KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. UME HA JIEKAPCTBEHHUA ITPOAYKT

Ko-Po3ge
Ko-Po3Be
Ko-Po3Be
Ko-Po3Be
Ko-Po3ge

va 5 mg/10 mg ¢puamupaHu TadeTKH

pa 10 mg/10 mg ¢punmu
pa 15 mg/10 mg ¢puamu
na 20 mg/10 mg ¢puamu
pa 30 mg/10 mg punmu

Ko-Po3Be

pa 40 mg/10 mg duamu

DaHW TadJ1eTKH
DaHU TabJIETKH
DaHH Ta01eTKH
DaHH TaOJIETKH
paHU Ta0JIETKH

Co-Roswera 5 mg/10 mg film-coated tablets

Co-Roswera 10 mg/’
Co-Roswera 15 mg/|
Co-Roswera 20 mg/|
Co-Roswera 30 mg/|
Co-Roswera 40 mg/|

0 mg film-coated tablets
0 mg film-coated tablets
0 mg film-coated tablets
0 mg film-coated tablets
0 mg film-coated tablets
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5 mg/10 mg: Besaka ¢punmupana tabaerka cbabpxKa S mg po3yBacTaTuH (rosuvastatin) (kato
po3yBacTaTHH Kaauui) (as rosuvastatin calcium) v 10 mg e3etumud (ezetimibe).
10 mg/10 mg: Beaka punmupana tadbnetka cbabpka 10 mg po3yBacraTuH (rosuvastatin) (kaTo
poO3yBacTaTHH Kanuui) (as rosuvastatin calcium) v 10 mg e3zetumu0 (ezetimibe).
15 mg/10 mg: Besaka punmupana tabaerka cbabpxka |5 mg po3yBacraTuH (rosuvastatin) (kato
pO3yBacTaTUH KaJUWi) (as rosuvastatin calcium) v 10 mg e3eTuMud (ezetimibe).
20 mg/10 mg: Beska punmupana tadaerka cbabpka 20 mg po3yBacTaTuH (rosuvastatin) (kaTo
pO3yBacTaTUH KaluMii) (as rosuvastatin calcium) u 10 mg e3etumud (ezetimibe).
30 mg/10 mg: Beaka punmupana tabnerka cbabpka 30 mg posyBacTatuH (rosuvastatin) (KkaTo
po3yBacTaTHH Kanuui) (as rosuvastatin calcium) v 10 mg ezeTumu0 (ezetimibe).
40 mg/10 mg: Beaka punamupana tabnerka cbabpka 40 mg po3yBacTtaTHH (rosuvastatin) (kato
po3yBacTaTHH Kanuui) (as rosuvastatin calcium) v 10 mg ezeTumu0 (ezetimibe).

| loMOLIHO BELIECTBO C U3BECTHO JI€MCTBHE:

Smg/l10mg | 10 mg/10mg | 15 mg/10 mg | 20 mg/10 mg | 30 mg/10 mg | 40 mg/10 mg

¢unmupanu | punmupanu | duamupanu | dunmupand | duamupaHn | GUIAMMUpPAHK

TabJETKH TabIeTKH TabNeTKH TadNeTKH TabNeTKH TabNeTKH
nakTo3a | 62,86 mg 62,85 mg 62.84 mg 62,85 mg 62,79 mg 62,84 mg

JlekapCcTBEHMAT NPOAYKT ChAbpKa C/IEAH OT HATPUMA.

3a MbJIHUA CMUCHK HA MOMOILLIHUTE BELIECTBA BUXKTE TOYKa 6. 1.

3. JJIEKAPCTBEHA ®OPMA

dunmupaHa Tabnerka (Tabnerka)

5 mg/10 mg: benu uau noutu 6e1m, KPbIU, 1€KO ABOMHOU3MbKHAIN (UIMHPAHHU TaOJIETKH C
penedHo obo3HayeHue R1 oT eaHara ctpaHa Ha Tabnerkara. /lnamersp Ha TabneTkara:
npubausurenHo 10 mm.

10 mg/10 mg: baeao kagpeHukaBoKbATH 10 O1€10 KahABO-KBbJITH, KPbLIJIH, JIEKO ABOHHOMU3

Tabnerkara: npubauzurenHo 10 mm.

15 mg/10 mg: biieno po3oBo-opaHkKeBHU, KPbIJIH, JI€KO ABOHHOU3MbKHAMK PUaMuUpa
penedHo odbo3HaueHue R3 oT eanara ctpaHa Ha Tabnerkara. JJuameTsp Ha Tabnerk

npubau3zuTesHo 10 mm.




20 mg/10 mg: Bneno po30BH, KPbIH, IEKO ABOHHOW3NbKHANM puimupadu TabneTkH ¢ penedHo
o6o3nauenue R4 oT eaHara cTpaHa Ha Tabnerkara. Jfnamersp Ha Tabnerkara: npuOausuTenHo 10 mm.
30 mg/10 mg: CeeTnokadaBH, KPbIiH, 1EKC IBOMHOU3NBKHANH PUAMHpaHy TabneTKu ¢ penedHo
o0o3HaueHue 30 oT eaHaTa crpana Ha TabneTtkara. Juamerbp Ha Tabnerkara: npubaunzurenHo 10 mm.
40 mg/10 mg: baeno CHBKABOBHONETOBH A0 0J1€10 CHBO-BHOJIETOBH, KPBIiy, NEKO ABOHHOH3INbKHAH
bunmMupaHn TabneTkH ¢ penedHo obo3zHaveHue RS or eanara crpaHa Ha tabnerkara. JInamersp Ha
TabnerkaTta: npudausurento 10 mm.

4, KIJNMHHAYHH 1AHHH
4.1 TepaneBTHYHH ROKAZAHHS

[TLbpBHYHAE XHNIEPXO/IECTEPOIEMHA/XOMO3HUIOTHA GaMUIHA XHUMTEPXOIECTEPOIEMUA

Ko-Po3eepa e nokazaHa KaTo 3aMECTHTENHA TEpanHs B AOMBJIHCHHE KbM AUETaTa U APYTH
HedapMaKkoJorHyHH JeYeHUA (Hanp. ynpakHeHHs, HAMAIABAHE HA TErNI0TO) 32 NPUIIOIKEHHE NPU
Bb3PACTHH MALIUEHTH C bPBHYHA XHIEPXOJECTEPONEMHUA (XETEPO3HIOTHA, (PaMHIHA Y HEPAaMHITHA)
HJIH XOMO3HIOTHA (haMUIHA XUNEepXO0ecTEPOIEMUS, KOMTO ca aNE€KBAaTHO KOHTPOJUPAHK C OTAENHHTE
BELIECTBA, NPUIAraHH €IHOBPEMEHHO B ChLIUTE J03U, KAKTO B KOMOWHALIMATA C PHKCHPAHH A03M, HO
KaTO OTAC/IHH IEKAPCTBEHH MPOIYKTH.

fIpeBeHLMA HA CHPACYHOCHAOBH HHILWAEHTH

Ko-Po3eepa e nokasaHa 3a HaMangBaHe Ha PUCKA OT ChbPACHHOCHAOBH CEOHTHA KATO 3aMECTHTENTHA
Tepanua NpH Bb3PacTHH NalMEHTH ¢ ucxeMmuuHa donect Ha cbpueto (MbC) 1 anamuesa 3a ocTep
xopoHapeH cunapoM (OKC), KOMTO ca c¢ NOBAUAIH B AOCTATHYHA CTENEH OT OTACIHUTE BELLECTRA,
NPWIAraHH €AHOBPEMEHHO B ChLUATA 4034 KATO B KOMOHHALMATA ¢ PUKCHPAHU JO3H, HO KaTO OTAE/IHH
NPOAYKTH.

4.2 [Hdo3upoBKA H HAYHH HA NPHJIOKEHHE

Jo3HpoBKa

IIpenn 3ano4BaHe Ha JIEUEHHETO, NAUHEHTHT TpAOBa na 6ba¢ NOCTaBEH HA CTaHAApTHA JWETA 32
NOHH)KABAHE Ha XONEeCTepoJia, KOoATO TpAOBa Aa NPOABIIKH MO BPEME Ha JICUCHHETO.

[Ipenopbumrentara no3a Ko-Possepa € enHa tabnerka Ha peH. Ko-Po3repa Moske 1a ce npunara no
BCSIKO BpeMe Ha AeH#, ChC HIIM Oe3 xpaHa.

[lpean npemMuuaeaHe kbM Ko-Po3sepa, nauneHTnTe Tpabpa na 6bvaaT KOHTpONAMpaHHU Ha CTaGHIIHHTE
JIO3M HA OTACIHHTE KOMMOHEHTH, NpHEMaHH eaAHOBpeMeHHO. Jlo3aTa Ha Ko-Poseepa TpabBa aa ce
6a3upa Ha JO3UTE HA OTACTHUTE KOMIIOHEHTH HAa KOMOHHALMATA KbM MOMEHTA Ha MpeMHHABAaHE.

Ko-Po3Bepa He € noaxoAdLy 3a HAYaJTHA Teparnui. 3arno4yBaHeTo Ha IEYEHUETO WX KOPUTHPAHETO Ha
J03aTa Npy HeoOXOoAWMOCT TpAOBa Aa Ce U3BBPLLUBA CAMO ¢ OTAC/IHUTE KOMITIOHEHTH, a CJe]]
ONnpeAeasHE HA NOAXOAALUUTE 103H, € Bb3MOXKHO NPEMHHABAHETO KbM KOMOUHALIMATA C (PUKCHPAHU
03 B NOAXOAALIATA KOHLIEHTpALUA.

EJHOBPEMEHHO NMPHJIOKEHHE CHC CEKBECTPAHTH HA HKIBYHHTE KHCETHHH
[Tpunoxennero Ha Ko-Po3sepa Tpabea aa ce W3BbplIBa NOHE 2 yaca NpeAH WIH He N0-Majko ot 4
yaca cjie] MpUWI0KEHHETO Ha CEKBECTPAHT Ha MUThYHUTE KHCENHHH (BXK. To4Ka 4.5).

Cneyuairu nonyaqayuu

Crapuecka Bb3pacT
[pu nauvenTu >70 roauHy ce NpenopbYBa HAYANNHA 1033 OT 5 mg po3yBacTaTHH
Ce Hajnara Apyro KOpurupaHe Ha J03aTta BbB Bpb3Ka ¢ Bb3pacTTa.




buOpeuHO YBpeKaaHE

He ce nanara kopurupaHe Ha ao3aTa NpH NalMEHTH ¢ nexo HOpeuHo yBpexaaue.
[IpenopbuMTenHaTa HauaIHa 1033 € 5 Mg po3yBacTaTHH MPH NAUMUEHTH ¢ yMepeHo 6b0peuno
yBpexnaHe (KpeaTHHHHOB KnupbHe <60 ml/min). Ho3sara 40 mg/10 mg e nporyuBonokazana npu
natueHTH ¢ ymMepeHo 0b0peuHo yBpexnane. [1punoxkenunero na Ko-Po3sepa npu nauueHT# ¢ TEXKO
O0bOpeUHO yBpeKIaHe € NPOTHBONOKA3AHO 3a BCHUKH 103H (BXK. TO4YKH 4.3 U 5.2).

YepnoapobHo yBpexaaHe
He ce Hajara KOpMrupaHe Ha A03aTa NPH NaLHEHTH C JeKa YepHoApoOHa HEAOCTaTBYHOCT (pe3yJITaTH

5 no 6 no ckanarta Ha Child Pugh).

Jlewenunero ¢ Ko-Po3sepa He ce npenopbusa MNpH MaLMEHTH ¢ YMEpEHa (pe3ynraTtd 7 ao 9 no ckanara
Ha Child Pugh) unu texka (pesynaratu Han 9 no ckanara Ha Child Pugh) yepHonpoOua auchyHkums
(BX. To4kH 4.4 n 5.2).

Ko-Po3eepa e npoTHBONOKA3aH NPH MAaLHEHTH C AKTHBHO YepHOApOoOHO 3abonaraHe (Bxk. Touka 4.3).

Paca

[1pn nuua or aznarckara paca ce HabnAaBa NOBULIEHA CHCTEMHA EKCNO3HLUHA (BXK. TOUKkU 4.3, 4.4 1
5.2). llpenopbunTenHaTa Ha4yaiHa 403a € 5 Mg po3yBaCTATHH MNPH NALKMEHTH OT a3HATCKH NPOH3XOA.
Ho3nte 30 mg/10 mg 1 40 mg/10 mg ca npoTHUBONOKA3aHH NPH TE3W NALKUEHTH.

['eHeTHYEH TOAHUMOPDUIBM
[Tokasano e, ye reHotunoBere SLCO1B1 (OATPIB1) c. 521CC n ABCG2 (BCRP)c.421AA ca

CBbpP3aHH ¢ NOBHILABAHE HA EKCMO3ULMSATA HA PO3YBACTATHH. 38 NALMECHTHTE, 34 KOUTO € U3BECTHO, 4¢
umart redotun ¢.521 CC unu c.421 AA, ce npenopbyBa NosioBUHATA OT OOHYaHHATa NpenopbYUTEIHa
o03a  MaKCMMaiHa elHOKpaTHa AHeBHa 103a oT 20 mg po3yBacTaThH (BX. TOYKH 4.4, 4.5 u 5.2).

do3npoBKka NpH NayHeHTHy ¢ npeapasnonaraiii GakTopy 3a MUONATHA

[IpenopbunTenHaTa HayanHa 803a € 5 mg po3yBacTaTHH NPH NalKeHTH ¢ npejapaznonarauiy gakropu
3a MHonaTtha (Bx. Touka 4.4). lJosute 30 mg/10 mg 1 40 mg/10 mg ¢ca npoTHBONOKA3aHHU NMPH HAKOH
OT T€3W nalueHTH (BK. Touka 4.3).

CoobTeTBalla Tepanus

Po3yBacTaTHH € cyOCTpaT Ha pa3nu4HH TpaHcnoprepHm nporedHy (Hanp. OATPIB1 u BCRP).
PUCKBT OT MHONATHA (BKTIIOYHTENHO pabAoMHOIIH3a) cE NOBUILIABA, KOMATO PO3YBACTATHH CE NpKnara
eJHOBPEMEHHO ¢ ONpPEaE/ICHH NIEKAPCTBEHYU NPOAYKTH, KOMTO MOTAT Aa MOBHLLIAT IUIA3MEHHUTE
KOHLEHTPAaUMH Ha pO3yBacTATHH NOpadH B3aHMOJCHCTBHE ¢ TE3W TPAHCNOPTEPHH NPOTEHHH (RaMp.
LIHKIOCTIOPHH, THKArpeaop ¥ ONpeaencHd NPoTea3sHd UHXUOUTOPH, BKNIOYUTENHO KOMOUHALIMK Ha
PHTOHABHP C aTa3aHaBUpP, IONMHABUD WWIH TUMIpaHaBup; BXK. TOUKH 4.4 U 4.5). Korato € Bb3MOXHO,
Tps6Ba 1a ce UMAT NMPEABUA ATTEPHATUBHU NEKAPCTRA H aK0 € HEOOX0AUMO, Na ¢e OOMHUCITH BpEMEHHO
MPeKPaTABAHE HA TEPANUATA ¢ pO3YBacTaTUH. B cnyyau, Korato € 1HOBpPEMEHHOTO IPHUJIOKEHHE Ha
TE3U JIEKAPCTBEHH NMPOAYKTH C PO3YBACTaTHH € HEH30EXHO, TpaOBa BHUMATENHO A ce OOMUCNAT
[1OSi3aTa U PUCKA OT ChITBTCTBALLOTO JICYEHUE W KOPEKUHH Ha 103aTa HA pO3yBaCTATHH (BX. TOUKA

4.5).

Ieduampuuna nonynrayun
besonacHocTTa M edpukacHocTTa Ha Ko-Po3sepa npu geua Ha pb3pact noj 18 roauHu He ca
yctaHoBeHH. Ko-Po3eepa He ce npenopwusa 3a ynotpeda npu nauMeHTd Ha Bb3pact noa |18 roaunu.

HauuH Ha MpHUIOKEHHE
[lepopanHO NpHIOKEHHE

4.3 IIpoTHBONOKA3AHAA

Ko-Po3sepa e npoTusonokasaH:




- MPH MALUMEHTH CHC CBPbXUYBCTBHTEIHOCT KbM aKTUBHUTE BELLECTBA WIH KbM HAKOE OT
NOMOLIIHHATE BelllecTBa, W30poeHu B To4ka 6.1,

- [Py NaLMEHTH C AKTHBHO YepHOAPOOHO 3a00nsaBaHe, BKIIOYHTENHO HEYTOUMHEHO,
MPOABJDKHTENHO NOKAYBaHE HA CePYMHHUTE TpaHCAMHHA3H U BCAKO MOKAYBAHE Ha CEpyMHa
TpaHCaMHHa3a, NPeBHLLAaBalLO TPY NBTH ropHaTa rpaHyua Ha Hopmarta (ULN),

- NPy NaLMEHTH ¢ TeXKo ObOpedHo yBpexkaaHe (KpeaTHHHHOB KIHpBHC <30 mi/min),

- NPy NALKUEHTH ¢ MUOMNATHA,

- [IpH NALKWEHTH, NOJiydyaBaluy €THOBPEMEHHO KOMOHHAUHA OT
cotocOyBHp/BennaracBup/BokcHnanpesHp (BXK. Touka 4.5),

- NpH NauUeHTH, NpHeMalld eAHOBPEMEHHO LIMKIIOCTIOPHH,

- MO BpeMe Ha OPEMEHHOCT H KbPMEHE U TPH XKeHH ¢ AeTepOAeH MOTEHUHA, HENPpUIaralu
NOAXOAALLM KOHTPALENTABHH MEPKH.

Ko-Po3sepa 30 mg/10 mg u 40/10 mg ca npoTHBONOKA3aHU NPH MaLUEHTH C Npeapasnonaraiu

dhakTopu 3a Muonarua/paboomuonnia. Takusa PakTopH ca:

- yMepeHo O0b0pedHo yBpexaaHe (KpeaTHHHHOB KIHPBHC <60 ml/min)

- XHIIOTHPEOHUAHIBM

- NUYHA UnH paMHUIHa AaHAMHE3a 33 HACNEeACTBEHO MYCKYJIHO 3abonaBaHe

- npeAlIecTBalila aHAMHe3a 32 MYCKYJIHa TOKCHYHOCT KbM Apyr HHxubuTop Ha HMG-CoA
peayKTazaTta unH ¢pubpar

- 3oynoTpeda ¢ ankoxon

- CLCTOSAHHA, MPH KOWTO MOXKE [a C€ HACTHIH NMOKAYBaHE Ha TUTA3MEHHTE HHBA

- MAUHEHTH OT A3HATCKH NPOU3X0]

- €AHOBPEMEHHO NPUIOKECHHE Ha pHUOpaTH
(Bx. Toukn 4.4,4.5u 5.2)

4.4 Cnennansn npeAyYNpPexIeHHd H NPEANAITHA MEPKH npH ynorpeda

EdexTy BbpXY OBOpeLHTE

[Ipu nauueHTH, JekyBaHHU C MO-BUCOKH JO3H PO3YBACTaTHH, MO-KOHKpeTHO 40 mg, ce Habnioaasa
MPOTEHHYPHA, YCTAHOBSHA NMPH M3CNEABAHE € TECT-NIEHTH KN ¢ NPEAUMHO TYOYNeH npou3xoa, KOSTo B
MOBEYETO CJIYHAH € C MpexoeH W1H HHTEPMHTEHTEH XapakTep. He e Aoka3aHo, 4ye NpoTeHHypUsTa €
MPOrHOCTHYHA 33 MOABATA HA OCTPO WK NporpecHsHo 6bOpeuno 3abonspane (Bxk. Touka 4.8).
YecToTara Ha cbOoOLIaBaHE HA CEPHO3HM OBOpeuHH ChOHTHA NPH NOCTMAPKETHHIOBATA YIOTpeda €
no-Bvcoka npu ao3ara 40 mg posyBacraTuH. [10 BpeMe Ha pyTHHHOTO NPOCNENABaHE Ha NALUEHTH,
nexyBaHH ¢ 1034 oT 30 mg u 40 mg posyeacTaTuH, TpAOGBa ga ce oOMUCAK oueHka HAa ObOpeuHara

yHKLHS.

EdexT BEPXY ckeneTHaTa MyCKYJIATYpA

EdexTu Ha po3yBacTaTHH BBPXY CKENeTHaTa MyCKylatypa, Hamnp. MHaiArua, MUOTIATHA U PAJAKO,
pabaoMHUONKHO3a, ca ChOOLIABAHM NPH NAUMEHTH, TEKYBAHHU C PO3YBaCTaTHH NMPH BCHYKH J1030BH
pexXUMH U 0cobeHo npu ao3u >20 mg.

[1py NOCTMaPKETHHIOBUA ONMHT C €3eTHMHO ca CbOOWABAHH CTy4aH Ha MUOTIATHA H pabaoOMHONH3a.
[ToBeueTo MaUMEHTH, KOMTO pa3BUBAT pabaoMHOIK3A, NPHEMAT CTATHH €THOBPEMEHHO C €3eTHMMO.
PaGnomuonusa, obaue, € chobLiaBaHa MHOTO PAAKO NP MOHOTEPANHA C €3eTUMHO U MHOrO pAOKO
npu 0o0aBgHETO HA €3€THMHUO KBbM OPYrd CPEACTBA, 38 KOMUTO € U3BECTHO, Y€ €A CBBLP3aHHU ¢ NOBHILIECH
pHMCK OT pabJoMHONIK3a. AKO € NOA03HPa MHOMNATHA Bb3 OCHOBA Ha MYCKY/IHH CHMNTOMH HJIH C€
MOTBBPAH OT HUBO Ha KpeaTHH docdokunHazara (CPK) >10 nbTH ropHaTa rpaHMLua Ha HOpMara,
e3eTUMHUO, KOHTO M 1a € CTATHH H KOETO H J1a € OT Te3d APYTU CPEACTBA, KOUTO MALHEHTHT NPHEMA

e JHOBPEMEHHO, He3abaBHO TpAOBa Aa Obaar npeyCTaHOBEeHH. BCHYKY naLMeHTH, 3anoyBaliiy

cpob1iaBaT He3abaBHO 3a BCAKa HeOOACHUMa MYCKYIHA O0Ka, O0NE3HEHOCT WiH cnab
TOuKa 4.8).

B Hakonko cnyyas ce ¢bobuiaea, ye CTaTUHUTE HHAYLMPAT de novo WM BIOLIABAT BE



CBUIECTBYBaLllAa MHACTEHHSA IPaBUC WK O4YHA MHAacTeHH] (BxK. Touka 4.8). [1punoxennero Ha Ko-
Poseepa TpabBa a ce crnpe B ciy4ail Ha BaowasaHe Ha cumntomute. MUma cboObtiienns 3a peunaus
npH (MOBTOPHO) NPUIAraHE Ha ChIUUS HIH Pa3JIMYEH CTaTHH.

H3imepeane na kpeamunkurnazama

KpeatuukuHazara (CK) He TpabBa aa ce H3MepBa ciell yCHIIEHH YIPaOKHEHUSA HAH [IPH HANHYHUETO Ha
npasnonoaotHa apyra npuurHa 3a nopuwieHyueTo Ha CK, kxoaTo moxe aa odbpka ThaKyBaHETO Ha
pe3yatara. Ako HHBOTO Ha CK € 3HauMTENHO MOBHUIEHO Ha H3XOAHOTO HHBO (>3 X ULN), Tpabsa na
Ce HampaBH M3C/IEABAHE 33 MOTBbPXK/AABAHE HA PE3YJITATA B PAMKHUTE Ha 5 - 7 AHH. AKO MOBTOPHOTO
H3caeaBaHe NOTBbpAK H3XoaHO HHBO HA CK >5 x ULN, neuenuero He Tpa0OBa aa ce 3anousa.

Ilpeou aeuenuemo

Ko-Po3Bepa, KakTo U Ipyry J€KapCTBEHU NPOAYKTH, chabpxxauin HHXHOuTopu Ha HMG-CoA

pefyKra3arTa, TpsOBa fa ce npeAnucea ¢ NMOBHLIEHO BHMMAaHHE NIPH NALKEHTH C Mpepasnoaraiiy

¢dakTopH 3a pa3BHUTHETO Ha MHoMNaTHa/pabaomuonusa. Takuea dakropu ca:

- O61OpeuHo yBpexknaHe

- XUITOTHPEOHUAUIBM

- Nu4YHa UK GpaMuIHa aHAMHE3A 3a HACACACTBEHO MYCKYJIHO 3a0bonssaHe

- NpeAwecTBalla AaHAMHE3a 32 MyCKYJIH2 TOKCHYHOCT KbM Apyr HHXHOHTOp Ha HMG-CoA
pelyKra3aTa uau ¢pubpar

- 3n0ynorpeba ¢ ankoxon

- Bb3pacT >70 roguHu

- CBHCTOSIHHA, NMPK KOUTO MOKE 11 C€ HACTBIIH NOKAYMBAHE HA MNNA3MEHUTE HUBA (BXK. TOUKH 4.2,
4.5n5.2)

- eAHOBPEMEHHO NpWIoKeHHe Ha pubpary.

[Ipn TakxBa NALUEHTH CE€ OPENOPHYBA Ja C€ OLIEHH PHCKA OT JICYUEHHETO CIIPAMO BB3MOXKHATA MOJI13a H
14 ce NMOCTAaBAT NOoJ4 KAMHHUHO HabmoaeHue. AKo H3xodHoTo HUBO Ha CK € 3HauHTeNnHO NOBHIUEHO
(>S5 x ULN), neuenunero He TpabBa aa ce 3anousa.

ITo epeme na nevenuemo

[lanieHTUTE ce NpUKaHBAT Aa CbhoOilaBaT He3abaBHO 3a HEOBACHUMM MYCKYIHM DONKH, YCelaHe 3a
cnabocT MK cxpaillaHe, oco0eHO aKOo ¢a CBLP3aHM ¢ HEPA3MONOXKEHHE Wik NOBUILIEHA TeMNepaTypa.
[Tpu Te3u naumeHTH TpAOBa na ce uaMepAaT HuBaTa Ha CK. Tepanuara TpabBa aa ce npekpartH, ako
HyueaTa Ha CK ca 3nauurenno nosuiieHH (>5 X ULN) Wnn ako MyCKyTHHUTE CHMITTOMH Ca TEKKH H
NpUHYHHABAT exeaueseH auckoMdbopr (aopu ako HueaTa Ha CK ca <5 x ULN). Ako cuMOToMHTe
oT3By4aT W HuBaTta Ha CK ce HopMaiu3upaT, MOKe Aa ¢€ OOMHCIH NOBTOPHO BBBEXKIAHE HA
neyennero ¢ Ko-Pospepa wnn anteprarnsed HHXHOHTOp Ha HMG-CoA penykrazara B Hali-HucKara
1034, NpH cTporo npocneassaHe. PyTHHHOTO MOHUTOpupaHe Ha HuBara Ha CK npu nauueHTH 6e3
CHUMIITOMH HE € OCHOBATEIHO.

HMma MHOro peaku cboOLeHHs 3a NoABa Ha UMYHO-MEAUHpaHa HeKpoTuiupaia muonatus (MMHM)
10 BPEME HA WIH CNI/] IEUEHHETO ChC CTATHHH, BKAIOUKTENHO posyBacTaTUH. UMHM ce
XapaKTepu3uMpa KTHHHYHO C NPOKCHMAJIHA MYCKYJIHaZ ¢nabocT U NOBULIEHU CEpYMHHU HUB2 Ha
KpeaTHHKHHA3aTa, KOHTO NMEPCHCTHPAT BLNPEKH NPEKPATABAHETO HA NEYEHHETO ChC CTATHHH.

IIpu knuHHYHUTE W3NUTBAHUA He ce HabnoAaBaT AaHHY 3a NOBUIlIEHU ePEKTH BBPXY CKeleTHATa
MYCKYJIaTypa B MaJIKaTa rpyrna nauHeHTH, IPH KOMTO pO3yBaCTaTHH CE NpUiara ¢ Apyro CbIbTCTBALLO
NnedyeHue. YBeTHUeHHE HA YECTOTaTa HAa MUO3UT U MHOTIATUs ce Habnroaasa obaye NPH MaLUEHTH,
KoHuTO noay4asat Apyrd UHXHOHTOpH Ha HMG-CoOA peaykra3sara 3aeaHoO ¢ MPOU3BOAHH HA
(huOpHHOBATA KUCENHUHA, BKIIOUUATEIHO reMPHOpo3i, LHKIOCNOPUH, HUKOTHHOBA KUCENHHA,
a30JIOBH aHTHMHKOTHLIM, NMPOTECA3HH UHXUOUTOPH K MAKPONHAHK aHTHOHOTHUM. ["'eMPHO
MOBUILABA PHCKA OT MHOIMATHA, aKO CE€ NpUeMa €AHOBPEMEHHO C HAKOM UHXHOUTOPH Ha
peaykrazara. Ilopagu ToBa, komOuHauuaTa Ha Ko-Po3sepa u rempudbposun He ce npen




noaooHH xomOuHauuu. Jo3ute ot 30 mg v 40 mg po3ysacTaTHH ca NPOTUBONOKA3aHH Npy
eHOBPEMEHHO NpPUIOKeHUE Ha PubdpaT (BXK. ToUkH 4.5 U 4.8).

Ko-Po3eepa He TpaOBa na ce npunara NpH NauMEHTH C OCTPU CEPHO3HK CHCTOSAHUA, Npeanonarau
MHOMATHA WIH NPeapa3noiaraiiy KbM pa3sUTHETO Ha OBOpeYHa HENOCTATHYHOCT, Ab/KAILA CE Ha
pabaoMHonKn3a (Hanp. CENncHC, XHIMOTOHHA, roJ1aMa Onepauus, TpaBMa, TEKKH METabOIHTHA,
€HJOKPHHHH HIIH ENEKTPOJIMTHH HapYyLUCHHS;, HIH HEKOHTPONHUPaHHU IbPUOBE).

Dy3ua0Ba KHCEAHHA

Ko-Po3eepa He Tpabea na ce npunara eIHOBPEMEHHO CbC CHCTEMHH (POPMYNH Ha Py3Ma0BaTA
KHCE/IHHA WK B PAMKUTE Ha 7 JHH cAef CNHPAHETO Ha NeYeHUeTo ¢ (hy3uaoBa kuceanHa. [lpu
MaLHEHTH, NPH KOHTO H3MOJI3BAHETO Ha CHCTEMHA (y3HI0Ba KHCEMHA CE€ CUMTA 34 ChUICCTBEHO,
NeueHHeTo CheC CTaTHHH TPAOBA Aa ce NpeyCTaHOBU NPeE3 LENUs NepHo Ha JieueHHe ¢ (py3uI0Ba
kucenuHa. Mma crobuieHns 3a cnyyad Ha pabaoMHOK3a (BIJTIOYHTENHO € ASTANEH U3X04) NpH
MalMeHTH, Nonyyapally ¢y3ua0Ba KUCE/KHHA H CTATHHH B KOMOMHauua (8. To4ka 4.5). [lauueHTUTe
TpsbBa ga 6bAAT NOCHLBETBAHM HEe3a0ABHO 12 MOTHPCAT MEIHLIMHCKA MOMOLUL, aKO 101Y4aT CHMITTOMH
Ha MYCKYTHa ¢iabocT, 6onka nan HONEe3HEHOCT.

Tepanuara CbC CTaTHHH MOXKe Ja ObAC NOBTOPHO BbBEAECHA CEJAEM JHH CAEA NOCAeAHaTa 103a Ha
($y3Ha0Ba KHCEMHHA.

[Tpu »3KMOMKTENIHH OOCTOATENICTBA, KOTraTO € HeOOX0AMMO NMPOABIDKUTENHO NPUWIOXKEHUE HA
CHCTEMHA (y3U/IOBa KUCENIMHA, HANPHMEDP 34 JICYCHHUE HA TEXKH HHPEKLMK, HEODX0ANMOCTTA OT
eAHOBpeMeHHO npunoxeHue Ha Ko-Po3eepa u dy3naoBa kxcenrvHa TpAOBa Aa ce HMa NPEABHI CaMO
Ha 0a3aTta Ha BCEKH OTAEAEH Cnyy4ai U noJa CTporo MeAHLIMHCKO HabnmoaeHHe,

EdexTH BbpXY uepHua Apob
Kakto npu gpyru npoaykti ¢ uuxuburopu Ha HMG-CoA penykrasara, Ko-Po3sepa Tpabpa aa ce
punara ¢ MOBULIEHO BHUMAHHUE MPH MALMEHTH, KOUTO KOHCYMHUPAT NPEKOMEPHH KOJIHYECTBA

anKoXoN W/WIN UMAaT aHaMHe3a 3a YepHOApPOOHO 3a00ns1BaHe.

[penopbusa ce HepHOApOOHHTE (PYHKLIMOHANHH H3C/eABaHUA N1a CE H3BLPLIBAT Npeay H 3 Mecela
cnen HavanoTo Ha aedeHuero. Ko-Possepa Tpabpa aa ce npekpaTd Ny ao3aTa My 1a ce HaMali, ako
HHBOTO Ha CEPYMHHTE TPaHCAMHHA3H € Haa 3 MbTH ropHaTa rpaHdla Ha HopMara. Yecrorara Ha
chOOLIABAHE HA CEPHO3HH YEPHOAPOOHH CHOHTHA (CHLCTOALLM C€ NPEAHMHO B NOBHILEHY
yepHOAPOOHM TPaHCAMHHA3M) NPKH NOCTMAPKETHHIOBaTa ynotpeda € no-sucoka npu aosara ot 40 mg
pO3yBaCTaTHH.

[Ipn nauneHTH ¢ BTOpHUUYHA XUINEPXONEeCTEPOIEMHA, NPHUUHEHA OT XHIIOTHPEORAHIBM HITH
HedPOTHUYEH CUHAPOM, OCHOBHOTO 3abonsraHe TpadBa na Obe JIeKyBaHO NPEeaM 3an04uBaHe Ha
TepanyaTa ¢ Ko-Poasepa.

[Ipy KOHTpONHpaHH U3NHTBAHHSA C CAHOBPEMEHHO MPHIOKECHHE NPH NMALMEHTH, MONy4aBaluy
€3¢TUMUO CBC CTaTHH, ca HADAIOAABAHH NOCNCAOBATETHH MOBHLLEHHUS HA TPAHCAMMHA3UTE

(>3 x ropHara rpaHuua Ha HopMara {ULN]). IIpu 3anoupaHe Ha Tepanus ¢ Ko-Po3sepa TpaOBa aa ce
M3BbPLIBAT YEPHOAPOOHH (PYHKIIMOHAIHM u3ceBaHHUs (BXkK. Touka 4.8).

Paca
dapMaKOKMHETUHMHHTE NPOYYBAHHURA NOKA3BAT [IOBULIABAHE HA €KCNIO3ULIUATA HA PO3YBACTATHH MPH

NULIA OT a3HATCKATA, B CPABHEHME C JIMLIA OT KaBKa3kaTa paca (Bx. Touku 4.2, 4.3 u 5.2).

[IpoTeazHn HHXHOUTOPU
HabnronasaHa € NOBUILiEHAa CHCTEMHA €KCITO3HLNA HAa PO3YBACTaTHH NpH THUA, NOJyY

CAHOBPCMCHHO PO3YBACTATHH H pa3/ildHH MNPOTCA3HH HHXHGHTDPH B KOMOHHaUMA C P
TPHGBH Aa CE€ BICMC MpCABH A KAKTO 10J13aTd OT [NTOHWKABAHCTO HAa ARITHIAHWTC HPE3 TP




MOBHLUEHH MJIa3MEHH KOHLICHTPALMH Ha PO3YBACTaTUH NPH 3aM04YBaHE W NOBHIHABAHE HA A03aTa HA
pO3yBacTaTHH NP NaUHEHTUTE, TPETHPAHH C MPOTEA3HH HHXHOUTOPU. EAHOBPEMEHHOTO MPHIOKEHHE
C HAKOM TIPOTEA3HH HHXUOUTOPH HE Ce NPENOPBHUBA, OCBEH CJIEA KOPUrHpaHe Ha 103aTa Ha
pO3yBacTaTHH (BxK. TOUKH 4.2 1 4.5).

HurepcTunanya 6enoapobxa bonecr
Hma cpbobiiteHns 3a H30NHMPaHK CiTy4ad Ha MHTEPCTHUHANHA BenoapoOHa DonecT NpU HAKOH CTaTHHH,

ocoDeHO NpH NPOABLJDKUTENHA Tepanua (BXK. Touka 4.8). IlpeacraseHure xapakTepHu NpoaBH MOrar
13 BKJIIOYBAT AMCIHEA, HENMPOAYKTHBHA KallMLA M BIOLABaHe HA OOLOTO 3IpaBOC/IOBHO ChCTOAHHUE
(yMopa, 3ary0a Ha Terjio ¥ nopuilieHa TeMNepaTypa). AKo ¢e NOAO3UPA, Y€ NAUMEHTHT € pa3suil
HHTepCTHLHAHA OeoapobHa OoecT, NEYESHHETO ChC CTATHH TPAOBA Aa C€ NPEYCTAHOBH.

3axapen anaber

HsaxoH DaHHH noka3BaT, Ye CTATHHHTE KATO KNac NOBHLLABAT KPbBHATA 3aXap W NPY HAKOH NMALMEHTH,
M3JI0XKEHH Ha BUCOK PHCK OT pazBuTHe Ha AHabeT, MoXKe Ja 1oBeJaT 4O ChbCTOSHHE Ha
XHNEPrIIMKEMUS, NPH KOETO € NOAXOAALIO NPUIOKEHHUETO HA CHOTBETHUTE IPHIKH KaTo npu aunaber.
To3H pHUck, obave, ce KOMIMEHCHPa OT NOHWXKABAHETO Ha CHAOBHA PUCK MPH CTATHHHTE H
cileaoBaTenHo He TpAbGBa ga Obae npuyKHA 3a CNYMPaHE Ha JEYSHUETO CbC CTATUHH. [TaumueHTHTeE,
M3JI0XKEHH Ha PUCK (rnoko3a Ha rinaaHo 5,6 ao 6,9 mmol/l, uHaekce Ha TenecHara maca

UTM > 30 kg/m?, noBHLIEHH TPHIIIHUEPHAH, XUNEPTOHHS ), TPAOBa Aa Ce NPOCAEAIBAT KAKTO
KJIHHHYHO, TaKka H OHOXHMHYHO, B ChOTBETCTBHE C HAUHOHATHHTE PbKOBOICTBA.

B npoyuBaneto JUPITER, aoknaasanara obuia yectora Ha 3axapeH avader e 2,8% npu posyBacTaTuH
1 2,3% npu nnauedo, Hai-Beye Npyu NaLUEHTUTE ¢ MIIOK03a HA r1aaHo 5,6 no 6,9 mmol/l.

Pubpatn
Be3zonacHocTTa M e(pUKACHOCTTA Ha €3eTUMHO, NpHIoKeH ¢ GUubpaTu, HE ca YCTAHOBEHH.

AKO ce nofo3ypa xoneauTHasa npu nauueHt, npuemawl Ko-Possepa n ¢penodubpar, ca nokasaHu
M3CJIEABAHUA HA JUTHYHHA MEXYP, 4 Ta3u Tepanus Tpadsa na Obae npekpareHa (Bx. Touku 4.5 u 4.8).

AHTHKOArynaHTH
Ako Ko-Poasepa ce n06ars kbM BaphapuH, APYr KyMapHHOB @HTHKOAIYNaHT Wid GAyMHOHOH, TpaORa

1a ce NpocieasBa MOAXOIAILO MEXAYHapOAHOTO HOPMANTM3HPaHO ¢choTHOWeHUE (International
Normalised Ratio, INR) (Bxk. TOuka 4.5).

TemKH KOXKHH HEWENAHU DEAKLINK
I1pn neueHuHe ¢ po3yBacTaTHH C€ chob111aBa 32 TEXKKH KOXKHH HE)XXe/laHH peaKkLiiH, BKJIIOYRALLIH

cuHApoM Ha Stevens Johnson (SJS) u nexapcTBeHa peakUus ¢ €03MHOPUINA H CUCTEMHH CHMITOMH
(DRESS), KOHTO MOK€E 1a ca »KHBOTO3aCTpallaBallli WitH ¢ JIeTaneH u3xoa (Bx. Touka 4.8). [1pu
NMpeANHCBAHETO HA NEKAPCTBEHUS NPOAYKT NaiUeHTUTe TpadBa aa 6naaT uHGoOpMUpaHH 3a
MPU3HALWTE H CHMITTOMUTE HA TEXKH KOXHH peakuuH U Aa ObaaT HabM0aaBaHHU ¢ NOBHILIEHO
BHHMAHHE. AKO C€ MOABAT MPU3HALM H CUMITTOMH, MOKA3aTENHH 32 Ta3H peaKkuHus, NMPUNOKEHHETO Ha
Ko-Po3Bepa TpabBa He3a0aBHO 1a ¢e NPEyCTAHOBH K 4 ce OOMUCNH aNTEPHATHBHO JIeUEHUE.

AKO MauMEeHTHT € pa3BUI CEPHO3HA peaKuus, kato Hanpumep SIS wan DRESS npu ynotpebara na
Ko-Poszsepa, nevennero ¢ Ko-Pozsepa He TpaOBa HHKOra Ja c€ NOAHOBABA MPH TO3H TALIMEHT.

[loMOLIIHK BEUIECTRA
Ko-Poasepa chabpixa nakrosa. [laupeHTuTe ¢ peakH HacieCTBEHU NPOONEMH HA HEMOHOCUMOCT KbM
ranaKTo3a, ITbJIEH NakTaseH Ae@HUUHT WIH MIOKO30-ranakTo3Ha Manabcopbuus He TpabBa ga npuemar
TOBA JIEKAPCTBO.

Ko-Po3eepa cbabpika no-Manko ot 1 mmol narpuii (23 mg) Ha no3a, T.€. MOXE 1a ce
MPAKTUYECKH HE CbADbP)KA HATPHH.

4.5 B3aumoaeiicTBHe ¢ JPYIrH JIEKAPCTBEHH NPOAYKTH H APYrH opMH HA B




[IporHeonoKa3zaHH KOMOWHALHH:

Huxrocnopun: Ko-Po3Bepa € NpOTHBONOKA3aH APH NaLKMEHTH, MOayYasatliy eHOBPEMEHHO
LMKTOCNOPHH (BXK. Touka 4.3). [1o Bpeme Ha EQHOBPEMEHHO JICYEHHE ¢ PO3YBACTATHH H UMKIIOCMOPHH
croifHocTuTe Ha AUC Ha po3yBacTaTHH ca CpeaHO 7 MbTH NO-BHCOKH OT Te3H, HAONIOOaBaHHW NpH
3apasu aobposonum (Bx. Tabnwnua 1). EaHOBpeMEHHOTO NpUNOKEHHUE HE NMOBIHUABA NNA3MEHHUTE
KOHLEHTPALMUH HA LWHKITOCMNOPHH.

B npoyuBaHe Ha oceM NMauMeHTH ¢ ObOpeUHa TPAHCIIAHTALIMSA, YHATO KPEATHHHHOB KJIMPBLHC € Hajl
50 ml/min npu cTabunna A03a LMKIOCNOPHH, €AMHHYHA 1032 ot 10 mg e3etumub Boau no 3,4-kpaTHo
(anana3zoH ot 2,3 1o 7,9 nbTH) yBenuueHHe Ha cpeaHara AUC 3a 00tuns e3eTUMKUO B CPABHEHHE CbC
3/paBa KOHTPOJIHA NOMynauxs OT Apyro npoyusaHe (n=17), kosATo nonyyasa camo esetumud. B apyro
Npoy4BaHe NalueHT ¢ 6bOpeyuHa TpaHCIUTaHTalUs, ¢ TEXKO ObOpeYHO yBpekaaHe, KOUTO nojay4asa
LIMKJIOCITOPUH H MHOXECTBO APYTH MEUKAMEHTH, NMOKa3Ba |12 NbTH NO-rojidMa EKCMO3ULIUA HA ob1uUA
€3eTUMHO B CpaBHEHHE CbC CHITbTCTBALUMTE KOHTPOJIM, NONyHaBally caMo €3eTuMub. B KpbeTocaHo
Mpoy4BaHe ¢ ABa nepuoaa npu 12 3apasy nHua JHEBHOTO NPUIOKEHHE HA e3eTUMHO 20 mg B
npoab/LKeHUe Ha 8 AHM ¢ eanHu4Ha Ao3a oT 100 mg uuknocnopuH B JieH 7 Boau ao cpeaHo 15%
yeenuveHue Ha AUC Ha uukiiocnopuH (auanasoHl ot 10%-Ho namanenue a0 51%-Ho yBeHUeHHE) B
cpaBHEHHe ¢ eAHHHU4YHA 1033 oT 100 mg UMKNOCNOPHH, NpHAAraH caMocToaTeNHO. He e nposexxaaHo
KOHTPOJIHPAHO Npoyu4BaHe 3a edexTa Ha eAHOBPEMEHHO MpUNaraHis €3eTUMMUO BbpPXYy eKCMO3HLMATA
Ha UHMKJIOCTIOPHH NMPH NaLHUEHTH ¢ 6b0peuHa TpaHCcnnaHTaums.

HenpenopbyuTendn KOMOHHALMK:

IIpomeaznu unxubumopu: Bbnpeku, 4e TOUHUAT MEXZHU3BLM HA B3aWMOJEHCTBUE HE € H3BECTEH,
€NHOBPEMEHHOTO NMPUJIOKEHUE ¢ MPOTEa3HU HHXUOUTOPH MOXKe PA3KO J1a NMOBUILH eKCNO3ULMATE HA
po3yBactatuH (Bx. Tabnuua 1). Hanpumep, 8bB PpapMakoOKHHETUYHO NPOYUBAHE €AHOBPEMEHHOTO
npuaoxeHne Ha 10 mg posyBacTaTHH U KOMOMHHUpaAH NPOAYKT Ha ABa NPOTea3HKU HHXHUOUTOPA

(300 mg aTazaHaBup/100 mg puTOoHaBHp) NpH 31paBy JOOPOBOMLIM CE CBLP3BA ¢ NPHOAUIUTENHO
TPUKPATHO U ceaeMKpaTHO NopHiuapaHe cbOTBETHO HA AUC ¥ Chax Ha pO3yBacTaTHH B PABHOBECHOTO
¢heTOsiHHE. EAHOBpEeMEHHOTO NPWIOAKEHHE Ha PO3YBACTATHH H HAKOW KOMOHHALIMH HA NPOTEa3HHTE
HHXHOMTOPU MOXKE Ja ce UMa NpeaBU] clie] BHHMAaTE/HA NPEUCHKAa Ha KOPEKLMHTE Ha 103aTa Ha
po3yBacTaTHH, Da3upaHy HA OUaKBAHOTO MOBHLUABAHE HA EKCMIO3ULIMATA HA pO3YBACTATHH (BXK. TOUKH

4.2,4.4un 4.5 Tabanua 1).

Tuxaepenop:. Tukarpenop nuxudrpa Tpancnoprepa BCRP, koeto Boau 00 2,6-KpaTHO yBETUUYEHHE Ha
AUC Ha p0o3yBacTaTHH, KOETO MOXKE Aa AOBEAE A0 NOBULLECH PHCK OT MuonarHa. Tpadea na ce
NMPEUESHAT MON3UTE OT NPEAOTBPATABAHETO HA N'OJEMH HEXEJIAHH CHbPACHHOCHAOBU CHOUTHA upes
ynotpedaTa Ha po3yBacTaTHH U PHCKOBETE MNPH MOBHLUCHH MNA3MEHH KOHLUEHTPALIHY Ha
pO3yBaCTaTHH.

Huxubumopu na mpavcnopmepnume npomeunu: PoayBacTaTvH e cybcTpat Ha onpeaeneHm
TPAHCTIOPTEPHH MPOTEHHH, BKIIOUHMTEIIHO HA TPAHCNOpPTEPa Ha uepHOoapodHoTO 3axBawane OATPIBI
H epaykcHua TpaHcnoprep BCRP. EnHOBpeMEHHOTO NpHIOKEHHE HA pO3YBAaCTaTHH C JIEKAPCTBEHU
MPOAYKTH, KOMTO ca HHXHOMTOPH Ha Te3W TPAHCIMOPTEPHH NMPOTEUHH MOKE Ja A0BeAe A0 NOBHILECHH
I1a3MEHW KOHLEHTPALMHY HA PO3YBACTATHH U NOBULIEH PUCK OT MHONATUA (BxK. TOMKH 4.2, 4.4 u 4.5

Tabnuua 1).

Dubpamu: EJHOBPEMEHHOTO MPUNOKEHHE Ha pO3yBacTaTUH KW reMpHOpo3ua BOOH I0 ABYKpPATHO
nopuinaBaHe Ha Cpax 1 AUC Ha podyBacTaTuH (BXK. Touka 4.4).

B13 OCHOBA Ha JAaHHHUTE OT cNeUUPHYHNA NPOYYBAHHA 32 B3aUMOACHCTBHUATA, HE CE O4a
(apMakOKMHETHYHO 3HAYKMO B3aHMoaeicTBHe C PeHopuOpaT, BLNPEKH Y€ MOKE da H
¢apMakoauHaMu4HO B3auMoaeicreue. ['emdpubposun, penodudpar u apyru pudparu
PMCKa OT MHOIMATHA, KOFaTo Ce npuiiarat eaHospeMedHo ¢ uHxuouropu Ha HMG-CoA




BEPOATHO nopaay daxra, ye NOCAEAHHTE MOTaT Ja NPEAUIBUKAT MUOMATHA H [TPU CAMOCTOATENHO
npunoxeHue. Jozure ot 30 mg/10 mg n 40 mg/10 mg ca nporHRONOKa3aHK NpH €AHOBPEMEHHO
npunokKeHHe Ha GHOpaT (BK. ToukH 4.3 u 4.4). [1py Te3u nauMeHTH NCUYEHUETO ChILO Taka TpAOBa Ja
3ano4He ¢ A03aTa oT 5 mg.

[1pH nauueHTH, KOUTO Nony4aBaTt geHopudpaT u ezeTUMHO, nekapuTe TpadEa a ca 3ano3HaTH ©
Bb3MOXKHHUSA PUCK OT XONENMTHA3a W 3a00N15BaHE HA KIBYHUA MeXYP (BXK. TOUkH 4.4 u 4.8).

AKO ce nogo3upa HAIHUKE Ha XO0JIeIMTHA3a MPH NaLHEeHT, KOHTO nosyyasa €3eTUMHO u perodudpar,
ca MoKa3aHK W3CIeIBaHHUA HA AKTBUHUA MeXYp M Ta3u Tepanus TpadBa 1a ce npeycTaHoBH (BXK. TOUKa
4.8).

EanroBpeMeRHOTO npuacxkenne HA peroPprOpaT nau rempudpoIN yMepeHo nOBHIIABA 001aTa
KOHIEHTPAanHA Ha e3eTHMHO (chboTBeTHO NpRbAH3IATEARO 1,5- B 1,7-kpaTHO). EAHOBpEMEHHOTO
NpHJIOKeHHEe HA e3eTuMAD ¢ Apyry ¢uOpaTH He ¢ IpPOoYyYEHO.

QubpaTrTe MOraT 1a YBEIMUYAT EKCKPELIMATA HA XONECTEPO1A B AUTHYKATA, KOETO BOJH J10
Xonenutrasa. B npoyuBaHus npH XHBOTHH €3¢THMHO MOHAKOra NMOBHILABa XOIECTEPOIIA B HUTHYKATA
Ha AJTbYHHUSA MEXYP, HO HE NPH BCHYKH BHUIOBRE (BK. Touka 5.3). He MOXKe 11a ce M3KNOYH JIMTOTeHEH
PHUCK, CBbP3aH C TepaneBTHYHATA ynoTpebda Ha e3eTHMuUbd.

@Dy3uoosa kuceaura. He ca npoBeXaaHH NpOY4YBaHHUA 3a B3aWMOJIEHCTBHE HA pO3yBaCTATHH H
(dby3un0Ba KUCeNTHHA. PUCKBT OT MHOMNATHA, BKJHOYHTENHO pabaOMHOAN3a, MOXKE N1a C€ MOBHIIIH NMpPH
eHOBPEMEHHO MPHIOKEHHE Ha CHCTEMHA (PY3HUI0BAa KHCEHHA CbC CTATHHH. MeXaHH3MBT Ha TOBa
B3aUMoAeHCTBHE (HE3aBUCHUMO OT TOBA JAIH € (papMaKkOAHHAMHYEH WIH (PAPMAKOKHHETHYEH, HIH H
IIBETE) € BCe otlle Hen3BecTeH. UMa crhobuieHns 3a cnyyan Ha pabaoMHoIn3a (BKIIOMHTENHO C
JIETANCH W3XO0A) NPY NMALMEHTH, MPHEMALLIH Ta3H KOMOHHAaLIMA.

AKO JIe4CHHETO ¢ Py3MI0Ba KHMCENHHA € HEOOXOAUMO, TICHEHHETO ¢ PO3yBacTaTHH Tpa0Ba Aa ce
NpeyCTAHOBH MNpe3 LENA NepHol Ha neueHHue ¢ ¢y3ua0Ba KHcenrHa. Byxre cbino Touka 4.4.

EE! ' BBRHMDgeﬁCTBHH:

Anmuayuou: EqHOBpeMEHHOTO NpUIOKEHHE Ha aHTHALMA HaManaBa CkopocTTa Ha abcopbumsa Ha
€3¢TUMHD, HO He MoBNUABA OMOHATMYHOCTTA HA €3eTHMHO. Ta3zu HamanieHa cKkopocT Ha abcopOuua He
CE€ CUMTA 33 KJIHHHYHO 3HAYUMA,

EAHOBPEMEHHOTO NPUIOKEHHE HA PO3YBACTATHH C AHTHALMAHA CYCNICH3MA, ChAbPKALIA ANYMHHHUA H
MarHe3ueB XHAPOKCHI, BOOH OO HAMAICHHE HA NIa3MEHaTa KOHLCHTPALUMA Ha pO3yBacTaTHH C
npubanu3uTenHo 50%. To3u edekT ce cMekyaBa, KOraTo aHTHALUMADBT Ce rnpunara 2 yaca cnen
po3yBacTaTvH. KITHHWYHOTO 3HaYE€HHE HA TOBA B3AaUMOAEHCTBHE HE € IIPOYyUeHO.

Anmuxoazysanmu. ENHOBPEMEHHOTO NPUIOKEHHE HA €3¢TUMHO (10 mg BeaHBK AHEBHO) HE
MOB/IMABA 3HAYMTENHO OMOHATMYHOCTTA HAa BapdapyUH U MPOTPOMOMHOROTO BpPEME B IIPOYUBAHE Ha
NBAHAACCET 3JIpaBH Bb3PaCTHU MBbxKe. MiMa obaue mocTMapKeTHHIOBH ChOOLLIIEHUS 33 MOBUILEHO
MeKOyHapOAHO HopManu3upaHo cboTHOLWEHHE (INR) npu nauMeHTH, npy kouTo €3eTUMHUO € nobaseH
KbM BapgapuH Wi QIyHHAHOH. AKO ce 100aea e3eTuMHO KbM BapgapuH, Apyr KYMapHHOB
aHTHKOAarynaHt unv guyuHauoH, INR tpabBa na ce npocaeassa no noaxonfil HauKH (BXkK. Touka 4.4).

Kakto npu apyru uuxuburopu Ha HMG-CoA peaykrazara, 3ano4BaHETO Ha JICYEHHETO WIH

NOBUILIABAHETO HA J03aTa HA PO3YBACTATHH NMPH NALUMEHTH, JICKYBAHH €IHOBPEMEHHO C AHTArOHHUCTH
Ha ButamuH K (Hanp. BapdapyH WK ApYyr KXyMapHHOB aHTHKOArYJIaHT) MOJXeE [1a ZIOBEAE OO
[MOBHIUCHHUE HA MEXKIYHAPOIHOTO HOpManu3npaHo cboTHoWeHHE (INR). IlpekparasaneTo H

TaKHea CJ1yHdH € XXCJIATCNHO NoaAxoaamo MOHHTOpPHpaHE Ha INR.

Epumpomuyun. EAHOBPEMEHHOTO IPUNOKEHUE HA PO3YBACTATHH H EPUTPOMHLIUH BO




HamaneHue Ha AUC u 30% Hamanedne Ha Crpac Ha po3yBacTaTHH. TOBA B3aHMOAEHCTBHE MOXKE J1a €
NPEOU3BHKAHO OT MOBULUEHUA YPEBEH MOTHIUTET, NPHYHHEH OT EPHTPOMHIIHH.

Enzumu om cucmemama na yumoxpom P450: Pe3ynrature ot in viftro 1 in vivo npoy4BaHWs NOKa3Bar,
Yye pO3yBACTATHH HE € HUTO HHXHOHUTOP, HUTO HHAYKTOP Ha UMTOXpoM P450 uzoenznmute. OcBeH
TOBa, po3yBacTaTvH € cnab cybeTpar 3a Te3W H30eH3UMH. CeNoBaTe/HO, He C€ OYAKBAT JICKAPCTBEHU
B3aMMOAEHCTBUA KaTo pe3ysTaT oT uuToXpoM P450-menuunpand merabonuasM. He ce Habnionaear
KINTHHHYHO 3HaYUMMH B3aMMOJEHCTBHA MEKAY pO3YyBacTaTHH ¥ (paykoHazon (MHxubutop Ha CYP2CO u
CYP3A4) unu ketokoHaszon (MHxuburop HAa CYP2A6 u CYP3A4).

B npeak/iMHUYHH NPOYYBaHUS € A0KA33HO, Ye €3eTHMHUO He HHAYUHpa MeTaboNH3Hpalli NeKapcTBaTa
unuroxpom P450 en3zumu. He ca HabniogaBaHn kKIHHHYHO 3HaYHMMHU QapMaKOKHHETHYHY
B3aHUMOAECHCTBUA MEXKOY e3eTUMHD U NekapCcTRa, 3a KOUTO € U3BECTHO, Y€ ce MeTaboIM3upar oT

unroxpomure P450 1A2, 2D6, 2C8, 2C9 1 3A4, nnu N-aueruntpancdepasa.

Konrecmupamun: EAHOBPEMEHHOTO NPHUIIOKECHHE HA KOJIECTHPAMHH HaAMaJIABa CpeaHaTa oL nom
kpuBara (AUC) Ha obuuus e3etuMud (e3eTUMHO + e3eTUMUO-IMIOKYpOHHKA) ¢ npubnusutenHo 55%.
[TocTeneHHOTO NOHWKABAHE HA XONECTEPOa B TUNONPOTEHHHUTE C HHCKA TbTHOCT {( LDL-C),
ABKALLO ¢ Ha 100aBAHETO HA €3eTUMHO KbM KOMECTHPaMUH, MOXe 1a Oblle HAMAJTIEHO OT TOBA
B3auMoaeHCTBHE (BXK. TOUKA 4.2).

Huzokcun: Bb3 ocHOBa Ha JaHHHTE OT cHEUMPUYHH POYYBAHKA 34 B3aHMOACHCTBUATA HE CE€ OYAKBAT
KJIMHWYHO 3HaAYUMH B3aUMOACHCTBHUSA C AUINOKCHH.

HHepopannu xonmpayenmusw'xopmonozamecmumenna mepanus (X31): ETHOBpeMEHHOTO
MPHIOKEHHE HA PO3YBACTATUHH H NEPOPAICH KOHTPALENTHB BOAU A0 yBendyeHue Ha AUC na
€TUHHUJIECTPAAHON H HOPIrecTpe, ¢hoTBeTHO ¢ 26% 1 34%. Te3u noBUlIEHH ILNa3MEHH HUBA TpAOBa
Ia C€ UMaT NpeaBH, KOraTo ce H3DHpaT JO3HTE Ha NepopanHuTe KoHTpauenTHeH. Hama
(HapMaKOKMHETHUYHHA JAHHH 34 NALMEHTH, KOUTO MPHEMAT €AHOBPEMEHHO pO3yBacTaTHH H X3T U
nopaaH ToBa, noaobeH edekt He Moxke N1a ce H3KTIOUH. Tazu komOuHalus obade e IMPOKO
NpHIAaraHa MnpH >KeHH B KJIMHUYHY H3NIMTBAHUA K € A00pe noHacsHa.

Bzaumoodeticmeus, uzuckeayu Kopexyuu Ha 003ama Ha pozysacmamun (6. cvuyo Tabruya 1):
Koraro ¢ HeobxoauMo 1a ¢¢ NpHI0KH €AHOBPEMEHHO PO3YBACTATHH € APYTH NIEKAPCTBEHH MPOAYKTH,
32 KOHTO € H3BECTHO, Y€ YBEITHYABAT €KCMO3HLIMATA HAa PO3YBACTATHH, 103aTa HA PO3yBACTATHH
TpAOBa Aa ce kopurupa. Heobxoaumo e aa ce 3anoyHe ¢ 4033 OT 5 mg BEAHBXK AHEBHO PO3YRACTATHH,
aKO 04aKBAHOTO yBenuueHue Ha excnosuunata (AUC) e npuban3utTenHo AByKPaTHO WK NO-rofamo.
MakcumanHaTta [HEBHA 4032 Ha PO3YBAaCTaTHH TPAOBa Aa Obae kopUrupaHa Taka, 4¢ ONaKBaHaTa
€KCMO3HLMA Ha PO3yBacTaTHH & He NpeBuriIasa Ta3u Ha 40 mg npuera 6e3 B3auMoacicTBaLIM CH
NIEKapCTBEHM MPOAYKTH, KaTo Hanpumep 20 mg 103a Ha po3ysBacTaTul ¢ reMmudpudposun (1,9-kpaTHo
yBenuyeHue) u 10 mg no3a Ha po3yBacTaTUH ¢ KOMOMHAUMSA HA aTasaHaBup/pUTOHaBHp (3,1-KpaTHO
YBEJIHUCHHE).

Ako ce Habmoaaea nekapcTBeH NPOAYKT, KoUTo nosvwasa AUC Ha po3yBacTaTHH NO-MaJIKO OT 2
MbTH, Ha4aHaTa 103a He TpabBRa Aa ce HamansBa, HO TpaOBa Ja ce BHUMAaBA, aKo C€ YBENUUYHU J03aTa

Ha po3yBacTaTHH Haa 20 mg.

Tabnuua 1. EdekT Ha eAHOBpEMEHHO NMPHIAraHHu JEKapCTBEHH MPOAYKTH BbPXY €KCMO3ULIMATA Ha
po3yBacTaTHH (AUC, npeacraBeHa B HU3XOARUL pe NO rojleMUHa) OT NyONHKYBAHH KJIMHHYHH
H3MHTBAHNS

[TopuiuaBaHe Ha AUC Ha po3yBaCTATHH 2-KPaTHO WM MOBYE OT 2-KPAaTHO

Jl030B pexkxuM Ha B3aumogaelicTeamioro  Jl030B pekiuM Ha pO3yBacTaTHH
JIEKapCTBO




Codocbysup/Bennataceup/
Bokcuaanpesup (400 mg-100 mg-100

mg) + Bokcunanpesup (100 mg) seaHbxK

AHEBHO B NPOABMKEHHE Ha 135 aHM
Lluxnocnopun 75 mg JLJ1 no 200 mg
I, 6 meceua

Haponyramun 600 mg I, 5 auu
Peropadenud 160 mg, B/, 14 auu

ATtazaHasup 300 mg/puTonasup 100 mg
B/, 8 ouu

Pokcaaycrar 200 mg npes aeH
Bennataceup 100 mg B/]
Momenotuaud 200 mg B/, 6 auu
Tukarpenop 90 mg 1111, 2 nuu
OmbuTaceup 25 mg/napuranpeBup

150 mg/puronasup 100 mg B/
nacabyeup 400 mg 1, 14 aum
TepudnyHomua, JlepayHomun
I'pasonpesup 200 mg/enbaceup 50 mg
B, 11 ouu

mexanpesup 400 mg/nubpenracenp
120 mg B/J1, 7 aHn

Jlonunaeup 400 mg/puronasup 100 mg

I, 17 aHu
Kanmarunubd 400 mg JUT

Knonunagorpen 300 mg natoBapsaiua
J103a, NOCaeABaHa OT 75 mg Ha 24 yaca
Tadamuauc 61 mg nBa NbLTH JHEBHO Ha
AeH | M 2, nocngeBaHo OT BEAHDLX
JHCBHO Ha leH 3 u 9

docramaruund 100 mg
["'empubpozun 600 mg JU1, 7 aHu
Pebykcocran 120 mg B/I

10 mg, enuHKHYHA 1034

10 mg BA, 10 nuu

5 mg, eaMHH4HA A03a
3 mg, eAMHHYHA 1033
10 mg, equHKuHa no3a

10 mg, eauHW4Ha n03a
10 mg, eAnHHuHA NO3a
10 mg, eanHHuHa A034
10 mg, eauHHyHa A03a
5 mg, eaMHHYHa n03a

He e HanHu4yHAa
10 mg, eanHHyHa n03a

35 mg BJI, 7 Anu
20 mg B/, 7 anu

10 mg, eanHUuHa 2034
20 mg, enuHHYHA N03a

10 mg, enunnyHa no3a
20 mg, enMHH4YHA N03a

80 mg, enMHH4YHa no3a
10 mg, eauununa nosa

7,4-kparno T

7,1-kpatHo T

5,2-KpaTHo 1
3,8-kpatHoO 1
3,1-kpatHo T

2,9 KpaTHO
2,7-KpaTHO
2,7-KpaTHo
2,6-KpaTHO 1
2,6-kpatHo T

A
Y

A

2,9-KpaTHO T
2,3-kpatHo T

2,2-kpartHo 1
2,1-kpatho T

2,1-xpatHo T
2-kpatHo 1

2,0-kpatHoO 1
2,0-kpatro 1

1,9-xpatHo 1
1,9-xpaTtHo 1

IMo-manko ot 2-kpaTHo yBeandenne Ha AUC Ha pozyBacTraran
Ho308B pexmM Ha pO3yBaCTaTHH

J1030B peKHuM Ha B3aHMOACHCTBALIOTO
J1eKapCcTBO

[Mpomsana 8 AUC’ Ha

PO3yBacTaTHH

Entpombonar 75 mg B/, 5 ouu
Hapynasup 600 mg/puroHasup 100 mg

A, 7 auu

Tunpanasup 500 mg/purosasup 200 mg

JUL, 11 aun
Hporenapon 400 mg ]
Hrpaxonazon 200 mg BJI, 5 anu

Ezetumu® 10 mg BJ1, 14 aum

10 mg, enMHHuHA f03a
10 mg BH, 7 nHm

10 mg, eaHUUHAa A034

He e HanuueH
10 mg, eauHuuHa 0032

10 mg, enuHny4Ha go34a, 14 nHM

1,6-xpatHo T
1,5-kpaTHoO )

1,4-kparso T
1,4-kpatso T

1,4-kparuo T
1,2-kpatHo 1°*°

Hamanspane Ha AUC na polyBacraTun

J1030B peXHM Ha B3aUMOEHCTBALIOTO
JIEKapCTBO

J030B pexxiM Ha po3yBacTaTHH

[TpoMsina 8 AUC’ Ha

pO3yBacTaTHH

Epurpomuuun 500 mg Y/, 7 auu
baiikanud S0 mg T/, 14 nun

80 mg, enMHHYHA J03a
20 mg, eAMHUYHA 0033

20% 4
47% |




* laHHWTE, NMPeACTABEHH KATO X-KpaTHa NPOMSAHA, NPEACTABAABAT NPOCTO ChOTHOLLEHUE MEXAY
€1HOBPEMEHHOTO Y CAMOCTOATE/THOTO NPHIIOKEHHE Ha po3yBacTaTHH. JlaHHHUTE, NpencTaBeHH

KaTo %-Ha MpoMAHA, fpeAcTaBAABaT Y%-HaTa pa3niuka, OTHECEHA KbM CaMOCTOATENHOTO NPHAOKEHHE
Ha pO3YyBACTATHH.

VBeTHUEHHETO € MoKa3aHo kato "1", HamaneHHeTo Kato "

“Hakonko npoyuBaHus 3a B3aHMOJEHCTBHATA Ca NPOBEASHH C pa3iHuHa AO3HPOBKA Ha
pPO3yBacTaTHH, TabinuaTa noka3ea Hail-3HAYUMHUTE CHOTHOLUCHHS

AUC - nnous non kpueara, B/l = seansxk adesHo; /1 = asa nbTH AHeBHO; T/ = TpH MbTH AHEBHO;

‘{g = YETHPH NbTH JHEBHO

CneAHHTE NEKAPCTBEHH NPOAYKTH/KOMOMHALIMM HE Ca UMANTK KIMHUYHO 3Ha4YuM edexT Bepxy AUC
Ha PO3YBACTaTHH NPH €HOBPEMEHHO NpUnokeHue: Anerautazap 0,3 mg 7 AHU ao3Mpane;
Oenodubpar 67 mg TH, 7 nuu; Gaykonazon 200 mg B, 11 auu; GoszamnpeHasup

700 mg/putonaeup 100 mg 1[4, 8 anu; Kerokonason 200 mg I, 7 aun; Pudamnnuun 450 mg BL, 7
aHu;, Cunumapuu 140 mg T/, 5 aHu.

B K1HHHUHH NpOyUBaHHUg 3a B3aHMOACHCTBHUATA €3€THMHD HE NOBIHABA (PapMaKOKMHETHKATA Ha
JArNCcoH, ACKCTPOMETOP(aH, AHIOKCHH, NMEPOPaIHA KOHTPAUENTHBH (ETHHHIECTPAOHOI H
NEBOHOPrecTpe), MNUNK3HA, TONOYTaMHA UK MUJA3071aM 10 BpeMe Ha €JHOBPEMEHHO TMPHJIOXKEHHE.
L{uMeTHIMH, NpUIoKEH €JHOBPEMEHHO C €3¢THMHO, HE NOBIHABA OHOHATMYHOCTTA Ha €3eTUMHMO.

Heduampuuua nonyaqayun: HpOY‘-IBaHHH 3a B3aUMOJEHCTBUATA Ca NMPOBCAAAHH CaMO TIPH Bb3PACTHH.
OOXBaThT HA B3aUMOJECHCTBHATA npy rnejHaTpHyHaTa noiryjalua HE € H3BCCTCH.

4.6 DepTHINTET, OPEeMEHHOCT H KLpPMEHE

Ko-Po3Bepa e npoTHeronokasaH no BpeMe Ha OPEMEHHOCT M KbpMeHe (BXK. To4ka 4.3),

bpeMeHHOCT

XKenure ¢ nerepoaen noreHuHan Tpabea Aa npuiarat NOAXOAALIH KOHTPALENTHBHH MEPKH.

Toi# KaTO XONECTEPONBT H APYTHTE NMPOAYKTH OT OMOCHHTE3A HA XONecTepona ca OT CbLIECTBEHO
3HaueHHE 3a Pa3BUTHETO Ha 11044, MOTEHUHATHNAT pHCK OT MHXubupane Ha HMG-CoA peaykrasara
NpeBbL3X0KAa NPEANMCTBOTO Ha JIEYEHHETO NO BpeMe Ha OpeMeHHOCT. [IpoyyuBaHnaTa npH KUBOTHH
ApeAOCTaBAT OPARHYCHM JAHHH 3a pepOAYKTHBHA TOKCHHYHOCT {BX. TOYKa 5.3). AKO NaLHeHTKara

3abpeMeHee no BpeMe Ha ynorpebara Ha TO3U NPOAYKT, NeHeHHeTo TpAOBa Na ce NpeyCcTaHOBH
He3a0aBHO.

JIumncBaT KIMHUYHKY AaHHY 3a ynoTpebara Ha e3eTHMHO 1o Bpeme Ha 6pemeHHoCT. [IpoyuBanudaTa npu
ACHBOTHU 3a yrnoTpebaTa Ha €3eTHMHO npyd MOHOTEpPAIIMA HE MOKA3BAT JAHHH 32 MPEKH HIH KOCBEHH
BpeAHHU eeKTH BEPXY OpeMeHHOCTTa, eMOPHO-QETANTHOTO pa3sBUTHE, PKIAHETO WM MMOCTHATATHOTO
pa3ByTHe (BX. TOUKa 5.3).

KbspmMmeHe

OrpaHuueHH JaHHHU OT MyONMKYBaHH JOKIaAM MOKA3BAT, Y€ KAKTO PO3YBACTAaTHH, Taka H €3¢THMHO
NPUCHCTBAT B YOBELIKATA KbpPMa B MaIKH KoMuecTBa. [Iopaay mexanusMa Ha JeHCTBUE Ha
pO3yBaCTaTHH, CbUIECTBYBA NOTEHLHANEH PHCK OT HEXEIAaHH peakuuu npu kbpMmaueTo. Ko-Poasepa e
[POTHROIIOKA3aH N0 BpEME Ha KbPMEHE.

DepTUnuTeT

JIHncBaT AaHHK OT KIIMHUYHY U3NMHTBaHUA 33 e(peKTUTE Ha €3eTUMHUD BbpXY PepTUIMTETA IIPH XOpa.
EzeTuMnb He NOBAMABA QEPTUIUTETA HA MBKKH WJIM KEHCKH TUTBXOBE, PO3YyBaCTAaTHH MpU HDM*-«.
JI03H MOKa3Ba TECTHKY1I2pHAa TOKCHUHOCT NPH MaKMYHM ¥ KyJyeTa (BXK. TO4Ka J.3). e -::J\rf__’fi:

4.7 EdexTn BbpXY cnocofHocTTA 32 WodHpaHe H padoTa ¢ MALIHHH

He ca MPpOBOXKIAHH MNPOYYBAHHKA 34 OINIPCACNAHC HAa ecbex'ra HAa PO3YBACTATHH WUJIH €3CTH




cnocobHocTTa 32 WogupaHe U paboTa ¢ MaitiMHK. Bbnpeku Tosa, npy wodrpade unu padora ¢
MalltMHYA TpA0Ba Na ce UMa NpeaBui, Ye UMa CboOLIIeHHUS 3a 3aMasHOCT.

4.8 HexenaHnn JeKapcTBeHH peakiHH

- MHoro vectu (2 1/10)

- Yect (2 1/100 no < 1/10)

- Heuectu (= 1/1 000 no < 1/100)

- Peaku (= 1/10 000 no < 1/1 000)

- MHoro peaxu (< 1/10 000)

- C HeuszBecTHa yecToTa (OT HATMYHKHTE JaHHH He MOXe aa Obae HanpaBeHa OUCHKA)

O606uienune Ha npoduia 3a 6e3onacHOCT

Hexenanute peakuun, HabnonaraHy NpH po3yBacTaTHH, OOMKHOBEHO €A JIEKM U npexoaHH. [1pu
KOHTPOJNUPAHHTE KIIMHUYHHU U3NUTBAHUSA NMO-MaNKO OT 4% OT NaLUEeHTUTE, JIEKYBAHU C pO3yBacTaTHH,
Ca NpeyCTAaHOBWJTH YYACTHETO CH NOpany HesKenaHW peakLyu.

[TpodunbT Ha HEXKENAHMTE PEAKLMH 33 PO3YBACTATHH C€ OCHOBABa Ha JAHHH OT KJIHHUYHH
Npoy4BaHHA U OOrat ONUT cael NyCcKaHeToO Ha na3apa. Hexenanure peakuu 3a e3eTHMHUO ca
Habn00aBaHK NpH NaLUUEHTH, IEKYBaHH ¢ e3eTUMHO (N=2 396) M npH No-rojigMa 4ecToTa OTKOJIKOTO
npy nnauedo (N=1 159) unu npu nauUeHTH, IEKYBaHH C €3¢TUMHO, €THOBPEMEHHO MpUIaraH cbe
craTuH (N=11 308) 1 npu no-ronama 4eCTOTAa OTKONKOTO MPU CAMOCTOATENHO NPUNOKEHUE HA CTATHH
(N=9 361). [locTMapKeTHHIOBHTE HEXENAHM PEAKLIMM 32 €3eTHMHO Ca NONTYUYECHH OT CHOOLIEHHS 32
e3eTHMHUO, fipunaraH CaMOCTOATENHO MIH ChC CTATHH.

Tabau4eH CNUCHK HA HEXKENAHUTE PeaKLIHH

Tabnuua 2. Hexxenany peakuyu Bb3 OCHOBA Ha JAHHHMTE OT KIMHWUYHHU MPOYUBAHHA U
MOCTMAPKETHHIOBUA OMUT

CHacTemMo-opranex Hexenanu peaKiunn YecToTa
kaac n0 MedDRA P PolyBacTarmn Ezeramnb
Hapywenua na xpvema C HeusBecTHA
Py P TpombouuToneHms Peaku
u AUMghrama cucmema 4ecToTa
Hapywenus na PeakiM¥ Ha CBpPbX4YyBCTBHTEIHOCT, Penkn
UMYHHAMA cCucmema BKJIKOYHTEHO AHMHOEAEM
PeakLtMH Ha CBPLXYYBCTBUTETHOCT
. PRy ’ C HeuszBecTHa
BKJIIOYHTENHO ODPHB, YPTHKAPpHA H | —
yecToTa
aHadHnaKCHa
Hapywenua na
eHOOKPURHAMG 3axapen nuaber’ YecTH -
cucmema
Hapywenua na
memaboauima u Hamanen anetur — HeuectH
Xpanenemo
Hcuxuunu napywenus C HeusBecTHA C HensBeCTHa
Jdenpecus
4eCTOTa YEeCTOTa
Hapywenus na I'nasobonue YectH Yectu
Heperama cucmema Yectu C HeusBeCTHa
3aMasHOCT
[loIMHEBPOMATHSA MHuoro peaxs
3ary0a Ha namer MHoro peakH
C HeusBecTHa
[lepucepna nepponaTus
4ECTOTA

HapyuwieHus Ha CbHA (BKIIOYHTENHO

C Heu3BeCTHA




MHCOMHHA W KOLIMapH) yecToTa
IlapecTe3us — HeuecTu
C HeusBecTHa —
MmuacTeHuns rpaBuc
4yecToTa
Cvoo8u HapyuteHua ["opeiitd BLJTHH, XHIIEPTOHHS — Heuvect
Hapywenua na ovume C HeH3BeCTHA
Pyu OuHa MHacTEHHA -
YeCcToTa
Pecnupamopnu, epvonu C HEeH3BECTHA
pamopy, <p Kaiunuua Heuect
U MEOUACMUHAAHU Y4eCTOTA
HAPYUIEHUR Tucres C HeuspecTHa C HensBecTHA
4YeCTOTa 4YeCcTOTA
Cmomauiro-4pesru Yectn C HeuW3BeCTHA
KoHcTunauums
HADYWECHURA 4eCTOTA
["agene YectH HeuectH
boJ1ka B KOpeMa YecTH HecTH
C HeusBecTHa
Hlankpearur Peaku
4yeCTOTA
C HenzBecTHa
Huapus HectH
YECTOTA
Cyxora B ycTara — HeuecTH
["acTpuT - HeuecTH
DnaryaeHuHA - HectH
Hucnencus, ractpoesogareanHa HeuecT
pedurykcHa 6onect
Xenamobunuapru [MToBuwweHH YepHOApOOHH Pexn
HADYUECHUR TpaHCaMUHas3y
KpareHyua MHoro peaku —
C Heu3pecTHa
XenaTur MHoro peaku
YECTOTA
X onenHTHasa B C HeH3BecTHa
YeCTOoTa
XONELHCTHT _ C HeH3BeCTHA
4YEeCTOTA
Hapywenua na [Ipyputyc HeuecTH Heuectu
Koxcama u Obpne HeuectH HeuectH
noOKoJCHama mukaxw | VpTHKapHi HeuectH HeuecTu
C Heun3BecTHa
Cunapom Ha Stevens-Johnson —
4eCTOTA

EpureMa MmynTugopme

C HeUu3BeCcTHa

4yecToTa
JlexapcTBeHa peakLma ¢
P peatt C HensBecTHa
€03HHO(KITUE U CHCTEMHH decTOTa
cumnromMu (DRESS)
Hapywenua na Muanrus HecTH YecTu
MYCKYAHO-CKeaemuama Peaku C nemsBecTHa
MuonaTths (BKIHUYUTEAHO MHO3UT)
cucmema u 4ecToTa
CbeOuRumeasama Penku C Heu3BeCTHA
PabaoMuonu3a
MbKAH
_ApTpairus MHoro peaku
UMmyHO-MeaAnUpaHa HekpoTudpaila | C HeU3BeCTHA
MHOMNATHSA HECTOTA
Hapywenusa Ha CyXOXuamATa, C Heu3BeCTHA
MOHAKOra YCIOKHEHH OT CKbCBAHE 4ECTOTA

Boska B rupba




MyckyJiHa ciabocT —~ Heuectu
bonka B KpanHHLHMTE — HeuecTH
 MyckynHH cna3Mu, bonka B liMATa | — HeuecTH
Jlynyc-nogofeH cHHApOM Peaky
PynTypa Ha MycKyn | Penku
Hapywenus na
bvopeyume u Xemarypus MHoro peaku -
RUKOYHUME nvmuwya
Hapywenus na
ev3npouszeodumennama | I'nuexomactus MHoro peakn —
cucmema u epoama
Obwu napywienua u AcCTeHHA YectH Heuectn
egpexmu Ha MACMoOmo Exem C Hen3BecTHa ~
HA NPUROdKCEeHUe | yecToTa
[lepugepeH eaeM — HeuectH
Ymopa — YecTH
bonka B repaure, 6oJika — HeuectH
Hs3cnedeanun [Tosuwenu AJIAT w/unu ACAT — YectH
[Tosuweno Hueo Ha CPK 8 kpbBTAa,
MOBHIIEHO HUBO HA raMa-ryyTaMHui
TpaHchepasa, abHopMern - Heuectn
4epHOAPOOHH (GYHKUHOHAIHH
M3CNECABAHHUA i

'YecToTaTa L€ 3aBUCH OT HATHYHMETO WIH OTCHCTBHETO Ha PUCKOBH (pakTopH (KPbBHA IJKOKO3a Ha
rnaaxo > 5,6 mmol/l, UTM > 30 kg/m?, noBHIIEHH TPHIITHLIEPHIH, AHAMHE3A 32 XHMNEPTOHNS ).

Kakro npu apyru unxubutopu Ha HMG-CoA penykra3zara, MECTOTATA HA HEXKENAHUTE NEKAPCTBEHH
peaKilHH MpH pO3yBacTaTHH € C TeHAEeHLHA 1a Obae A030-3aBHCUMA.

Onucanxe Ha W30paHH HeXEeNaHW peaKiikuy

Eghexmu avpxy 6vbpeyume: [1pu nauMeHTH, 1eKyBaHH C pO3yBacTaTHH, ce HabaK0NaBa NPOTEHHYPHA,
YCTAHOBEHA NPH M3CIIEABAHE C TECT-ICHTH H C NnpeanuMHo TyOyneH npousxoa. B onpeaenen moMeHT
Nno BpeMe Ha JedeHHeTo npH <1% ot naunenTuTe Ha 10 1 20 mg v npu npubananTtento 3% or
naLKeHTHTE, JJeKkyBaHH ¢ 40 mg, ce HabnlogapaT OTKNOHEHHUA B U3C/IE€ABAHUATA 32 NPOTEHH B YPHHATA,
BapHpAaillH OT OTPHLIATEJICH PE3YNITAT HIIH chean 0 + Wau noeeve. HeaHauHWTENAHO yBeTHUE€HHe HA
OTKJIOHEHHETO B NOCOKA OT OTPULIATEIICH Pe3YJITAT UM cneau Ao + ce Habnioaasa npw no3a 20 mg. B
NOBEYETO C/1yyaH NMPOTEUHYPHATA HAMAIABA WK M34€38a CMTOHTAHHO NPH NPOOBIKHUTEIHA TEPANHA.
[lpernegbT Ha JAHHUTE OT KIKHUYHHUTE H3NUTBAHUS U NOCTMAPKETHHIOBHSA OIUT AOCEra HE
YCTAHOBABA NPUYHHHO-CJIEACTBEHA BpPB3Ka MEXIY NPOTEHHYPHATA H OCTPO MM NPOrpecupallo
616peuno 3abonspane.

[Ip¥ nauMeHTH, JIEKYBaHHU C pO3YBAaCTaTHH, C& HADM0AaBa XeMATYPHA, HO JAHHUTE OT KNHHUYHHTE
M3NMUTBAHKWA NOKA3BAT, Ye YECTOTATa i € HUCKA.

Eghexmu evpxy cxeaemnama mycxynamypa:. EQexT BbpXY cKkeneTHaTa MyCKYJIaTypa, Hamnp. MHanrus,
MHOMATHA { BK/TIOUHTEIHO MHO3HT) Y paaKo, pabnomuonusa ¢ve M 63 octpa 610peuHa
HEAOCTATHLYHOCT C€ CbODOLIABAT NPHU MALUEHTH, NEKYBAHH C pO3YBAaCTaATHH, C BCHYKH 034 U NO-
CMELHANHO ¢ A034 >2(0) mg,

J030-cBBp3aHO noBuiuaBaHe Ha HUBaTa Ha CK ce HabnoaaBa npyu NAUMEHTH, NPHEMALLH
pO3yBaCTaTHH; NO-rojAMaTa YacT OT CJIYUYAHTE ¢4 IEKH, aCHMNTOMATHYHH H NPEXOJHMU.
Ha CK ca noeuwenu (> 5 x ULN), neyenuero tpadea aa ce npeycraHoBH (BxkK. TOuka 4

Egexmu evpxy ueprun opob: Kakro npu apyru unxudbutopu Ha HMG-CoA peaykras




CBBLP3aHO MMOBHINIABAHE HA HUBATA HA TPAHCAMHUHA3KUTE ce HabnogaBa npy Mabk OpOiH NauWeHTH,
NPHEMaLIH PO3YBAaCTaTHH; NO-TOASIMATA YaCT OT CAYHaUTE Ca IeKH, RCHMITTOMATHYHH U NPEXOIHH.

Cneanure HexxenaHH cbOMTHA ca AOKNAOBAHH NMPU HAKOH CTATHHM:

- CexcyanHa aucyHKUHA

- H3onnpanu caydan Ha HHTEpCTHUHATHA DenoapobHa donect, 0COOEHO NMpH NPOAB/DKHTENHA
Tepanus (BxK. Touka 4.4)

YecToTara Ha aoKnaneaHe Ha pabaOMHONH3A, CEPHO3ZHH OBOpeUHU CHOUTHA K CepHO3HH YepHOAPOOHH
cHOUTHA (CHCTOSALLHK C€ NPEAHMHO OT NOBHLLIEHH YEPHOAPOOHU TPAHCAMMHA3H) € MO-BUCOKA TPH
nosara ot 40 mg.

CTOHHOCTH Ha H&ﬁOQ&TOEHHTe H3cJcABaHHA

B KOHTpONMUpaHU KIMHHYHH H3MHUTBAHHA HA MOHOTEPANHATA € €3eTUMHO YecTOTaTa Ha KITHHHYHO
3HAYHMHUTE TTOBKIUECHUA Ha cepyMHuTe TpaHcaMuHasn (AJIAT w/unn ACAT > 3 x ULN,
NoCNeaoOBaTENHO) € cxoaHa Mexay e3eTiMHO (0,5%) u nnauedo (0,3%). [1pu u3nuTBaHua Ha
€HOBPEMEHHOTO NPUIIOKEHKE, yecToTaTa € 1,3% 3a nauMeHTUTE, IEKYBaHH C €3eTHMUO, npunaraH
€HOBPEMEHHO ChC CTaTHH, H (0,4% 3a NauMeHTHTE, eKYBaHH CAMO CbC CTaTUH. Te3u NoBHIUIEHHA
OOHKHOBEHO Ca aCHMNTOMATHYHH, He Ca CBbP3aHH C X0JIeCTa3a U C€ BPBbLUAT B U3XOAHOTO HHUBO CJIEN
[IPEYCTAHOBABAHE HA JICYEHHETO WK NPH NPOOb/UKABAHE HA NEUEHHETO (BXK. TOUKa 4.4.).

B KNMHHMYHH H3NHUTBAHKUA ¢ €3eTHMHUO ce cpobuiaea 3a CPK > 10 x ULN npu 4 ot 1 674 (0,2%)
MALMEHTH, NNIEKYBaHH caMo ¢ e3eTiMud cpety 1 ot 786 (0,1%) nauveHnTH Ha nnauebo, v npu 1 o1 917
(0,1%) nauneHTH, €AHOBPEMEHHO NEKYBAHH ¢ €3¢TUMHO U CTATHH cpely 4 ot 929 (0,4%) nauneHTH,
NeKyBaHU ¢aMo cbe ¢TaTtuH. He ce Habnroaasa noBuilieHa 4eCTOTa HA MHMOMNIATHA WIH pabIOMHONHU3A,
CBbpP3aHH C €3eTHMHO, B CpaBHEHHE ChC CHOTBETHOTO KOHTPOIHO paMo (fnauebo WiK caMOCTOATENHO
MPUN0KEHHE Ha CTATHH) (BXK. TOUKa 4.4).

[leanaTpHuHa nomynauus
[ToBulueHUa Ha kpeaTHHxuHa3aTa > 10 x ULN U MycKyJIHM CUMIITOMH NPH pO3YBacTaTHH, Cliel

YyNpaKHEHHUA WIH NoBHilieHa PH3Kiecka aKTHBHOCT ce Hab1oaasar no-4ecto B 52-ceAMHYHO
KJAHHHYHO M3MKMTBAHE NPH Aela H IOHOLIK B CpaBHEeHHE C Bb3pacTHH (BiXK. To4ka 4.4). B octaHanure
OTHOWEeHHA, NpoPWILT Ha §E30MaCHOCT HA PO3yBACTaTHH € NoA00EH NpH ASLAaTa W IOHOLIKUTE, B
CPaBHEHHE C Bb3PACTHHTE.

B npoyuBaHe ¢ e3eTUMUD, BKIIOUBALLO NEAHATPHYHH NaudeHTH (6 1o 10-roauLiHa BB3pacT) ¢
XeTepo3uroTHa gammunHa wiv HegaMuiHa xunepxonecreponemus (n=138), ce nabmonapar
nosuiieHusa Ha AJIAT w/unu ACAT (= 3 x ULN, nocneaosarenyo) npy 1,1% (1 mauueHT) o1
nauMeHTHTe Ha e3eTuMHO B cpaBHeHue ¢ 0% B rpynara Ha nnane6o. Hama nopuiuenus Ha CPK
(= 10 x ULN). He ca crobiaBaHn chiyyan Ha MHONATHA.

Crofiuasare Ha NOJO3IUPAHH HEKENAHH PeaKLIMK

CpobL1aBaHeTO Ha NOJO3MPAHYU HEXENAHH PEAKLUMK ClIe pa3peliaBaHe 3a ynorpeba Ha JieKapCcTBeHUA
MPOAYKT € BaHO. TOBa No3B0NARA Ja NPOAbJDKK HaONIONEHHETO HA CHOTHOLLIEHHETO M013a/PUCK 34
NIEKapCTBESHUA MPOAYKT. OT MEAHLIMHCKHTE CMELHATMCTH Ce H3UCKBA fa ChO01aBaT BCAKa
NnoJo3upaHa HeXxelaHa peakLua ypes:

HanbanuTenHa areHuHd 1o J€KapcTBaTa

ya. ,,JJaman ['pyes” Ne 8

1303 Codus

en.;: +359 2 8903417
yebcaiiT: www.bda.bg

4.9 Ilpenoznpane

B cnyu4ait Ha npeao3upane TpaOBa aa ce Mpuiarat CHMNTOMATUYHH H NOAAbPKALUM




Po3yBacTaTHH
Tpadsa oa ce npocneasasat yepHoapoOHara pyHkuUHa U HUBaTa Ha CK. Xemoauanniara € Manko

BEpOATHO Aa Obae OT nonaa.

EzeTumud

B KNHHAYHH NPOYYBaHHA NPUNOXKEHHETO Ha e3eTuMud 50 mg/neH npy 15 30paBn UHAMBUAH B
npoabkeHHe Ha 10 14 aHu unun 40 mg/neH npu 18 nauMeHTH ¢ MbPBHYHA XHUMEPXOIECTEPOIEMHA B
NpoABLIKEHHE Ha A0 56 AHH, KaTo UANO, € N100pe noHeceHo. [1pH )KUBOTHH He € HabnonasaHa
TOKCUUYHOCT CJle]l eAMHWYHY NepopaiiH 1034 o1 5 000 mg/kg e3eTumMud npu nbXxoBe W MHILKH M

3 000 mg/kg npu Kyuera.

C1o0LIeHy ca HAKOJIKO CJTyyas Ha npeao3upade ¢ e3eTuMub. [loBeueTo He ca CBBbP3aHH ¢ HEXKENaHH
peakuuu, Cbo0UIeHUTE HEeXeNaHH NMPOABH HE Ca CEPHO3HH.

5. GOAPMAKOJOIrNYHH CBOUCTBA

5.1 dapMakoaHHAMHYHH CBOHCTBA

dapmMakoTepaneBTHUYHA rpyna: JIunuaoMoauduuupaluy cpeacTsa; KOMOHHALMHA OT Pa3IH4YHH
nunuaoMoanpuuupainy cpeactsa, ATC koa: C10BAQ6.

Po3yBacTaTH

Mexanuzwm na oeticmeue
PosyBacTaThH € cenekrtuBeH U KOHKYpeHTeH HHXHOMTOp Ha HMG-CoA penykrasara, CKOpOCT-

OrpaHH4aBaUIMAT €H3UM, KOKTO npespblla 3-XUAPOKCH-3-METUNINYTApPHIl KOEH3UM A B MEBAJIOHAT,
npekypcop Ha xosecreponia. OCHOBHOTO MACTO Ha ACHCTBHE HAa PO3YBACTATHH € YEPHUAT Apo0,
LeNIEBHUAT OpraH 3a NoHWXXaBaHE Ha XONecTepona.

PosyBactatiH ysennuasa Opos Ha uepHoapoObHuTe LDL peuentopy BppXy KNeTb4HATa NOBLPXHOCT,
KaTo 3acHiBa rnoeMaHeTo U katabonuima Ha LDL » nHxubupa yepHonpodOHaTta cuHTesa Ha VLDL,
KaToO No TO3H HauMH HaManaea obwms Gpoit Ha VLDL n LDL vacruum.

Dapmaxoournamuynu ecpexmu
Po3ysacTaTiH HamansaBa nopuuieHus LDL-xonectepon, oblus xonectepon ¥ TPUIIHUEPUAHTE K

nosuwaea HDL-xonecrepona. Toii ¢bino taka noHmwxkasa ApoB, nonHDL-xonecrepona, VLDL-C,

VLDL-TG u ypennuasa ApoA-I (Bx. Tabnnua 3). Po3yBacTaTHH CbLUIO Taka NOHW)KaBa
cwoTHoweHusTa LDL-C/HDL-C, 06w C/HDL-C 1 nonHDL.-C/HDL-C u ApoB/ApoA-I.

Tabnana 3: OrroBop HA 103ATA NPH NANHEHTH ¢ MbPBHYHA XHNepxoaecTepoemun (Tan Ila a
IIb) (xopurapana cpejHa NpPONEHTHA NPOMAHA CNPAMO H3XO0AHATA CTOHHOCT)

nonHDL-C | po ApA— |
-7 -




TepanesTHueH edeKT ce nMony4yasa B paMKHTe Ha | ceaMKLA Ciel] 3aMOYBAHE HA ieyeHHeTo, a 90% oT
MAKCHMATHHA OTTOBOP C€ MOCTUrar cliell 2 CeAMHLK. MakCHMAHUAT OTroBOp OOMKHOBEHO ce
MOCTHra cieq 4-Ta ceAMMLA M ce 3aAbp)Ka cliea TOBA.

Knunuuna edpuxacnocm u bezonacnocm

Po3yBacTaThH € ed)eKTUREH NPH Bb3PACTHH C XUNEPXOIECTEPOJIEMHA, ChC HITH D€3
XHIEPTPHIIHUECPUACMHS, HE3ABUCHMO OT pacaTa, Nofa WIH 8b3pacTTa, KaKTO H NPH CnelHalHH
MOnyNalKy KaTo JHabeTHUM WK NalHeHTH ¢ GaMWIHA XHTIEPXONeCTEPOoNeMHs.

Ot 06061eny ¢daza 1l naHuK e A0Ka3aHo, Y€ PO3YBACTATHH € €DEeKTUBEH MPHY TPETHPAHETO HA MNO-
rofAsMaTa 4acT OT NaUMEHTHTE ¢ Xxunepxonecreponemus Tun Ila u I1b (cpeana u3xoaHa cTodHOCT HA
LDL-C okono 4,8 mmol/l) no uenesuTe CTORHOCTH, MOCOUEHH B HACOKHTE Ha EpponefickoTo
npy>kecTBo no arepockiieposa (European Atherosclerosis Society (EAS); 1998)); okono 80% ot
nauueHTuTe, Tperupadu ¢ 10 mg, nocTurar uenesuTe cToMHOCTH Ha EAS 3a HuBara Ha LDL-C

(<3 mmol/l).

B ronamo npoyusaHe ¢ AU3aiiH Ha QopcupaHo TUTpHpaHe 435 NalHeHTH ¢ XETEPO3UTIoTHA paMHIHa
XHNEPXONecTEPOIEMHA NOTy4asar po3yBactaTuH oT 20 mg ao 80 mg. BecHukn 1o3u nokassar
OnaronpuaTeH edexT BbPXY JHIHAHUTE APAMETPH H JICYEHHETO J0 UEIEBHTE CTOMHOCTH. Cnen
TWTpHpaHe Ao qHeBHa A03a oT 40 mg (12-ceamuyuHo neuenue), LDL-C ce monwkaea ¢ 53%. Tpuaecer
U Tpu npouteHTa (33%) oT nauueHTHTEe HOocTHraT HacokuTe Ha EAS 3a uusara Ha LDL-C (<3 mmol/l).

B 0TBOpEeHO H3NUTBaHE C (OPCHPAHO THTPHPAHE CE OUCHABA OTrOBOPBLT HA po3yBacTaTHH 20-40 mg
npy 42 NaUMEHTH C XOMO3UIoTHA paMuiiHa Xunepxosecreponemus. CpeaHoro namanesue Ha LDL-C

B 00tiaTa nomynauusa € 22%.

EzeTHMHO

Mexanuzvm na oeiicmeue

E3eTuMHO NpHHAANCKK KbM HOB KIIac JIMNUIOMOHWKABALIM Che JHHEHHA, KOUTO CENEKTHBHO
HHXHOHpAT upeBHaTa aOcopOLMA HA XONECTEPOJ U CBBP3AHUTE C HErO PACTHUTENIHH CTEPOIH.
EzeTumud e nepopanHo akTHBEH H HMa MEXaHU3BbM HA ACHCTBHE, KOHTO C€ pa3nnyasa OT Apyrure
KJ1aCOBE CheRHHEHHA, MOHWKABALUH XONecTeposa (Hanp. CTaTHHH, CEKBECTPAHTH HA XKJIbYHUTE
KHCETHHU [cMOonH], npou3BoAHHK Ha PUOPHHOBATA KUCE/IHHA M PACTHUTENHH cTaHonu), Monekynuara
MHLIEHA HA e3eTuMuO e creponosusaT TpaHcnoprep Niemann-Pick Cl-Like 1 (NPCIL1), kokiro e
OTTOBOPEH 33 YPEBHOTO MOEMAHE HA XONECTEPO1a U PHTOCTEPOSIHTE.

EzeTuMu® ce nokanusdpa B NOKPUTATATA C BIACUHKH MPaHHIIA HA THHKWTE YepBa U HHXUOHpa
aGcopOLmsaTa Ha X0necTepona, KOeTo BOOH A0 HAMANABAHE HA NOCTABAHETO HA UPEBEH XOJECTEPON A0
yepHusa Apo0; CTATHHUTE HAMAJIABAT CHHTE3a HAa XONECTEPO B YepHua Apod U 3aeaHO, Te3U OTAENHM
MEXAHH3MH OCHIYPABAT AOITBIHHTENHO HAMAISBAHE Ha XO/ecTepona. B ABYCEAMMYHO KIIMHHYHO
npoyusaHe npy 18 nauueHTH ¢ xunepxonecreposeMus e3eTUMHO HHxHOUpa abcopbunsaTa Ha UpeBHHS
xonectepon ¢ 54% B cpaBHeHHe ¢ nnauedo.

DapmakoQuHaAMuUdHU eglexmy

[IpoBenena € cepus NpeAKIMHHYHH U3CICABAHHA 32 ONpeJeNaHe Ha CENEKTUBHOCTTA Ha €3eTUMUO 3a
nHxubupaHe Ha abcopbunara Ha xonectepon. EzeTumud nuxubupa abcopdbumusara Ha [14C]-
xonecrepona 6e3 ga noaussa BbLpXy abcopbLUMATAa HA TPHINHLUEPHONTE, MACTHHTE KHCEIHHH,
HKITBYHUTE KUCETHHU, MPOreCTEPOHA, ETHHUIECTPAIHOA HAKH MaCTHOPA3TBOPUMHTE BUTAMHHH A ¥ D,

NponopuMoHanHo Ha HURoTo Ha HDL-C.

[TpunoxeHUeTO Ha €3eTUMUO Che CTaTHH € e)eKTHBHO 32 HAMAIABAHE HA PHUCKA OT
CHOUTHA NMPU NALKUEHTH ¢ KOpOHapHa OONeCT Ha ChPLETO U aHAMHE3a 3a OCTbP KOpo



(ACS).

Knunuuna epuxacnocm u bezonacrocm

B KOHTPO/HPaHW KIMHHYHHK NPOYYBaHHA, €3¢THMHO KAaTO MOHOTEPANHS HIIH €1HOBPEMEHHO MNPHIaraH
CHC CTATHH, 3HAYHTENHO HamansBa obms xonecrepon, LDL-C, anoaunonporenn B (Apo B) u
tpurnuuepuante (TG) v nosnwasa HDL-C npH nauHeHTUTE C XHNEPXONECTEPOIEMHUA.

ITvpeuuna xunepxonrecmeponemus

B nsoiiHocnano, nnauedo-KoHTPOINpaHo 8-CeAMHUYHO NMpoyUBaHe 769 nauMueHTH ¢
XUMEePXOIECTEPONIEMHA, BEYE MOMyUaBallld MOHOTEPANHUA CbC CTATHH M HEAOCTHIHANM AePUHUpaHATa
8 Haunonanuara nporpama 3a odyueHue Bbpxy xonecrepona (National Cholesterol Education
Program, NCEP) uenera croitHoct 3a LDL-C (2,6 1o 4,1 mmol/l {100 no 160 mg/dI], 8 3aBucumMocT
OT M3XOAHHTE XapaKTEPHCTHKH, Ca PAHAOMU3HPAHH Ja nonay4asar €3eTimMuO 10 mg nnu mnauebo B
JOMBIHEHHE KbM TEKYLIIATA UM TEPAINHA CbC CTATHH.

Cpen nauMeHTHTE, TEKYBaHH CbhC CTATHH, KOMTO HE Ca AOCTUIHANH UeneBara ¢toiHocT Ha LDL-C Ha
H3XOOHOTO HHBO (~ 82%), 3HAUHTENTHO NOBeYe NALUEHTH, paHZOMHU3MPAHH HA €3eTUMUD, aocTHrar
uenesara croiiHocT Ha LDL-C B kpafiHaTa TOUKa Ha MPOYYBAHETO B CPABHEHHE C MALLHEHTHTE,
paHAOMM3HpaHH Ha ruiauebo, cboTBeTHO 72% U 19%. CbhorBerHuTe noHHkeHus Ha LDL-C ca
3HaUHTENHO paznuuniu (25% u 4% cbOoTBETHO 3a e3eTUMHUO cripamo nnauebdo). B gonbnHeHwue,
e3eTMMHO, no0aBeH KbM TEKYLLATa TEPANUS CbC CTATHH, 3HAYUTENHO [TIOHHXKaBa 00LHA XonecTepod,
Apo B, TG u nosuwasa HDL-C B cpaBHeHue ¢ nnauedo. Ezetumud uiu mnauebo, nobaseHu KuM
TEepanuATa CbC CTATHH, MOHMWXXABAT MEAMaHHATa CTOHHOCT Ha C-peakTHBHHUA OenThk cboTBETHO € 10%
i 0% cnpaMo H3XOAHOTO HHBO.

B aBe, nBoHOCNENM, paHAOMH3UpaHH Miauedo-KOHTpoaupaHu 12-cenMrUUYHU npoy4uBaHus rpu 1 779
MalHEHTH C MbPBUYHA XHNIEpXOecCTeponeMus e3eTUMHO 10 mg 3HauUUTENHO NOHKXKaBa OOLIIKA
xonectepoin (13%), LDL-C (19%), Apo B (14%) u TG (8%) u nosuwasa HDL-C (3%) B cpaBHenHe ¢
mnanedo. B nonviHeHKe, e3eTUMUO He MOBNHABA NNA3MEHMTE KOHLICHTPALUH Ha
MACTHOPAa3TBOPHMHTE BUTaMHHHU A, D u E, Hama edexT 8upXy npoTpoMOUMHOBOTO BpeMe W NOACOHO
Ha ApYTH JIMNHWAONOHKKABALLMA CPEACTBAa, HE HapyLlaBa o0pa3yBaHETO HA AAPEHOKOPTHKATHHTE
CTEPOMAHH XOPMOHH.

PosysacraTuh/Ezernmubd

Knunuuna egpuxacnocm u b6ezonacuocm

[IpoBeaeHo ¢ 6-ceaMHYHO, paHIOMH3WPAHO, ABOHHOCANO, NapajieaHo rpynoBo KAHHUYHO
H3NHTBaHE, KOETO OLEcHABA De30nacHoCTTa H eukacHOCTTa Ha 10 mg e3eTumMud, nobapeHu KM
MOCTOAHHA TEPATMA ¢ PO3YyBACTATHH CNPAMO TEPANMUA ¢ NOBHLIABAHE HA 103aTa HA PO3YBAaCTaTHH OT S
a0 10 mg unu ot 10 go 20 mg (n=440). O6001ueHHTEe AaHHW NOKa3BaT, 4e €3eTUMHO, 100aBeH KbM
MOCTOAHHA TepanusA ¢ po3yBacTatuH 5 mg unu 10 mg, nonnwxkasa LDL-xonecrepona ¢ 21%. 3a
pa3nyKa OT TOBa, YABOABAHETO Ha A03aTa HA po3yBacTtaTuH N0 10 mg unu 20 mg nonnxkara LDL-
xonecrepona ¢ 5,7% (mexgyrpynoea pasnuka 15,2%, p <0,001). Ezetumu6b nnroc posysactatuH 5 mg
noHwxkasa LDL-xonecrepona noseue, oTkOAKOTO podyBacTaTHH 10 mg (12,3% paznuka, p <0,001), a
e3eTHMHO oc posysactatuH 10 mg Hamanaea LDL-xonectepona nopeye, OTKONKOTO po3yBacTaTHH

20 mg (paznuxa 17,5%, p <0,001).

[TpoBeaeHo € 6-CEOAMUYHO, PAHOOMHU3HPAHO MPOYYBAHE 33 H3C/AEABAHE HA €(PUKACHOCTTA U
Oe3onacHOCTTa Ha po3yBacTaTHH 40 mg caMOCTOATENHO UK B KOMOHHaLmA ¢ ezeTuMHO 10 mg npu
NAaLMEHTH C BHCOK PUCK OT KOpoHapHa Oonect Ha ¢bpueTo (n=469). 3HaUUTEIHO NOBEYE NALMEHTH,
NoJyuasailld po3yBacTaTHH/e3eTHMHO, OTKOJIKOTO CaMO pO3yBacTaTHH, JOCTHIaT necbuHH

NCEP, naxen 11l 3a neyenunero Ha Bb3pactHu (Adult Treatment Panel 111, ATP [1I) ueneaac.‘rqﬂ/fﬁu—
34 LDL-xonec*repona (<2,6 mmol/l [100 mg/dl] 94,0% cnpamo 79,1%, p <0,001) onTHM@h&W A
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po3yBacTaTuH (-69,8% cnpamo -57,1%, p <0,001). [ipyrute KOMNOHEHTH Ha
NUTIHAHHA/ TANONPOTEHHOBUA NPOodUA ca ceuwo 3HauuTeHO (p <0,001) noagobpenn npwu
PO3YBaCTATHH/€3€THMUO.

IlTecuampuuna nonyiayus

EBponeiickaTta areHUMs No JiekapcTBaTa OCBOOOXK1asa OT 3aALKEHHETO 32 NPENOCTaBAHE Ha
pe3yJararvTe OT npoyusaHuaTa ¢ Ko-Po3Bepa BeB BCHYKH NOArPYNH Ha NEAWATPHYHATA NONY1aLUs
MpH JIEYEHHETO HA MOBHILECH X0necTepo (Bx. Touka 4.2 3a HQOpMaLIMA OTHOCHO ynoTpebaTa npy

neéaHaTpuiHarTa I'IOI'I}’J]EII.IHH).

5.2 DapMaKkoKHHETHYHH ¢BOlicTBA

Po3yBacTaTHH

Abcopbyun
MakcumanHuTe nna3MeHH KOHLEHTPaUrK Ha pO3yBacTaTHH Ce AOCTHraT NpUOIUIMTENHO 5 Yaca cnen
nepopanHo npunoxkenue. AbcomnoTHara SHOHANTHYHOCT € npHOau3uTenHo 20%.

Pasnpedenenue

PosyBacTaTiH ce noeMa eKCTEH3HBHO OT YepHUs Apo0, KOWTO € OCHOBHOTO MSACTO Ha CHHTE3a Ha
xonecrepon U KnupbHca Ha LDL-C. ObeMbT Ha pasnpeesieHye Ha pO3yBacTaTHH € NPUONIU3UTENHO
134 |. [TIpubnusurenno 90% oT po3yBacTaTHH c€ CBBbP3BA ¢ NIAZMEHUTE MPOTEUHH, MTABHO C
anbyMuHa.

buompancgopmayus
MeTabonu3MbT Ha po3yBacTaTuH € orpaHHucH (okono 10%). In vitro npoyuyraHus Ha Metabonuima ¢

W3N0N3BaHe HA YOBEUIKH XenaTOLUMTH MOKa3BaT, Y€ po3yBacTaTHH € cnad cyodcTpar 3a Metabonnsma,
Gasupan Ha uutoxpoM P450. CYP2C9 e OCHOBHUAT H30€H3UM, KOMTO y4acTBa B MeTabOIM3Ma Ha
po3yBactaTuH, a 2C19, 3A4 u 2D6 yuacrsar B rno-manka creneH. OCHOBHHTE HASHTH(PHLIMPAHH
meTabonuti ca Mmerabonurire N-ae3merun v naktoH. MerabonursT N-ge3meTnn € ¢ npubIH3IHTENHO
50% no-Masiko aKTHBEH OT PO3yBaCcTATHH, JOKATO JJAKTOHOBATAa HOpMA & CUMTA 33 KIAMHHYHO
HeakTHBHA. Po3yBacTaTHH onpeaena nosede ot 90% ot aktuBHOCTTA Ha uMpKyaupamus HMG-CoA
HHXHOHTOP Ha peayKTa3ara.

Enumunupane

[Tpnoamzurento 90% ot po3yBacTaTHH Ce ENTHMHHHPAT KaTO HEMTPOMEHEHO JIEKapCTBO ¢ eLeca
(cherodauo ce ot abcopbupaHo U HeabCcopOHpaHO AKTHBHO BELLIECTBO), a OCTAHAJATA YACT Ce
eKCKpeTHpa ¢ ypHHaTta. Okono 5% ce eKkCKkpeTHpaT HenpoMeHeHH! B ypHHara. [lnazMeHusT
€IHMHHALIMOHEH NOMYXHBOT € 0KOno 19 yaca. ENMMUHALMOHHHMAT NOMYKMBOT HE C€ YBEJIMYaBa NpH
No-BUCOKH A03U. ['eOMeTpHuHaTa CpeaHa CTOHHOCT Ha MUa3MeHus KITUPBHC € npudausurento 50
nuTpa/yac (koepHuLueHT Ha BapyuabunHoct 21,7%). Kakro npu apyrn nHxuburopu Ha HMG-CoA
pPeAyKTa3aTa, 4EpHOAPOOHOTO MoeMaHe Ha po3yBacTaTUH BKIOYBA MeMOpaHHug npeHocurten OATP-
C. To3u npeHocHTe N € BaXeH 32 YepHOAPOOHOTO EIUMHHKPaAHE HA pO3YBaCTATHH.

Jluneiinocm/nenuneiHocm
CucTeMHaTa €KCNO3HLHA HAa pO3YBAaCTaTHH CE€ YBE/IHYABa NPONOPLHOHANHO Ha Jo3ara. Hama
MPOMEHH BbB (apMaKOKHHETHYHHUTE N1apamMEeTPH C/ICA MHOFOKPATHH AHEBHH AO3H.

CneunanHu NONYy/IAUHA:
Buw3pacm u non f ""'w
JIMrcBa KNMHHYHO 3HAYMUM e(eKT Ha Bb3PacTTa WM NoNa BbpXy GapMaKOKMHETHKATA HE' 3‘@‘@" 1
pO3yBACTAaTHH MPH BL3pacTHH. DAPMAKOKHHETHKATA HA PO3YBACTATHH NMpPH JeLa M mummrg: i
XETepO3HroTHa paMuiIHa XHNEPXONECTEPOIEMHS € CXOHA WIH 10-HHUCKA OT TA3H NP B‘hapaCTH' S PR
no6posonuu (Bx. ,,[lenuatpruna nonynauus“ no-gony). | o




Paca

(DapMakOKMHETHYHHTE NPOYUBaHUA NMOKA3BaT, Y€ NPU IMUA OT a3HaTcKaTa paca (ANOHUH, KUTAHLM,
GUIHNMHHLKW, BHETHAMUMK KM KOPEHLIM), ce Hab/iioaaBa 2-KpaTHO NOBULIABAHE HA CPEAHUTE CTOWHOCTH
Ha AUC H Cnax B CpaBHEHHE ¢ JIMUA OT KABKA3KaTa paca; nMuara OT a3HaTCKO-UHAMHCKH NpoU3X0oA
Moka3ear NpudnMinTenHo 1,3-kpaTHO yBeSHYEHHE HA CpeaHNTE CTOMHOCTH HA AUC H Crax.
[TonynauuoHer papMakOKHHETHYEH aHA/IW3 HE Pa3KpuBa KJAMHHUYHO 3HAYUMH Pa3IHKH BbB
(dhapMakOKHHETHKATa MEXKAY Ipyrnure OT KaBKa3lKaTa U yepHara paca.

bvbpeurno yspeaxcoane

B npoyuBaHe npu Jinua ¢ pa3iMvHa cTENEH Ha OBLOpPEUYHO yBpeKIAHE, IEKOTO 10 YMepeHo 010pedHo
3a00nABaHe He NOBAHABA NIA3MEHUTE KOHUEHTPALHHY Ha po3yBacTaTHH MJIM Ha HeroBusa N-ae3merun
metabonur. Jluuara ¢ Texxko yepexxaaHe (KpeaTHHHHOB KIMPBHC < 30 ml/min), o6auve, umar 3-kpaTHo
YBETHYECHHUE HA TUTA3MEHATA KOHUEHTpaLUs U 9-kpaTHO yBelHYEeHHe Ha KOHUEHTpaLuMATa Ha N-
Ae3MeTHN MeTabonnTa, B cpasHeHHe Cbe 30paBH N0OporoaUM. [lnazMeHHTe KOHUEHTpALMH Ha
pPO3yBacTATHH B PAaBHOBECHOTO CLCTOSHME NPH NALMKEHTH HA XeMoaHanusa ca npubnnzurenno 50%
MO-BUCOKH, B CPABHEHHE CbC 3[PaBH A0OPOBOJLH.

Yeproopobro yepescoare

B npoyuBane npu nHUa ¢ pa3iiMyHa CTeneH Ha YepHoApOoOHO yBpekIaHe HAMa JAHHH 3a NMOoBHINeHa
€KCITO3HMLIHA Ha PO3YBACTATHH NPH MALIUEHTHTE ¢ PE3YTAT 7 WIH NO-HUCHK 1o ckanata Ha Child-
Pugh. /Isama nauuenTa ¢ pesynraru 8 ¥ 9 no ckanara va Child-Pugh, obaue, nokaspar Haii-manko 2-
KPAaTHO MOBHILABAHE HA CUCTEMHATA EKCNIO3MLMA B CPABHEHHE ¢ MALKEHTUTE C NO-HHCKH PE3YJITATH
no ckanara Ha Child-Pugh. Jluncaa onut npu nuua ¢ pezyarari Hag 9 no ckanata Ha Child-Pugh.

['enemuyen nonumopgusvm

Hucnosnuuara Ha HMG-COA peaykrazHuTe HHXHOUTOPH, BKIIOUUTENHO PO3YBACTATHH, BKIKOYBA
Tpancnoprepuute nporeMin OATPIB1 u BCRP, xoanpauu or SLCOI1BI ren (OATPIB1) u ABCG2
red (BCRP). Hakoun papuadTH Ha Te3u reny, Kato SLCOIB1 ¢.521CC u ABCG2 c421AA, ca
CBbP3aHH C NpHOnu3uTenHo 1,6 nbTH no-Bucoka excrnosuuusa (AUC) Ha posysacTaTuH Hau 2,4 mbTH
MO-BUCOKA €KCNO3MLNA, CHbOTBETHO, B cpaBHeHHE ¢ reHoTHnoseTe SLCOIBI ¢.321TT unn ABCG2
¢.421CC. Ilpn nauneHTH, 32 KOMTO € H3BECTHO, Y€ UMart Takuea reHotunoee (SLCOI1B1 ¢. 521CC
und ABCG2 ¢.421AA), ce npenopbysa No-HACKA AHEBHA 1032 pO3YBACTaTHH.

[leouampuuna nonyrayun

JBe hapMaKOKMHETHYHHM NPOYUBaHUA C pO3yBaCTaTHH (NMpUnoxeH noj ¢popmara Ha Tabnetkn) npu
MeAMaTPUYHH NALMEHTH C XeTEePO3UIroTHA (paMHIHA XUnepxonecTeposieMus Ha Bb3pacT ot 10 ao 17
roaA¥HH Ml oT 6 aol7 roauum (oOwio 214 nauneHTH) NOKa3BaT, Y€ EKCMO3ZULMATA NIPH NEAUATPHUYHH
NaLUEHTH U3rIeXKaa CpaBHHMA WK MO-HUCKA OT Ta3W NpH BB3PACTHH NallHeHTH. Ekcno3uuusTa Ha
pPO3yBAacTaTHH € OTYETEHA KATO NPEABUAMMA NO OTHOLIICHUE HA A034aTa ¥ BPEMETO 3a 2-TOAUILHHA
NEPHOA.

EzeTumMud

Abcopbyus

Cnen nepopanHo npuioxeHue e3eTumMHO ce abcopbupa 6-p30 M EKCTEH3HMBHO C€ KOHIOTHpa C
($hapMaKkoJIOrHYHO aKTHBEH (PEHOJIEH IMIOKYPOHHI (€3€TUMHO-TIOKYpOHUA). CpeHUTE MaKCUMANHHU
[U1a3MeHH KOHUEHTpaUUH (Crax) CE NPOABABAT B PAMKHTE Ha | 10 2 yaca 3a e3eTUMHO-TAIOKYPOHHA H
4 no 12 yaca 3a e3eTuMub. AGconoTHaTa GMOHANKYHOCT Ha €3¢THMHO He MoXe Aa Oblie onpeaeneHa,
THH KATO CHCAHHEHHUETO € TIPAKTHUECKH HEPA3TBOPHMO B MOAXOAA1IA 32 HIDKEKTHpaHe BOAHA cpena.

EﬂHOBpeMeHHHHT [IpHCM Ha XpaHa (XPEHH C BUCOKO CbAbpKAHHE HA MA3HHHH HIH bes /.-# e ..

L

-
-

MOBJIMABA NEpopaiHaTa OHOHATHYHOCT Ha €3€THMHO, KOraTo ce npuwiara Kato TabJeTkH o
ezetumud. EseTumMud Moxe 1a ce npunara cb¢ WM 0€3 xpaHa.

Pasznpedenenue { '
EzeTuMub v e3eTUMKUO-rIIOKYPOHUA C€ CBBP3BAT CLOTBETHO A0 99,7% u 88 10 92% ¢




MPOTEUHH NpH XOpa.

Buompancopmayun

Ezetumub ce Merabonusnpa OCHOBHO B TBHKMTE HYE€PBA U HEPHHU3 APOD Ype3 KOHIOraumsa ¢
rnrokyponiua (daza Il peakuus) ¢ nocnenpalua xabyHa eKCKpeuns. MUHUMANEH OKHCIMTENEH
meTabonusbm (aza [ peakums) ce Habnoaasa NpH BCHYKH OLIEHABAHH XUBOTHHCKH BHI0BE.
EzeTnmMud u e3eTMMub-raokypoHna ca OCHOBHHUTE NEKAPCTBEHHU MPOH3BOAHY, OTKPUTH B IJ1a3MarTa,
CbCTaBJIABAILN CLOTBETHO Npubnu3uTentHo 10 o 20% u 80 oo 90% ot 0b1OTO NekapcTBo B
niaa3Mmara. EzeTUMUO 1 e3eTUMUO-TTIOKYPOHHA ¢€ €TMMHUHHPAT OaBHO OT Nna3mara ¢ JaHHH 3a
3HAYHTEJHO €HTEPOXEeNaTanHo peurkidpade. [lonyKHBOTHT Ha €3¢eTHMHO H €3eTUMHUO-TIIIOKYPOHHUA €
npubnusurenno 22 yaca.

Erumunupane

Cnea nepopaiHo npunoxeHde Ha *C-ezetnmud (20 mg) npu xopa, odumaT e3eTuMud npeacrasnsisa
npubnuizutenano 93% ot oduara paguoakTHBHOCT B nia3marta. [ipubnusnrenso 78% un 11% ot
PUIOKEHATA PAAHOAKTHBHOCT C€ OTKPHBAT CbOTBETHO BLB peLeca U ypHHaTa 3a 10-aHeBeH nepron
Ha cvOupane. Cnea 48 vaca nuncear JONOBHMH HHBA Ha palHOAKTHBHOCT B IU1a3Mara.

Cneunajani nOnyIALIHH:

Ileouampuuna nonyrayus

DapMakOKHHETHKAaTa Ha €3eTHMHO € CXoaHa Mexay Jeuara >6 roaMHH ¥ 8b3pacTHUTE. JInncear
(bapMaKOKHHETUYHH AAHHHU 3a NEeaHaTpHYHaATa nonyjauus <6 roauHu. KNHHHYHHAT ONHT NP aeua u
toHowM BKuitouBa nauuweHtd ¢ HoFH, HeFH nnu cHrocteponemus.

Cmapuecka ev3pacm
[lna3zMeHHTe KOHLEHTPAaUHH Ha O0LHA e3eTUHMHO ca OKOM0 2 NbTH NMO-BHCOKH NPH NAUMKEHTHUTE B

cTapyecka Bb3pacT (2635 roaunu), otkonkoto npu Maaaute (18 ao 45 roauum). [loHMxkeHUETO HA
LDL-C u npodunsT Ha 6€30NMacHOCT Ca CPABHUMH MEXAY CTAPUTE U MNAJHUTE HHAWBHAM, JIEKYBAHH C
esetumud. Ilopagu ToBa, NpH NaLHEHTH B CTAPYECKA BL3PACT HE CE HaNara KOpurdpaHe Ha go3ara.

Yeprodpobro yepeocoate

Cnen enHy4Ha no3a or 10 mg ezetumud cpennara croiiHoct Ha AUC 3a o01imns ezetuMud ce
yBenHuaea npubnu3nuTenHo 1,7-KpaTHo NpH NaLHeHTHTE ¢ IEKO 4ePHOAPOOHO yBpexkaaHe (pe3yaTar 5
wiH 6 o ckanata Ha Child-Pugh), B cpaBHeHue cbe 3apaBn uHoHBHAH. B 14-aHeBHO npoyuBaHe ¢
MHOIoKpaTHu A03U (10 mg AHEBHO) NpH NALMEHTH C yMepEHO YepHOAPOOHO yBpexxaaHe (pe3ynrtatu 7
no 9 no ckanara Ha Child-Pugh) cpennara croiiHocT Ha AUC 3a ob1usa ezetuMub ce yBennuara
npubausuTenrso 4-kpatHo B e |1 u [leH 14, B cpapHEeHUE CbC 3ApaBy HHAMBHUAK. He ce Hanara
KOPHIrHpaHe Ha J03aTa Npu NalHeHTH ¢ Nexo yepHoapobHo yspexaane. [lopaau HeusBecTHUTE
eeKTH Ha NOBHULIEHATA EKCNO3HLKUE Ha €3€TUMHUO NpU NALMEHTH C YMEPEHO WK TEKKO YepHOAPOOHO
yBpexAaHe (pesyatar no ckanara Ha Child-Pugh >9), esetumud He ce npenopbuba npu Te3n
naLHeHTH {B3#. TouKka 4.4).

bvbpeuno yspexcoane
Cnen eanHuyHa ao3a ot 10 mg esetumMud rpu nauueHTH ¢ TexKKo 6bOpeuHo 3abonasaHe (n=8, cpeaHa

croiitoct Ha CrCl <30 ml/min/1,73 m?) cpeanara crofiHocT ra AUC 3a o61uus ezeTumub ce
yBennuyaBa npubnusurento 1,5-kpaTHo, B CpaBHEHHE CHC 3ApaBH HHAWBHAM (n=9). To3u pesynrart He
Ce CUMTA 3a KIMHMYHO 3HaYuM. He ce Hanara kopurupaie Ha ao3aTta NpU NaLudeHTH ¢ 6B0peuHo

YBpEXRaHe.

eKCIMO3ULIUA Ha OOLUS €3eTUMHUD.

Ion
[TnasMeHyTE KOHLEHTpaUKWK Ha 001U €3eTUMHO Ca MaJIKO NO-BUCOKH (NMpHOIU3




KEHUTE, OTKONKOTO npH MbxeTe. [lonwkennero Ha LDL-C u npodunsT Ha 6e3omacHocT ca
CpaBHHMH MEXOY MBIKETE M XKEHHUTE, NeKyBaHH ¢ e3eTUMHUD. [lopaau ToBa, He ce Hanara kopurupaHe
Ha N03aTa Bb3 OCHOBA Ha Nona.

3.3 IlpeaxiHHuYHH NaHHH 32 ODe30MacHOCT

Po3yBacTaTHH

HexknHHUYHUTE AaHHH 32 PO3YBACTaTHH HE NOKa3saT ocoOeH pUCKk 3a Xopa Ha Oasara Ha
KOHBEHUHOHANHHUTE (PapMaKONOTHYHH NMPOYUBAHHA 32 0€30MaCHOCT, FEHOTOKCUYHOCT W KaHUEPOTreHEH
noreHuuan. CnelnpHYHKTE H3CNEABAHHA 3a Bb3aeicTBHE BbpXy hERG He ca oueHaBaHu.
HexxenaHuTe peakUyu, KOMTO HE c€ HaDNMIOOABAT NPH KJIWHHYHK NPOYUYBaHKA, HO ce HabmoaasaT npu
JKMUBOTHH TIPH HUBA HA EKCIO3HLUHSA, MOAOOHH HAa HHBATA HA KNIHHHYHA €KCMO3HLHA, ¢a, KAKTO ¢lieBa:
MPY NMPOYHBAHHUATA 32 TOKCHYHOCT IIPH MHOTOKPATHO MpHJIaraHe XHCTOMNATOIOTHYHU POMEHH Ha
yepHUs Apod, KOHTO BEPOATHO CE€ AL/DKAT HA (JapMaKONOrHYHOTO ASHCTBUE HA PO3YBaCTaTHH, CE
HabIOAABAT NPH MHUILLKH, IUTHXOBE, K B MO-MAJIKa CTENEH ¢ €)eKTH BbPXY ATHYHHA MEXYP MpH
Ky4eTa, HO He H fpu maiMyHH. OCBEeH TOBA, TECTHKYJIapHa TOKCHYHOCT ce Habnioaara npyu MaiMyHH
H Ky4eTa, NpH MO-BHCOKH 103H. PenpoayKTHBHA TOKCHYHOCT ce Habnroaaea npH n1bXxose, ¢ HamaneH
Opoit Ha KOTHNIOTO, HAMANIEHO TETJIO HAa KOTHIIOTO H OLE/IABAHE HA MAJIKHTE, NPH TOKCHYHH 34
MaiKara J03M4, KATO CHCTEMHMTE €KCMO3HLHH Ca HAKOJIKO MMbTHU HAA TEPANEBTHYHHTE HHUBA Ha
€KCIO3HLIMA.

EzeTumMub

HN3cneaBaHuaTa BbPXY XPOHHUHATA TOKCHYHOCT Ha €3€THMHO MNpH dKMBOTHH HE OTKPHUBAT LIESIEBH
Ooprayu 3a TOKCU4YHHTE ePekTH. [IpH KydeTa, NeKyBaHU B NPOAB/DKEHHE HA YETHPH CEAMHLIM C
e3eTUMHO (= 0,03 mg/kg/neH), KORLEHTpPaLUATA HA XONASCTEPON B KUCTO3HATA AUThYKA C¢ YBEIIUYABA C
xkoeuumedr 2,5 10 3,5. Benpeku ToBa, Npy €AHOMOOUILHO MTPOYUBAHE BLPXY KYYETa C 4034 A0

300 mg/kg/aeH He ce HabmoaaBa NOBHILEHA YECTOTA HA XOJC/IMTHA3a WK ApYrd XenatoOuinapHu
edexry. 3HaueHHETO Ha Te3W JAHHH 3a XOpa HE € U3BeCTHO. He Moxe Ja ce M3KNIOUH JIMTOTEHEH PHCK,
CBBbP3aH C TEpPaNeBTHYHATA YNIOTpeda Ha e3eTUMHD.

ITpH npoy4yBaHHuA ¢ €JHOBPEMEHHO NPHIOKEHHE HA €3¢TUMHO U cTaTMHU HAbMIOAABAHUTE TOKCHYHH
edeKTH ca no cbhlecTBO 00KWYAHHO CRbpP3aHMTE ChC CTATHHHUTE. HAxoU OT TOKCHUHHTE e(PEKTH ca no-
H3pa3eHH ot HaboaaBaHUTE MO BPEME HA JICYEHHETO CaMO CBC CTAaTUHU. 10Ba ce 00ACHsABa ¢
(apMaKOKHHETHUHHUTE H PapMaKOAUHAMHWYHHUTE B3aUMOACHCTBHA NPH €AHOBPEMEHHOTO
NpUAGKEHHe. B KTMHHYHUTE NpOyuBaHHA He ce HabmoJaBaT TaKHBa B3akMOoAeHCTBUA. MHonaTHs ce
NOSABABA NPH MIBLXOBE CAMO CleA €KCMO3HLMA Ha 03K, KOMTO Ca HAKONKO MBTH MO-BUCOKH OT
TeparneBTH4YHATa 003a NnpH xopa (npubnuaurenHo 20 nbtu HUBoTO HA AUC 3a cratunuTe u 500 no

2 000 mvTH croiinocTTa Ha AUC 3a aKTUBHHMTE META0ONTUTH).

B cepHs OT in vivo M in vitro aHanu3u e3eTUMHO, npunarad caMOCTOATENHO WIH €AHOBPEMEHHO ChC
CTATHHH, HE NMOKA3Ba F'€HOTOKCHYEH MOTEHUMAN. JIBIrOCPOYHHTE TECTORE 34 KAHUEPOreHHOCT Ha
e3eTUMHO ¢a OTPHLIATENHH.

EzeTumMHO He NOBNUABA PePTUIHTETA HA MBXKKH HITH JKEHCKH TUTHXOBE U € YCTAHOBEHO, Ye TOM He €
T€PATOreHEH MPH IUTbXOBE WIH 3ailiH U HE 3aCAra NPeHaTATHOTO WK NOCTHATANTHOTO pa3BUTHE,

EzeTumMu0 npemMuHaBa npe3 nnaueHTapHara Oapuepa npu OpeMEHHH IUTHXOBE M 3aHLIH, H2 KOUTO ca
npuiaraid MHorokpatHi ao3u ot 1 000 mg/kg/neH. EqHoBpeMeHHOTO NpWIOKEHHE HA e3eTUMHO M
CTATHHHU HE € TEPATOreHHO NpHU IbXoBe. [Ipyu OpeMeHHH 3alium ce HabMOAaraT MaTbK O
aedopMauuru (CNEeTH rPbAHH H ONALLIHK NpellieHd, HamaneH Opoil onaluHy npeLwieH
EaHOBPEMEHHOTO NPWIOKEHHE HA €3€THMHOD C TOBACTATHH BOAH A0 eMOpHOAETaNH

6. QAPMAIEBTHYHHU JAHHHA




6.1 ChnHCBK HAa IOMOUIHHTE BeHIeCTBA

S apo Ha Tabaerkara:

Llenyno3za, MUkpokpHcTanHa (E460)

JlakTo3a

ManuTton (E421)

KpocnoBuaoH THN A

Kpockapmenosa HaTpui

Marue3uer creapar (E470b)

[TosuaoH K30

Harpues naypuncyndgar (E487)

CunuuyeB AHOKCHA, konouacH oe3soaeH (ES51)

DuUnIMOBO NOKPHTHE:

JlakT03a MOHOXHApAT

Xunpomenosa (E464)

Turanos aMoxcua (E171)

Tpuaueruy

KeneszeH okcun, xkbaT (E172) —3a 10 mg/10 mg, 15 mg/10 mg u 30 mg/10 mg

Kenesen okcug, uepeed (E172) —3a 15 mg/10 mg, 20 mg/10 mg, 30 mg/10 mg u 40 mg/10 mg
Kenezen okcun, uepeH (E172) —3a 30 mg/10 mg 1 40 mg/10 mg

6.2 HecnBMeCcTHEMOCTH

Henpunoxumo

6.3 Cpox na rognocrt

3 roAWHH

6.4 CneuuajHH YCJIOBHA HA CHLXPaHEeHHE

Jla ce cbxpaHABa B OpUrHHAIHATA ONAKOBKA, 3a [a Ce Mpeanasy OT CBETJIMHA H BJiara.
To3H nekapCTBEH NPOOYKT HE U3KUCKBA CMICLIHANHH TEMIIEPATYPHH YCIOBHA HA CHXPAHEHHE.

6.5 BHaH chABpXKAHNME Ha ONNAKOBKATA

bauctep (OPA/AI/PVC//AL): 14, 15, 28, 30, 56, 60, 84, 90 u 98 ¢puamupanu rabnerku, B KyTHA.
He BCHUKM BUIOBE OMAKOBKY MOrat Aa ObaaT NMyCHATH Ha nasapa.

6.6 Coennajuu Dpeanaz’HH MEPKY NPH H3XBLP/ASAHE

Heuznon3Bauuar JICKAPCTBCH MNPOIYKT HJIH OTNAABYHHTC MATCPHAJIHK OT HETO Tpﬂﬁﬂa Ad CC H3XBbPIAT
B ChOTBECTCTBHUC C MCCTHHTC H3UCKBAHHAL.

7. [NPHUTEXATEJI HA PAZPELIEHHETO 3A YIIOTPEBA

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

8. HOMEP(A) HA PABPEIHIEHHUETO 3A YIIOTPEBA

Ko-Po3eepa 5 mg/10 mg - Per. Ne 20190014
Ko-Pozsepa 10 mg/10 mg - Per. Ne 20190015




Ko-Possepa 15 mg/10 mg - Per. Ne 20190016
Ko-Po3sepa 20 mg/10 mg - Per. Ne 20190017
Ko-Possepa 30 mg/10 mg - Per. Ne 2025033 1
Ko-Po3sepa 40 mg/10 mg - Per. Ne 20190018

9. JIATA HA ITbPBO PASPEINABAHE/TNIOAHOBABAHE HA PASPEHIEHHUETO 3A
YIIOTPEBA

JlaTta Ha nbpBO pazpewiaBane: 29.01.2019

JlaTta Ha nbpBO pazpewnaBaHe Ha 30 mg/10 mg: 12.11.2025
Jlata Ha nocaeaHo nogHossiane: 04.09.2024

10. JIATA HA AKTYAJIM3BUPAHE HA TEKCTA
16 Anyapu 2026

[TonpobHa uHbOpMaLUs 3a TO3M JIEKapCTBEH MPOAYKT € NMpeJocTaBeHa Ha yebcaiita Ha MU3nmbiHuTeHA
Arenums no Jlekapcrara (MAJI) http://www.bda.bg.




