTaTHH, ClIE]
YIIPAKHEHUS WITH NOBHLIEHA (PU3HYECKA aKTUBHOCT ¢e HADII0AaBaT NO-4eCTO B 52-CEAMHYHO
KJIMHMYHO W3IIWTBAHE NPU 1e11a H IOHOLIM B CPABHEHHE C BB3pacTHH (BX. Touka 4.4). B ocravanute

OTHOLUEHHA, MPOMPUIBT Ha H€30NacHOCT Ha PO3YBACTATHH € NOAOOEH NPH IELATa H IOHOLIHMTE, B
CPaBHEHHE C Bh3PACTHHTE.

B npoyusane ¢ e3eTHMHO, BITIOUBAIIO NeHaTPHYHH NauvedT (6 10 10-roguuina 8b3pacT) ¢
XETEPO3HroTHA (paMuiiHa UK HedamunHa xunepxonecreponemus (n=138), ce nabaroaasar
nopuweHus Ha AJIAT w/unu ACAT (> 3 x ULN, nocaegosatenuo) nipu 1,1% (1 mauueHTt) ot
MALHUEHTHTE Ha e3eTHMHO B cpaBHeHHe ¢ 0% B rpynara Ha nnauebo. Hama noprwenus Ha CPK
(= 10 x ULN). He ca cbo01maBaHu cnyyad Ha MHOIIATHA.

CrollaBaHe Ha NOJ03UPAHN HEWKEIAHU PeaKIIUK

Cpo0LIaBaHeTO HA TIOJO3IMPAHU HEXKENAHU PEAKLIMH CJiell pa3pellaBaHe 3a ynoTpeda Ha JICKapCTREHUA
MPOAYKT € BaKHO. TOBA NO3BOJABA /14 MPOIb/KY HAOMOICHHETO HA CHOTHOLUEHHUETO NON3a/PHCK 34
NIEKAapCTBEHUS NPoAYKT. OT MEIULMHCKHTE CNELIHAIMCTH C€ U3HCKRA [1a CLODLIABAT BCAKA
MOO3HPAHA HEXKETAHA peaKliug Ypes;

UsnwnnuTenna areHlda no nekapcTeara

yi. . Jlaman ['pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcalT: www.bda.bg

4.9 Ilpenosupane
B cny4an Ha npeno3vpaHe Tpabea ga ce npuaaraT CHMITOMATHYHH M NOAOBPKAIIH MEPKH.
Po3yBacTaTvH

TpsaOga na ce npocneasasat yepHoapoOHaTa ¢yHKLMA U HUBaTa Ha CK. XeMoauanu3ara € MaJiko
BESPOSTHO Aa Obae OT nomsa.

E3ernmud

B KIHHHYHH ApPOYUYBAHHA NPHUIIOKEHHETO Ha e3eTUMHO 50 mg/aeH npu 15 3apaBn MHIKWBHIAH B
rpoabJiKeHHe Ha 10 14 nuu uikn 40 mg/aeH npu 18 nauMeHTH ¢ MbPBHYHA XHNIEPXOACCTEPOIEMHUS B
NpOABILKEHHE HA 10 56 AHuU, KaTo w0, € goOpe noueceHo. [py ;kMBOTHH He € HadMoAaBaHa
TOKCHYHOCT CJie[ ETHHHUYHH nepopanHy 403K oT 5 000 mg/kg eseTumul npH 1N1bXOBE H MHIIKH U

3 000 mg/kg npu Kyuera.

Crpodluenn ca HAKONKO cityyas Ha npegozupate ¢ e3eTuMud. [loBedueTo He ca CBbp3aHH ¢ HEXKE/IaHH
peaklMH. ChOOLIEHUTE HEXKETAHU MIPOSBH HE Ca CEPHO3HM.

5. ®APMAKOJIOI'IYHH CBOMCTBA

5.1 PapMakoIHHAMHYHH CBOHCTBA

@apMakoTepaneBTHYHA rpyna; tMnuaoMoaubuuupamu cpeactaa; uuxuburopy Ha HMG Co

Po3zyBacTaTuH

Mexanizvm na oeticmaeue




PosyBacTaTuH e cenekTuBeH U KOHKYpeHTeH nHxuoutop Ha HMG-CoA penykrasara, CKOpOCT-
OrpaHHyaBalLMAT €H3UM, KOHTO NpeBpbiUa 3-XHIPOKCH-3-METHITTyTapHIT KOEH3WM A B MEBAJIOHAT,
npeKypcop Ha xosiecteposa. OCHOBHOTO MSCTO Ha JI€HCTBUE HA PO3yBAaCTaTHH € YEPHHAT P00,
LIEJIEBUAT OpraH 3a MOoHHW)KaBaHe Ha XoJecTepoa.

Po3yBactaTvH yBennuara 0Oposi Ha yepHoapoOHuTe LDL peuentopu BbpXy KieTb4yHaTa MNOBbPXHOCT,
KaTo 3acCHJIBa MOEMaHeTo U kataboau3ma Ha LDL u uHxuOupa yepHoapoOHara cuHTe3a Ha VLDL,
KaTo Mo TO3W Ha4YMH HamaisBa oowms Opor Ha VLDL u LDL yacthum.

Dapmaxoounamuynu edhexmu
Po3ysactaTtud Hamasnsea nosuwieHus LDL-xonecrepon, o0uius XonecTeposl U TPUTTIHLEPUANTE H
nosuinasa HDL-xonecrepona. Toi cbiuio taka noHmwxkasa ApoB, nonHDL-xonecrepona, VLDL-C,

VLDL-TG u yBennuasa ApoA-I (k. Tabnuua 3). PodyBacTaTHH CbhLIO Taka IMOHWXKaBa
cwotHoweHusTa LDL-C/HDL-C, 06 C/HDL-C u nonHDL-C/HDL-C u ApoB/ApoA-I.

Tadanua 3: OTroBop Ha 103aTAa NPH NAUHEHTH ¢ IbPBHYHA XHNepXoJecTepoemus (Tun lla n
[Ib) (kopurapana cpeaHa NpouUeHTHA NPOMAHA CHPAMO H3X0AHATA CTOHHOCT)

Ho3a N LDL-C | Total-C | HDL-C | TG nonHDL-C | ApoB | ApoA-I
[Inauebo | 13 -7 -5 3 -3 -7 -3 0
3 17 -45 -33 13 -35 -44 -38 4
10 17 -52 -36 14 -10 -48 -42 4
20 17 -33 -40) 8 -23 -51 -46 5
L40 18 |63 [46 |10 |-28 [-60  |-54 |0 |

N = 6poit nauuentu; LDL-C = xonectepo:1 B IMNONPOTEUHHUTE ¢ HUCKA rIbTHOCT; Total-C = o001
xonecrepout, HDL-C = xonectepos B IMNONPOTEMHHUTE C BUCOKA MIBTHOCT; TG = TPUIIHLEPH/IH;
nonHDL-C = nonHDL-xonecrepon; ApoB = anonunonporeut B; ApoA-I = anonunonporeux A-l

TepaneBTHueH edeKT ce nosyyaBa B paMKHTE Ha | ceaMHLa ciie]] 3ano4yBaHe Ha ie4eHHeTo, a 90% ot
MaKCHMAaJTHUS OTTOBOP C€ MOCTUrar ciea 2 ceAMULM. MakCUMaIHUAT OTrOBOpP OOMKHOBEHO Ce
MOCTHra ciaes 4-ta CeaAMHMLA M Ce 3aAbpiKa CJie/l TOBA.

Kaunuuna eqpuxacrwocm u 6ezonacuocm

Po3yBacTaTuH € eeKTHBEH NPH BL3PACTHH C XHIEPXOJIECTEPOTIEMHS, ChC HIIH D€3
XUMEPTPUTIIHLEPHAEMHS, HE3ABUCUMO OT pacara, 1oJjia Wil Bb3pacTra, KaKTO U NPH CNICLIHAIHH
MOIyJIalMH KaTo AMa0ETHLM HJTH NAUMEHTH ¢ (paMuiIHa XMNEPXOJIECTEPOIEMHS.

Ot 00001meHH ¢a3a III naHHM e 10Ka3aHo, Ye po3yBacTaTHH € €(PEKTHBEH NMpPH TPETHPAHETO Ha MO-
roasiMara 4acT OT MauueHTUTe ¢ Xxunepxoaecreposemus Tun lla u IIb (cpeana u3xoaHa CTOMHOCT Ha
LDL-C okoso 4,8 mmol/l) 10 ueneBute CTORHOCTH, MOCOYEHHU B HACOKHTE Ha EBpONeHCcKoTO
npyskecTBo 1o arepockieposa (European Atherosclerosis Society (EAS); 1998)); okono 80% ot

nauuMeHTuTe, Tpetupanu ¢ 10 mg, nocturar uenesure croiHocTd Ha EAS 3a nupara na LDL-C
(<3 mmol/l).

B ronisMo npoyuBaHe ¢ au3aiiH Ha opcupaHo TUTpUpaHe 435 NauMeHTH ¢ XETepO3UroTHa (paMHITHA
XMIIEPXOJIECTEPOIEMHA M0Ty4aBaT podysactatuH ot 20 mg 10 80 mg. Beuyku 1034 nokassat
OnaronpusTeH edeKT BbPXY JUMUIAHHUTE MapaMeTPH U JIEYEHHETO 0 LeaeBHTe CTOHHOCTH. Crien
TUTPHUpaHe 10 AHEBHA 103a oT 40 mg (12-ceamuuno neuenue), LDL-C ce nonmxkasa ¢ 53%. 33% ot
nayueHTuTe aocturat Hacokute Ha EAS 3a nuata Ha LDL-C (<3 mmol/l).

npu 42 NauMeHTH ¢ XOMO3UroTHa hamuiaHa xunepxosnecreposiemus. CpeaHOTO HaM
B oOwuara nomynauus € 22%.




EzeruMub

Mexanuzvm na deticmgue

EzeTuMul nprHapiekyd KsM HOB KJac AUMMAONIOHKKABAILN CheIHHEHHS, KOMTO CEJIEKTHBHO
HHXMOUpaT YpeBHaTa abcopOLIHA HA XONECTEPOIT H CBBbP3aHHWTE C HEFO PACTHTEIHH CTEPOIIH.
EzeTuMH0 € nepopainHO akTHBEH H MMa MEXAHH3BM Ha NeHCTBHE, KOHTO CE pa3siMiaBa OT ApyTrHTe
KJ1aCOBE CheAHHEHH, MOHIKABALLK X01eCcTepoa (Hanp. CTaTHHH, CEKBECTPAHTH Ha HUTBYHWTE
KMCEJTMHH [CMOJIH], NPOU3BOAHK Ha (PHOPHUHOBATA KMCEIMHA W PACTUTENIHK cTaHoIM ). MonekyiHaTa
MHILIEHA HA €3eTHMHO € cTeposioBUAT TpaHcopTep Niemann-Pick C1-Like 1 (NPCIL1), koxTO €
OTFOBOPEH 3a YPCBHOTO II0EMAHE Ha XOJECTEpOIIa H (PUTOCTEPOITUTE.

EseTMub ce ToKanu3Mpa B MOKPHTATATA ¢ BTACHHKH MPaHKLA HAa ThHKHTE YepBa H HHXHOHpa
abcopOuuATa HA XOMECTEPOa, KOSTO BOJM /10 HAMAJIARAHE HA JOCTABAHETO HA YPECBEH XOASCTEPOII A0
yepHHA Apo0; CTATHHHTE HAMANABAT CUHTE3a HA XOJAECTEPOII B YSPHHUA 1po0 ¢ 3a€/IHO, TE3H OTAEIHH
MEXAHHU3MH OCUTYPABAT JOITBJIHUTENHO HAMAJIABAHE HA XosecTeposa. B nByceAMMYHO KNHHHYHO
npoyuBaHe NMpH 18 NalHEHTH ¢ XHNEPXOJIECTEPONEMHS €3eTHMHO HHXHMOUpa abcopOLMATa HA UPEBHHA
xosiectepon ¢ 34% B cpasHeHue ¢ ranedo.

DapmaxoounaMuynu edexmu

[poBeaeHa € cepust NPeIKTHHHYHHY M3CAEIBAHUA 33 ONPEIENSHE HA CETEKTUBHOCTTA Ha €3¢ THMHE 32
HHXHOHpaHe Ha abcopOumaTa Ha xonectepoi. Ezetumub nuxubupa adcopbumsrta Ha [14C]-
xoJiectepona 0e3 Ja NORAHARA BbpXY a0CopOuMsTa Ha TPHTHLIEPHANTE, MACTHUTE KMCEIHHH,
MITBUHHUTE KUCETHHH, MPOreCTEPOHa, eTHHHIIECTPAAHOIIA KM MaCTHOPA3TBOPHMHTE BUTaMHHH A 1 D).

EnyaeMUoNOruuHUTE NPOYUYBAHHS YCTAHOBABAT, Y€ ChbPACYHO-CBAOBATA 3a001EBAEMOCT H CMBPTHOCT
BAPHPAT MpaBe MPONOPLHOHAIHO Ha HUBOTO Ha 00wma xonectepon H LDL-C u obpatHo
MponopUHOHATHO Ha HUBROTO Ha HDL-C.

HPHHD}I{EHHETD Ha €3eTHMHO CBC CTATHH € e(bel{Tl-iBHO 32 HaMaJIBaHe HaA pHCKaA OT CHPACHHO-CbhA0BH

CLOHTHUS NPpH ITIAUHCHTH C KOpOHapHa 6DJ'IECT Ha CbpUETO H aHAMHE3A 34 OCTHP KOpOHapCH CHHAPOM
(ACS).

Krunuuna edhuxacrnocm u 6ezonacnocm

B KOHTpoAHpaHH KIHHHYHH MPOYUBAHHS, €36 THMHO KaTO MOHOTEPAIIMA HIIM €AHOBPEMCHHO NpUIIaraf
CHC CTATHH, 3HAYHTENTHO Hamansea obiua xonectepod, LDL-C, anonunonporenn B (Apo B) n
Tpurnduepuaute ( [G) n nosuinasa HDL-C npn nauMesTHTE © XHIEPXOTIECTEPOICMHA.

Hepsuuna xunepxonecmepoiemus

B neo#Hocnano, mnauedo-koHTponrpaHo 8-ceAMHYHO NpoyuBaHe 769 nauneHTH ¢
XUMEPXOECTEPOSIEMHS, Beye MOTy4aBallld MOHOTEPAIHs CbC CTATHH H HEAOCTHIHANH AC(pHHHpaHaTa
B HalnoHanHata nporpama 3a oSyuenue sbpxy xonecreposna (National Cholesterol Education
Program, NCEP) uenera ctoiiHoct 3a LDL-C (2,6 10 4,1 mmol/l [100 ao 160 mg/dl], B 3aBHucHMOCT
OT H3XOJHHUTE XaPaKTEPHUCTHKH, Ca PanIOMU3UpaHH fa nonyuyaear e3eTHMU0 10 mg unu nhauedo B
JOMBJAHECHHE KbM TEKYUIATA UM TEPAIKHs ChC CTATHH.

Cpe/ naiMeHTHTe, NEKYBAHH CbC CTATHH, KOMTO He Ca AOCTUrHany uefieBarta ctoiHocT Ha LDL-C na
H3XOAHOTO HHUBO (~ 82%), 3HAYMTENHO [TOBEYE IALMUEHTH, PAHAOMH3IHPAHH HA €3€THMUO, NoCTUraT
uesnesata cToHHOCT HA LDL-C B kpaliHaTta TOuKa Ha NPOY4YBAHETO B CPABHEHHE C MALMEHTHTE,
paHIOMH3HpaHH Ha wanebo, cboTBeTHO 72% U 19%. CroTBeTHHTE NoHkeHHs Ha LDL-C ca
JHAYHTENHO pamIMUHM (25% K 4% CHLOTBETHO 3a €3eTHMHO crnpaMo wiauebo). B ronbaxedue,
e3eTHMHD, 00aBeH KbM TEKYLLATA TEpaNKs ChC CTATHH, 3HAUUTENHO MOHWXKaBa O0LIHA XOIeCTepOl,

und 0% crpamMo U3XOQHOTO HHUBO.

B age, nolinocneny, paHAOMH3UpaHH M1aledbo-KOHTPOINpatn 1 2-CeIMHUYHH NpoyyBaH




MAUMEHTH ¢ MLPBUYHA XHIIEPXONeCTeEpoieMus e3eTuMHG 10 mg 3HAYUTETHO NOHHAKABA 0D LLIHA
xonectepos (13%), LDL-C (19%), Apo B (14%) u TG (8%) v nopumrasa HDL-C (3%) B cpaBHeHN e C
m1aiedo. B 1onmbiIHeHHE, e3¢ TUMHUO He MOBJIHABRA TUTA3MEHHUTE KOHLICHTPALIMK Ha
MAacTHOpa3TBOPHMHUTE BUTaMuHH A, D u E, Hama edekT BepXy IPOTPOMOHHOBOTO BpEME H NOA00HO
Ha ApPYTrd JUMHAOIOHWKABALLW CPEACTBA, HE HapyLUaBa oOpa3yBaHETO HA A/ pECHOKOPTHKAIHUTE
CTEPOK/IHH XOPMOHH.

PozyBacratun/E3eTHMud

Kaunuuna edpuxacrnocm u bezonacrnocm

[TpoBeieHO € 6-CCAMUYHO, PAHIOMHU3UPAHO, JIBROHUHOCASNQ, TAPAIESHO I'PYIIOBC KITHHHYHO
W3NUTBAHE, KOETO OLIeHABa Oe3onacHocTTa v edukacHocTTa Ha 10 mg eseTumud, n0OABEHH KbM
[MOCTOSHHA TEPAIHA ¢ PO3YBACTATHH CIIPAMO TEPANUA C MOBUIIABAHE HA 103aTa HA PO3YBACTATHH OT 3
10 10 mg unm ot 10 10 20 mg (n=440). O600IIEHHTE AHHHA NOKA3BAT, Ye e3eTUMHO, 100aBEH KbM
[IOCTOSHHA TEPAITHA ¢ PO3yBacTaTUH 5 mg wiu 10 mg, noHmwkaea L.LDL-xonectepona ¢ 21%. 3a
Pa3nuKa OT TOBA, YABOSBAHETO HA 103aTa HA posyBacTatud A0 10 mg nin 20 mg noHrkasa LDL-
xoJectepona ¢ 3,7% (Mexayrpynosa pasnuka 15,2%, p <0,001). EzetuMu0 mnroc po3yBacTaTuH 5 mg
nodikasa LDL-xonectepona noseue, 0TkoakoTo posysactartid 10 mg (12,3% paznuka, p <0,001), a
e3eTUMHO mTroc posysactarvl 10 mg namanaea LDL-xonecrepona noseue, OTKOIKOTO pO3YBaCTATHH
20 mg (pazauka 17,5%, p <0,001).

[TpoBeneHo e 6-ceaAMUUHO, PAaHIOMU3HPAHO MPOYUBAHE 3a M3CJIeABAHE HA e(PHKACHOCTTA H
fe30nacHOCTTa HA PO3YBACcTATHH 40 Mg CAMOCTOATEIHO MK B KOMOMHAUMA ¢ e3eTUMHO 10 mg npu
MAUHECHTH C BUCOK PUCK OT KOpOHapHa OoNecT Ha chpueTo {n=469). 3HaunTEeNHO NMOBEUE MAKUCHTH,
[OJYYABALM PO3YBACTATHH/€3eTHMHO, OTKOIIKOTO CAMO PO3YBacTaTHH, IOCTUraT Ae(pHHUPAHATA B
NCEP, nauen III 3a neuctuneto Ha Bb3pacTHd (Adult Treatment Panel 111, ATP III) uenesa cToHHOCT
3a LDL-xonecrepona (<100 mg/dl, 94,0% cnpamo 79,1%, p <0,001) u ontumandara ueieBa CTOHHOCT
3a LDL-xonecrepona (<70 mg/dl) (79,6% cnpsamo 35,0%, p<0,001). KomOnnauusTa
posyBacTaTiH/e3eTUMHO monmwkasa LDL-xonectepona 3HaYMTeNHO MOBeY€e 0T po3yBacTaThH (-69,8%
crpamo -57,1%, p <0,001). Ipyrure KOMOOHEHTH HA JTMMHAHAL/ TUNONPOTEUHOBUS [TPOQHI Ca ChIUO
3HayuTenHo (p <0,001) nonobpeHu npu po3yBacTaTHH/e3eTUMHO.

Hleduampuyna nonyiayus

EppornielickaTa areHUMs N0 JIEKapCTBaTa OCBOOOK/1aBa OT 3aABbJDKEHHETO 32 APEIOCTABAHE Ha
pe3yaTaruTe oT npoy4BadusTa ¢ Ko-Po3sepa BhB BCHUKHM NOArPYNH Ha [€AXATpHYHATA NONynaLHs
PH JEYEHUETO HA MOBHUIEH XOMecTepon (Bxk. Touka 4.2 3a uHdopmaLms OTHOCHO ynoTpedara rnpu
neJHaTpHYHaTa NOMYJIALMA).

5.2 dDapMakoKHHCTHYHH CBOHCTBA

PozyBacTaTuH

Abcopbyus
MakcHManHUTE MIA3MEHH KOHLIEHTPALHH Ha pPO3YBACTATHH C€ AOCTHraT NpHOTHIUTEIHO 5 Uaca ciien
NEPOpAIHO NpHIoKEHHUE. ADcommoTHaTa OHoOHaTHYHOCT € npubausutenHo 20%.

Paznpedenenue
Po3yBacTaTvH ce noemMa eKCTEH3UBHO OT YEPHHUA Ap00, KOHTO € OCHOBHOTO MSCTO Ha CHHTE3a HA
xoJiecTepon H KiHpbHca Ha LDL-C. O6eMbT Ha pasnpesiefieHHe Ha pO3yBacTaTHH € NPHOTH3UTENHO
134 1. TlpubnuzurenHo 90% o1 po3yBacTaTHH Ce€ CBbP3Ba C MIA3MEHUTE MPOTEUHH, MTABHO C
andyMuHa.

buompancdhopmayus
MeTtabonu3aMbT Ha po3yBacTaTHH ¢ orpaHuyeH (okono 10%). In vitro npoy4BaHHA Ha M § _
M3NO0JI3BAHE HA YOBEUWIKH XEMaTOUMTH NMOKA3BAT, Ye pPO3yBACTATHH € cnad cydcTpar 3a [




basvpan Ha uuToXpoM P450. CYP2C9 ¢ 0CHOBHHUAT H30€H3MM, KOHTO y4acTsa B METabOJIM3MA Ha
posyBacratuH, a 2C19, 3A4 u 2D6 yuacTear B no-manika crened. OCHOBHHTE HAEHTHPHLMPAHH
MeTA00NHTH ca MeTabonnTuTe N-ge3MeTHT U JakToH. MeTabouThT N-Ae3MeTHT € ¢ NPHOIH3UTETHO
50% no-manko akTHBEH OT PO3YBACTATHH, NOKATO JAKTOHOBATA JOpMa CE CUHTA 34 KIIHHHUYHO
HeakTHBRHA. Po3yBactaTtun onpenens noseye ot 90% ot akTueHOCTTA HA LMpKyTHpalus HMG-CoA
MHXHUOUTOpP HA peayKTa3aTta.

Lauvunupane

[IpubnuznrenHo 90% OT poO3yBACTATHH CE€ eIMMHHUPAT KATO HENIPOMEHEHO JIEKApCTBO ¢ (ereca
(CBCTOALO C€ OT abcOopOHpaHO W HeabcopOHpPaHO aKTMBHO BEUIECTBO), & OCTAHAIATA YaCT C¢
EKCKpEeTHpa ¢ ypyHaTa. OKoso 5% ce eKCKpeTUpaT HenpoOMEHEHHM B ypuHaTa. 1l1asMeHHT
EJIMMHHALIMOHEH TTONTYKUBOT € OKOA0 19 yaca. ETMMHMHALIMOHHWAT NONYKUBOT HE C€ YBE/IH4aBa MnpH
MO-BUCOKH N03H. ['eOMETpUYHATA CpeliHa CTOMHOCT Ha TUIa3MEHHs KITHPBHC € NpUOIH3HTENHO 50
nutpa/dac (koeduuueHT Ha Bapuabunuoct 21,7%). Kaxkro npu apyru uuxubduropn Ha HMG-CoA
peayKTasaTa, YepHOAPOOHOTO NOEMaHe HA PO3YBACTATHH BKAKOUBA MeMOpaHHuA npeHocuTesn OATP-
C. To3u npeHocHTen € BaXKeH 3a YepHOAPOOHOTO TUMHUHHpPAaHE HA PO3YBACTATHH.

Huneiinocm/neauneinocm
CHCTEMHATa eKCIMO3KLIKMS Ha PO3YBACTATHH CE YBEHUABA MPONOPLHOHATIHO HA 103aTa. Hama
NMPOMEHH BbB (PapMaAKOKUHETUYHHUTE MApaMETPH CJIe]I MHOTOKPATHY JHEBHH J03H.

CrnendaIns DONyJANHH:

Bv3pacm u non

JIuncea KIMEHYHO 3Ha4YHM ¢)eKT Ha Bh3pacTTa WIIH [10J1a BbpXy PapMakOKMHETHKATA Ha
pO3yBaCTATHH NPY Bb3pacTHU. DapMaKOKHHETHKATA HA pO3YBACTATHH IIPH A€LIA H IOHOLWIH C
XETEePO3UIOTHA (PaMUITHA XHIIEPXO0EeCTEPOIEMUS € CXOAHA WIIH MO-HUCKA OT Ta3H NPU Bb3PACTHH
n106poBoauM (BXK. ,.[leanarpuuna nomynanus™ no-aoy).

Paca

(DapMAKOKUHETHYHHTE NMPOYUBAHUA MOKA3BAT, Y€ MPH J1MLIA OT a3HaTCKATa paca (AMNOHUH, KUTAHLH,
HUITUNHUHLIM, BHETHAMUM H KOPEHUH )}, ¢& HaOmoaaBa 2-KpaTHO NOBUILIABAHE HA CPEIHHTE CTOHHOCTH
Ha AUC n Cpax B CpaBHEHME C TMLIA OT KABKA3KaTa paca; JIMLIaTa OT 33MaTCKO-HHAHKHCKH MPOH3XO/]

rnokassar npuOanzuTenHo 1,3-kpatHo yeennueHue Ha cpeiHuTe cTOHHOCTH HA AUC H Chax.
[Tonynauxoned papmMakOKHHETHYEH aHAIM3 HE Pa3KPHBA KAMHUYHO 3HAYHMH Pa3/IHKH BbB
(hapMaKOKHMHETHKATa MEKLY IPYNIMTE OT KABKA3KAaTa M YepHaTa paca.

BvOpeuno yepeoscoane

B npoyuBaHe npu nHua ¢ pa3ndyHa cTeneH Ha ObOpeUHo YBpeXKaaHe, IEKOTO 10 yMEepeHo OrOpeHo
3a00JI1BaHe HE MOBIWABA MN1A3MEHHUTE KOHUEHTPALIMKA H& pO3YBacTaTHH WK HA HEroBHA N-ae3meTHn
meTabonuT. JInuara ¢ Texko yBpexaane (KpeaTiHMHOB KIHpBHC < 30 ml/min), odaue, umat 3-KpaTHO
YBE/IHYEHHE Ha NJ1a3MeHaTa KOHLUSHTPALIHS H 9-KpaTHO YBETMYEHHE HA KOHLICHTpaLMiATa Ha N-
ne3MeTHN MeTadOoAUTa, B CPABHEHHE ChC 3ApaBU 100poBOILU. [lnasmeHHTe KOHLEHTPALHH Ha
PO3YBacCTATHH B PABHOBECHOTO CHCTOAHHE MPH MALHEHTH HA XeMOAMAIN3a ca pubnusutenHo 0%
MO-BHCOKH, B CPABHEHHE ChC 3paBH JOOPOBONLH.

Yeprnoopobno yepecoane

B npoyuBaHe Npu NLa C pa3iHUHa CTENMEH Ha YCPHOAPOOHO yBpeKaaHe HAMa JaHHH 3a NOBUIIIEHA
EKCIO3MLIMS HA PO3YBACTATHH MPH NAUMEHTHUTE C PE3YJITAT 7 WM MO-HUCHK Nno ckajgaTa Ha Child-
Pugh. /Isama naienTa ¢ pesysrratd 8 1 9 no ckanara Ha Child-Pugh, obauve, noka3sar Hail-manko 2-
KpaTHO NNOBHIIABAHE HA CUCTEMHATA €KCMO3ULMA B CPABHEHHUE C MALMEHTHTE C MNO-HUCKH pE3yATaTH

Fenemuuen nonumopguzom
Paznpenenenuero na uuxudburopure Ha HMG-CoA peaykrasaTta, BKNIOUMTETHO PO3Y



SLCOI1Bt (OATPIBI) n/unu ABCG2 (BCRP) cbiifecTBYBa PHCK OT MOBHLLEHA €KCNO3HMIMA Ha
po3yeactaTHd. Mnaueunyanunte nonuMopoduzmu SLCOIBI ¢.521CC u ABCG2 c421AA ca
CBBP3aHH C MO-BUCOKA eKcno3ums Ha posyBactatil (AUC), B cpaBHenue ¢ reHotunure SLCOI1BI
c.521TT nnu ABCG2 ¢.421CC. Tosa cneuuduyHo reHOTMIM3HPAHE HE C€ YCTAaHOBABA B KIIMHMYHATA
[IpaKTHKa, HO MPH NMALKMEHTH, 32 KOMTO € H3BECTHO, Y€ MMAT TAKHBA BUIOBE NOAMUMOPPH3IMH, CE
penopbYBa [10-HUCKA THEBHA A03a pO3YBACTATHH.

Heouampuuna nonyaayus

Jse papMakoKMHETHYHH NMPOYYBAHHKSA C PO3YBACTATHH (NpUIoXkKeH 1101 $opmara Ha Tab/IETKH) NpH
NeJMaTPHYHK NALMEHTH C XETEPO3NIOTHA (PaMUiIHA XHITEpXoJecTepoieMus Ha Bb3pacT oT 10-17 nnu
6-17 ronuuu (006110 214 nauyenTH) NOKa3ear, ue eKCMO3UUMITA NPH MEAUATPUYHH TTALHEHTH
M3FEXK 1A CPaBHUMA MM NO-HUCKA OT Ta3M [IPH Bb3PaCTHU MALMEHTH. EKCNO3ULUATA HA
PO3YBACTATHH € OTYETCHA KaTo NPEeIBHANMA MO OTHOILICHUE HA /103aTa H BPEMETO 3a 2-rOAHLLIHHA
NEPUOA.

EzeTUMUO

Abcopoyus

Cen nepopaiHo npunokeHue e3eTUMHO ce abcopOupa ObP30 H EKCTEH3MBHO €€ KOHIOTHpa C
(papmMakoI0rvvHoO aKTHBeH (heHoIeH MMFIOKYPOHHUT {€3eTUMHUO-roKypoHK ). CpenHnTe MaKCHMaTHH
niaazMeHu KoHUeHTPauHH (Cmax) C€ IPOSBABAT B paMKHTE Ha | 10 2 yaca 3a e3eTUMHO-MTIOKYPOHH, H
4 no 12 yaca 3a ezeTumu0. AGconoTHATa OHOHATHYHOCT HA €3¢THMHO He MOXKe Aa Ob/1e onpeaencHa,
Thii KaTO CHEAUHEHHETO € NPAKTHYECKH HEPA3TBOPHMO B IIOAXO/ALLA 34 HHKEKTHpPAHE BOJHA Cpela.

EnHOBpeMEHHHUAT ripueM Ha XpaHa (XpaHH ¢ BHCOKO ChAbP)KAHWE HA MA3HHUHH WK 0€3 MA3HHHH) HE
MOBITHABA NEPOpATHATa GUOHATHYHOCT Ha e3eTUMHO, KOraTo ce mpunara Karo tabaeTku ot 10 mg
eseTumnd. EzeTumud Moxe na ce npunara ¢bsc MM Oe3 xpaHa.

Paznpeoenenue
E3eTUMHUO ¢ e3eTUMHO-TIIOKYPOHK] C€ CBBP3BaT ChOTBETHO 10 99,7% u 88 no 92% ¢ nnazMeHuTe
MPOTEHHH [IPH XOopa.

buomparcchopmanus

EseTHMub ce MeTabonn3upa OCHOBHO B ThbHKHTE YEPBA H YepHUS ApO0 Ype3 KOHIOraluMa ¢
rmoKypoHuA (da3a Il peakuua) ¢ nocneapaiia ¥1b4Ha eKCKpeLna. MUHHMaIeH OKHC/IMTENCH
MeTaboan3bMm ((asa 1 peakuus) ce Habnroaaga NpH BCHYKY OLIEHABAHU XXUBOTHHCKH BHAOBE.
E3eTHMHO H €3¢ THMHO-TITIOKYPOHUI Ca OCHOBHUTE ICKAPCTBEHH NIPOM3BOAHH, OTKPHTH B IU1a3Mara,
ChCTABAABAUIHY CHOTBETHO NpubnuzuTento 10 no 20% u 80 no 90% ot 00WoTO 1EKApCTBO B
nnasmara. E3eTuMub # €3eTHMHO-rIoKypOHHA C& €AMMUHUPAT DABHO OT MJ1a3MaTa C IaHHH 3a
3HAYUTENHO EHTEPOXeNaTANHO peluKIHpaHe. T1onyKHBOTHT Ha €3€TUMHD M €36 THMHO-TIIIOKYPOHH/ €
npudIM3MTENHO 22 Yaca.

Eavvunupane

Cnen nepopanno npunoxenue Ha *C-ezeTumud (20 mg) npu xopa, 00IUAT €3eTUMUO NMpeACTaBNgBa
npuOIH3KTENHO 93% 0T oblaTa pagMoakTHMBHOCT B Inasmarta. [lpubdnusurento 78% n 11% ot
MPUIOMKEHATA PAIMOAKTUBHOCT C€ OTKPHBAT CHOTBETHO BbB (peueca U ypuHarta 3a 10-1HEBCH NEpHOA
Ha chOupaHe. Cnex 48 yaca TUNCBAT NOJOBUMH HHBA HA PAAHOAKTUBHOCT B ILIA3MATA.

CneuHanHd DONyJIaANHH:

Heouampuuna nonyrayus
(DapMakOKMHETHKATA HA €3eTUMMO € CXOHA MEeXAY AeuaTa >6 roMHH H Bb3pacTHUTE. Jlun

toHOLW K BrUIkOUYBa nauneHTd ¢ HokFH, HeFH unu curocteponemus.

Cmapuecka 8v3pacm



[ImazMeHHTe KOHUEHTPALUMM HA OOLIHA €36TUMUD Ca OKOJIO 2 IIBTH MO-BHCOKH MPH NALMEHTHTE B
cTapyecKa Bb3pacT (=65 roanHM), oTKONKOTo npd maaguTe (18 no 45 roauuun). [lonmkeHHeTo Ha
LDL-C v npodHnsT Ha §e30MacHOCT ¢a CPABHUMH MEXY CTApUTE H MIAJUTE HHAHBHUIH, NEKYBAHH C
ezeTuMud. [lopanu ToRa, MpH NaliUeHTH B CTAPUSCKa BB3PACT He CE€ Hanara KOpUrhpaHe Ha n03ara.

Yeproopodro yepexcoare

Cnen envunvHa 1o3a oT 10 mg esermMud cpeanara croiinocT na AUC 3a o01uus eseTumud ce
yBETHUARA NPUOIH3UTENHO |,7-KpaTHO MPH NALIHEHTHTE ¢ IEKO HEPHOAPOOHO YBpEXXAaHe (pe3yaTar )
wnM 6 no ckanata Ha Child-Pugh), B cpaBHenue ¢be 3paBu HHAMBHIAH. B 14-n1neBHO npoydyBaHe C
MHOTOKpaTHH 0031 (10 mg nHeBHO) PH NALHEHTH ¢ YMEPEHO YEPHOAPOOHO YBpexaaHe (pe3yaTaTu /
1o 9 no ckamnara Ha Child-Pugh) cpeayara croiitoct na AUC 3a o01ums e3eTHMHO ce yBeinuaza
npudnnzuteaHo 4-kparHo B e 1 u Jlen 14, B cpaBHeHHE CbC 3apaBd HHAUMBHAIU. He ¢e vanara
KOPHUIHPaHEe Ha [103aTa NPH NalUMEHTH € JIEKO YePHOAPOOHO yapexxaaHe. llopany HensBecTHUTE
eeKTH HA NOBHIIEHATA EKCMO3ULMS HA €3¢TUMHUO NPY NALIMEHTH C YMEPEHO HITH TEXKKO 4epHOAPOOHO
yepexaaHe (pesyatar no ckanara Ha Child-Pugh >9), ezeTtimMud He ce npenopbysa npu Te3u
nauHeHTH {BXK. Touka 4.4).

bvbpeuno yspexcoane
Cnen eqHHYHA no3a oT 10 mg e3eTUMHO Npu naLmMeHTH ¢ Texxko 0b0peuHo 3adonasane (n=8, cpenHa
croiitocT Ha CrCl < 30 ml/min/1,73 m*®) cpeanara crokinoct na AUC 3a o6mus e3eTumud ce

yBenyH4apa npubausurTento 1,5-kparHo, B CpaBHEHHE CbC 3ApaBH HHAMBUAH (n=9). To3n pe3ynrTar He
ce CYMTa 33 KIMHUYHO 3HauuM, He ce Hanara KopurupaHe Ha J103aTa [IPH NaUMEeHTH ¢ ObOpeyHO

YBpCKOaHcC.

Ifpy gavd JOOBIHMTENICH NAUMEHT B TOBA NpoyuBaHe (¢ OnOpeUHa TpaHCILTAHTALMA H NpHeMalll
MHOXXECTBO MEAMKAMEHTH, BKJIKOYHTEIHO UHKIOCIIOPUH) ce Habmonasa 12-kpaTHo no-rojiama
EKCMO3UUMA Ha O0LIHSA e3eTUMUD.

Ion

[[1a3MeHNTE KOHLEHTPALIHKY Ha OOIHA €3eTUMHO ca MaIKo No-BHCOKH (npudnmsurenHo 20%) npu
KEHHTE, OTKOJIKOTO MpH MbxeTe, [loHnwxkenueTo Ha LDL-C u npoduabT Ha De300acHOCT ca
CPaBHUMH MEXIY MBXKETE H XKEHHTE, NeKyBaHHU ¢ e3eTuMHG. [lopanu Tosa, He ce Halara KOpuripaHe
HA /103aTa Bb3 OCHORA Ha IOJIA.

5.3 IlpeaxTHHNYHHA AAHHH 3a He30nACHOCT

PosyBactary

HexMHMYHHTE JaHHH 3a pO3YBacTaTHH HE NMOKa3BaT oco0eH pHCK 3a Xopa Ha Da3ara Ha
KOHBEHUMOHAIHMTE (DAPMAKOJIOIHYHHY NPOYUBAHHA 3a 0€30MacHOCT, F’eHOTOKCHYHOCT # KAHLIEPOre€HEH
norenipan. CneuudpuunnTte u3cneasaHus 3a sb3neicTere Bbpxy hERG ne ca oueHasanw.
Hesxxenanure peakuMH, KOWTO HE ¢e HAOI0aBaT NPH KJIMHHYHH MPOYYBaHHA, HO c¢ Hal/Il01aBaT MIpH
AMBOTHU TIPU HUBA HA €KCHO3WHMA, noAO0HH HA HMBATA Ha KJIMHWYMHA CKCNIO3K1NA, Ca, KaKTO ClICABa!
[PY NMPOYUYBAHUATA 32 TOKCHYHOCT MPH MHOTOKPATHO [TPU1AaraHe XMUCTONAaTOMOr4H1 NPOMEHH Ha
YyepHUA P00, KOUTO BEPOATHO Ce ABbJKAT HA PapMakonorMyHoTo JEHCTBHE HA pO3YBACTATHH, CE
HabMoaaBaT NPU MULUKH, TUTEXOBE, H B 10-MaJIKa cTeneH ¢ edexTy BbpXY IbUHHA MEXYDP MpH
KyueTa, HO He W npH MaliMyHnu, OcBeH TOBA, TECTHKYJIApHA TOKCHYHOCT ce HabnmoaBa npH MaHMyHH
H Ky4yeTa, NPY Mo-BMCOKU N03H. PenpoayKTUBHA TOKCHYHOCT ce Hablo1aBa MpH TUTbXOBE, C HAMATIEH
Opoili Ha KOTUNOTO, HAMAJIEHO TEMNIC HA KOTHJIOTO H OLE/ISBaHE HAa MAIIKUTE, NPU TOKCHYHH 3a
MaiikaTa 103H, KaTO CHCTEMHMTE €KCNO3HLIHH €a HAKOJKO MbTH HAJ TepaneBTUYHHTE HHBA Ha
EKCTMO3HLMA.

EsetuMu0

M3cneaBaHnATa BbpXY XPOHUYHATA TOKCHYHOCT HA €3eTUMHO Npy )KHBOTHHU HE OTKPHBA
Oprau# 3a Tokcu4HuTe edektu. [Ipu Kydera, NeKyBaHH B MPOAB/DKEHUC HA YCTHPH CeIM)




e3eTHMHO (> 0,03 mg/kg/neH), KOHUEHTpAaUHATA HA XOJIECTEPO B KHCTO3HATA AUTbUKA CE€ YBCIIM4YABa C
koeHUHEHT 2,5 10 3.5. Bbnpeku ToBa, PH ¢IHOOIHIIHO MPOYYBAHE BBPXY KyUeTa ¢ A034 A0

300 mg/kg/neH He ce HaOMIOJaBa MOBHILEHA YECTOTA Ha XOJIEINTHA3A WIH JIPYTH XenaToOHIHapHH
edpeKkTH. 3HAUEHHETO HA TE3W JAHHHM 32 XOpa He € u3BecTHO. He MOoXe 1a ce U3KIIHOUH JIMTOMCHEH PHCK,
CBbP3aH ¢ TEpanesTUYHaTa ynoTpeda Ha €3¢ THMHO.

[1pH npoyuBaHHA C €AHOBPEMEHHO MPHIOKEHHE HA €3eTHMHUO W CTATHHH HabMIOAaBaHHTE TOKCHYHH
e(pekTH ca NO CHLUECTBO QOHYANHO CBBP3AHUTE ChC CTATUHHTE. HAKOM OT TOKCHYHHTE €(PEKTH ca M0o-
H3pa3eH#y OT HaOJIIOAABAHHMTE 110 BPEME HA JICUSHHETO CaMO CbC CTATHHH. TOBa ce 00AcHABA C
(papMaKkOKMHETHUHUTE KW PapMaKOAHHAMUUYHHUTE B3aUMOACHUCTBUA MTPH €AHOBPEMEHHOTO
MPUIOKeHHe, B KTHHUUHKTE NpOoyYBaHMS HE ce HADIIOABAT TAKMBA B3auMoeicTerd. Muonarus ce
MOABABA MPH TUTHXOBE CaMO CJle/l €KCMO3HUMA Ha 1034, KOUTO ¢4 HAKOJIKO IIbTH MO-BHCOKU OT
TEpaneBTUYHATA J03a NpH xopa (npudauzurenno 20 netu Hupoto Ha AUC 3a cratuHuTe M 500 10

2 000 nbTu croiiHocTTa HA AUC 33 aKTHUBHHUTE META0OHTH).

B cepua ot ir vivo M in vifro aHann3y e3eTUMUO, NpuiaraH CaMOCTOATEIHO HITH €IHOBPEMEHHO CbC
CTATHHH, HE [MOKA3BA N'EHOTOKCHYEH NOTEHUKAN. [BArOCpOUYHHTE TECTOBE 32 KAHLEPOrEHHOCT HA
e3eTHMHO ca OTPHLATE/THH.

EzetuMub He noenusea QepTHINTETA HA MBXKKH WM JKEHCKH ILUTBXOBE M € YCTAHOBCHO, Y€ TOH HE ©
TEpPATOreHeH MPH INILXOBE UIIH 3aiLIH U He 3acAra NPeHaTalHOTO MK MOCTHATAJIHOTO Pa3BHTHE.
EzeTtumub npemMuHaBa npes nnaueHrapHara dapvepa ripyd SpeMeHHH ILTbXOBE H 3aHLIH, HA KOHTO ca
pyIarasd MHOTOKpaTHy 103u oT |1 000 mg/kg/nen. EAHOBpEMEHHOTO MPHIIOKEHHE HA €3 THMHO U
CTATHHH HE € TEPATOTEHHO NpH nbxose. [Tpu GpeMentn 3aiiln ce HabmoaaBaT MaTbk OPOH CKENETHHU
aedopMatiH (CIETH MPbIHH H OTIAIIHH NPELUICeHH, HaManeH Opoi onaniHH NPEUUISHH).
EAHOBpEMEHHOTO NPUIIOKEHUE HA €3€THMHD ¢ TOBACTATHH BOOH A0 eMOPHONETANHH €(DEKTH.

6. PAPMAIIEBTHYHH JAHHHA

6.1 CnoHchbK HZ NOMOIIHATE BellecTBA

Aapo Ha TabaeTkara:

Henynoza, Mmukpokpuctanna (E460)

Jakro3a

Maunurton (E421)

KpocnosuaoH Tan A

Kpockapmenosa HaTpui

Marne3ues cteapar (E470b)

[Topumon K30

Hatpuer naypuncyndar (E487)

Cunuupnes aMoKkcua, koiaouaeH ezsoned (E551)

QUIMOBO MOKPUTHE:

JlakTO3a MOHOXHApAT

Xunpomenoza (E464)

Turanor auokeng (E171)

TpuaueTun

Kenezen oxeun, ;kuaT (E172) —camo 3a 10 mg/10 mg u 15 mg/10 mg

Kenezen oxcun, uepren (E172) — camo 3a 15 mg/10 mg, 20 mg/10 mg u 40 mg/10 mg
Kenezen oxcuna, yepeH (E172) — camo 3a 40 mg/10 mg

6.2 HecbBMeCTEMOCTH

Henpunoxumo




6.3 Cpok Ha roaHocr
3 roavHH
6.4 CpneunajHH yc/IOBHS HA CbXpPAHEHHE

ﬂa C€ CbXpaHsABa B OpUIrHHajiHaTa ONnakoBKa, 3a Ja Ce€ npeanasuv OT CBE€T/IHHA H BJldra.
To3u JICKApCTBEH NPOAYKT HE U3UCKBA CNEeLUHA/IHH TEMIEPATYPHH YC/I0BHA Ha CbXPAHCHHC.

6.5 Bua u cbaABpkaHHE HA ONAKOBKATA
baucrep (OPA/AI/PVC//AI): 14, 15, 28, 30, 56, 60, 84, 90 u 98 dhunmupanu TadieTKH, B KyTHS.
He BCHuYKM BUAOBE OMAaKoOBKH MoOrar jJa ObaaTt nycHaTv Ha rnasapa.

6.6 CrnenHa/JHH NpeINa3HH MEPKH NPH H3XBbpJ/IsiHE

Heusnon3paHusaT JIEKAPCTBEH MPOAYKT WJIH OTNaAbYHHUTE MATEPHAJIH OT HEI'O T’pﬂﬁBﬂ Aa CC U3XBDLPJIAT
B CbOTBETCTBHUE C MCCTHHUTE UBUCKBAHUA.

7.  IIPUTEXATEJI HA PASBPEHIEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, §marje§ka cesta 6 , 8501 Novo mesto, CnoBeHus

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA

Ko-Po3sepa 5 mg/10 mg - Per. Ne 20190014

Ko-Po3sepa 10 mg/10 mg - Per. Ne 20190015
Ko-Po3zeepa 15 mg/10 mg - Per. Ne 20190016
Ko-Po3sepa 20 mg/10 mg - Per. Ne 20190017
Ko-Po3gepa 40 mg/10 mg - Per. Ne 20190018

9. JATA HA IIbPBO PA3BPEIIABAHE/TIOAHOBSIBAHE HA PASBPEHIEHHUETO 3A
YIIOTPEBA

JlaTta Ha nbpBO pa3pewaBaHe:; 29.01.2019

JlaTra Ha noceAHO NMOJHOBSIBAHE:

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

22 FOuu 2023

[TonpobHxa nudopmanus 3a TO3H JIEKAPCTBEH MPOAYKT € MpeAocTaBeHa Ha yeOcaiira Ha HMsnbiaHuTeHa
Arenuus no Jlekapcreara (MAJI) http://www.bda.bg.




