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1. UME HA JIEKAPCTBEHMUWA ITPOAYKT

A0l D00 19/ 15//6/17/p
Ko-Po3sepa 5 mg/10 mg ¢puamupanmn tabnerku 40 Anne
Ko-Po3sepa 10 mg/10 mg ¢puamupanu Tadbnerku %Oad " 9 0 7 -10- 2025
Ko-Po3sepa 15 mg/10 mg duamupanu tabnerku
Ko-Po3sepa 20 mg/10 mg duamupanu radbaetku

Ko-Po3sepa 40 mg/10 mg duamupanu radbnerTku

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 KOJIHUECTBEH CBCTAB

> mg/10 mg: Beaka ¢puamupana tabnerka chbabpka 5 mg po3yBacTaThH (rosuvastatin) (kato
po3yBacTaTHH KaJluWK) (as rosuvastatin calcium) n 10 mg e3etumud (ezetimibe).

10 mg/10 mg: Besika punmupana tabnerka cbabpka 10 mg posyBacraruu (rosuvastatin) (kato
pO3yBacTaTHH KaJlLMK) (as rosuvastatin calcium) v 10 mg e3erumu® (ezetimibe).

5 mg/10 mg: Beska ¢punmupana tabnetka cbabpxa 15 mg po3yBactatuH (rosuvastatin) (kato
po3yBacTaTHH KaJlLMK) (as rosuvastatin calcium) n 10 mg e3eTumud (ezetimibe).

20 mg/10 mg: Beska ¢punmupana tabnerka cbabpxka 20 mg posysacratus (rosuvastatin) (kaTo
po3yBacTaTHH KaJIUKWi) (as rosuvastatin calcium) n 10 mg ezetumuob (ezetimibe).

40 mg/10 mg: Beska ¢punmupana tadbnetka cbabpka 40 mg posysactatuH (rosuvastatin) (kaTo
po3yBacTaTUH KalUMK) (as rosuvastatin calcium) n 10 mg e3eTumud (ezetimibe).

[loMoOLIHO BELLIECTBO C U3BECTHO JIEHCTBHE:

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

GUIMHpaHH bUAMUpaHH buaMUpaHu (UIMHpaHH ¢uamMupanu

TabJIeTKH TabJIeTKH TaONeTKH Ta0JIETKH TalJIETKH
JIaKTO3a 62,86 mg 62,85 mg 62,84 mg 62,85 mg 62,84 mg

JlekapCTBEHHAT NPOAYKT ChAbPIKA CJIEANM OT HATPHH.

3a MbJIHKUA CIIUCBK HA MOMOLIHHUTE BELIeCTBA BWXTE Touka 6. 1.

3. JIEKAPCTBEHA ®OPMA

DOunamupana tadserka (tabierka)

5> mg/10 mg: benu wau nouru 6esn, KpbIUIY, JIEKO ABOHHOM3MbKHAIM QUIMUPAHU TAONETKH CbC
CKOCEHH pBOOBE, ¢ penedHo obo3Hayenue R1 or eanara ctpana va taGnerkara. Jnamersp Ha
tabnerkara: npubauzurento 10 mm.

10 mg/10 mg: baeno kapeHMKaBOXKbATH 10 0110 KahABO-XKbITH, KPBIUIM, JIEKO ABONHOM3MbKHAIH

Guamupanu TabneTKH CbC CKOCEHH pbdOBE, ¢ penedHo 0bo3HaueHue R2 ot eaHaTa cTpana Ha

Tabserkara. /lnamersp Ha Tabnetkara: npudausurenHo 10 mm.
15 mg/10 mg: baeno po3oBo-opaHKEBH, KPBIIH, 1€KO ABOHHOM3NbKHAIH (PHIMHPAHH TaOIETKH ChC
CKOCEHH pbOOBe, ¢ penedHo obo3HayeHne R3 ot enHara crpaHa Ha Tabnerkara. [luamers

TabaeTkara: npuoausurentHo 10 mm.

20 mg/10 mg: bieno po3oBu, KpbIiik, 1€KO ABOHHOM3MbKHAIK (PHIMHpaHH Tabe

pbOOBE, C peaedHo odo3HaueHue R4 ot enHara crpaHa Ha TabneTtkara. Jlnamers ﬂg‘raﬁ e
1{ ', r-lg ot -.,

npuoausurenHo 10 mm.

40 mg/10 mg: bieno cuBkaBoOBHMONETOBH 10 011€10 CUBO-BHOJIETOBH, KPbIJIH, JI€




”

¢raMupann TabneTkr Che CKOCEHH pbOOBE, ¢ penedHo obo3Hayenne R5 oT eanara crpaHa Ha
Tabnetkata. [luameTbp Ha Tabnerkara: npubauzuteaHo 10 mm.

4. KIAHUYHH JAHHH
4.1 TepaneBTHYHH NOKAZAHHS

I1bpBHYHA XHIIEPXONECTEPONEMHA/XOMO3HIOTHE PaMKIHA XHNEPXOIECTEPONEMHS

Ko-Po3eepa e nokazaHa KaTo 3aMeCTHTENHA TEpanKa B AOMLIHEHHE KbM AUETATA H ApPYTH
HE()apMaKONOrHYHH leueHHs (Hanp. YNPaXHEHHA, HAMATABAHE HA TErN0TO) 3a MPUIOKEHHE MPH
BB3PACTHH NALMEHTH C MbPBHYHA XHIIEPXONECTEPONEMHSA (XETEPO3IHIOoTHA, haMHIHA U HedaMHIHa)
WM XOMO3UroTHa QamMUiIHA XUNEPXOTECTEPONEMHUS, KOHTO Ca aIEKBATHO KOHTPOIMPAHH € OTAE/THUTE
BEUIECTBA, NpUaraHu €JHOBPEMEHHO B CHUIHTE [103H, KAKTO B KOMOWHaLKATA ¢ PUKCHPAHH JO3H, HO
KaTo OTLE/HHU NIEKAPCTBEHH NPOAYKTH.

[IpeBeHUMA HA CHPAEYHOCHIOBH HHUIMEHTH
Ko-Po3sepa e noka3zaHa 3a HaMaisiBaHe HA PHCKA OT ChPACHHOCBAOBU CHOUTHSI KATO 3aMECTHTENHA

Tepanus Nnpy Bu3pacTHH NALMEHTH C HexeMuuHa Dontect Ha cvpueto (MBC) u anamHesa 3a ocTobp
kopoHapeH cuHapom (OKC), KOHTO ca ce NOBIHANM B JOCTATHYHA CTEMNEH OT OTHERHUTE BCLUECTRA,
NnpusiaraHy €AHOBPEMEHHO B CHLLATA N03a KATO B KOMOMHauuATa ¢ QUKCHpaHH JO3M, HO KaTO OTAE/HM
NPOOYKTH.

4.2 [o3upoBKA H HAYHMH HA NPHJIOKEHHE

ﬂGBHEOBKa

Ilpean 3anousaHe Ha eueHHETO, MALMEHTBLT TPAOBa Aa Gbie NOCTABEH HA CTAHAAPTHA AMETA 34
NMOHWXKaBaHE Ha XOnecTeposna, KOATo TpAOBa /1a NPOABIKH NO BPEME HA JICHEHHETO.

[IpenopbunrenHara nosza Ko-Possepa e eana tabnerka Ha aen. Ko-Possepa Moxe na ce npunara no
BCAKO BpeMe Ha ACHA, CbC MU Oe3 XpaHa.

Ilpenn npemunasare kuM Ko-Po3sepa, naunenture TpaGBa na 61LaaT KOHTPONHpPaHH Ha CTaGHAHMTE
AO3U Ha OTAEIHHUTE KOMMOHEHTH, NpHeMaHu eaHoBpeMeHHO. Jlozara Ha Ko-Possepa Tpabea na ce
Ga3upa Ha 103UTe HA OTACNHUTE KOMIMOHEHTH Ha KOMOHHALMATA KbM MOMEHTA Ha NPEMHHABAHE.

Ko-Po3eepa He e moaxoasw 3a Ha4anHa Tepanus. 3ano4YBaHeTo Ha JIEYEHHETO MITH KOPUFMPAHETO Ha
no3ata npu HeobXoaAUMOCT TpAbBa Aa Ce M3BBLPLIBA CAMO ¢ OTAETHHTE KOMIOHEHTH, a cJiel
ONPEAENAHE HA NOAXOAALUMTE A03H, € Bb3MOXKHO [IPEMHHABAHETO KbM KOMOWHALHATA ¢ PHKCHpPaHH

AO3H B Noaxoas1ara KOHUCHTpaL H4.

EAHOBPEMEHHO NPHIOKEHHE CHC CEKBECTPAHTH HA MUIbYHUTE KUCENHHH
[Tpunoxenuero Ha Ko-Po3sepa Tpabsa na ce W3BbpuiBa noxe 2 4aca npeay WK He Mo-Manko ot 4
4aca ciell NPUTOKEHHETO HA CEKBECTPAHT Ha MITbHHUTE KUCENHHH (BXK. TOUKa 4.5).

Crneyuaniu nonyaauuu

Crapuecka Bb3pacT

I1pyn naunenty >70 ronnuu ce npenopsyBa HayanHa [03a OT 5 mg po3yBacTaTHH (BXk. Touka 4.4). He
Ce Hanara pyro KOpMrupaHe Ha N03aTa BbB BpPb3Ka C Bb3pacTTa.

brOpeuHo yBpexnaHe HN
He ce Hanara kopurupaHe Ha no3arta NpH NALKMEHTH ¢ neko 6xOpeyHo yBpexaaHe. il ”l%
[TpenopbuuTenHara HayaiHa 103a € 5 Mg pO3yBaCTATHH NPH MALHEHTH C YMEPEHO ﬁhﬁpequo_ . |

il Lo 4

YBpekKaaHe (KpeaTHHHHOB KNHPBHC <60 ml/min). Josara 40 mg/10 mg e npomwnunmal-la m A




NALKMEHTH ¢ YMepeHo 6b0pedHo yBpexaaHe. [lpunoxennero Ha Ko-Po3sepa npy nauMeHTH ¢ TEXKKO
ObOpeuHo yBpexaaHe € NPOTHBONOKA3aHO 38 BCHYKH 103U (BX. TOYKH 4.3 1 5.2).

YepHoapoOHo yBpexaaHe

He ce Hanara kopyrHpaHe Ha 03aTa Npyv NaUUEHTH ¢ JI€Ka YSPpHOAPOOHA HEAOCTATLYHOCT (pe3ynTaTu
5 no 6 no ckanara Ha Child Pugh).

JleuenneTo ¢ Ko-Po3zsepa He ce npenopbuBa npy NauWeHTd ¢ yMepeHa (pesynTtatd 7 Ao 9 no ckanarta
Ha Child Pugh) nau texka (pe3yntatv Hag 9 no ckanara Ha Child Pugh) uepHoapobua aucdyHxums
(Bx. Toukn 4.4 u 5.2).

Ko-Po3Bepa e npoTHBONOKa3aH NPU FALIKEHTH C AKTHBHO YepHOAPOOHO 3abonaeaHe (BX. Touka 4.3).

Paca

[Ipn nvMua ot azMatckara paca ce Habitoaasa NOBHUIEHA CUCTEMHA eKCNO3uLMA (BxK. Toukr 4.3, 4.4 ¢
5.2). IlpenopbunrennaTa HayanHa no3a € 5 mg po3yBacTaTUH NPH NAUKEHTH OT a3HATCKH NPOU3XO/I.
Ho3ata 40 mg/10 mg e npoTHBONOKA3aHA NPH TE3H MALKUEHTH.

["eHeTHYEH MOIHMOD(HIBM

Iloka3ano e, ue reHotunosere SLCOIB] (OATPIB1)c. 521CC u ABCG2 (BCRP)c.421AA ca
CBbP3aHM C MOBHILABAHE HA €KCMO3MUMATA Ha PO3YBAacCTaTUH. 3@ MAUHEHTHUTE, 32 KOUTO € WIBECTHO, Ue
uMmart reHotHn ¢.521 CC unu ¢.421 AA, ce npenopbura MoTOBUHATA OT obOMUaiiHaTA NpenopbYMTENTHA
A03a 1 MAKCUMAITHA eAHOKpaTHA AHEeBHA n03a oT 20 mg posysacTaTuH (Bx. Touku 4.4, 4.5 u 5.2).

JOo3MpoBKa NpY NAUKEHTH ¢ npeapasznonaraiy GakTopH 3a MHONATHA

[IpenopbunTenHaTa HayalHa 003a € S mg po3yBacTaTUH MPH NAUKEHTHU ¢ Npeapasnonaraiy GakTopH
3a MHonatua (Bx. Touka 4.4). /lozata 40 mg/10 mg e npoTUBOIOKa3aHa NPy HAKOH OT TE€3H MaUHEHTH
(Bx. Touka 4.3).

CBNbTCTBALIA TepanKA

PosyBactaTtuH e cyOcTpaT Ha paiuuHu TpaHcnoptepHyu npotenHu (Hanp. OATPIB1 u BCRP).
PHcKBT OT MHONaTHa (BKIOYHTENHO pabAOMHOIN3A) CE€ MOBHLLABA, KOraTO PO3yBacTaTHH Ce NMpHiara
€HOBPEMEHHO C Ofpeae/eHK JEKAPCTBEHH NPOAYKTH, KOWTO MOraT Aa MOBHLIAT MAa3MEHHUTE
KOHLIEHTPaLHK HA PO3yBACTATHH NOPAAH B3AUMOACHCTBHE C TE3M TPAHCMOPTEPHHU NPOTEHHH (Hanp.
LIMKJIOCTIOPHH, THKATPEIOp U ONpeaCTCHU NpoTea3HH HHXUOUTOPH, BKIFOUHTENHO KOMOHHALIHH Ha
PUTOHABHP C aTa3aHABUD, TONHHABHP U/WIH TUNPAHABUP; BXK. TOUKH 4.4 U 4.5). Koraro e Bb3MOxKHO,
TpAOBa Aa ce UMaT NPeABHA AJITEPHATHBHH JIEKAPCTBA H aKO € HeoOX0ANMO, Aa ¢e OOMHCAN BPEMEHHO
NpeKpaTsaBaHe HA TEpanuATa ¢ po3yBacTaTuH. B cnyuam, korato e JHOBpPEMEHHOTO NPWIOKEHHE Ha
TE€3HW JIEKAPCTBEHHK NPOAYKTH € PO3YBACTATHH € HEU3DEXKHO, TpaOBa BHUMATENHO Ja ce OOMHUCHAT
NoN3aTta H PUCKa OT CHITBTCTBALLOTO JIEUEHUE U KOPEKLIMM HA A03aTa Ha PO3YyBacTaTHH (BX. TO4KA

4.5).

[leouampuuna nonyrayus
bezonacHocTTa M epukacHocTTa HA KOo-Po3Bepa npu aeua Ha sb3pact non |18 roauHu He ca
ycTtaHoseHU. Ko-Po3sepa He ce npenopbuBa 3a ynotpeba npyu nauueHTH Ha Bb3pact noa 18 roauuu.

Ha4uH Ha npuioKeHHe
[lepopanto nprHnoxeHue

4.3 IIporaBomokazanud

Ko-Po3Bepa e npoTUBONOKa3aH:

- NPYU NALUMEHTH CbC CBPBLXUYBCTBUTESIHOCT KbM @KTHBHHTE BELLIECTBA U Kb
NOMOLLHUTE BELLECTBA, H30poeHH B TOUKA 6.1,

- NpH NAUKHEHTH C AKTHBHO YepHOAPOOHO 3ab0nsaBaHe, BKIIOUHTEIIHO HEYTO
NPOABILDKUTENHO MOKAYBAHE HA CEPYMHHTE TPAHCAMHHA3H H BCAKO TNMOKAYE
TpaHCaMHKHasa, NpeBHLRaBalllo TPH MbTH ropHaTa rpaHvua Ha HopMmarta (UL




-

- MNP NaLUMHEHTH C TeXKKO OBOpeUHO yBpexaaHe (KpeaTHHHHOB KInpbHC <30 ml/min),

- MpPH NALUKMEHTH C MUONATHA,

- NPH NALHUEHTH, NONYHaBaLLHA €AHOBPEMEHHO KOMOUHALHNA OT
coocOyBHp/BeNNATACBUD/BOKCHIANDPERHP (BXK. TOUKa 4.5),

- MpH NAUKEHTH, NPHEMALLU €AHOBPEMEHHO LIMKIIOCIOPHH.

- 10 BpeMe Ha OPEMEHHOCT U KbPMEHE M MNPH XKEHU ¢ JETEPOAECH NOTEHLKAN, HENPHAAaraluH
NOAXOAALULH KOHTPALUECNTUBHH MEPKH.

Ko-Po3sepa 40/10 mg e npoTuBonoka3aH npy NauMeHTH ¢ npeapasmnosnaraiuy GakTopu 3a

Myonatua/pabaoomuonnsa. Takusa dakropu ca:

- yMepeHo 6b0peuHo yepexaaHe (KpeaTHHUHOB KnupbHC <60 ml/min)

- XHMIOTHPEOUAHIBM

- AHYHA WIH paMUIHA aHaAMHE3a 3a HacNeACTBEHO MYCKY.IHO 3abongaBaHe

- NpeAlIeCTBaLLa aHAMHE3a 38 MYCKYJ/IHA TOKCHYHOCT KbM Apyr nuxubutop Ha HMG-CoA
peaykTazaTa wid pudpar

- 310ynoTpeda ¢ aNkoXxoJ

- CLCTOSAHUS, NPH KOUTO MOXKE A4 C€ HACTBIHK NMOKA4YBaHE Ha MNNa3MEHUTE HHBA

- NALMEHTH OT a3HATCKH MPOH3XO/

- €AHOBPEMEHHO NPUNOKEeHHe Ha pubpaTH
(8. Toukn 4.4, 4.5 1 5.2)

4.4 Chnennaanu npeaynpexaeHus H NPpeANasHH MePKH NpH ynoTpeda

EdekTy BbpXy 6n0peuuTe

[Ipy1 nauueHTH, NexyeaHH ¢ MO-BUCOKHM AO3H PO3YyBacTaTHH, NO-KOHKpeTHO 40 mg, ce Habmoasa
NPOTEHHYPHA, YCTAHOBEHA NPH H3CIEABAHE C TECT-N1EHTH H C NPpeAMMHO TyOyneH Npou3xo, KoATo B
MOBEYETO CJIY4aH € C NPEXOACH HNH HHTEPMHTEHTEH XapakTep. He e noka3zaHo, ue npoTeHHypHiATa €
[IPOTHOCTHYHA 34 NOABATA Ha OCTPO MK NPOTrpecHBHO OBOpeuHo 3abonaBaHe (Bx. Touka 4.8).
YecroTaTa Ha cboOliaBaHe Ha CepHo3HU ObOpeYHH cHOMTHA NPY NOCTMAPKETHHIOBATa yNoTpeda e
no-Bucoka npu ao3ara 40 mg posysactatuH. [1o BpeMe Ha pyTHHHOTO NpocaeAsBaHe Ha MallHeHTH,
neKyBsaHH ¢ ao3a 40 mg polysactaTHH, TpadBa ga ce 0OMHUCIK oLeHka Ha ObOpeuHaTa PyHKUMA.

EdeKkTH BLPXY CKeIeTHATA MYCKYAaTypa

Edexrn Ha po3yBacTaTHH BbPXY CKENI€THATa MYCKYJIaTypa, Hanp. MHalNrus, MHOMATHS H PAAKO,
pabaomMHonKo3a, ca choduLaBaHy NPH NaLUKEHTH, NEKYBAHH ¢ PO3YBACTATHH NPH BCHYKH JO30BH
peKHMHU 1 ocobBeHo npH Ao3u >20 mg.

[Ipn noCTMapKETHHIOBHA ONHT ¢ €3€TUMHO ca CbOOI{AaBAHM C/IyHaH Ha MMONATHA W pabaoOMHON3A.
[loBeueTo nauneHTH, KOUTO pa3BUBAT padAOMHONW3A, NPHEMAT CTATHH €AHOBPEMEHHO C €3eTHMMD.
Pabnomuonu3sa, obaue, € cvobliaBaHa MHOIO PAAKO NPX MOHOTEPANHA € €3€THMUD W MHOTO PAIKO
npH 100aBAHETO Ha €3eTUMHOD KbM APYTH CPEACTBa, 38 KOWTO € H3BECTHO, Y€ Ca CBBHP3aHH C MOBHLIECH
pHCK OT pabaomMuon3a. AKo ce Noao3Hpa MUOMNATHA Bb3 OCHOBE Ha MYCKYJIHH CUMIITOMH HJIH ce
MOTBbPAM OT HUBO Ha KpeaTuH (ocdokuHazata (CPK) >10 nvT ropuara rpaHuia Ha Hopmara,
€3eTUMHO, KOWTO K [a € CTATHH U KOETO U Ja € OT Te3H APYTH CPEACTBA, KOMTO NALUEHTHLT NpUeMa
eIHOBPEMEHHO, He3abaBHO TpadBa na 6baat npeycraHoBeHH. BeHUukK nauMeHTH, 3aN04YBaLIH TEPAMHA
¢ Ko-Po3eepa, Tpsabsa na 6baaT nocbBeTBaHH OTHOCHO PUCKA OT MHOMATHA ¥ YBEOMEHH 2
cbOOLaBaT He3abaBHO 32 BCAKA HeOoOACHHMA MYCKynHa Oonka, 60/1e3HEeHOCT Wi cnabocT (BK.

Touka 4.8).

B Hsakonko cnyyas ce cboOL1aRa, Ye CTaTHHUTE HHAYLUMPAT de NOVO Wi BIIOLIABAT Beue
ChUIECTBYBaLIla MHACTEHHA MPABHC MKW OYHA MUACTEHHA (BX. TouKa 4.8). [IpunoxkeHueTo i
Po3eepa TpaOBa na ce cnpe B ciy4ail Ha BiiolIaBaHe Ha cHMNToMKTe. UMa ¢choliienus
npy (MOBTOPHO) NPUIATAHE HA CbLUIMA WK Pa3NHUEH CTATHH.

Himepeaane na kpeamunkurnazama
Kpearntkunasara (CK) He TpabBa na ce v3mepea cnen ycunenn ynpakHeHUa WK NpU\N&




npaeaonoao0Ha Apyra NpyMuKHa 3a nosHuUieHHeTo Ha CK, koAT0 MOXKe 13 00BPKA ThAKYBAHETO Ha
pesynrtara. Ako HUBOTO Ha CK e 3HayuTenHoO noBuuIeHO HA H3XOAHOTO HUBO (>5 X ULN), Tpabea na
C€ HamnpaBH H3CNeABaHE 3a MOTBbP)KAABAHE HA PE3Y/ITaTa B pAMKHTE Ha 5 - 7 AHH. AKO NOBTOPHOTO
H3CeABaHE NOTBBPAN M3X0AHO HMBO Ha CK >5 x ULN, neveHueTo He TpabBa aa ce 3anousa.

IIpedu revenuemo

Ko-Po3gepa, kakTo 1 aApyry iekapcTseHu NPOAYKTH, CbabpKalH HHXHOUuTOp Ha HMG-CoA

pedyKra3aTa, TpabBa aa ce npeanucea ¢ NOBHWEHO BHHMAHUE MPH NMAaLMEHTH C Npeapa3nonaraii

(daKTopH 3a pa3BUTHETO HAa MHONATUA/pabaoMuonuia. Takuea GakTopH ca:

- O0BOpeuHo yBpexKaaHe

- XUNOTHPEOHAU3IBHM

- JIMYHA WK aMHIIHA aHAMHE3a 3a HACJIEACTBEHO MYCKYJIHO 3a0onaBaHe

- npealecTalla aHaMHE3a 3a MYCKYJ/IHA TOKCHYHOCT KbM Apyr uHxuOuTop Ha HMG-CoA
peayKrasata Win pubpar

- J10ynoTpeda ¢ ankoxon

- Bb3pact >70 roauHu

- CbCTOSAHUA, MPH KOUTO MOKE [1a CE€ HACTBLITY NOKAYBAHE Ha M1a3MEHUTE HUBA {BX. TOYKH 4.2,
4.5un35.2)

- €THOBPEMEHHO NPHIOKEHHE Ha pubpati.

[Tpu TakKBa nauMeHTH ce NPENopbUBA Aa CE OLCHH PUCKA OT JICUEHHETO CNPIMO Bb3MOKHATA NoJ13a |
1A c€ NoCTaBAT NoA KIMHHYHO HabmoaeHue. AKo U3X0AHOTO HUBO Ha CK e 3HauuTenHo noBHLIEHO
(>3 x ULN), neyennero He TpadBa na ce 3anousa.

Ilo epeme na nevwenuemo

[TauuenTHTE C€ NpukaHBaT Aa cboOLIaBaT HE3a0aBHO 3a HEOOACHUMHM MYCKYNHH BOJIKH, ycelllaHe 3a
CJ1abOCT WK CXBalllaHe, 0CODEHO aKO ca CBbP3aHH C HEPA3NONOKEHHE WK NOBHLLIEHA TEMAEPATYpa.
[lpu Te3u nauuenT Tpadea aa ce usmepaT HuBara Ha CK. TepanusTa Tpsabea na ce npekparu, ako
HuBaTa Ha CK ca 3HaumuTenno nosvueHyu (>5 x ULN) win ako MyCKyNHHTE CHMITTOMH Ca TE€XKHU M
MPUYUHABAT exeaHeseH aAuckomdpopt (nopu ako Hupata Ha CK ca <5 x ULN). Ako cumnTomuTe
OT3By4aT U HUBaTa Ha CK ce HopManu3upar, Moxe 1a ce OOMHCIH NOBTOPHO BbBEXKIAHE Ha
nedeHuero ¢ Ko-Po3sepa win antepratuseH HHxuOuTOop Ha HMG-CoOA peaykrasara B Hall-HUCKaTa
Ao3a, Mpy cTporo npocaeassade. PyTuHHOTO MOHMTOpHpaHe Ha HUBaTa Ha CK npu nauuenTu 6e3
CHMIITOMH He € OCHOBATEHO.

MMa MHOro peakh cb00UEeHHS 32 NOABA Ha HMYHO-MeAMHPpaHa HEKpOTH3Hpalna MHonatus (MMHM)
N0 BPEME Ha WIH CEl JEYEHUETO CbC CTATHHH, BKITKOYHTENHO po3yBacTaTuH. UMHM ce
XapaKTepU3Hpa KIIMHHYHO ¢ NPOKCHMAIH2 MYCKYJTHA ¢1aboCT W NOBHILEHH CEPYMHH HYBA HA
KpEeaTUHKMHA3ATA, KOUTO NEPCHCTUPAT BLNPEKH NPEKPaTABAHETO HA JIeUEHHETO ChC CTATHHM.

[lpy KNTUHUUHMTE U3NMUATBAHKA He ce HaboAaBaT NaHHH 32 NOBHLIEHH e(PEKTH BbDXY CKEJIETHATA
MYCKYNaTypa B MaJIKaTa rpyna nauMeHTH, pU KOUTO PO3YBACTATUH Ce Npuaara ¢ Jpyro CbibTCTBALLO
JICYEHHE, Y BEIHYEHHE HA YECTOTAaTa HAa MHO3HT H MHONATHA ¢¢ HabniogaBa obaye npH naLuesTH,
KOHUTO rony4asar Apyryd HHxuduTopu Ha HMG-CoA peaykrazarta 3aeaHo ¢ NpoM3BOAHH Ha
¢uOpHHOBATA KHCENHHA, BKIKYHTENHO reMpHOPO3HI, LIMKNOCTIOPHH, HHKOTHHOBA KHCEIHHA,
a30JI0BH aHTUMHKOTHLIM, MPOTEA3HH HHXHOUTOPHU U MAKPONHAHHU aHTHOHOTHLM. ['eMPHuOpo3un
MOBULLABA PUCKA OT MHOMATHS, KO C€ NpUEmMa €AHOBPEMEHHO C HAKOU UHXUbuTOopH Ha HMG-CoA
peaykrasara. [lopaan Tosa, kombuHaumaTa Ha Ko-Po3sepa u remdpudpo3nn He ce npenopbusa.
[lon3aTta OT JONBAHHTENHH MPOMEHH B NUIMAHUTE HUBA B PE3YATAT OT KOMOMHHUPAHOTO NMPHUIOKEHHE
Ha Ko-Po3eepa ¢ pubparu Tpabea na 6bae BHUMATENHO NpeTEryieHa CrpAMO MTOTEHLUHANHUA PHCK OT
noaodoHu komouHauuu. [losata or 40 mg po3yBacTaTHH € NPOTHBOMOKA3aHA NMPH € AHOBPEMEHHO
npunoxkeHve Ha ¢ubpart (Bk. Touku 4.5 1 4.8).

3\5‘1‘3
Ko-Po3sepa He TpsabBa na ce npunara npy NaUHEHTH ¢ OCTPH CEPHUOZHH ChCTOAHMA, NPEZ mﬁ&
MHMONATHS WK NPEAPA3NONArallll KbM pa3BUTHETO Ha ObOpeyHa HelOCTATLYHOCT, AL/PEE 5:_‘:;;,-:-- %
pabaoMuonusa (Hanp. cencuc, XMNOTOHWA, roAsAMa OnepaLts, TpaBMa, TEXKH MeTabq é H. 1



EHIOKPUHHH WIH €1EKTPOJUWTHH HAPYLLIEHHA, WIH HEKOHTPO/IHpaHK rbpUuoOBe).

dy3ua08a KHCENNHA
Ko-Po3eepa He Tpabea na ce npunara eAHOBpPEMEHHO CbC CHCTEMHHU QOpMynu Ha (py3HaoBaTa

KMCEIMHA KNK B PAMKHUTE Ha 7 JIHH CJied CIMPAHETO HA NEYEHHETO ¢ Py3MI0Ba KHcenuHa. [1pu
NALMEHTH, NMPH KOUTO H3NON3BAHETO Ha CHCTEMHA (PY3HA0BA KHCEITMHA CE CUMTA 3a ChLUIECTBEHO,
NEYEHUETO CbC CTATHHXU TPpAOBA Aa Ce MpeyCTAHOBH Mpe3 LU NEPHOA Ha JeueHne ¢ hy3HaoBa
kucennna. MMa crobiieHus 3a ciiyuad Ha pabaomuonunasa (BIUTIOYHTENHO C NeTaNeH W3X0a) NpH
NAUKWEHTH, nonyyaBawy Gy3Ha08a KMCEHHA H CTATHHH B KOMOHHAUHA (BxK. Touka 4.5). [TauneHnrure
TpsaOBa 1a ObaaT NocbBETBAHK HE3A0ABHO Aa NOTHPCAT MEAULIMHCKA NOMOLL, 2KO NOJY4aT CHMITTOMH
Ha MycKynHa cnaboct, 60/1ka win Gone3HeHoCT.,

Tepanugara cbC CTATHHH MOXeE Aa Obae NOBTOPHO BHBCACHA CeeM AHU CISA NOCASAHaTa 103a Ha
(hy3U20BA KUCENHHA.

[Tpu u3kOUHTENHH OBCTOATENCTBA, KOraTO € HEOOXOAUMO NMPOABLIDKUTENHO NPUIOKEHHE Ha
cUcTeMHa Qy3MI0Ba KHCENIMHA, HATIPUMED 32 JIEYEHHUE HA TEXKH HHPEKLUH, HEOOXOAHUMOCTTA OT
eaHOBpeMeHHO npunoxkeHue Ha Ko-Pozeepa u ¢y3naoBa kucennHa Tpabea na ce uma npeaBu camo
Ha 6a3aTa Ha BCEKH OTAENEH CNyYai v noja CTporo MeAHLUMHCKO HAbmoaeH e.

Edexru BbpXy yepHus apod

Kakro npu apyru npoaykrd ¢ uHxubOuTopH Ha HMG-CoA peaykrazara, Ko-Poizsepa Tpabea na ce
npunara ¢ NOBKLIEHO BHUMAHHE NMPH NALUEHTH, KOWTO KOHCYMHPAT NPEKOMEPHU KONTHYECTBA
aJIKOXO0J1 W/UAKW UMAT aHaMHe3a 3a YepHoapobHo 3abongaBaHe.

[Ipenopnbusa ce uepHoApOOHUTE (PYHKUHOHATHK U3CNEIBAHMS 1a CE€ M3BbPILUBAT NPeIH U 3 Mecela
chen Havanoto Ha aedeHuero. Ko-Poseepa Tpabea na ce npekpatu unu aosara My 1na ¢€ Hamalli, ako
HHBOTO Ha CEpYMHMTE TpaHCAMHHA3M € HaA 3 NbTH ropHaTta rpaHMla Ha HopMara. Hecrorara Ha
cbobWaBaHe Ha CEPUO3HHU YEPHOAPOOHH CHOUTHA (CHCTOALM CE NPEANMHO B NMOBHLUIEHH
YepPHOAPOOHU TpaHcaMHHA3H) MPH NOCTMAPKETUHIOBaTa ynorpeba e no-sucoka ripu no3zara ot 40 mg
PO3YBAaCTAaTHH.

[lpy nauMeHTH ¢ BTOpHYHA XHNEPXOJECTEPOSEMUA, NPHUHHEHA OT XMMTOTHPEOUANWIBM HIH
He(pPOTHYEH CHHAPOM, OCHOBHOTO 3a0onaBaHe TpaOBa 1a 6bae NeKyBaHO Npead 3ano4YBaHe Ha
TepanuaTa ¢ Ko-Po3gepa.

[Ip¥ KOHTPONHUpPAHH K3NHTBAHKA ¢ €JHOBPEMEHHO HPHAOKEHHE NPH NALXWEHTH, NOJyYasBalliu
e3eTuMHD CbC cTaTHH, ca HabMoJaBaHH NOCAEAOBATE/IHH NOBUIIEHHA HA TPAHCAMHHA3HTE

(=3 x ropHara rpanuua Ha HopMara [ULN]). I1pu 3anousaHe Ha Tepanus ¢ Ko-Possepa Tpabsa na ce
U3BbPLIBAT YepHOAPOOHH PYHKLHOHANHY HU3CaeaBaHNA (BxX. Touka 4.8).

Paca
QapMaKOKWHETHHHHTE NMPOYYBaHHKA MOKA3BAT NOBHUILABAHE HA EKCNO3ULIMATA HA pO3YBACTATHH MPH
JMLA OT a3UaTCKaTa, B CPaBHEHHE C JIMLA OT KaBKa3KaTa paca (Bx. Touku 4.2, 4.3 n 5.2).

[IporeazHu HHXUOUTOPH
HabnrozasaHa € noBuLieHa CUCTEMHA €KCNO3MLIMA Ha pO3YBACTaTHH MPH NHLUA, NOJYYaBALIH
€AHOBPEMEHHO PO3YBaCTaTHH U Pa3/IMUHH NPOTEa3HH HHXHOUTOPH B KOMOHHALUS C PUTOHABMD.
TpaOsa Oa ce B3eme NpeaBU KaKTO MoN3ata OT NOHWKABAHETO HA JIHMHANTE Ype3 NPUIIOKEHHE HA
po3yBacTaTvH npu XHUB naunedTH, nonyyasauiu npoTeasHy UHXHOUTOPH, TaKa H Bb3MOXKHOCTTA 3a
MOBHLLEHH NNA3MEHH KOHUEHTPALIUK Ha pO3yBacTaTHH NPH 3aN04BaHe H NOBULLABAHE HA 034T
pO3YBacTaTUH NpH MNALUEHTUTE, TPETHPAHH C NPOTEa3HH HHXHOUTOpHU. EaHOBpEMEHHOTO
C HAKOH NPOTEa3HH UHXUOHUTOPH HE CE NPEenopbUBa, OCBEH Cllel KOPUrHpaHe Ha 103aTa
po3yBacTaTHH (BX. TOUKH 4.2 1 4.5).

Hurepcruunanya Senoapobua donecr




Mma cboblieHHd 32 H30IUPaHH Cllydal Ha MHTepCcTULHANHA BenoapobHa 601eCT NpH HAKOU CTaTHHY,
oco0eHO NpH NPOABLDKHTENHA Tepanus (BxkK. Touka 4.8). IlpeacraBeHHTe XapakTepHy NpOABH MOraT
14 BKJIIOYBAT JUCMHES, HENPOAYKTHBHA KalllIMLa K BIIOLIAaBAHE Ha 00LIOTO 3paBOC/IOBHO ChCTOSHHKE
(yMopa, 3ary0a Ha Terjo M NOBHLIEHA TEMNIEpaTypa). AKO Ce€ MOA03HMpa, Ue MALMEHTHT € Pa3BHI
HHTepcTHUHANHa GenoapobHa 6onecT, neveHHeTo ChC CTaTHH TpAOBA J1a ce NPEYCTaHOBH.

3axapen auaber
Hakon AaHHU MOKa3BaT, Y€ CTATHHUTE KATO KJ1AC NOBUILIABAT KPbBHATA 3aXap W NMPH HAKOHW MALHEHTH,

M3I0)KEHH HA BUCOK PHCK OT pa3BMTHE Ha AHa0eT, MOXKE Aa ZOBeaT A0 ChbCTOAHHE Ha
XUNEPrIMKEMHUA, [TPH KOETO € NMOAXOAALLO MPHAMKEHHETO Ha ChOTBETHHTE IMPHAKH KaTo Npu aHader.
To3n puck, obaue, ce KOMNEHCHpA OT NMOHWKABAHETO Ha ChOBHA PHCK NIPH CTATHHHUTE H
C/IEAOBATENHO He TpAGBa Aa ObAe NpHYHHA 33 CNHPAHE Ha JIEYEHHETO ChC CTATHHH. TlaLnenTHTe,
H3/I0KEHH Ha puck (TNioKo3a Ha rnaaHo 5,6 go 6,9 mmol/l, uHaekc Ha TenecHaTa maca

UTM > 30 kg/m?, noBuuIeHH TPHITIHLIEPHOH, XHIEPTOHHA ), TPAOBA Aa ce NMpPOCIeAABaT KaKTo
KIHHUUYHO, TaKa U OHOXUMHUUHO, B CbOTBETCTBHE C HALMOHATHHTE PBKOBOACTBA.

B npoyusaHeTto JUPITER, noknaasaxara obita yectora Ha 3axapeH nuaber € 2,8% npy po3yBacTaTuH
u 2,3% npu nnauebo, Hal-Beye MPH NaLHEHTHTE C MFOKO3a HAa rAaaHo 5,6 a0 6,9 mmol/l.

Oubpatu
BeszonacHocTTa H edHKACHOCTTA Ha e3eTUMUO, npunoxkeH ¢ pudpaTH, He ca YCTAHOBEHH.

AKO ce MoJ03upa XOJe/IMTHA3a NPH NauneHT, npuemail Ko-Possepa u penodubpar, ca nokasaHu
W3C/ICABAHUS Ha MUTHYHHS MEXYD, a Ta3u Teparnus TpadBa na Obnae npekparteHa (Bk. TOUkH 4.5 U 4.8).

AHTUKOAryJ1aHTH
Axo Ko-Pozeepa ce no6aeg kbM BapdapiH, Apyr KyMapMHOB aHTUKOAryjaaHT WK GJIyHHAHOH, TpaOBa
Aa ce Mpocneassa MoAXOAALO MEKIYHAPOAHOTO HOpMATTH3MPaHO ChoTHOLLEHHe (International

Normalised Ratio, INR) (8. Touka 4.5).

TexKu KOKHU HEXKENTAHU PEAKLIUM

ITpu neueHHe ¢ po3yBacTaTHH ¢ce ChOOIIaBa 3a TeXKH KO>KHH HEXETaHK PeakLiMy, BKITIOYBALUH
cuHapoMm Ha Stevens Johnson (SJS) u nekapcTeeHa peakuus ¢ €03MHOPUINA H CHCTEMHH CHMNTOMH
(DRESS), KOWTO MOXe Aa ca XKHBOTO3acTpallaBallkd WIH C JieTaneH u3xoA (Bx. Touka 4.8). [1pu
MPeANKCBAHETO Ha IEKapCcTBEHUs NPOAYKT NaLueHTHTe TpabBa aa Obaar HHPOPMHUPaHH 3a
NPU3HALIUTE U CUMITOMMTE HA TEXKH KOXXHH PEaKUMHU M Aa ObaaT HaOMOIaBaHH C [TOBHLIEHO
BHHMAaHHE. AKO Ce MOABAT NPH3HAUW U CHMIITOMH, NMOKA3aTE/IHH 3a Ta3H peaKLius, NPUIIOKEHHETO Ha
Ko-Po3ssepa Tpabea He3abaBHO Ja C€ NMPEYCTAHOBH H J1a ¢€ OOMUCIH AITEPHATHRHO JICUCHHE.

AKO NaLMEHTBT € pa3BW) CepHO3Ha peaklia, kato Hanpumep SJS wnn DRESS npu ynorpebara Ha
Ko-Po3Bepa, neuenneto ¢ Ko-Po3sepa He TpabBa HUKora na ce noaHOBAB2 NPH TO3H NALHEHT.

[ToMOwWHN BELIECTBA

Ko-Poasepa cpabpxka nakrosa. [lauueHTiTe ¢ peakH HaciaeACTBEHH NPOONEMH Ha HEMOHOCUMOCT KbM
ranakTo3a, MbJeH NaKTazeH AeQULIMT UM FIHOK030-ranakTo3Ha MatabcopOuus He TpabBa Aa npuemar
TOBA NEKapCTBO.

Ko-Po3eepa cpabpxka no-maiko ot | mmol Hatpui (23 mg) Ha 103a, T.€. MOXE Jla Ce KaXe, 4e
[PAKTHYECKH HE CHABPKA HATPHH.

4.5 B3anmoaeHcTBHE ¢ APYIH NEKAPCTBEHHA NPOAYKTH H APYrH GOpPMH HA B3IAHMOAEHCTBHE

[TpoTHBONOKa3aHH KOMOHHALIHH:

L{uxnocnopun: Ko-Po3sepa € npoTHBOIOKA3aH Mpy NAUMEHTH, NOJYUaBalllk eAHOBpE
UMKNOCNIOPHH (BK. TOUKa 4.3). [1o Bpeme Ha €AHOBPEMEHHO JICUEHHE C PO3YBACTATH
ctoiHocTHTE Ha AUC Ha po3yBacTaTHH ca CpeaHO 7 MbTH MO-BUCOKHU OT Te3M, Habn



3apasu 100poBsonuM (BaA. Tabnnua 1). EaHOBpeMEHHOTO NPpHUNOXKEHHE HE NOBNUABA MJIa3MEHHTE
KOHLUEHTPALUHH Ha LIMKIOCTIOPHH.

B npoyuBaHe Ha oceM nauveHTH ¢ 0bOpeuHa TpaHcnaaHTaUUs, YHATO KpeaTHHHHOB KIIHPBHC € Haj
50 ml/min npu cTabunHa A03a LMKNOCNOPUH, €AMHUWYHA ao3a oT |0 mg ezeTumud _oau no 3,4-kparHo
(avanazon ot 2,3 o 7,9 nmvrH) yBenuuenue Ha cpeaHara AUC 3a obmus e3eTuMuO B cpaBHEHHE ChC
3paBa KOHTPO/JHA NMoMyAalHa oT Apyro npoyusade (n=17), koaTo noayyasa camo e3eTiMu0. B apyro
Npoy4BaHe MauueHT ¢ 0L0peyHa TpaHcIaHTauus, ¢ TeXKo ObOpeuHo yBpexxaaHe, KOHTO nonyvyasa
LIMKJTOCNOPHH K MHOXXECTBO JPYTH MeAMKAMEHTH, noKa3Ba |2 nbTy No-rofiiMa excrno3vLusg Ha oOuma
€3€THMHO B CpaBHEHHE CbC CHITLTCTBALLMUTE KOHTPOJH, NONYYaBaLlM caMo e3eTuMub. B kpbeTocaHo
npoyusaHe ¢ ABa Nepuoaa npu 12 3apaev nuua JHEBHOTO NPHIIOKEHHE Ha e3eTHMHO 20 mg B
NpoAbLKEHHE Ha 8 AHK ¢ eAUHHYHA 034 oT 100 mg uuknocnoput B Jlen 7 Boau ao cpeaHo 15%
yBenryeHne Ha AUC Ha untocnopuH (anana3oH ot 10%-Ho HaManeHue o 51%-Ho yBenuyeHue) B
CpaBHEHHE ¢ €AMHMYHA 1032 OT 100 mg unknocnopux, npunaran camoctoaTeHo. He e nposexaaHo
KOHTPOJTHPAHO Mpoy4BaHe 3a e(PEKTA HA €AHOBPEMEHHO NMPUIAraHHs €3eTUMUD BBPXY €KCIO3ULMATA
Ha LIMKJIOCTIOPHH Npy nauueHTH ¢ Ob0peyuHa TpaHcnnaHTaUms.

HenpenopbyHTenHH KOMOHHALIUH:

IIpomeaznu unxubumopu. BbNpekH, Y€ TOUHHAT MEXAHUIBM HA B3aHUMOJEHCTBHE HE € M3BECTEH,
€AHUBPEMEHHOTO MPHNOKEHHE C MPOTEa3HH UHXKOUTOPU MOXKE PA3KO Ja NOBHIUM EKCNO3HLMATA HA
po3yBacTtaThH (Bxk. Tabnuua 1). Hanpumep, BbB papMaKkOKMHETHYHO NPOYUYBAHE €IHOBPEMEHHOTO
npunoxeHde Ha 10 mg po3yBacTaTHH H KOMOHHHPAH NPOAYKT Ha [1Ba NPOTE€a3HH HHXHOUTOpA

(300 mg arazanasup/100 mg pHTOHaBHp) NpH 3apasH A0OPOBOLY CE CBBP3Ba C APHOIH3HTENHO
TPUKPATHO H ceieMKpaTHO noBriuasaHe choTBETHO Ha AUC U Cpax H2 pO3yBacTaTHH B pRBHOBECHOTO
ChCTOAHHE. ENHOBpEMEHHOTO NMpPUITOKEHHE HA PO3YBACTATUH U HAKOW KOMOWHALMKM HA NMPOTEa3HHUTE
HMHXUOUTOPH MOXKE Aa Ce UMa MPEeABUI C/ie BHUMATENHA NPeLeHKAa Ha KOPEKLIMMTE Ha 103aTa Ha
po3yBacTaTHH, Oa3MpaHH Ha O4AKBAHOTO MOBHLIABAHE HA €KCMO3ULIMATA HA PO3YBACTATHH (BXK. TOUKH
42,44 w4.5 Tabnuua 1).

Tuxaepenop: Tukarpenop uHxuobupa tpancnoprepa BCRP, koeTo Boau Ao 2,6-KpaTHO yBEIHYEHHE HA
AUC Ha po3yBacTaTHH, KOETO MOXE 12 AOBEE 10 MOBHIUEH PUCK OT MuonaTui. Tpa0Ba aa ce
NPELUCHAT NOJ3KUTE OT NMpPEeAOTBPATABAHETO HA MOJNIEMH HEXKENAHH CHPACHHOCHIOBH CHOUTHA Ype3
ynotpebata Ha po3yBacTaTHH H PUCKOBETE NPH NOBHILEHU NNa3MEHH KOHLUEHTPALIHH Ha
pPO3yBacTaTHH.

Huxubumopu ua mpancnopmepuume npomeuru: Po3yBacTaTHH € CYOCTpaT Ha OnpeaeneHH
TPAHCMOPTEPHH NPOTEHHH, BKIIOUYUTENHO HA TpaHCNIopTEpa Ha YepHoapobHoTto 3axBailaHe OATPIBI
H edaykcuuns Tpancnoprep BCRP. EaHoepeMernHOTO npunoxenne Ha po3yBacTaTHH C JIEKAPCTBEHH
NMPOAYKTH, KOUTO €a HHXHOUTOPH HA TE3W TPAHCNOPTEPHHU MPOTEUHHU MOXKE Aa AOBEAE N0 NOBULIEHH
I1a3MEHH KOHUEHTPALUHH Ha pO3yBacTATHH H MOBHLUEH PUCK OT MHonaTua (BxkK. Toukn 4.2, 4.4 n 4.5

Tabnuua 1).

Pudbpamu.: EAHOBPEMEHHOTO MPUNOKEHHE HA PO3YBACTATUH H reMPHOPO3HI BOM 0 ABYKPATHO
noBraBaHe Ha Cnax 1 AUC Ha po3yBacTaTHH (BXK. Touka 4.4).

Bb3 0cHOBa Ha JaHHHUTE OT COCUM(PHUHH NMPOYUBAHKUA 3a B3aHMOAEHCTBUATA, HE CE OYaKBa
¢apMaKOKHHETHYHO 3HAMMMO B3aUMOaeHCTBHE C heHOoPHOpaT, BNPEeKH Ye MOXKe 1a HACTHNH
(papmaxoanHamuuHo Bzaumoneiicteune. Nempubposun, penodpubpar u apyru ¢ubpat nosuuasar
PHCKa OT MHOTMATHA, KOraTo ce npuaarat eAHoBpemeHHo ¢ uHxuburopu Ha HMG-CoA peaykrasara,
BEPOATHO nopany dakra, ue NOCNEIHHUTE MOraT /ia NPeIu3BHKAT MUOMNATHA U NPU CAMOCTOSTE/THO
npunoxeHue. oszara or 40 mg/10 mg e npoTHBonokasaHa Npyu €AHOBPEMEHHO TIPHICKEHHE HA

¢ubpar (Bx. Toukun 4.3 v 4.4). IlpH Te3n nauueHTH NeHEHHETO CHLLO Taka TpaGBa Ja 3ano4He &~ RaRa
OT 3 mg. T

[Ipy nauunenTH, koHTO Nonyuasat PeHodudOpaT U e3eTUMHO, Nexapure TpAOBA Ja ca 3amnof £




Bb3MOXKHHS PUCK OT XOJIENUTHA3A U 3aD0NIABAHE HA HUTBYHHUA MeXyp (BXK. ToUkH 4.4 n 4.8).

AKO c€ NMoA03Mpa HaIMMKE HA XONEeNUTHA3ZA NPHU NALMEeHT, KOWTO nonyyasa e3eTuMub u derodubpar,
ca NOKa3aHHW M3CIeABaHHA HA HUTbHHUA MEXYP U Ta3M Tepanua TpaOBa fa ce NpeyCTaHOBH (BXK. TOUKa

4.8).

EnHoBpeMeHHOTO NpHAoxkeHHe HA penodulbpar nan remPpudpo3Ina yMepeHo nosnmasa o6umara
KOHIHEHTpAalun HA e3eTHMHO (cChoTBeTHO NMpuOAM3ATENHO 1,5- ¥ 1,7-kpaTHO). EAHOBpEeMenHOTO
NPHJICKEHHE HA €3eTHMHO ¢ Apyru ¢ubparTn ne e npoyueHo.

OudpatrTe MOraT 1a yBeJIHYAT EKCKPELMATA Ha XOJIECTEPONA B XIbYKaTa, KOETO BOAM A0
XonenauTuasa. B npoyuBaHus NpH >XMBOTHH €3€TUMHO MOHSAKOra rNOBHUIABA XOJNECTEPOAa B ATHYKATa
Ha MUTbMHUA MEXYP, HO He NPH BCUYKH BUAOBE (BX. TOUKa 5.3). He Moxe na ce U3KIOUH IMTOreHeH
PHUCK, CBbP3aH ¢ TepaneBTHHHATa ynoTpeda Ha e3eTuMud.

Dy3udoea xuceauna: He ca npopexgaHy npoyyBaHus 3a B3aUMOACHCTBHE Ha PO3YBACTATHH H
¢y3uaoBa kucenuHa. PUCKBT OT MHONATHA, BKJTIOUHATENHO pabaoMUoNIn3a, MOXE 1a C& MOBULIK NpH
€ AHOBPEMEHHO NPHIOKEHHME HA CUCTEMHA QPY3MAOBA KHCEIHMHA CbC CTATUHH. MeXaHHW3MBT Ha TOBA
B3aMMOACHCTBHE (HE3aBUCHUMO OT TOBA JAaNH € PapMaKOAWHAMHUYEH WK PAPMAKOKMHETHYEH, WM H
ABeTe) € Bce oule HeuspecteH. MMa cbobienuns 3a cnyqau Ha pabaoMuonusa (BKIKOUHTEHO ¢
neTaiied U3X0A) NpH NAUHEHTH, NPHEMallK Ta3W KOMOHHALMS.

AKO JieueHHeTo ¢ (Py3Ua0Ba KUCENHHA € HEOOX0AHUMO, JIEYEHHETO ¢ po3yBacTaTUH TpAGBa Ja ce
peyCcTaHOBH NpPE3 LETHA NEPUO Ha JIeUeHHE ¢ Py3ua0Ba KUceauHa. Bukre cbiuo Touka 4.4.

Fd B3aUMONCHCTBHA:

Arnmuayuou: EAHOBpEMEHHOTO MPUIIOKEHHE HA aHTUALK HAMaIABa CKOPOCTTa Ha abcopOuus Ha
€3eTMMHO, HO He NOBAHABa OHOHAIMYHOCTTA Ha e3eTUMHUD. Ta3u HaMasieHa CKopocT Ha abcopduua He

€€ CYHTA 34 KJIHHHYHO 3JHaYHMaA.

EAHOBPEMEHHOTO NMPUIOXKEHHE HA PO3YBACTATHH C AHTHALMAHA CYCNEH3HUA, ChAbPKALLA ANyMHHUR H
MarHe3HeB XHOPOKCHI, BOAW A0 HAMAJICHHE HA NNa3MEHATa KOHLUECHTPAaLUUA Ha pO3yBacTaTHH C
npubnu3uTenHo 50%. To3u edexT ce cMeKUaBa, KOraTo aHTHALUKMABT C€ NMpHaara 2 4yaca cjiel
po3yBacTaTiH. KNMHHYHOTO 3HaUEHHKE HA TOBA B3aUMOIEUCTRBHE HE € NPOYUEHO.

Aumurxoazyaasmu. EDHOBpEMEHHOTO NMpHIoKeHHE Ha €3eTHMHO (10 mg BeaHBX AHEBHO) He
NOBJIHABA 3HAYHTENHO OMOHAIMHMHOCTTA HA BapdapHH U NPOTPOMOUHOBOTO BpEME B NMPOY4YBaHE Ha
ABaHAJECET 34paBH BbL3pacTHU MBbxke. Ma 00aue nocTMapKETHHIOBH CHOOLUIEHHA 32 IOBHLIEHO
MEXIYHAPOAHO HOPMANIK3HpPaHo cboTHoweHue (INR) npu nauuedTy, npu xouro ezeTumud ¢ nodaseH
KbM BapdaprH Wik GnynHIHOH. AKO ce 100aBsa e3eTHMHUO KbM BapdapHH, ApYr KyMapHHOB
aHTUKOArynaHT unu ¢payruHanoH, INR Tpabea aa ce npocnenssa no nogxoasiy HauuH (BX. Touka 4.4).

Kakto npu apyru uHxuburopu Ha HMG-CoA peaykra3ara, 3anouBaHeTO HA JIEYEHHUETO HITH
NOBHIIABAHETO HA A03aTa HA PO3YBACTaTUH NPH NALHUEHTH, NEKYBaHH €IHOBPEMEHHO C AHTArOHHUCTH
Ha sUTaMHH K (Hanp. BapdapuH My Apyr KyMapHHOB aHTHKOAryJ/IaHT) MOXKE Aa JoBele A0
NOBULLEHHE Ha MEXYHApOAHOTO HOpMalu3HpaHo choTHOLWEHHe (INR). [IpekparaBaHeTo Ha
JIEYEHUETO WM NOHWKABAHETO HA J03aTa po3yBacTaTHH MOKe Aa AoBene A0 HamaneHue HA INR. [lpn
TAKHBa CJIy4YaH € HKEJAaTEHO NOAX0aamo MoHHTopHpaHe Ha INR.

Epumpomuyun: EQHOBPEMEHHOTO MPHIOKEHHUE HA PO3YBAaCTaTHH H EPUTPOMHULIMH BoARAQSE g

HamaneHue Ha AUC u 30% namanenue Ha Crax Ha po3yBacTaTH. ToBa B3anmoaeicifiexn
NpEeaM3BHKAHO OT NOBHLUCHUSA YPEBEH MOTHIIUTET, MPUYHHEH OT EPHTPOMHULIMH. 3

Enzumu om cucmemama na yumoxpom P450. Pesynratute OT in vitro u in vivo npo
ye pO3yBACTATUH HE € HUTO HHXUOUTOP, HUTO MHAYKTOP Ha uuToXpom P450 n3oens
TOBa, po3yBacTaTuH € cnab cyOcTpar 3a Te3u u3oeH3uMHU. CreoBaTe/HO, HE CE OYAKBE
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B3aMMOICHCTBHA KaTO pe3ynTaT oT uHToxpoM P450-menunpan metabonussm. He ce Habnionasar

KIMHHYHO 3HAUYMMHM B3aHMOLEHCTBUA MEXAY PO3YBAcTaTHH H (PaykoHa301 (HHXHOUTOp Ha CYP2C9 u
CYP3A4) nnu ketokoHazon (MHXubuTop na CYP2A6 u CYP3A4).

B npeaknnHuyHy npoyyBaHHs € A0Ka3aHo, Y€ €3eTHMHO He HHAYLUHUpa MeTabOIN3MpPaLLH JIeKapCTBaTa
uuToxpom P450 en3umu. He ca HabaogaBaHH KIIMHHYHO 3HAYHMH GapMAKOKHHETHYHH
B3aUMOIEHCTBYA MEXKAY €3eTUMHUO U NekapeTsa, 3a KOUTO € U3BECTHO, Ye ce MeTabonuiaupar ot
untoxpomure P450 1A2, 2D6, 2C8, 2C9 u 3A4, nnu N-aueruntpaHcdepasa.

Korecmupavun: EAHOBPEMEHHOTO NMPUNOKEHHE HA KOJIECTUPAMHMH HaMansasa CpeaHaTa oL noa
kpusaTa (AUC) Ha obwims e3eTUHMHO (e3eTUMHO + e3¢ TUMHO-TMIOKYpOHHA) ¢ npubnu3utenHo 55%.
[locTeneHHOTO MOHWKaBaHe Ha XoJiecTepona B avnonporedduTe ¢ Hucka nasTHoeT (LDL-C),
OBJDKALUO ce HA 100aBAHETO Ha e3eTUMHD KbM KOJIECTUPAMHUH, MOXE Aa Objle HaManeHo OT TOBa
B3aMMOCHCTBHE (BXK. TO4Ka 4.2).

Huzoxcun: Bb3 OCHOBA HA JaHHHTE OT ¢neur¢pHYHHN NMPOYyUYBaHHA 3a B3aUMOJACHCTBHUATA HE Ce OUAKBAT
KIIWHHUYHO 3HAUUMH B3aMMOAEHCTBUA C IUNOKCHH.

Iepoparmu xonmpayenmuew/xopmonozamecmumenrna mepanus (X37): ETHOBpeMEHHOTO
MPHAOXKEHHUE HA PO3YBACTATHH W MEPOPANCH KOHTPALENTHMB BOAW 10 YBenwueHrue Ha AUC Ha
€THHUIECTPAAHNON M HOPrecTpel, CbOTBETHO ¢ 26% u 34%. Te3u noBHLlueHH nna3zmMeHy HHBA TpAOBa
[a ce UMAT NpeABHA, KOraTo ce M30UpaT A03UTE HA NEPOpPaNHUTE KOHTpauentHeu. Hama
(hrapMaKOKMHETHYHH JAHHH 32 NALMEHTH, KOUTO NpUEMAT €1HOBPEMEHHO po3yBacTaTHH H X3T u
nopanH TOBAa, 1oao0eH eeKT HE MOXKEe 1A ce H3KNK4H. Taszu koMOMHauusa obade € LIMPOKO
NpHJIaraHa ApH XKCHH B KIHHUYHH H3NUTBAHHUA W € 100pe noHacaHa.

Biaumooeucmeusn, uzuckeauju kopexyuu Ha oozama Ha polysacmamun (exc. cvyo Tabauya 1):
KoraTto ¢ HeoDXx0aWMO Aa ce NPUIOKH €XHOBPEMEHHO pO3YBaCTATHH C APYTH JIEKAPCTBEHH NPOAYKTH,
34 KOMTO € W3BECTHO, Y€ YBEJMYABAT EKCMNO3UUMATA HA PO3YBACTATHH, 103aTa HA PO3YBAaCcTaTHH
TpadBa Aa ce kopurvpa. Heobxoaumo € na ce 3anouHe ¢ 103a OT 5 mg BeAHbK JHEBHO PO3YBAaCTaTHH,
aKO O4YaKkBaHOTO yBenuueHue Ha exkcrno3uuuaTa (AUC) e nprONH3UTENHO ABYKPATHO MAH NMO-TONAMO.
MakcyManHara JHEBHA 1034 Ha pO3yBacTaTHH TpAOBa Ja Obae KOpHrupaHa Taka, 4e O4aKkBaHaTa
€KCIO3KULMSA Ha PO3YBAaCTaTUH Aa HE NpepHLUaBa Ta3yd Ha 40 mg npuera 6e3 B3aumoaeicTBalu cH
JIEKapCTBEHK MPOAYKTH, Karo HanpuMep 20 mg n03a Ha po3yBacTaTtHH ¢ reMupudposun (1,9-kpaTHo
yBeanueHue) u 10 mg no3a Ha po3yBacTaTHH ¢ KOMOMHALIMA Ha aTa3aHaBup/pUTOHABHP (3, | -KpaTHO
YBETHUECHHUE).

Ako ce HabnoaaBa neKkapcTBEeH NPOAYKT, koHTo nosuuasa AUC Ha po3yBacTaTuH No-Maiiko OT 2
IMbTH, HA4aaHaTa 1o03a He TpadbBa J1a ce Hamansasa, Ho TpAOBa aa ce BHHMABa, aKo Ce YBeJMUH A03aTa
Ha po3syBactaTtud Haa 20 mg.

Tabsuua 1. Edexr Ha eAHOBPEMEHHO NPHIAraHy JIEKAPCTBEHH MPOAYKTH BbPXY €KCNO3ULMATA Ha
po3ysactaTuH (AUC, npeacTaBeHa B HU3XOAALL pPel MO roJIEMHHA) OT MyOAHKYBaHK KIIMHHUYHH
M3NUTBAHUA

[Topuizasane Ha AUC Ha pO3YyBacTaTHH 2-KEETHO WJIH NOBYE OT 2-anTHo

J1030B pexxuM Ha B3auMoAeicTBaoTo  JI030B peXKHM HA PO3YBACTATHH [Mpomsana B AUC" Ha
NIEKAPCTRO PO3yBACTATHH
CodocOysup/Beanartacpup/ 10 mg, eaHHYHa n03a 7.4-xpatho T

Bokcunanpesup (400 mg-100 mg-100
mg) + Bokcwianpesup (100 mg) seaHbk
JHEBHO B MPOABLNKEHUE Ha |5 AHH

Linknocnopux 75 mg 11 no 200 mg 10 mg B, 10 aun
JUL, 6 Meceula
Haponytamua 600 mg U1, 5 aun 5 mg, eAMHHYHa 3034

Peropagenud 160 mg, B/l, 14 auu 5 mg, eAMHHYHA n03a




ATta3zaHasup 300 mg/putonasup 100 mg
B, 8 1Hu

10 mg, eanHHU4Ha O03a

3,1-kparno T

Pokcanycrar 200 mg npe3 aeH 10 mg, equHnyHa no3a 2,9 kpatHo T
Besnnataceup 100 mg BJI 10 mg. eaunmnuHa no3a 2,7-kpatHo T
Momenotuun6 200 mg BJI, 6 ann 10 mg, eaMHHYHa 1032 2,7-kpatHo T
Tukarpenop 90 mg 11, 2 anu 10 mg, eanHnuHa no3a 2,6-kpatho T
OmbuTtacsup 25 mg/napuranpesup 5 mg, eAMHHUYHA J03a 2.6-kpatho T
150 mg/puronasup 100 mg BJI/

aacabysup 400 mg /1, 14 auu

TepugpnyHomua, Jlepnynomun He e HanyHa 2,5-xkpatHo T

['pazonpesup 200 mg/endbacaup 50 mg
B, |1 anu

[ nekanpesup 400 mg/nubpeHTacBup
120 mg BI, 7 auu

Jlonunasup 400 mg/putonasup 100 mg

JUL, 17 auw
Kanmatuunt 400 mg 1.

10 mg, eauHKuHa no3a
>mg B, 7 aun
20 mg B, 7 aun

10 mg, eawHnuHa no03a

2,3-kpatHo T
2,2-KpaTHo T
2.1-xkpatHo T

2,1-kpatio T

Knonuaorpen 300 mg HarosapsaLla 20 mg, eAMHHYHa 0032 2-KpatHo 1
[03a, nocnensanda ot 75 mg Ha 24 vaca

Tajpamuauc 61 mg aea nbTv AHeBHO HA |0 mg, eanMHKHuHa o032 2,0-xpatHo 1
JeH | ¥ 2, nocnaeBaHo OT BeAHbX

JAHEBHO HA JEH 3 U §

OocramatuHud 100 mg J1/] 20 mg, enMHU4YHAa n03a 2,0-xpatHo 1
[lempubposnn 600 mg A1, 7 auu 80 mg, eanHuuHa 103a 1,9-kpaTHO 1
Pebykcocraa 120 mg B 10 mg, eauHnvHa f103a 1,9-kpatHo 1
Ilo-manako ot 2-kparHo yeeiHueHHe Ha AUC na pozyBacraTun

J030B pexkHM Ha B3aUMOACHCTBALLIOTO J10308B pexxrM Ha pO3yBacTaTHH [Ipomana B AUC" na
NIEKapCTBO pO3yBacTaTHH

1,6-xparHo T
1,5-kpatHo T

10 mg, eaMHU4HA 032
10 mg B, 7 auu

EnTtpomOonar 75 mg B/, 5 aHu
HapyHasup 600 mg/putonHasup 100 mg

UL, 7 aHH

Tunpanasup 500 mg/putonasup 200 mg 10 mg, eanHuuyHa go3a 1,4-kparno T
JUL 11 qum

Hpounenapox 400 mg /1 He e nannuen 1,4-kpartHo T
Hrpakoxason 200 mg B/I, 5 auu 10 mg, eaMHUuHa fo3a 1,4-xpatHo T
Eserumud 10 mg BJI, 14 aun 10 mg, enuuuuHa 1033, 14 nuM 1,2-kpatho T°°
Hamanasane Ha AUC Ha po3yBacraThH

J1030B pexxuM Ha B3aUMOIEHCTBAWOTO  JI030B peXXHM Ha po3yBaCTaTHH [IpomsHa 8 AUC’ Ha
JIEKAPCTBO pO3yBaCTATHH
Epurpomuunn 500 mg Y1, 7 anm 80 mg, eaHHMYHa 1033 20% 4
Baiikanuu 50 mg T], 14 axm 20 mg, eqMHHYHA 1032 47% 4

*JlaHHHTE, NPEACTABEHH KATO X-KpaTHa NPOMAHA, NPEACTABIAABAT NPOCTO CHOTHOLIEHHE MEXKY
€1HOBPEMEHHOTO H CAMOCTOATEIHOTO MPUICKEHHE HA PO3YBacTaTHH. JlanHHTe, npeacTaBeHN

KaTo Y-Ha NPOMsHA, NPEACTaBNABAT Yo-HATA pA’IMKa, OTHECEHA KBM CAMOCTOATEIHOTO MPHIIOKEHUE
Ha po3yBacTaTHH.

Yeenuuenuero e nokasaHo karo "T", namaneunero karo "\".

""Haakonko npoyusaHusa 3a B3aHMOACHCTBHATA ca NPOBEAEHH C Pa3iHYHA JO3HPOBKA Ha
po3yBacTaTHH, TabnuuaTa noka3ea Hal-3HAUMMHTE CHOTHOLLIEHHA

AUC - o noa kpusara, B/l = segHbvxk aHesHo; /] = asa nbtu averno; T/l = 1p
YA = yeTHpH NbTH OHEBHO /

Cnennure nekapcTBeHH NPOAYKTH/KOMOMHALIMM HE ca HMANH KAHHHAYHO 3HAYHUM ed)
Ha pO3yBacTaTHH NpH €AHOBPEMEHHO NpuhokeHHe: Anernurasap 0,3 mg 7 aHn 003 ‘ %

Oenopubpar 67 mg TH, 7 axu; Oayxonazon 200 mg B/, 11 auun; ®ozamnpeHasup \-.ﬁ_“____q_ / ‘”’, .
700 mg/putonasup 100 mg JJ1, 8 auu; Ketokonazon 200 mg 1, 7 anu; Pncbamnuunu AL #ig]m‘f 7
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aHK; Cunumapun 140 mg T/, 5 aun.

B KJIHWHHYHH Npoy4BaHKA 32 B3AMMOACHCTBHATA €3¢THMHO HEe noBnuABa PapMaKOKMHETUKATA HA
RANcOH, AeKCTpoMeTopdaH, AUrOKCHH, NEPOPATHH KOHTPALENTHEH (€THHUIECTPAAHONI H
NEBOHOPTECTpe), MUNU3KA, ToNDYTaMUA WK MHIA30IaM MO BpEME HA €AHOBPEMEHHO MPHNOKEHHE.
LlnMeTHOKUH, NPUIOIKEH €AHOBPEMEHHO C €3eTUMHO, HE MOBJIMABA OMOHATUYHOCTTA Ha €3eTHMHD.

[Teouampuuna nonyrayun: [Ipoy4BaHuAa 3a B3aHMOACHCTBHATA ¢a MPOBEKAAHHU CAMO MPH BL3PACTHH.
OOXBaTbT Ha B3aMMOACHCTBUATA NPU NEAHATPHYHATA NOMNYyNALHA HE € H3IBECTEH.

4.6 PepTHIAHTET, OPpeMEHHOCT H KbpMeHe
Ko-Po3sepa e npoTusonokasaH no spemMe Ha OpeMEHHOCT U KbpMeHe (Bx. Touka 4.3).

bpeMEHHOCT

Xenute ¢ ferepoacH nOTEHUMAN TPAOBA Ja npunarat NOAXOAALW KOHTPAUEIITHBHH MEPKH.

THi KaTO XONECTEPONBT U APYTHTE NPOAYKTH OT OHOCHHTE3A Ha XOECTEPONA €A OT ChLIECTBEHO
3HAYEHHUE 33 PA3BUTHETO HA M104a, MOTEHUHANHUAT pUck OT HHxHOUpaHe Ha HMG-CoA peaykraszara
NPERB3X0XKAA MPEAHUMCTBOTO Ha JIEYEHHETO MO BpeMe Ha OpeMeHHOCT. [IpoyuBaHHaTa NIPH XKHBOTHH
NPEAOCTABAT OrPaHHYEHH aHHU 34 PeNpPOLYKTHBHA TOKCHMHOCT (BX. ToO4Ka 5.3). AKO nauMeHTKaTa
3abpeMeHee no BpeMe Ha ynorpebara Ha TO3M NMPOAYKT, n1eueHHeTo TpadBa na ce npeycTaHoBU
He3abaBHoO.

JInncear KIMHAYHH JaHHH 32 yrnorpebarta Ha e3eTUMHO no epeMe Ha OpemenHocT. [1poyuraHusTa npu
XKUBOTHH 3a ynotpedara Ha €3eTHMUO NpH MOHOTEpaNua HE NMOKa3BaT AaHHH 32 NMPEKH UNH KOCBEHH
BpeaHH e(EeKTH BbpXY OpeMeHHOCTTa, eMOPHO-(eTATHOTO Pa3BHTHE, PAXKIAHETO WK NOCTHATAIHOTO
pa3BHUTHE (BXK. TOUKa 5.3).

KnpMmeHe
OrpaHyveHy aaHHU OT myOAUKyBaHHM JOKIAAH MOKA3BAT, Y€ KaKTO PO3YBACTATHH, TAKA H €3€TUMUD

NPUCHCTBAT B YOBELUKATA KbpMa B MaJIKH KoaHuecTBa. [lopagn MexaHu3Ma Ha nelicTBUE Ha
pO3yBaCTaTHH, ChiECTBYBA NOTCHUHAIEH PUCK OT HEXEJIAaHH PEakuUuu npu kepmadero. Ko-Possepa e
MPOTHBOMNOKA3aH NO BPEME HA KbPMEHE.

DeprHauTeT

JIMnceaTt JaHHU OT KTMHMYHH W3MHTBAHKA 32 edeKTUTE Ha €3eTUMHUO BLPXY depTHIHTETa NPH XOopa.
EzeTuMub He nosnusea (PepTHANTETA HA MBXKKH MJTM XXEHCKH UTbXOBE, PO3YBACTATHH NMPH MO-BHCOKH
[03H NOKA3Ba TECTHKYJ1apHA TOKCHYHOCT NpH MaiMYHH ¥ Kyuvera (BXK. Touka 5.3).

4.7 Ed¢exrTn BbpXy cnocodHocTTA 32 i10dHPaHe B padora ¢ MALLIMHH

He ca nposexaanu npoyusanus 3a onpeaensaHe Ha edekra Ha po3yBacTaTHH WIH €3¢TUMUO BbpXY
cnocoOHoCTTa 3a Wwodupade H pabdora ¢ mamiMHK. Bunpeku ToBa, npu wiopupare unu pabora ¢
MallMHKW Tpadea aa ce UMa NpeABU], e HMA CbOOLUEHHSA 32 3aMAasAHOCT.

4.8 Hexenann JeKapcTBeHH PeaKUHH

- Muoro yectH (2 1/10)

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

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

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

- MHuoro peaku (< 1/10 000)

- C HeuzBecTHa 4ecToTa (OT HATMYHHTE JAHHHW He Moxe 1a Obae HanpaBeHa

O606ueHHe Ha npoduna 3a 6e3onacHocT




KOHTPOJUPAHUTE KJIIMHWYHH W3AMTBAHHMA NO-MAKO OT 4% OT NauHEHTHTE, JIEKYBRHH C PO3YBACTATHH,
ca MPeyCTAaHOBW/IH YYACTHETO CH NMOPAdH HEKETaHH pPEeaKLHHK.

[TIpoHNBT HA HEKENAHHTE PEAKLIMH 33 PO3YBaCTaTHH CE€ OCHOBaBa HA JaHHH OT KIIMHHYHH
NMpoy4uBaHua U 6oraTt onuT cnea MycKaHeTo Ha na3apa. Hexxenanure peakuuu 3a e3eTUMUO ca
HabM0A3BAHK NPH NAUMEHTH, NeKyBaHy ¢ €3eTHMHO (N=2 396) 1 npu no-ronsmMa 4ecToTa OTKOJIKOTO
npu naauebo (N=1 159) wan npu nauneHTH, NeKyBaHH ¢ €3€TUMHOD, EIHOBPEMEHHO NPUIIAraH CbC
ctatiHd (N=11 308) u mpu no-rojisMa 4ecToTa OTKOAKOTO MPH CAMOCTOATENHO NPHUI0KEHHE Ha CTATHH
(N=9 361). [TocTMapKETUHIOBHUTE HEKENAHH PEAKLIMHM 32 €3€THMHO Cca NMoNyyeHu OT CLOOLIEHHA 32
€3eTUMHO, mpunaraH CAMOCTOATENHO WM ChC CTATHUH.

TabaMYeH COUCHK HA HEXKEMAHWTE PCAKLIHH

Tabnuua 2. Hexxenanu peakumy Bb3 OCHOBA HA JAHHHUTE OT KIIHHUYHU NPOYUBAHHUA U
NOCTMAPKETUHIOBHUSA ONUT

CucreMo-opranes Hexenanu peaius YecroTa
kiaac no MedDRA P Po3yBacTaTHH EzeTHmub
Hapywenua na xpvema C Heu3BecTHa
Py po TpomBGouwnToneuus Penku
u aumnama cucmema 4eCTOTA
Hapywenun na PeakliMn Ha CBPBXYYBCTBHTEIHOCT, Peku
UMYHHAMA CUCMEMA BKJIKOYHUTEIHO @HTHOE1EM
PeakuMH HA CBPBLXUYYBCTBHTEHOCT,
C HeunzBecTHA
BKJIIOUMTETHO 0DpUB, ypTUKapua u | —
YecToTa
aHadHIaKCus
Hapywenun na
eHOOKpUHHAMA 3axapeH quader YecTH —
cucmema
Hapywenun na
memaboruzma u HamaneH anetut — Heuectn
XpAaHeHemo
[Icuxuunu napyuenus Tenpecus C HeunsBeCcTHA C HeusBecTHa
P 4YeCTOTa YECTOTA
Hapyrenus na [ narobonue YectH YectH
HepeHama cucmema YecTn C Heun3BecTHa
3amMaaHOCT
YeCcTOTa
[lonuHesponaThs MHoro peaku —
3ary0ba Ha namer Muoro peaku —
C HEeHW3BECTHA
[lepudepra nerponaTus —
4eCcToTa
HapyuweHus Ha cbHA (BouuTeNHO | C HEH3BeCTHA
MHCOMHMS H KOLUMAPH) YECTOTA
[lapecTesms - HeuectH
C Hen3sBecTHa —
MmuacTeHus rpaB1c
4yecToTa
Cvoo06u napyuwenus ['opeuin BbJIHH, XUNIEPTOHHA — Heuvectn

Hapywenus na ouume

Ouna MUMacTeHud

C HeM3BecTHA

yecToTa
Pecnupamopru, 2pvonu Kamua C Heu3BeCTHA
U MEeOQUACMUHATHU yecroTa
HAa eH I C HeusBecTHa
Py HucnHes
YyeCcToTAa
Cmomawno-upesru YectH
KoHcTHnauus
HapyuteHus
[‘aneHe YecTh




bonka B kopema HecTH YecTH
C Heun3BecTHA
[lankpearur Peaku
4yeCTOTA
C HEH3BECTHA
Huapus HectH
YeCTOoTa
CyxoTa B ycTara — HeuecTH
[acTpur — Heuectn
DaaTyneHUUs —~ YecTH
Hucnerncus, ractpoezodareanHa
— HeuectH
pednykcHa 6onecT
Xenamobuuapru [loeuweHn yepHoApoOHH Pek
HapyuieHus TpaHCAMHHA3H
KbITeHuua MHoOro peaxku —
C HeH3BecTHA
Xenarur MHoro peaku
4ECTOTa
C Heu3BeCTHA
XoneauTuasa —
4EeCTOTA
C HeusBecTHa
XONeuucTUT —
4yecToTa
Hapywenuwn na [Ipyputyc HeuectH HeuectH
Kxoxcama u OO6puB Heuecrn HeuectH
NOOKONCHAMI MHbKAH Y pTHKapHs Heuectu Heuectn
C HEH3BECTHA
Cunapom Ha Stevens-Johnson —
4YeCTOTA

Epurema myntudopme

C Heu3BeCTHa

YecToTa
JlexapcTBeHa peakLua ¢ C HeHIRECTHA
€OIMHOGDHIHA H CHUCTEMHH
cumnromu (DRESS) eerora
Hapywenun na Muanrus HecTH UecTu
MYCKYAHO-CKeNemuama Penku C HeunsBecTHa
AT U Muonarus (BKIKOYHTETHO MHO3HT) HeCTOTA
CHeOUHUMENHAMQ P26 1OMHONH3A Peaku C HeusBecTHA
MbKAaH 4ECTOTA
_Aptpanrus | MHoro peaku HeuectH
MmyHo-MeaunpaHa Hekpotnsupalla | C Hen3secTHa
MHOMNATUA 4ECTOTA -
HapyweHua Ha cyXxoxunusara, C Hen3secTHa
OHAKOra YCNOXKHEHHU OT CKbCBAHE | 4YECTOTA -
bonka B repba — Heuectu
MyckynHa cnaboct — Heuectu
bosika B KpaHHLHTE - HedecTH
MyCKynHH cna3my, 6osika B lunATa | — HeuecTu
Jlynyc-nogobeH CHHAPOM Penku
Pynrypa Ha Myckyn PeakH
Hapywenusa na
bvbpeyume u XeMaTypus MHoro peaku -
NUKOYHUME NoMutyq
Hapywenua na
g8v3npouzsocumeniama | I ' HHEKOMacTUA MHoro peaku
cucmema u cvpoama
Obwyu napyuwenus u AcTeHusn YecTH
ehexmu Ha MACMOMO Enewm C Heu3BecTHA
HA NPWIOHCEHUE 4eCcTOTa

[lepudepen enem
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Ymopa — Hecth
bosika B repauTe, Honka - HeuecTu
Hzcreoeanun [Mosrwienn AJIAT wnnn ACAT — YectH
[ToeHweHo HuBo Ha CPK B KpbETa,
MOBULUEHO HUBO HA raMa-riayTaMHil
TpaHcgepaza, abHOpMEHH - HeuvecTu
YyepHOOpoOHKN DYHKLHOHANHH
H3CNEABAHNUS
'"YecToTaTa Lie 3aBHCH OT HATIMUYHETO HITH OTCBLCTBHETO HAa PHUCKOBH akTOpH (KpbBHA TKOKO3a Ha
rnaaHo > 5,6 mmol/l, UTM > 30 kg/m”, nosuileHu TPUIIKLIEPHIH, AHAMHE3A 33 XHMEPTOHHA).

Kakto npu apyru unxudutopu Ha HMG-CoA peaykrazara, 4ecTOTaTa HA HEXKEJIAHUTE JICKAPCTBEHH
peakuHu Npu po3yBacTaTHH € ¢ TEHAEHUMA aa Obae 1030-3aBHCHMA.

Ornncanue Ha n3bpaHy HeXeNaHH peakliuy

Ecpexmu evpxy b6vbpeyume: Ilpyn nauMEeHTH, NEKYBaHH C pO3YBACTATHH, ce Ha0M0AaBA NPOTEHHYPHA,
YCTAHOBEHA NpPH H3CJEJBAHE C TECT-NEHTH H C NpeJMMHO TYOYNeH npou3xoAa. B onpeaenceH MOMEHT
No BpeMe Ha JieueHHETO NpH <1% ot nauneHTuTe Ha 10 1 20 mg v npu npubausurenno 3% or
nauuMeHTHTe, nexkyeraHu ¢ 40 mg, ce HabnioaaBaT OTKIOHERHA B M3C/IEABAHHUATA 32 NPOTEHH B YPHHATA,
BapUpallH OT OTPULIATENEH PE3YATAT WK cneau 10 ++ unu noeeuye. He3HauMTEeNHO yBETHUEHHE Ha
OTK/IOHEHUETO B MOCOKA OT OTPULIATENIEH Pe3yITaT WK cneau Ao + ce Habmopasa npu goza 20 mg. B
MOBEUETO CJIyHaHn MPOTEHHYPUATA HAMAIABA WIK H34€3Ba CMIOHTAHHO MPH NPOABL/DKHTE/IHA TeparHs.
[iperneasbT HA JAHHUTE OT KIMHHYHHWTE H3NHTBAHMA H NOCTMAPKETHHIOBHA OMUT NOCEra HE
YCTAHOBSBA [PUHUHHHO-CNEACTBEHA BPb3KA MEKIY MPOTEHHYPHATA H OCTPO HIH [POrpecUpaLLo
O1L6peuHo 3abongapane.

an MaLUHuCHTH, JICKYBAHH C pO3Y¥BACTATHH, CE€ Ha0OmoaaBa XEMAaTypH4, HO JaHHHUTEC OT KJIHHHUYHHUTC
HU3MHUTBAHHA NOKa3BaT, 4HE€ HECTOTATa U e HHCKA.

Eghexmu avpxy cxkenremnama mycxyramypa. Edexty pbpXy ckenetHaTa MyCcKyJlaTypa, Hanp. MHanrus,
MHONATHA (BIJIKOUUTENHO MHO3UT) H paaKo, pabaoMuonun3a cue # 6e3 octpa OnbpeuHa
HEAOCTAaTHHYHOCT e ChOOLIABAT MPH NAUNEHTH, JIEKYBAHH C pO3yBACTATHH, ¢ BCHUKHK A03U U NO-
CMeuyanHo ¢ A03u >20 mg.

Jlo3o-cebp3aHo noeuulasaHe Ha HUBaTa Ha CK ce Habnmiogasa ApY NauMeHTH, NMpHEMaLULH
pO3yBacTaTHH; MO-rojgMara 4acT OT CJY4auTe €a JIeKH, ACUHMIITOMATHYHH U NPEXOIHW. AKO HUBATa

Ha CK ca nosuwuenu (> 5 x ULN), neueHuero tpabsa na ce npeyctaHoBH (BX. Touka 4.4).

Eghexmu evpxy uepnus opo6: Kakro npu apyru unxudbutopn va HMG-CoA penykrasara, no3o-
CBBP3aHO NOBULIABAHE HA HWBATA HA TpaHCaMHUHa3uTe ce HabnoaaBa nNpu MatbK Opoii MAUMEHTH,
npyeMailli po3yBacTaTHH; MO-roAAMaTa YacT OT CJIYUAHTE €a JIEKH, aCUMNTOMATHYHH H MPEXO0IHH,

CneaHuTe HeXeTaHH ChOUTHA Ca AOKNAABAHU NIPH HAKOH CTATHHH:

- Cekcyanna auchyHKUuUS

- M3onupaHu ciydyan Ha MHTEpCTULIMANHA OenoapobHa Gonect, 0cobeHo Npu NpoaAb/DKUTENHA
Tepanus (Bx. Touka 4.4)

UecrotaTta Ha aoknaasaHe Ha pabaomuonnia, cepruo3Hd 6nO0peuHH CHOUMTHA M CEPHO3HH YepHOAPOOHH
CbOMTHA (CLCTOSLLH CE NPEAUMHO OT MOBHILIEHH YepHOAPOOHH TPAHCAMHHA3H) € NO-BHCOKA

ao3ara ot 40 mg.

CToWHOCTH Ha NabopaTopHHUTE HICAEABAHHKS

B KOHTpOAHMpaHu KNUHWUYHH U3MUTBAHMA HA MOHOTEpPanHATA C e3eTUMHD yecroTara
3HAYUMHTE NOBHILIEHHA HA cepyMHUTE TparcamnHazy (AJIAT w/unn ACAT >3 x U




Noc/ieA0BaTENHO) € cxoaHa Mexay e3eTumub (0,5%) n nnauebdo (0,3%). T1pu v3nuTeaHua Ha
eAHOBPEMEHHOTO NPHNOKEHHE, YecToTaTa € 1,3% 3a NauMEeHTUTE, NEKYBAHH C €3€TUMHO, NpUnaraH
€AHOBPEMEHHO CbC cTaTHH, H (,4% 3a nauMeHTHTE, JJEKYBAHH CaMO CbC CTaTHH. €31 NOBHLLIEHHUS
OOMKHOBEHO ¢a aCMMNTOMATHYHH, HE Ca CBBP3aHH € X0NeCTa3a H CE BPBLLAT B H3XOAHOTO HHBO CJie[
MPEYCTAHOBABAHE HA JICYEHHETO MU MPH MPOAbIAKABAHE HA JIEUEHHETO (BXK. TOUKa 4.4.).

B KAMHHYHH u3nuTBaHug ¢ e3eTuMHKO ce crobuiasa 3a CPK > 10 x ULN npu 4 ot 1 674 (0,2%)
NauUEHTH, JIeKyBaHu caMo ¢ e3eTHMHUO cpeuty | ot 786 (0,1%) naunenTu Ha nnauebo, v npu 1 o1 917
(0,1%) naureHTH, € JTHOBPEMEHHO NEKYBaHK ¢ €3eTHMuO W cTaThH cpelny 4 or 929 (0,4%) naumenTy,
NeKyBaHH caMo ¢be cTaTHH. He ce Habnmionaga noBMiieHa 4eCTOTa HA MHONATHA WK pabaoMHONHK3a,
CBBP3aHH C €3eTHMUOD, B CPABHEHHE CbC CHOTBETHOTO KOHTPOJMHO pamo (mnauebo uiaH CaMOCTORTENHO
NPUIOKEHHE HA CTATHH) (BXK. TOYKa 4.4).

[legyaTpryHa nonynauus

[loBuinenns Ha kpeaTiHkuHazaTa > | X ULN ¥ MyCKyJIHM CUMIITOMH Npy pO3YBACTATHH, ClEA
YIPAXKHEHHS WK NMOBHLWIEHE DHU3KNYECKa aKTHBHOCT ¢e HabmoaasaT no-4ecTo B 52-ceAMUYHO
KIMHUYHO H3MHUTBAaHE NIPH ACLA Y IOHOLUM B CPaBHEHHKE ¢ Bb3pacTHH (BXK. TOYKa 4.4). B octananuTe
OTHOLUEHHA, NPOHUNBLT Ha 6€30NacCHOCT Ha pO3yBacTaTHH € MOAOOEH MPH ACUATA H KOHOLLIUTE, B
CPAaBHECHHUE C BL3PACTHUTE.

B npoyuBaHe ¢ e€3eTUMUD, BKNIOUBALIO NeAUATPHUHHU nauueHTH (6 1o 10-roaviuHa Bb3pacT) ¢
XeTepo3urotHa ¢gamMuasa und HedaMunHa xunepxonaecreponemus (n=138), ce nabmonaanar
nosuweHus Ha AJIAT w/unu ACAT (= 3 x ULN, nocnenosarenno) npu 1,1% (1 naunent) ot
nauydeHTHTe Ha e3eTUMHUO B cpaBHeHHe ¢ 0% B rpynara Ha nnauebo. Hama noputuenna Ha CPK
(= 10 x ULN). He ca cbo0uiaBaHu cjiyyan Ha MMOMNATHUA.

Crobuiasate Ha NOAO3HPAHK HEXKENAHW PEaKLUH

C1o0lLaRaHeTo Ha MOJA03HPAHH HEXENAHU peakLMH CNel pa3peluiaBaHe 3a ynorpeda Ha JICKapCTBEHHA
NpoAYKT € BaykHO. Topa No3BosifBa Ja MpPoAb/LKH HabIOAEHUETO HAa CLOTHOWEHHETO NOJ13a/PUCK 34
nexkapcTBerus npoaykr. OT MEAWUHHCKHTE CNIEUHANIHCTH CE€ M3UCKBA Aa cboOlliaBaTt BCAKa
NoAO3MpPAHA HEXENaHa peakUms upes:

HM3anbaHUTENHA areHuus no JIeKapcTaara

yi. ,,JdamaH ['pyeB” Ne 8

1303 Codusa

Ten.: +359 2 8903417
yebcantT: www . bda.bg

4.9 Ilpenoznpane
B cnyuaii Ha npeao3upaHe TpaOBa Aa ce NpUAaraT CHMITOMAaTHYHU W NOAABPXKALLH MEPKH.
Po3yBacTaTuH

Tpabea na ce npocneasasar yepHogpoOSHara Pyukuya ¥ Hueata Ha CK. XeMmoauanu3ara € Manko
BEpOATHO Aa Obae ot nonsa.

E3etumMubd
B «k1HUYHHK NpOYUBaAHHUA NPUAOKEHHETO Ha e3eTUMHUO 50 mg/aeH npu 15 3apaBu MHAMBUIM B
npoabrKeHue Ha 10 14 auu unu 40 mg/aed npy 18 nauuMedTH ¢ NbpRHYHA XHIIEPXONECTEPOIEMUSA B
npoab/KEHHe Ha A0 56 AHH, KaTO UAno, € 100pe nodeceHo. I1pu )XKMBOTHH He € HaDAODaBaHa
TOKCHYHOCT CNe €AMHUYHH nepopanHu 103y ot 5 000 mg/kg e3eTuMHO npu NavXoBE U MHLLIKH
3 000 mg/kg npu Kydera.

peakuHH. CboOLIEHNTE HEXKENaHH MPOABH HE Ca CEPHO3HM.




5. ®OAPMAKOJOTHYHH CBOUCTBA

5.1 PapmakoaHHAMHYHH CBOHCTBA

MdapmakoTepaneBTHYHA rpyna: JinnngoMoanduuMpally cpeacTsa; KOMOUHAUMM OT palIMUHH
nmunuaomoaudpuumpawm cpeacrea, ATC koa: C10BAO06.

Po3yBacTaTuH

Mexanuzvm na oesicmsue

P0o3yBacTaTHH € Ce/IeKTHBEH ¥ KOHKYpeHTeH HHXxubutop Ha HMG-CoA peaykrasara, ckopocT-
OrpaHH4YaBalUMAT €H3UM, KOHTO NPEBPLILA 3-XUIPOKCH-3-METHArTYTApH/I KOSH3UM A B MEBAJTOHAT,
npekypcop Ha xonecteposa. OCHOBHOTO MACTO Ha AEHCTBHE Ha PO3YBACTaTHH € YEPHHUAT Apo0,
LIE/IEBUAT OPraH 3a NOHUXKABAHE HA XONECTEepona.

Po3yBactaruH yBenuyaea Opos Ha uepHoapoOHuTe LDL peuentopu Bbpxy KNeTbYHATA NOBLPXHOCT,
KaTo 3acK/iBa NoemMaHeTo u katabonuama Ha LDL » uHxubupa yepHoapobnara cunresa va VLDL,
Kato No TO34 HauvH Hamangsa oduua 6por nHa VLDL »n LDL wacTuum.

DPapMakoouHaMuHu egpexmu

Po3yBactaTuH Hamanasa nodwenus LDL-xonectepon, obwua XonecTepost 1 TPUriMLUEPHANUTE H
nosrwasa HDL-xonecrepona. Tol cuuio Taka nounxkasa ApoB, nonHDL-xonecrepona, VLDL-C,
VLDL-TG u yeennuasa ApoA-I (Bx. Tabnuua 3). PosysactaThH CbLIO Taka NOHWKABA
cvoTHowueHuaTa LDL-C/HDL-C, 06w C/HDL-C u nonHDL-C/HDL-C u ApoB/ApoA-l.

Tabauna 3: OTroBop Ha 103aTa NPH NANHEHTH ¢ NHPBHYHA XHOEepXoaecTeposieMun (THn 1la i
IIb) (xopHrrpaHa cpeARAa NPONEHTHA NPOMAHA COPAMO H3IXO0RHATA CTOHHOCT)

{Mosa [N |LDL-C | Total-C [ HDL-C [TG [ nonHDL-C [ ApoB
| Tlhaue6o | 13 [ -7 -5 3 3 |7 ~[-3
s 117 145 33 13 35 | -44 -38

10 17 [-52  [-36 [ 14 10| -48 -42
20 17 [-55  [-40 E 23 |51 | -46
a0 18 j-63 146 10 )28 160 o4

N = 6po#t nauneHTy; L.DL-C = xXonecTrepon B TUNONPOTEHHHUTE ¢ HUCKA NAbTHOCT; Total-C = obiyy
xonectepon; HDL-C = xonectepon B IMMONPOTEHHUTE ¢ BUCOKA MABLTHOCT; TG = Tpuranuepmuau;
nonHDL-C = nonHDL-xonecrepon; ApoB = anonunonporenH B; ApoA-I = anonunonporeud A-]

TepaneaTuueH edekt ce MOMyuara B paMKHUTE HA | ceaMHULA Cllea 3aNOUYBaHE HA JeueHHUETO, a 90% ot
MaKCHMATHHA OTTOBOP C€ NMOCTUraT cies 2 ceAMHLUKA. MakCHMaTHUAT OTTOBOp OOHKHOBEHO ce
nocTura ¢nied 4-ta CeAMHULIA ¢ Ce 3aabPaKa CIECA TOBA.

Kaunuyna egpuxacrnocm u beszonackocm

Po3yBacTaruH € e)eKTUBEH [IPHU BH3PACTHH C XUIIEPXOAECTEPOTIEMHA, CbC WK De3
XHUIIEPTPUTITHLUEPHAEMUS, HE3ABUCHMO OT pacara, 1oJ1a WiH Bb3pacTra, KAKTO H NPH CNELHaTHK
MOMyJaltMH KaTo A4adeTHUX HAH NALIMEHTH ¢ PaMHTHA XHUIEPXOJIECTEPONEMHA.

Ot 0600wenu ¢aza Il gaHHH e noka3zaHo, 4e po3yBacTaTHH € eeKTUBEH NPH TPETHPAHETO HA NO-

roJiaMaTa 4acT OT NMALMEHTHUTE ¢ Xurnepxonecreponemus Tun lla u [1b (cpeana nzxoaps ‘?‘?. DeT-Ha
LDL-C oxono 4,8 mmol/l) ro uenesure CTOHHOCTH, NOCOUEHH B HAacOKHTe Ha Eppoqgh PRebry Wc
ApPYXecTBO no arepockiaeposa (European Atherosclerosis Society (EAS); 1998 / $0s1Q 81 {,1 _
nauueHTute, Tpetupanu ¢ 10 mg, nocTurar uenesure cTOHHOCTH HA EAS 3a HYfBe RPRIE A 5

(<3 mmol/l).




B rosisiMmo npoyuBaHe ¢ An3aiH Ha GOPCHPaHO THTpHpaHe 435 naureHTH C XeTepo3uroTHa damuiHa
XHNepXonecTeponeMHs Nosyyasar posysactaTtuH ot 20 mg no 80 mg. Becryku no3u nokasear
OnaronpuATeH eekT BbPXY JUNUAHWTE NapaMeTpH U NeHeHHETO R0 LeAEBHUTE cToitHocTH. Chen
TUTpHpaHe 10 AHeBHa no3a oT 40 mg (12-ceamuuno neuenue), LDL-C ce nonmxasa ¢ 53%. Tpuaecer
H TpH npoueHTa (33%) ot nauMenTure nocturar Hacokute Ha EAS 3a HupaTta na LDL-C (<3 mmol/l).

B 0TBOpEHO W3NWTBaHe C POPCUPAHO THUTPHUPAHE CE OLEHABA OTFOBOPHT Ha po3yBacTaThH 20-40 mg
npH 42 natHEHTH ¢ XOMO3UroTHa pamMunHa xunepxonecteponemus. CpeaHoro HamaneHue Ha LDL-C

B oOwara nonynauus e 22%.

EseTumut

Mexanuzyvm na oeticmeue

E3eTumMnd npuHapnek KbM HOB KJIAC THAHWAONOHWKABALIH CheTHHEHHSA, KOUTO CENEKTHBHO
HHXHOHpAT YpeBHaTa abCOpOLMA Ha XONECTEPON H CBLP3AHHTE C HETO PACTHTENHH CTEPOIIH,
E3eTUMHD € nepopanHo akTHBEH M MMa MEXaHW3BM Ha JeficCTBUE, KOWTO Ce pa3nHuaBa OT APYrHTe
KNacoBE CbEAHHEHHS, MOHMKABALUK XOJIeCTEpPOia (Hanp. CTATHHH, CEKBECTPAHTH HAa TbYHHUTE
KHCEHHH [CMOH], npou3BOHH Ha duOpPHHOBATA KMCENTMHA W PACTHTENHH CTaHou). MosekyiHarta
MHLLIEHA Ha €3¢THUMHO e cTeponoBuaT Tpadcnoprep Niemann-Pick Cl-Like 1 (NPCI1L1), koiito e
OTFOBOPEH 38 YPEBHOTO NMOEMAHE HA XOAECTEPOIa U PHTOCTEPOSIHTE.

EzeTumMub ce nokanu3upa B NOKpHUTaYaTa ¢ BIaCHHKH I'PaHHLA H& THHKHUTE YepBa H HHXHOHpa
abcopbuusATa Ha XONecTepona, KOETO BOAW A0 HaAMallsBaHe Ha JOCTABAHETO HA YPEBEH XOJNECTEPON A0
YepHHA OpOo0; CTATUHMTE HAMANABAT CHHTE3a HA XOJIECTEPON B YEPHUA ApO0 H 3a€AHO, TE3H OTAEIHU
MEXAHH3IMH OCHUIypABaT AOMNBIHHTEAHO HAMaAIABaHE HAa xonecTepona. B AByceaAMHUHO KIMHHYHO
Mpoy4BaHe MnpH 18 NauMEHTH ¢ XUnepxonecTeponeMus e3eTUMHO HHxHObupa abcopOuuaTa Ha upeBHUA
xosnecrepoi ¢ 54% B cpasHeHHe ¢ mnauebo.

DapmaKoOuHaMuLHu epexmu

[lposeaeHa e cepua NpeAKIMHUYHH U3CEABAHHA 3a ONpee/IsHE HA CeJIEKTHBHOCTTA Ha €3eTHMMUO 3a
HHXHOUpaHe Ha abcopOumara Ha xonectepon. Ezetumub wuxuGupa abcopbuusara Ha [14C]-
xonecreposa 6e3 Aa nosanasa Bbpxy abcopOunaATa HA TPUITHLEPHONTE, MACTHUTE KHCETHHH,
HITBYHHTE KHCEJIMHH, MPOTrecTepoHa, ETHHWIECTPaAHONA HIIH MACTHOPA3TROPUMHTE BUTAMHHH A M D.

EnnaeMHoNorHuHMTe NpoyyBaHns yCTaHOBABAT, Y€ CbPACYHO-CHAOBATA 3a00N€BAEMOCT ¥ CMBPTHOCT
BApHpaT MpaBo NMPOrNOPLUMOHAIHO HA HUBOTO Ha obwus xonectepon u LDL-C v obpatHo
NponNopUHOHaNHO Ha HHBOTO Ha HDL-C.

[IpunoxeHneTo Ha e3eTHMHO Che CTATHH € eeKTHBHO 33 HAMAJIABAHE HA PHUCKA OT ChPAEUHO-CBAOBH
CbOMTHS NpU NaLMEHTH ¢ KopoHapHa 6ONeCT Ha CHPLUETO M AHAMHE3A 33 OCTbP KOPOHAPEH CUHAPOM

(ACS).

Kaunuuna epuxacnocm u bezonacnocm

B KOHTPONHPAHU KIHHHYHK MPOYYBaHHs, €3€TUMHUO KaTO MOHOTEPANMA UAHW €AHOBPEMEHHO NPHIIATaH
CbC CTATHH, 3HAYHTENHO Hamanaea odwus xonectepoa, LDL-C, anonunonporens B (Apo B) u
tpuraruepuaute (TG) v nosuwara HDL-C npu nauueHTUTE C XHNIEpXonecTeposieMus.

[Tepsunna xunepxonrecmeponemus
B asoiinocasno, nauebo-KOHTpoaupaHo 8-ceaMHUYHO npoyuBaHe 769 nauHeHTH ¢
XHNEPXONECTEPONEMHS, BEUE NOTYHABALIH MOHOTEPAINHA CbC CTATHH K HEAOCTHTHANH Aed
B HaumnonanHarta nporpama 3a obyuenue Bbpxy xonecrepona (National Cholesterol Edyeagigh
Program, NCEP) uenesa croitHoct 3a LDL-C (2,6 20 4,1 mmol/I [100 10 160 mg/dI]/8 $ipux
OT H3XO/IHHTE XapaKTEPHUCTHKH, Ca paHAOMH3KWpaHH aa nosy4asar e3eruMud 10 mg Mg '
AOMBJIIHEHHE KbM TEKYLLATA KM TEpPanus CbC CTATHH. E
g2

Cpea nauneHTuTe, NEKYBAHH ChC CTATHH, KOMTO He ¢a JOCTHIHAJIHW LeNeBaTa CTOMHOK @




H3XOAHOTO HHBO (~ 82%), 3HAYHUTEHO NOBEUE NAUMEHTH, PpaHIOMH3IHMPaHH Ha €3¢TUMHUO, nocTHraT
Lenesarta ctoifHocT Ha LDL-C B kpalHaTa TO4uKa Ha NpOy4BaHETO B CPABHEHHE C TALHEHTUTE,
paHAOMH3HpaHH Ha nnauebo, cvoTBeTHO 72% KU 19%. CbhoTBeTHHTE NnoHmxerns Ha LDL-C ca
3HAYUTENHO pa3nu4HU (25% u 4% cboTBeTHO 32 e3eTuMHb cnpamo nnauebo). B gonbnHeHue,
e3eTumMHUD, noDaBeH KbM TEKYLIATA TEPAHUS ChC CTATHUH, 3HAYHTENTHO MOHHMKABa OOLLHUA X0necTepoll,
Apo B, TG u nosuwiasa HDL-C B cpaBHenue ¢ nnauebo. Ezetumud unu nnauebo, nobagenu xbm
TepanuaTa CbC CTATHH, MOHHKABAT MEIHAHHATA CTOMHOCT Ha C-peakTuBHuUs DenTsk ¢hoTBeTHO ¢ 10%

nau 0% cnpsaMo W3XOAHOTO HHUBO.

B nge, nBoHHOCAENH, PAHIOMHU3IHPAHH NNAUEOO-KOHTPONMUPAHH | 2-CeAMHUYHHU NpOyuBaHHA npu | 779
naLyeHTH ¢ MbPBHUHA XHNEepXoaecTeponemus ezeTumMud 10 mg 3HauHTENHO NOHWKaBa 0O
xonectepon (13%), LDL-C (19%), Apo B (14%) u TG (8%) u nosuwasa HDL-C (3%) B cpaBHeHHe ¢
nnauebo. B nonbaHeHnue, ezeruMubd He NOBJTUABA NMIa3MEHHTE KOHLUEHTPALIMH Ha
MacTHOpa3TBOpUMHTE BHTaMHHH A, D u E, HaMa edekT BbpXy NpoTpOMOHHOBOTO BpEME H NOJOOHO
Ha ApYTH MMITHOONOHMWXKABALM CPECTRA, HE HApyLiaBa o0pa3yBaHETO Ha aiPEHOKOPTHKAITHUTE
CTePOUIHH XOPMOHH.

Po3zypactaTuH/EzeTumud

Kaunuuna egpuxacnocm u bezonacrocm

[TporeneHo € 6-ceAMHUHO, PaHAOMM3IUPAHO, ABOHHOCIANO, NApaeNHO PYNOBO KIHHHYHO
H3MUTBAHE, KOETO OLEHABRA De30nacHOCTTa U epHKAcHOCTTa Ha 10 mg ezerumud, noOaBeHH KbM
MIOCTOAHHA TEeparua ¢ pO3yBaCTaTHH CIPAMO Teparnua ¢ NOBMILABAHE HA 103aTa Ha pO3YBACTATHH OT 5
10 10 mg unu ot 10 po 20 mg (n=440). ObobweHnTe JaHHU NOKA3BAT, Ye €3eTHMHO, n0baBEH KbM
NOCTOHHA Tepanus ¢ po3ysacTaTHH 5 mg wnK 10 mg, nonnkaea LDI.-xonecrepona ¢ 21%. 3a
pasnHKa OT TOBa, yABOSABAHETO HA f03ata Ha po3yBactaThH a0 10 mg winu 20 mg nonmkasa LDL-
xonecrepona ¢ 5,7% (mexayrpynosa pasnuvka 15,2%, p <0,001). Ezerumu6 nntoc posysactatiud 5 mg
noHuxkasa LDL-xonecrepona noseue, oTkonkoTto posysactaTiH 10 mg (12,3% pasznuka, p <0,001), a
e3eTUMHO futioc posyesactatvH 10 mg Hamansea LDL-xonecrepona noBeye, OTKONKOTO pO3yBacTaTHH
20 mg (paznuxa 17,5%, p <0,001).

[IporeaeHo e 6-ceAMHYHO, PAHAOMU3IMPAHO NPOYYBAHE 3a U3CJieABaHe Ha e(pUKACHOCTTa U
Oe3zonacHoCcTTa Ha po3yBacratuH 40 mg camocToaTeNHO WK B KOMOHHaLIMA ¢ eseTHMHO 10 mg npu
NalKEHTH C BUCOK PHCK OT KopoHapHa donect Ha cbpueTo (n=469). 3HaUUTENTHO NOBEYE NALUEHTH,
NOJy4aBally po3yBacTaTHH/€3eTHMHD, OTKONKOTO CAMO pO3YyBacTaTUH, AOCTUraT AeprHMpaHAaTa B
NCEP, naunen Il 3a nedyenusero Ha Bu3pacTHU (Adult Treatment Panel I, ATP III) uenesa croiiHocT
3a LDL-xonecrepona (<2,6 mmol/l [100 mg/dl], 94,0% cnpamo 79,1%, p <0,001) u onTuMmanHara
uenesa croitHocT 3a LDL-xonectepona (<1,8 mmol/l [70 mg/dl]) (79,6% cnpamo 35,0%, p<0,001).
KoMOuHauusaTa pozyBactaTHH/€3¢TUMUO noHwkasa LDL-xonectepona 3HauMTENHO NOBEYE OT
po3yBactaThh (-69,8% cnpamo -37,1%, p <0,001). Jpyrure KOMIIOHEHTH Ha

AUINKHAHUSA/ THNONPOTEHHOBHA Npodun ca cbuio 3HauuTenHo (p <0,001) nogobpenn npu
pO3yBacTaTHH/e3eTUMHUO.

[leouampuuna nonynayus
Esponefickara areHUMs Mo NekapcTeata ocBo00XKAaBa OT 3aAb/HKEHHETO 3a NpeaocTaBaHe Ha

pesyaratute ot npoyusanuaTa ¢ Ko-Po3eepa BbB BCHUKK NOArpynM Ha NEAUATPUHHATA NONYAaLUS
NPH JICYESHHUETO HA NOBHUILEH XOJIECTEPON (BK. Touka 4.2 3a HHPopMALIUA OTHOCHO ynoTpedara npH
NneauaTpHyHATa NOMyNauHa).

5.2 d®apmMakoKkHHETHYHH CBO#HCTBA

PosyBacTtaTux

Adcopbyus




nepopaiHo npuamkeHue. AOconoTHaTa OHOHANUYHOCT € Apuban3uTenHo 20%.

Paznpedeaenue
Po3yBacTaTHH C€ NOEMa EKCTEH3UBHO OT YEepHHUA Ap0D, KOWTO € OCHOBHOTO MACTO HA CHHTE3a Ha

xonectepon U KinHpbHca Ha LDL-C. ObemuT Ha pa3npesencHue Ha po3yBacTaTHH € NPUONU3UTENTHO
134 |. ITpubausurenHo 90% o1 po3yBacTaTHH CE CRBLP3BA ¢ MJIA3MEHHTE NPOTEHHH, [JIABHO C
anbyMHHa.

buomparnchopmayus

MeTabonu3aMLT Ha po3yBacTaTUH € orpaHuyeH (okono 10%). In vitro npoyusanuns Ha Metaboausma ¢
M3M0J13BaHE HA YOBELUIKH XEMATOUMTY NOKA3BAaT, 4¢ po3yBacTtaTHH € cnab cyOcTpaT 3a meTabomisma,
Oazupan Ha uutoxpom P450. CYP2C9 e OCHOBHHAT M30€H3UM, KOHTO yuyacTBa B MeTabonu3Ma Ha
po3yBacTaTuH, a 2C19, 3A4 u 2D6 yuactsat B no-manka creneH. OCHOBHUTE HAEHTH(HLUMPAHH
MeTabonnTH ca MmetaGonuTUTEe N-ge3MeTun v 1akToH. MertaboanTbT N-ae3merun € ¢ npuOIHIUTENHO
50% no-manko akTUBEH OT PO3yBacTaTHH, 10KATO TAKTOHOBATA (pOpMa CE CHHTA 32 KIIHHHYHO
HeakTHUBHA. Po3yBacTaTHH onpeaens noseyve ot 90% ot akrusHocTTa Ha unpkyaupawmas HMG-CoA
UHXMOUTOp Ha peaykrasara.

Eauvunuparne
l{pubauzurenno 90% oT po3yRacTaTHH ce ENHMHHHUPAT KaTO HENPOMEHEHO NEKApPCTBO ¢ deleca

(cbeToawo ce ot abcopbupano U HeabcopOHpaHO aKTHBHO BELUECTBO), @ OCTAHANATA 4acCT Ce
eKkckperupa ¢ ypuHarta. Okono 5% ce exckpeTupar HenpoMeHeHH B ypHHaTa. [lnasmennar
ENMHMHHALMOHEH MTOMYXHUBOT € 0koNo 19 yaca. ENTMMUMHALHOHHHAT NONYXHBOT HE CE yBelH4aBa npu
NO-BHCOKH A03H. ['eoMeTpHUHaTa CpeaHa CTOHHOCT Ha N1a3MeHHA KIUpbHC e npubanszurendo 50
nuTpa/yac (koeduureHT Ha BapuabunHoct 21,7%). Kakro npu apyru unxuburopn Ha HMG-CoA
pelayKTa3aTa, 4epHOAPOOHOTO MoeMaHe Ha pO3yBacTATHH BKIKOYBA MeMOpaHHus nperocuten OATP-
C. To3H npeHOCHTEN € BAXKEH 3a YEPHOAPOOHOTO ENMMUHUPAHE HA PO3YBAaCTATHH.

Junetnocm/nenuneiinocm
CucTeMHaTa eKCMO3HLMA HA PO3YBACTATHH C€ YBE/IHUYaBa NMPONOPLMOHAIHO Ha Ao3aTa. Hama
NMpOMEHH BbB HapMaKOKHHETHYHUTE NMapaMeTpH CJie] MHOMOKPaTHH AHEBHH AO3M.

CnenHajHy nonyJanHn:

Bw3pacm u nox

Jluncea KNMHUYHO 3HAYUM €(EKT Ha BB3PacTTa HWilH Nona BupXy papMakOKMHETHKATA Ha
pO3yBacTaTHH NpH BB3pacTHU. DapMaKOKHHETHKATA Ha pO3YBAacTaTHH NMPH JeLa H FOHOWIH ¢
XETEPO3UroTHa (PaMUITHA XHIIEPXONECTEPOTIEMHS € CXOAHA WJIK NMO-HUCKA OT Ta3H NPH Bb3PaCTHH

nobposonuu (BX. ,.[lennarpuusa nomynauus® no-agony).

Paca

(DapMaKOKHHETHYHHTE NMPOYyUYBAHUA NOKA3BAT, Y€ MPHU JIMLA OT a3MaTCcKaTa paca (ANOHLUH, KHTANLH,
(GHIMANHLY, BUETHAMUHM H KOperLn), ce HabnroaaBa 2-KpaTHO NOBHIUIABAHE HA CPeAHUTE CTOMHOCTH
Ha AUC u Cnax B CpaBHEHME € NMLIA OT KABKA3KaTa paca; NULIATA OT a3HaTCKO-HHAHMCKH NPOU3X0a
nokaseaTt npubnusuTenHo 1,3-kpaTHo yBennueHHe Ha cpearuTe cTOHHOCTH HA AUC u Chax.
[lonynaunoHeH papMaKOKHHETHYEH aHAMIH3 He Pa3sKpUBa INIMHHYHO 3HAMUMH Pa3/IHKH BbHB
(hapMaKOKMHETHKATA MEXKIY MPYTIMTE OT KABKA3KATA W YepHaTa paca.

bvbpeuno yspesxcoane
B npoyuBaHe npH nHua ¢ pa3liHyHa CTENEH Ha 0B0peuHOo yBpexaaHe, NeKoTo A0 yMePEeHo Qi
3a0onaBaHe He NOBJIHABRA M1A3MEHHTE KOHUEHTPALIMK HA PO3YBACTATHH MJIM HA HETOBHS
MeTaboUT. JIHLaTa ¢ TexXKO YBpEKIaHe (KpeaTHHHHOB KAUPBHC < 30 ml/min), obaus
YBENHYEHHE HA T1IA3MEHATA KOHLEHTPALMA H 9-KPaTHO YBETHUYEHHE HA KOHLIEHT]:
e3METH MeTabouTa, B CpaBHEHHE Cbe 3apaBy 1o0posonuy. [thazmeHnTe KoHuUe
pO3yBacTaTHH B PABHOBECHOTO CHCTOAHHME NPH NALMEHTH HA XEMOAHAIN3A ¢a NPHE
NO-BUCOKH, B CPABHEHHE CbC 3APaBH JOOPOBOJILH.




Yeprnoopobro yepesicoarne

B npoyusade npH JHLA C pa3ikdHa CTENEH Ha YepHOAPOOHO YBpexaaHe HAMa JaHHH 3a NOBULLIEHA
eKCMO3KLIMA Ha PO3YBAaCTATHH MPH NAUHEHTHTE C pe3yNTar 7 WM NO-HUCBK Nno ckanaTa Ha Child-
Pugh. Jisama nauuenTa ¢ pesynratu 8 u 9 no ckanara Ha Child-Pugh, obaue, noka3ssar Hai-manko 2-
KPaTHO NOBHILABaHE HA CUCTEMHATA €KCMO3HLUA B CPaBHEHHE C MALMEHTHTE C IO-HUCKH PE3YNTATH
no ckanata Ha Child-Pugh. Jluncea onut npu nuua ¢ pesyararu Haa 9 no ckanata Ha Child-Pugh.

TIenemuven norumoppuzvm
Hucnosuuuara Ha HMG-COA peaykrazHuTe HHXHOMTOPU, BKIIOUHWTEIHO PO3YBaCTaTUH, BKITIOUBA
tpaHcnoptepuuTe nporenHd OATPIB1 u BCRP, koaupanu ot SLCOI1BI1 res (OATPIB1) u ABCG2

red (BCRP). Hakoun BapnanTu Ha Te3u renu, kato SLCO1B1 ¢.521CC u ABCG2 ¢.421AA, ca
CBBP3aHH ¢ NpUOIHIUTENHO 1,6 mbTH No-BUcOKa ekcno3uuus (AUC) Ha posyBacTaTHH WK 2,4 MbTH
MO-BHCOKA €KCMO3HLIKSA, CHOTBETHO, B cpaBHeHHME ¢ reHoTunosere SLCO1IB1 ¢.521TT win ABCG2
¢.421CC. [1pn nauneHTH, 33 KOUTO € H3BECTHO, Y€ UMaT TakHBa reHotunose (SLCOIBI ¢. 521CC
win ABCG2 ¢.421AA), ce npenopbuBa Mo-HHUCKa AHEBHA 1034 PO3YBaCTATHH.

Heouampuuna nonynayus
JlBe papMakOKHHETHYHH NMPOYUYBAHUA C po3yBacTaTHH (NPUNOKEH Mo popmara Ha TabreTKH) npu

neJHaTPUYHHU NMALIMEHTH ¢ XETEPO3UIOTHA PaMHIHA XUMIEPXONEeCTEPONEMuUA Ha Bb3pacT ot 10 aol7
roAuHH HIH oT 6 Jo 17 roaunu (06110 214 nalMeHTH) NOKa3BaT, Y& €KCNO3ULMATA NPU NEAUATPHUYHH
NaLKMEHTH M3TEXKAA CPaBHUMA HWIH NO-HUCKA OT Ta3M NPH BbL3PaCTHH NMauKHeHTH. Excnosnumgra Ha
PO3YBACTATHH € OTYETEHa KaTO NPEABHAHMA MO OTHOLLIEHWE HAa 03aTa H BPEMETO 32 2-roAHLIHKA
nepyoA.

EseTumMub

Abcopbyus

Cnen nepopanHo npwickeHue e3eTUMHO ce abcopbupa 6BP30 U EKCTEH3MBHO C€ KOHIOrHpa ¢
$hapMaKONOTHUHO aKTUBEH PECHONCH MNIIOKYPOHUA (€3¢THMHO-TIHIOKYPOHH). CpeaAHHUTE MAKCHUMaITHH
a3MeHH KoHUeHTpaluH (Crax) Ce MPOABABAT B paMkHTe Ha | 10 2 Yaca 3a €3eTUMHO-ITIOKYPOHHA H
4 no 12 uaca 3a ezeTUMHO. ABcomoTHaTa OMOHANTHYHOCT Ha €3eTHMHD He MoXe Ja Obae onpeaeneHa,
Thit KATO ChEAMHEHHETO € NPAKTUYECKH HEPa3TBOPHMO B NMOAXOAALLA 3a HHXKEKTHPaHe BOAHA cpeaa.

EnHoBpeMeHHHAT NprHeM Ha XpaHa (XpaHH ¢ BUCOKO ChAbPXKAHUE HA MA3HKHH MK 6€3 Ma3HWHH) He
NOB/AKMABA NepopanHaTa OMOHAIMYHOCT Ha €3¢TUMHUO, KOraTo ce npunara karo tabnetks ot 10 mg
e3eTiMHO. EzeTuMHb MoXke na ce npunara cxe wiu 6e3 xpaHa.

Paznpedenenue
EzeTHMHO M e3eTHMHO-TTIOKYPOHHUA € CBBLP3BAT CHOTBETHO A0 99,7% u 88 10 92% ¢ nnasmMeHuTe

IMPOTCHHH TTPH XOp4a.

buomparncgopmayus

Esetnmub ce MeTabonusupa OCHOBHO B TBHKUTE Ye€pBa U YepHUA Apo0 upes KOHIOraius ¢
raokypoHul (Paza [I peakuus) ¢ nocneasaila XKib4Ha eKCKpeLus. MUHUMaNeH OKHCAUTENEH
mMeTabonrsnM (dasa | peakuna) ce Habmonapa npU BCHYKH OUECHABAHH XHBOTHHCKH BHIOBE.
EzeTumub U e3¢TUMHUO-TIIOKYPOHHK Ca OCHOBHUTE JIEKAPCTBEHH NPOH3BOAHHU, OTKPHTH B Aa3MAaTa,
CbhCTaBNABALLH ChOTBETHO NpubmusuTenHo 10 a0 20% u 80 no 90% ot obioTo NekapeTBO B
nnasmarta. E3eTHMHO U €3eTHMHO-TIOKYPOHHI C€ €TMMUHKpaT OABHO OT Mna3mara ¢ JaHHU 3a
3HAUYUTENNHO EHTepoXenaTalHo peuuKinpane. [Iony>KMBOTBT Ha €3€THMHO U €3€ THMHUO-TIIIOKY P €
npubau3uTeENHO 22 yaca. o© NEKAPe 734)

Enumunupane I
Cnen nepopanHo npuaoxenue Ha ‘C-esetumu6 (20 mg) npu xopa, oOLIMAT e3eT I w5
npubnuzurentHo 93% ot obluara paguoakTHBHOCT B niasMmara. [pubausurento 7§
NPHIOKEHATa PAAYOAKTHBHOCT C€ OTKPHBAT CHOTBETHO BBLE delieca U ypHHaTa 3a 1Y




Ha cxOMpane. Criea 48 yaca nuncear ,E[OJ'IOBHMIJ HWBa Ha PaJHOAKTHBHOCT B NJ1a3mMara.
CneudaaHH NONny. IAIHH:

IHeouampuuna nonyaayus

dapMaKOKHHETHKATA Ha €36THMMOD € CXOAHa MeXKy Aeuara >6 roauHH M Bb3pacTHUTE. JIMncear
(apMakOKHHETHHHH JaHHH 3a NMeAUaTpUHHaTa nonynauqsa <6 rogvHy. KnHHUYHHUAT OnuT npy aeua W
toHowH BkatouBa nauueHTH ¢ HoFH, HeFH nmnu cutocreponemus.

Cmapuecka év3pacm

[lnasMeHuTe KOHUEHTPaLMH Ha oOLLHA e3eTUMUD ca 0KONO 2 MbTH NO-BUCOKH NPH HALIHEHTHTE B
crapyecka Bb3pacT (>65 roarHu), OTKoAKOTO npu Maaaute (18 a0 45 roanun). [MonnkeHueTo Ha
LDL-C v npodunsT Ha 6€30MacHOCT Ca CPABHUMM MEXY CTAPHTE H MJIARHTE HHAMBH/IK, NEKYBAHH C
e3etumud. [lopaan ToRa, Npu NALUKMEHTH B CTapyecKa Bh3PACT He Ce Hanara KOpuripaHe Ha J03aTa.

Yeproopobro yapexcoare

Caen eanHunuHa go3a ot 10 mg e3etumMud cpeanara croiHocT Ha AUC 3a 001ms e3eTUMUG ce
yBennyasa npubansnuTenno 1,7-kpaTHO MpH NalHeHTUTE ¢ JeKO YepHoAPOOHO yBpexaaHe (pe3ynTar 5
nn 6 no ckanara Ha Child-Pugh), B cpasHedue cue 3apaBu unauesuan. B 14-aHeBHO npoyuBaHe ¢
MHOrOKpaTHH 03¢ (10 mg JHEBHO) NpH NALMEHTH C YMEPEHO Y€pHOAPOOHO yBpexaaHe (pe3yaTaTy 7
no 9 no ckanara Ha Child-Pugh) cpeanara croiinoct Ha AUC 3a 0611mna ezeTumub ce ysenuasa
npubnusutento 4-kparHo B Jled 1 u [en 14, B cpaBHeHHe Cbe 3apaBu uHAWBHAH. He ce Hanara
KOpWIrHpaHe Ha 1o3aTa NpH NauMeHTH ¢ JIeko YepHoOpoOHO yBpexKaaHe. [lopann Heu3BeCcTHHTE
eeKTH Ha NOBHILIEHATA EKCNO3HUMA Ha €3eTUMHUD NPU MALMEHTH C YMEPEHO WK TEXKO YepHOAPOOHO
yBpexaaHe (pesynrar no ckanara Ha Child-Pugh >9), ezerumud He ce npenopbuea npu te3u
nauveHTH (BX. Touka 4.4).

bvbpeuno yapescoare

Cnen eqnHnyHa no3a ot 10 mg e3eTMub npu nauxeHTH ¢ TexKo 6B6peuHo 3a6onaBane (n=8, cpeaHa
croiinocT Ha CrCl £ 30 ml/min/1,73 m?) cpennara croitHocT Ha AUC 3a oBuus ezeTumub ce
yBean4aBa npuban3uTenHo 1,5-kpaTtHo, B cpaBHeHHe CbC 3ApaBH HHAUBHAK (n=9). To3u pe3yarar He
Ce CYHTA 33 KIHHUYHO 3HauuM. He ce Hanara xopurupane Ha go3ara npy nanyeHTH ¢ 6u0peuHo

YBPOXKAAQHC.

[1py eanH JonmbaHKTENEH NAaUMEHT B TOBa Nnpoy4saHe (¢ 0u0peyHa TpaHCILaHTaLMA M NpUEMAIl
MHOKECTBO MEAWKAMEHTH, BKAIOUYHMTETHO UHKAOCHOPHH) ¢e Habntoaasa 12-kpaTHO no-ronsma
EKCMO3HLUHA Ha OOILHS e3eTHMHUO.

Ilon

[LnasMeHHTe KOHUEHTpaLUKK Ha o0LKa e3eTHMHKD ca Mako no-sBHcokH (npubnusurento 20%) npu
JKEHHTE, OTKONKOTO Npu MbxeTe. [loHwkenuero Ha LDL-C u npodgunsT Ha 6e30nacHOCT ca
CPaBHUMH MEXIY MBXKETE H KEHHTE, JIeKyBaHH ¢ €3eTUMHUO. [Topaau ToBa, He ce Hanara KopurupaHe
Ha J03aTa Bb3 OCHOBA Ha NoJa.

5.3 IIpeaknuawuHH AAHHE 34 GezomacHoCT

PO3yBacTaTHH \

HexnHHU4HKTE naHHM 3a pO3yBaCTATHH HE NMOKa3BaT oco0eH prcK 3a Xxopa Ha Ha3zata Ha

NpH NMPOYyYBAHHATA 32 TOKCHYHOCT NPH MHOFOKPAaTHO MPHJIaraHe XHCTONATOJIO
4yepHHUA Apo0, KOUTO BEPOATHO C€ Ab/KAT Ha PapMaKOIOrM4HOTO AEHCTBHE HA



KyueTa, HO He 1 npy MaiiMyHH. OcBeH TOBa, TECTHKYJIapHA TOKCHUYHOCT ce Habmoaasa npy MaiMyHH
H Ky4€Ta, NPH NO-BUCOKH A034. PenpoaykTHBHA TOKCHUYHOCT ce HabJjioaaBa nNpHU MILXOBE, ¢ HamaleH
Opo#t Ha KOTHIOTO, HAMANEHO TETJIO HA KOTHNOTO H OLENABAHE HA MANKHMTE, NPH TOKCHUHH 32
MaiKaTa 103H, KaTO CUCTEMHHTE EKCMO3HULIUM Ca HAKOIKO MbTH HaJ TepaneBTHYHUTE HMBA Ha
EKCMO3HLIUA.

EzeTnMub

U3cneasanuaTa BbpXy XpOHHYHATA TOKCHYHOCT Ha €3€TUMHO NpH )XMBOTHH HE OTKPHUBAT LiENEBH
OpraHu 3a TokcuuHure edektu. [1py Kyuera, N€KyBaHHU B MPOABIKEHHUE HA YETUPH CEAMMUH C
ezeTuMud (= 0,03 mg/kg/nen), kOHUEHTpauKATA Ha XOJIECTEPOJI B KHCTO3HATA »JThYKA C€ YBEIHYABA C
koeduuneHT 2,5 no 3,5. Bunpeku ToBa, Npu eAHOrOOHILIHO NPOYYBAHE BLPXY KyueTa ¢ 034 A0

300 mg/kg/neH He ce HabnioAaBa NOBHLIEHA YECTOTA HAa XO/€NHTHA3a HIH APYTH XenaTtoOMIHAPpHH
e(EeKTH. 3HAYEHHETO Ha TE3H JaHHH 3a XOpa HE € M3BeCTHO. He MOXe aa ce M3KITIOUH TUTOreHEH PHCK,
CBbP3aH ¢ TepanesTHHHaTa ynorpeda Ha e3eTUMHMD.

[Ipx npoyuBaHHUA C €AHOBPEMEHHO NPHAOKEHHE HA e3eTUMHUO M cTaTUHH HaDmogaBaHHUTE TOKCHYHU
eexTH ca no ChLECTBO 0OMUaHHO CBbP3aHUTE ChC CTaTHHHUTE. HiAKOH OT TOKkCHUHUTE edekTH ca no-
H3pazeHU OT HabNKOJaBAHUTE O BPEME Ha NEUEHHETO CAMO CbC CTaTHHH. ToBa ce 00sfcHABa ¢
¢apMaKOKHHETHHHHTE W HAPMAKOAUHAMUYHHUTE B32aUMOAEHCTBHA NPH €1HOBPEMEHHOTO
npuaoxkeHwe. B KMTMHUUHKTE NPOYYBaHUA He ce HabmoaaBaT TakMBa B3aUMOAeHCTBHA. Muonarus ce
NOABABA NPH MUTHXOBE CaAMO CNEA EKCNO3HLMUA HA NO3H, KOUTO Ca HAKOJKO IMbTH MO-BUCOKH OT
TepaneBTHYHaTa 403a npy xopa (npubnusurenHo 20 msti HUBOTO Ha AUC 3a ctatuHuTe ¥ 500 10

2 000 nbTH cToitHocTTa HA AUC 3a akTUBHUTE MeTalONHUTH).

B cepus oT in vivo M in vitro anann3y e3etuMu0, npuiaaraH CaMOCTOATENHO UK €AHOBPEMEHHO ChC
CTaTHHH, He MOKa3Ba N€HOTOKCHYEH NoTeHuuan. JIsarocpoyHUTe TECTOBE 33 KAHUEPOr€eHHOCT Ha
€3¢THMHO ca OTpULIATENHH.

EzetMub He noenusea depTHINTETA HA MBXKH HJTH JKEHCKH MIBXOBE H € YCTAHOBEHO, Y€ TOW HE €
TEPATOTEHEH IMPH IUTBXOBE HIIH 3aHLIK M HE 3aCAra NpeHaTaaHOTO WM MOCTHATAIIHOTO Pa3BHUTHE.
E3zeTimMu0b npeMHHaBa npe3 ruaueHTapHara 6apuepa npyd SpeMEeHHH IUTbXORE M 3aliLM, Ha KOHUTO ca
npunaraid MHorokpatHu 1034 oT 1 000 mg/kg/neH. EqHOBpeMEHHOTO NpUNoXeHHe Ha €3eTUMHO H
CTATHHH HE € TEPaTOreHHO npH mirbxose. [1py OpemenHu 3aiuu ce HabnOAaBaT ManbK Opoii ckeneTHu
AedopmMaLuy (CAE€TH IPHAHK H ONALLHK NpeLIeHd, HaManeH Opoii onaiuHy npeuieHH).
EOAHOBPEMEHHOTO NPHUIOKEHHE Ha €3eTUMHUD ¢ loBacTaTuH BOAH A0 eMOpHoneTanHu eexTH,

6. OAPMAINEBTHUYHH JAHHHU

6.1 Chnuebk A NOMOIIHATE BeIleCTBA

Aapo Ha TabneTkara:
Llenynoza, mukpokprucranHa (E460)

JlakTo3a

Manuton (E421)

KpocnosuaoHn tun A

Kpockapmenosa HaTpuid

Marnesues creapat (E470b)

IlTosnpon K30

Hatpues naypuncyndar (E487)

Cunuumner AMokcua, konouaeH bessoaen (E551)

QUHIMOBO NOKPUTHE:
Jlakro3a MOHOXHApPAT

Xunpomenosa (E464)




TuranoB anokcua (E171)

Tpuauerun

XKeneszeH okcua, xenT (E172) —camo 3a 10 mg/10 mg v 15 mg/10 mg

XKenesex okeua, yepseH (E172) —camo 3a 15 mg/10 mg, 20 mg/10 mg 1 40 mg/10 mg
XKeneszen okcua, uepeH (E172) - camo 3a 40 mg/10 mg

6.2 HecChbBMECTHMOCTH

Henpunoxumo

6.3 Cpox Ha roanoct

3 ronuHH

6.4 Chnennannd ycJIOBHA Ha ChXpaHeHHe

Ja ce chbxpaHsaBa B OpUrMHANHATA ONAKOBKa, 3a 1a Ce NpeAnasy OT CBET/IMHA W Blara.
To3u nekapcTBEH NPOAYKT HE H3UCKBA CMNELMANHH TEMIEPATYPHH YCIOBHA HA ChXPaHEHHE.

6.5 Bua n chaABLpXKAHHE HA ONTAKOBKATA

biucrep (OPA/AI/PVC/Al): 14, 15, 28, 30, 56, 60, 84, 90 n 98 dunmupann TabneTkH, B KyTHA.
He BCHUKK BHAOBE onakoBKHA Morat da 6bjaaT mycHaTé Ha nasapa.

6.6 Chnennannu npeanasiHd MepPKH NPH H3XBhLPJARHE

Hen3non3BaHHAT IEKapCTBEH MPOAYKT WIH OTNIaAbYHHTE MAaTEPHANIN OT Hero TpAOBa a ce H3XBbPIAT
B CbOTBETCTBUE C MECTHHUTE U3HCKBAHUA.

7. INPHUTEXATEJ/I HA PAJPEHNIEHHUETO 3A YIIOTPEBA

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

8. HOMEP(A) HA PAIPELHIEHHUETO 3A YIIOTPEBA

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

Ko-Possepa 10 mg/10 mg - Per. Ne 20190015
Ko-Poasepa 15 mg/10 mg - Per. Ne 20190016
Ko-Po3sepa 20 mg/10 mg - Per. Ne 20190017
Ko-Poz3sepa 40 mg/10 mg - Per. Ne 20190018

9. HJATA HA ITBPBO PASPEIIABAHE/TIOAHOBABAHE HA PAZPEIHEHHUETO 3A
YIIOTPEBA

Jlata Ha nupBO pa3spewaBane: 29.01.2019
JlaTta Ha nocneaHo noaHossaBraxe: 04.09.2025

10. JATA HA AKTYAJIN3HPAHE HA TEKCTA

15 Centemepu 2025




Tlonpobua undopmaima 3a TO3N 1exapcTBEH NPOMYKT € NpesocTaBeHa Ha yeOcalita Ha Msmummrrenna
Arexima no Jlekapcrsara (MAJT) http://www.bda.bg.




