KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA

L UME HA JIEKAPCTBEHMUS ITPOAYKT
R o o AW AT
Poracra Ilmoc 5 mg/10 mg dunmupanu tabaerku : / Soldc
Rovasta Plus 5 mg/10 mg film-coated tablets _
g g E FEY A~ 18 -02- 2055

Poeacta [Limoc 10 mg/10 mg punmupanu tabnetku
Rovasta Plus 10 mg/10 mg film-coated tablets

PoBacra Ilmoc 20 mg/10 mg punmupanu tadieTku
Rovasta Plus 20 mg/10 mg film-coated tablets

Posacra [Lmoc 40 mg/10 mg ¢puimupanu TabneTku
Rovasta Plus 40 mg/10 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CBCTAB

PoBacta Ilmoc 5 mg/10 mg ¢dpunmupanu tabnerku
Bceska dunmupana tabnerka cbabpxa 5,20 mg po3yBacTaTUH Kanuui (rosuvastatin calcium)
(EKBUBAJIEHTEH Ha 5 mg po3yBacTtaTuH (rosuvastatin)) u 10 mg ezerumud (ezetimibe).

Poracra [Lmtoc 10 mg/10 mg ¢punmupanu tabneTku
Besaka ¢punmupana tabnerka cvabpka 10,40 mg po3yBacTaTHH Kajiuui (rosuvastatin calcium)
(exBuBasieHTeH Ha 10 mg po3yBacTaTuH (rosuvastatin)) u 10 mg ezetumu6 (ezetimibe).

Posacra Ilmoc 20 mg/10 mg ¢punmupanu tabieTku
Beska dunmupana tabnerka cbabpxa 20,80 mg po3zyBacTaTvH Kaiuui (rosuvastatin calcium)
(exBuBasieHTeH Ha 20 mg po3yBacTaTuH (rosuvastatin)) u 10 mg ezeTumMub (ezetimibe).

PoBacra I1moc 40 mg/10 mg ¢punmupanu TabneTku
Beska puimupana tabnerka cbabpka 41,60 mg posyBacTaTuH KanuMii (rosuvastatin calcium)
(exBuBasieHTeH Ha 40 mg po3yBactaTvH (rosuvastatin)) u 10 mg ezeTumud (ezetimibe).

[1oMOLIIHM BELLECTBA C U3BECTHO JICHCTBHUE:!

Posacra [Lmtoc 5 mg/10 mg ¢punmupanu tabnerku: Beska punmupana tabnerka ceabspaka 200,50 mg
JIaKTO3a MOHOXH/IpAT.

Posacra ILimtoc 10 mg/10 mg ¢punmupanu tabnerku: Beska punmupana tabnerka ceaspxka 200,50 mg

JIaKT03a MOHOXHM/IpaT.
Posacra ILimtoc 20 mg/10 mg ¢punmupanu tabnerku: Beska ¢punmupana tabnetka csabspxka 200,50 mg

JIAKTO3a MOHOXM/paT.
Posacra [Lmoc 40 mg/10 mg ¢punmupanu tabnetrku: Beska punmupana tabnerka ceabspxa 205,54 mg
JIaKTO3a MOHOXMpAT.

3a MBbJIHUA CITUCHK C MOMOILLHUTE BELIIECTBA BHXKTE TO4Yka 6.1.

3. JIJEKAPCTBEHA ®OPMA

OunMupaHu TabNETKH.




Popacta Ilmoc 5 mg/10 mg ¢unaMupand TaONETKM: CBETVIOXKBITH, KPBIJIH, IBOHHOMU3NBKHAIM
dunmMupanu TabneTky, ¢ npubnausureneH gyamerep 10 mm u BognwoHaTO peneduo oboznavenume "EL
5" ot egHara cTpaHa.

Posacta [Lmoc 10 mg/10 mg dunmupanu tabnetkn: 6€x0BH, KPBIJH, ABOHHOM3MBLKHAIH QHWIMHPaHH
Tabnerku, ¢ npubausurened nuaMeTsp 10 mm u BanubHaTO penedHo 06o3HaueHne "EL 4" or enHaTa

CTpaHa.

Posacrta Ilmoc 20 mg/10 mg dpunMupaHm TabNeTKH: XbJITH, KPbIJIH, ABOHHON3NBKHATY (GUIMHPAHH
tabnerku, ¢ npudnusurenen nguameTsp 10 mm u BanwbHaTo peneduo obosnayenue "EL 3" ot egHaTa
CTpaHa.

Popacra [Lmoc 40 mg/10 mg ¢unmupanu tabnerku: O6€siu, Kpbriu, ABOKHOUINMBbKHATH GHIMHpaHH
TabNeTkH, ¢ Npubnu3nTencH auaMersp 10 mm U BA1bOHaTO peneduo obosHaueHue "EL 2" ot ennaTa

CTpaHa.

4, KJIMHHUYHHU NAHHH
4.1 TepaneBTHYHH NOKA3AHHUSA

PoBacTa I Lntoc € nokasan kaTo 3aMecTBallia TCpallka [IPH Bb3pdaCTHH NTALHCHTH KaTO AONIBJIHCHHC KbM
AUCTATA 34 JICHCHHC Ha IMBPBHYHA XHIICPXOJICCTCPONCMHA, dACKBATHO KOHTPOJMHpPAHA € OTACITHHUTE
BCIICCTERA, INpHUIdAradHd CAHOBPEMCHHO B CBLUHTC A03H, KAKTO IIPH (]mxcupaHaTa AO030Ba KOMﬁHHElI.IHH,
HO KaTO OTACJIHH IIPOIVKTH.

4.2 Ho3BpoBKA H HANMHH HA NPHJIGKEHHE

Jo3npoBKa
Posacra [Lnoc € nokasaH rnpy BB3pacTHH NALUMEHTH, YHATO XMUMEPXONECTepOsIeMHS € afAeKBaTHO

KOHTPOJIMpaHa ¢ OTAEJHO MpHJIaraHy po3yBacTaTHH H €3eTUMUO B ChUIMTE J03H KaTO BbB (PHKCHpaHaTa
KOMOHHALUA.

[MauweHTsT TPAOBA a cMAa3Ba NOAXOAALNA AMETA 3a [TIOHMXKABAHE HA JIMNMKUAWTE H TPAOBA J1a NPOABIKH
Ta3u JUETA MO Bpeme Ha JieueHuero ¢ Poeacra ITmoc.

IlpenopbunuTenHaTa AHEBHA J103a € ¢JHa TabneTka OT Ha3HAueHaTa KOHLCHTpalHs HA aKTUBHH
BEIECTRA, ChC WM Oe3 xpaHa.

Pogacta [1nroc He e noaxosiil 3a nbpeoHayanyda repanui. [1py HeoOXoaHMOCT HaYaNoTOo HA JIEYEHHETO
MITH aJaNTHPAHETO HA 103aTa TpAOdBa 43 ce M3BBPIUBAT CAMO ¢ €IHOKOMIMOHEHTHH MPOAYKTH U Clex
ONpeACNIHE HA NMOAXOMALIMTE A03H € Bb3MOXKHO NPEMHHABAHETO KbM KOMOHHauuaTa ¢ (PMKCHpaHA
1032 C NOAXOAALUATA KOHLEHTPALMA.

PoacTa Ilmoc 5 mg/10 mg, 10 mg/10 mg u 20 mg/10 mg puamupanu Tabnerku He ca NOAXOAALIH 3a
JEYEHHE NPH NMALUEHTH, NPYA KOUTO ce Hanara ynorpeba Ha ao3a posyBacTtaTiH oT 40 mg.

Poeacra [Imoc Tpabea pma ce npuema win >2 yaca mpeam, MIM >4 4yaca ciel NpWiIaraHeTo Ha
CEKBECTPaHT Ha ATbYHA KMCEJIHHA.

[leduampuuna nonyaayus
besonacHocTTa M epukacHocTTa Ha PoBacra [Lmoc npu aeua Ha Bw3pacT noj 18 ronuHu Bee ollie He ca
ycTaHOBeHHM. Haqn4yHMTEe MOHACTOALLIEM JaHHH ca onucaHM B TOYKH 4.8, 5.1 n 5.2, ue® ORKa 34
OO3UPOBKA HE MOXKE Ja CE€ HAMPABHU.

Ynompeba ¢ cmapuecka év3pacm
[Ipu nauuentH >70 rogdHM ce Npenopb4YBa HavajlHa /103a OT 5 mg po3yBa : ,
KoMOuHauuATa He € noaxonsuia 3a nbpBoHadalHa Tepanus. Ilpn HeoOxQngMOgRpEad

JICUCHHUETO WITH alalITHPAHCTO Ha J03aTa 1135163& da CC H3BBPLIBAT CaMO C CJ1HOKG %
»




U ciel onpelessHe Ha MOAXOAALUMTE A03H € Bb3MOXHO INPEMHHABAHETO KbM KOMOHHALMATA C
(dbuxcUpaHa A03a ¢ NOAXOAAILIA KOHLIEHTPALHA Ha AKTUBHUTE BELIECTRA.

Losupoexa npu nayuenmu ¢ Ovbpeuna HedocmamuvyHocm

[Ipy nauueHTH ¢ JEKO 00 yMepeHo OBOpeuHO yBpe)XOaHe He ce Hanara ajanTHpaHe Ha Jo3aTa.
[Ipy naumMeHTH C YMEPEHO H3paszeHO OBOpeuHO yBpeX[aHe NpenopbuUMTENIHaTA HadalHa Jo3a
pO3yBacTaTHH € 5 mg (KpeaTHHMHOB KMHpBHC <60 ml/min). KomOGunaumara ¢ pukcHpaHu A034 HE €
NoAXOIALIA 33 MEPBOHAYAJIHO JIeYEHHUE.

B HauanoTo Ha JICYEHMETO HIM 0OpuH MoAudHUMpaHe Ha pfo3ara TpabBa 1a ce H3MON3BAT
€JHOKOMITIOHEHTHH MPOAYKTH.

PosacTa ILmtoc 40 mg/10 mg dpunmupanu tabneTky ca NPOTUBOMNOKA3AHM MPH NAILAEHTH C YMEPEHO
OBOpeuHo yBpexaaHe. IIpn nauueHTH ¢ Texko 6BOpeuno yBpexaaHe ynorpedara Ha po3yBacTATHH €
NPOTHBONOKA3aHA 32 BCHYKH A03M (BHKTE TOUKH 4.3 1 5.2).

Llozuposxa npu nayuenmu ¢ 4eproopobro yepexcoane

He ce Hanara aganTupaHe Ha 403aTa NPH NalUeHTH cbC ¢1abo H3paseHa yepHoaApoOHa HEAOCTATHYHOCT
(crenen no Child-Pugh 5 no 6). [1pu nauuenTn ¢ ymepeHo uzpasena (crenen no Child-Pugh 7 no 9)
WwiM Texko uspazeHa {crened no Child-Pugh >9) yepnogpobHa nucdyHkuMa He ce npenopbyBa
neqenue ¢ Posacta [Lmoc (Brkre TO4kH 4.4 1 5.2). Posacta Ilnioc e npotuBonokasax 3a ynorpeba npu
MAUMEHTH ¢ AKTHBHO YEPHOAPOOHO 3a00naBaHE (BHXXTE TOUKA 4.3).

Paca
[Ipy azuatum ce HabnOgaBa NOBHIIIEHA CUCTEMHA €KCMO3HLIMS Ha pO3yBacTATHH {BHXKTE TOYKH 4.4 H

3.2). IlpenopruMTenHaTa HayajlHa J03a Ha pOo3yBacTATUH MPH NALUMEHTH ¢ a3HATCKH NPOM3X0/ € 5 mg.
KombuHaumsaTa ¢ GpuUKcHpaHM Q03U HE € MOAXOAALIA 33 bPBOHAYANHO JieueHHe. B Hauanoro Ha
JIeYeHHeTO WIH NPH MOIUPHLIMpaHe Ha N03aTa TPAOBA Aa Ce UINOM3BAT ¢IHOKOMIIOHEHTHH MPONYKTH.

Posacta ILlmroc 40 mg/10 mg punmupanmn TabneTkn ca npOTUBONMOKAa3aHH NPH TE3H NALMEHTH ( BUXKTE
ToukHu 4.3 u 5.2).

Ienemuven norumopguzom

H3BecTHH ca omnpenesicHH BUOOBE MreHeTHYEH NONTUMOPGH3IBLM, KOUTO MOraT a JOBEAaT A0 NMOBHILEHA
€KCMO3ULMA Ha po3yBacTaTHH (BUXTe Touka 5.2). [IpM naumeHTH, MPH KOMTO € YCTAHOBEHO, 4€
NPUTEKABAT TAKUBA CICUHMPUYHH BHAOBE NOJIHUMOPEHUIBM, C€ NPENOPbYBA NPHIIOKEHHE Ha NMO-HHCKA

IHeBHA no3a Posacta [Tnioc.

Hozupoexa npu nayuernmu ¢ ghaxmopu, xoumo npeopaznoaazam KeM pazgunmiue Ha Muonamus

I[Ipn naureHTH ¢ npeagpasnoaraiid GakTopH 3a pa3BUTHE HA MHOMATHA, MPENOPHLUWTEHATA HAYaIHA
7103a Ha pO3yBacTaTHH € 5 mg (BIKTE TouKka 4.4). KoMOMHaUMATA ¢ PUKCHPaHH J03H HE € NOAXOoad1la
3a NbPBOHAYAJIHO JIEYeHHEe. B HAUasnoTo Ha NleYeHHeTo Wik npu MoauduuKHpaHe Ha Jo3aTa TpadBa aa
C€ U3IMO3JIBAT €IHOKOMIIOHEHTHH TIPOIYKTH.

Poeacra [1lntoc 40 mg/10 mg punmupany TabneTku ca NPOTUBONOKA3AHH MPH HAKOHU OT T€3H NMALMEHTH

(BiDKTE TOYKa 4.3).

Coynvmemeawya mepanus
PozyBacratuH € cyOcTpar Ha pasnu4Hu TpaHcnopTHU nporeuHd (Hanp. OATP1B1 u BCRP). PuckbT

OT MHONaTud (BKIIOYMTENHO pabAOMMONM3a) ce MNOBUILABa, KOrato e3eTUMHO/po3yBacTaTHH ce
npunaraT €JHOBPEMEHHO C ONpeAc/ICHH JIEKAPCTBEHH NMPOAYKTH, KOUTO MOraT Jia MOBUIIAT IU1a3MeHaTta
KOHUCHTPALUMUA Ha PO3YBACTATUH MOpPaJd B3aUMOIEHCTBHE ¢ TE3M TPAHCMOPTHH HPOTEHHH (Hanp
LUKJIOCMIOPHH K ONPEACICHH NPOTEa3zHH MHXHUOUTOPH, BKIIOUHUTEIIHO KOMOHHALIMY iy qp C

aTazaHaBMp, JIONAHABUP WHIH THIIpAHABHP, BIXKTE TOYKH 4.4 U 4.5). g&m ’70
Korato € Bp3MOXHO, TpaOra na ce UMa NpeABH ynorpebara Ha anTEpHATHR) ,\'
HeoOXoaMMO, f1a ce OOMUCIIH BPEMEHHO NMpeKbCBaHe Ha TepanuaTa ¢ Popacrta(|I& D¢k G
KOUTO He MOXe Ja ce U30erHe eqHOBPEMEHHOTO NPUJIOKEHHE Ha Te3H JIEKHPE 1P




Posacrta ILmioc, TpsabBa BHUMaTENHO 1a ce OOMHMCIAT NOJI3aTa ¥ PUCKBT OT €JHOBPEMEHHATA TEpanus
H aJalTHPAHE Ha 034Ta HAa pO3YBACTATHH (BWXKTE TOYKa 4.5).

HauyuH Ha OpuaoKeHHe

[lepopanHo npuiioxeHue.

Popacra IImoc Tpsabea na ce npuema Bceku AeH MO eJHO U CHINO BpeMe Ha JIeHA, ChC WIH Oe3 XpaHa.
Tabnerkara TpabBa na ce noryblla LUdna, ¢ BOAA.

4.3 IIpoTHBONOKA3AHKA

Poeacta ILimoc € npoTHBONOKAa3aH:

- MPpH MNAUHEHTH CbC CBPBXYYBCTBUTEAHOCT KbM AaKTHBHHTE BeLIeCTBA (PO3yBacCTaTHH,
€36TUMHUO) HITH KBbM HAKOE OT NOMOUIHKUTE BELUECTBA, H30pOEHH B ToUKa 6.1

- NpH TMNAalMEHTH ¢ AaKTHBHO 4YE€PHOAPOOHO 3abonsBaHe, BKIIOYWTENHO HEYTOYHEHO,
NPOALDKUTEIHO IMOKAYBAHE HA CEPYMHHMTE TPAHCAMHHA3M W BCAKO I[IOKAa4YBaHE HA CEpPYMHa
TpaHCaMHHa3a, KOETO HaAABUILABA TPH ITHTH ropHata rpaHvua Ha Hopmara (ULN)

- o BpeMe Ha OPEMEHHOCT M KbPMEHE MpPH XEHH B JACTEPOJHA Bb3PacT, KOUTO HE H3MON3BAT
NOAXOAALIM KOHTPALECNTHBHUA MEPKH

- MPH NALMEHTH C TeXKO OBOpEHO yBpexkaaHe (KpeaTHHHHOB KIHpBHC <30 ml/min)

- [IpH NMAUHUEHTH ¢ MHOIATHs

- MPH NMALHEHTH, MPpHEMALLHU €AHOBPEMEHHO LIMKIIOCTOPYH.

Popacta Ilmoc 40 mg/l10 mg d¢unmupanu TabneTrku ca NPOTHBOMOKA3aHM NPH MALMEHTH ¢
npeapasnonaramy gaxropu 3a muonarug/ pabaomuonusa. Takuea GakTOpH BKIIOYBAT:

- yMepeHO Ob0pedHo yBpexxaaHe (KpeaTHHHHOB KITHPBHC <60 ml/min)

- XHMNOTHPEOHIH3IBM

- JUYHa WIH (paMUIIHA aHAMHE3a 3a HacNeACTBEHH MYCKYNIHH 3a00n9BaHus

- NpeArLIHa aHaMHE3a 3a MyCKYJIHa TOKCHYHOCT ¢ Apyr HMG-CoA peayxraseH HHXHOWTOD Mnu
dbubpar

- 3noynorpeda ¢ ankoxon

CHUTYALIHH, NPH KOUTO MOXKE Aa HACTBITH NOBUINIABAHE HA MNJ1IA3MEHUTE HUBA Ha PO3YBACTATHH

- A3MATCKH MPOH3X0.

- eAHOBpPEMEHHA ynoTpeba Ha pubparu.

(Byxre Toukn 4.4, 4.5 1 4.2).

4.4 CoenHa/jiHH NpeAYNpeXIcHRN H NPEANAIHA MEPKH NpH ynoTpeba

TexKH KOXKHH HEXENAHN PEaKLIMH

[Tpu neueHue ¢ po3yBacTaTHH C€ CHOOLIABA 32 TEXKKH KOXXHH HEXKeJIaHH peaKLMH, BKIIOUYBAIA CHHAOM
Ha CtuBbHC-IDKOHCBH (Stevens-Johnson syndrome, SJS) u nekapcTBena peakums ¢ €03UHOGWIHA H
cucteMud cumntoMu (DRESS), kouro Moxke aa ca xuBoTO3acTpaliarally KM ¢ neTaneH uixoa. [pu
[IPEANIHCBAHETO Ha JICKAPCTBEHUA MNPOAYKT nauueHrure Tpabpa aa Owvaar uHbOpMHpaHH 3a
NPH3HALKMTE 4 CHMIITOMHTE Ha TEXKKHW KOXHM peakuMd M aa Obaat HaOmoaaBaHM ¢ MOBHULIEHO
BHUMaHHYE. AKO C€ MOABAT NPH3HALY M CUMITTOMM, NMOKa3aTe/IHA 3a Ta3H peakuus, NPHIOKEHHETO Ha
Posacra Ilmroc TpabBa HezabaBHO Aa ce npeycTaHOBY U Aa ce OOMHCIH alITEPHATHBHO JIEYEHHE.

AKO NMalMEHTHLT € pa3sBHI CEpHO3Ha peakuMs, kato Hanpumep SIS unn DRESS npu ynorpeGaTa Ha
PoBacra Ilaroc, neuenuero ¢ Posacra Inioc npu 1034 nauueHT He TpAOBa HHKOra 1a c€ NMOAHOBSBA.

Edexrv BLpXY CkeneTHaTa MYCKYJIATYpA
[Ipn nanueHTH, NEKYBaHH ¢ PO3YBACTATHH, €a ¢CbOOLIaBaHA €(PEKTH BBPXY cxenema v
KaTO Harp. MHaJIrusa, MUONIATHA M pAAKO pabAOMUOIK3a, C BCHYKH JO3H U 0CODEHO o
OT nOCTMapKEeTUHTOBUA OINMUT ¢ e3eTUMUO ca JAOKNANBaHM Cllydad Ha MHOIaTH)
Bbnpeku ToBa, 3a pabnomMuonnsa ce ¢chrodimasa MHOTO pAgKO MPH MOHOTEpATIHS 53
paaxo npH no0aBAHETO Ha €3€TUMHO KbM APYrd CPEACTBA, 33 KOHTO € M3BECT
MOBHIIEH PUCK OT padAOMMO/IM3a. AKO Bb3 OCHOBA Ha MYCKYJIHHMTE CHMIITOMM




MHOIIATHA WIH MMONATHATA € MOTBBPJACHA 4pe3 HHBA HA KpeaTHH ¢ocdokuHazata, ynoTpebara Ha
€3¢THMHO, Ha BCEKHM CTaTHH, H HA BCAKO APYIo CPEJICTBO, CRBbP3aHO C NOBHILEH PHCK OT pa0IOMHOJN3A,
KOETO MaUMEHTBLT €AHOBPEMEHHO NpHeMa, TpaOBa BegHAra aAa ce npekpati. BCHYkH nalHeHTH, KOUTO
3arnoy4yBar JiedueHHe, TpaOBa aa ObAAT UHGOPMHpPaHU Aa ChLOOIABAT BEOHAra 3a BCAKA HEOOACHHMMA
MycKynHa 6onka, bonesHeHocT win caaboct (BuxkTe Touka 4.8).

Kakro npu apyru unxuburopu Ha HMG-CoA penykrazara, nowiagBaHaTa 4eCTOTa Ha CBBP3aHATaA C
pO3yBacTaTHH pabAOMHOIM3a PU NOCTMAPKETHHIOBA yNoTpeba € rno-BHcoKa npu Ao3a ot 40 meg.

YepHoapobuu edektH

B KoHTponMpaHu Npoy4BaHUA NPH MaLMEHTH, KOHTO NPHEMAT €JHOBPEMEHHO €3€THMHO U CTATHH, €
HabMOJaBaHO MOCAENOBATE/IHO MOBHKIlIEHUEe Ha TpaHcaMuHasute (>3X Haj ropHata rpaHMia Ha
HopMmata [upper limit of normal, ULN]). [doknageanuTe HHWBAa Ha CEpHO3HO NOBMINABAHE HAa
YepHOAPOOHHUTE TPAHCAMHHAZH [P MOCTMapKeTHHIoBa ynotpeda ca no-BUCOKH NpH no3a ot 40 mg.
[IpenopruuTennHO € Aa C€ HM3BBPIIAT H3CNeJBaHHA Ha uepHoApoOHaTta (YHKLMA 3 Meceua cien
HA4YaJIOTO Ha JICYEHUETO C PO3YBACTATHH. YnoTrpebara Ha po3yracTaTuH TpAOBa Ja ce MPEeyCTaHOBH
WM Ao3aTa TpA0Ba Ja c€ MOHMKHM, aKO HHBOTO HA CEPYMHHUTE TPAaHCAMHHA3{ HAJBHIIABa 3 IThbTH
ropHara rpaHmiia Ha HopmMara.

[Ipy nauMeHTH ¢ BTOPHYHA XHMNEPXONECTEPONEMHA, MPUUHHEHA OT XHMOTHPEOHAW3IBM WIH
HeQpOTHYEH CHHOPOM, OCHOBHOTO 3abonaBaHe TpAOBa Ja ce JIEKyBa MpeIy 3anovYBaHe HA JeUYeHKE C
PoracTa ILntoc.

TBi kaTo He ca HM3BeCTHH e(EKTHTE OT MOBUINEHATA €KCMO3ULMA HA e€3eTHMHO NpH NalUeHTH ¢
YMEpPEHA HIIH TeXKa YepHOoAPoOHa HENOCTAaThYHOCT, ynoTpedbara Ha Posacra ILlmoc He ce npenopbusa
(BrKTE TOUKA 5.2).

b1Opeunn edexkTH

[Ipy naumeHTH, NEKyBaHM C MO-BMCOKH N103H pO3YyBacTaTWH, a WMeHHo 40 mg, ¢ nHabmonasana
NPOTEHHYPHA, YCTAHOBEHA IPH H3CNEABAHE C TECT-JCHTH, ¢ NpeIUMHO TyOylieH OpOoW3Xol H B
MOBEUETO Cly4ad C MpeXoJeH WIIH UHTEPMUTEHTEH Xapakrtep. He € aokasaHo, 4ye npoTeuHypHITa
MPOrHO3HUpa OCTPO UNY nporpecupHo 6LOpeuno 3abongapaHe (BuUxkTe TOUKa 4.8).

YecToraTta Ha JOKJIaJBaHE Ha CepHO3HU OLOpeyHn cHOUTHA NpH NOCTMapKETHMHIOBa ynoTpeda e no-
BUCOKa nipu no3a ot 40 mg. Tpabpa na ce uMa npeaBua oueHka Ha 6n6peunara ¢yHKUIMR (noHE Ha
BCEKH 3 MeceLla) MO BpeMe Ha PYTHHHO MpociielsBaHe Ha MalUyeHTH, JeKYBaHU ¢ A03a oT 40 mg.

H3mepBane Ha KpeaTHWHKHHA3aTa
Kpeatuukunsanara (Creatine kinase, CK) He Tpa0OBa 1a ce uamepea cnes yCHNEHH YIIpaXKHEHUS NI NIPH

HANMHYHETO HA Jpyra Bb3MOXKHA aliTepHaTHBa 3a yBenuucHMe Ha CK, koero Moxke na ob6bpka
TBJAKYB3aHETO Ha pe3yJ/iTara,

Axo Husara Ha CK ca 3HaunTenHo noevineHy Ha usxonHo HUBo (>5xULN), Tpa6pa na ce HanpaBu TecT
3a NMOTBBbP)KJABAHE HA pe3ynTaTa B paMK{Te Ha 5-7 JHH. AKO MOBTOPHOTO HM3CJICABAHE NOTBLPAH
u3xoaHo HUBO Ha CK >3xULN, He TpsaOBa aa ce 3ano4Ba JieueHHE.

Ipedu neuenuemo
Kakro n apyrn uaxuburopu Ha HMG-CoA peaykrasara, Poeacra [lmoc Tpga6Ba na ce npeanucsa ¢
NOBHLIEHO BHUMAaHHWE NPH NALMEHTH C TMpeapasnonaraiid ¢(akTopHd 3a pa3BATHE Ha MHONAaTHs
pabanoMuonusa. Takusa axtopu ca:
- OnOpeuHo yBpexaaHe

- XUITOTUPEOUAU3 LM

- NMYHa Wi aMHIIHA aHaMHE3a 32 HaCNeACTBEHO MYCKYTHO 3aboaBaHe
- aHAMHE34A 32 MYCKY/JHAa TOKCHYHOCT KbM Apyrd HMG-CoA unxuburop
pubparu

- snoynotpeda ¢ aKoxon
- BBb3pacT Hag 70 roauHH




- CHTYAaLHH, NIPH KOHTO MOKe Aa ce Ha0mo1aBa MOBHILIABAHE HA TUIA3MEHHTE HHBA (BIDKTE TOUKA

5.2)
- €HOBPEMEHHO NMPUIIOXKEHHE Ha JudpaTH.

[Ipu Takusa naumveHT Tpa6Ba Aa ce NpeABHAM CHOTHOLIEHHETO PHCK/MO3a H CE MpeopbYBa TE Aa
ObJAT NOCTABEHM MO KIIMHWYHO HaOmogeHHe. Ako u3xoauute HuBa Ha CK ca 3HauuTenHo noBUILIEHH
(>5xULN) He TpsabBa aa ce 3anoy4sa Ne4eHHe.

llo speme na neuenuemo

[laupenTuTe TpadBa Aa OboaT noMoneHH HezabaBHO Aa cbOOILABAT 38 HEOOACHHMA MYCKYJIHA GonKa,
ycellaHe 3a ¢adocT KK KpaMnH, 0co0EHO ako ca CBbP3aHH ¢ Hepasnoiokenue win ¢peGpunurer. [Ipu
TE3H NMalMeHTH TpaOBa na ce u3Mepar Hupara Ha CK. Tepanusra TpaOBa na ce npekpaTH, ako HUBATA
Ha CK ca 3HauuTenHo nopuuieHH (>5XULN) win ako MyCKyJTHHTE CHMITOMH Ca Te)KKH ¥ MPUYHHABAT
exxenHeBeH auckoMpopt (aopu HuBara Ha CK ma ca >SXULN). Pyrunto HabnrofgaHne Ha HUBOTO Ha
CK npu nauueHTd 6€3 CUMIITOMH HE € OCHOBATEJTHO.

Mma MHOro peaxu chobienHa 3a MMyHoMeauupaHa HekpoTh3Hpatia muonatus (MMHM) no BpeMe Ha
JIEYEHHETO WIHM CJeJ COHpaHe CTaTHHUTe, BKIKYMTENAHO posyBactatiH. UMMHM knuuuuno ce
XapaKTepu3Hpa C MPOKCHMaIHa MYCKYJHa ¢nabocT ¥ noBUlllEHA CEpyMHa KpeaTHH KHHa3a, KOSTO
[EPCHCTHPA BHIPEKH CIIUPAHE Ha JICUEHHETO ChHC CTATHUH.

[Ipy KIHHHUYHHUTE M3NUTBaHKA He ca HaOAIOAaBaHM NAaHHH 3a NOBUUICHH €(eKTH BBDXY CKeNeTHaTa
MYCKyJlaTypa B Majikata Tpyla MauMeHTH, IIPH KOHUTO PO3YBACTATHH € MpPHJaraH ¢hC CHITBTCTBALLO
JICUECHHE. YBEJIMUEHHE HA HECTOTATa HA MMO3MT M MUOMNATHA € HaGmoaaBaHo obaue TIPH MaLMEHTH,
noxyyasaity Apyru HHXubutopu Ha HMG-CoA peaykrasaTa 3aeiHO ¢ NMPOM3BOIHH Ha (pUOpHHOBaTA
KHCEJIMHA, BKIIOYHTENTHO reMPUOpOo3WI, LHUKIOCNOPHH, HHKOTHHOBA KUCENHHA, a30/10BM
AHTUMHKOTHLIH, TIPOT€a3sHH HHXWOMTOPH M MAKpOJMAHH aHTHOMoTHLM. ['eMpuOpo3UNn nopumiasa
PUCKa OT MHONaTHi, Korato ce npueMa eaHoBpemMeHHO ¢ HAkod HMG-CoA wuHxuburopn Ha
penykrasara. [lopanu ToBa, koMOMHaLMATa MexDy reMpUOpo3nT U e3eTHMHO/ PO3YBACTATHH HE CE
npenoppusa. Iloazata OT AONBJIHHMTENHO NOHMXKABAHE HA JMIWIHHTE HUBA, B PE3VATAT OT
KOMOMHHPaHOTO MpHEMaHe Ha e3eTHMHMO/ po3yBacTaTHH 3aenHo ¢ ¢uOpaTH WiIM HHAUWH, TpaOBa na
Obae BHUMATENHO NpeTEryieHa CripaAMO NMOTEHLHANHMS PUCK OT TAKMBA KOMOHUHALMM,

Posacra Ilmoc He TpsaOBa na ce H3nmoi3Ba Npy NaLMeHTH ¢ OCTPH CEPHO3HM ChCTOAHMUA, MPH KOUTO UMAa
CbMHCHHS 3a HallHYHe Ha MHOMNATHUA WKW KOMTO MpEeApasmoyiaraT KbM pa3sBHTHETO Ha GnOpeuna
HEeIOCTAaTBHHOCT BCICICTBHE Ha pabaoMuonu3a (Hanp. CencHe, XMNoTOHHUA, FofiAMa onepals, TpaBMa,

TEXKKH METAOOIMTHH, CHAOKPHHHH H €NEKTPOJINTHH HapylUeHUA WIH HEKOHTPOIUPAHH I'bpYOBE).

B HAKOJKO ciy4as ce choOLlaBa, ye CTaTHHUTE NPeAU3BUKBAT de novo WK BAOLIABAT ChLUIECTBYBALLA
MHACTeHHs rPaBUC HJIH OYHA MHacTeHus (BkTe To4ka 4.8). Poacta [Lmoc Tpabea za ce npekpatu B
ClyYyad Ha BIOLIABAHE Ha cHMMTOMHMTE. JlOKIagBaHH ca pPELUIMBH, KOTATO CHIUSAT WM Pa3zIHueH
CTATHH € OuN (MOBTOPHO) MPHNOKEH.

Dy3ua0Ba KHCEIHHA
PoBacra I[Lmroc He TpabBa na ce npunara eAHOBPEMEHHO ¢ (Y3MI0Ba KHCEIHHA B JIGKAPCTBEHH (GOPMH
332 CHCTEMHO MPHAOKEHHE HIIH B pAMKUTE HA 7 AHM CIIe] CIHpaHe Ha JieYeHHETO ¢ Py3H0Ba KHCETHHA.
[Ipn naumenTH, npu kouTo ynorpeGara Ha cucteMHa ¢dopMma Ha Py3MAOBa KMCE/IMHA C€ CUMTA 33
HeoDX0AHMa, JIEYEHHETO ChC CTATHHHU TPAOBA /1a C€ NPEyCTAaHOBH Npe3 LIEAUA NEPHOJ Ha JIEYEHHE C
¢y3unoBa xucenuna. [Ipu nauneHTH, KOUTO NpueMat Gy3HUAO0BA KHCENHHA U CTATHHH B KOMOHHAMS,
HMa cpoOlIeHHsA 3a pabaomuonu3a (BKIIOYHTENHO HAKOM C JIeTaneH U3Xof) (BHFE Tomg A
[TaunenTeT TpabBa aa Obae npeaymnpeneH BRegHara Aa NOTbPCH MEIOHLIMHCKA l/i ;
CHMITTOMH Ha ciabocT, 00JIka WIH YyBCTBHUTEJIHOCT B MYCKYJIHTE, JleueHHeTo CHE ¥+

6ble BBL30GHOBEHO celeM JAHM cied  TNoclefHaTa f[03a Ha
[Ipn M3KMIOUYHTETHH ODCTOSTENCTBA, KOraro € HeoOXO0AWMO NMPOIBIDKHUTENHO
(Gy3unoBa KHWCeNHHa (Hanp. 3a JieYeHHEe Ha TeXKKH HHPEKLHH), HEOOX0AUMO
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npuioxeHHe Ha TabaeTku Popacra ILiroc ¥ ¢y3nnoBa kuceMHa MOXKE €IMHCTBEHO Ja ¢€ pa3riieaa 3a
BCEKH CIIyyal MOOTAEHO U NPH CTPOro MeJAKIIMHCKO HabmogeHue.

Paca
DapMaKOKMHETUYHUTE MPOYYBAaHMA HAa PO3YBACTATHH NMOKa3BaT NMOBHINEHWE HA EKCMO3MLMATA NPH
MAACHTATE OT a3HaTCKaTa paca, B CpaBHeHHe ¢ Te3u OT OanaTa paca (BvxTe ToYkH 4.2 u 5.2).

[IpoTeaszHn HHXHOUTODH

[TouineHa cHCTEMHA €KCMO3WLMA HAa PO3YBAaCTATHH € HabmioJaBaHa MPM NALMEHTH, MPHEMALLM
pO3yBAaCTATUH €IHOBPEMEHHO C pazIMYHH MPOTEa3’HH HHXHOUTOPH B KOMOHMHALHSA C PHTOHABHP.
Tpabpa na ce 0OMHCNAT KakTO MoON3aTa OT IMIHACIIOHIKaBaHe Ype3 ynorpeba Ha Posacra [Lnroc npH
nauveHtn ¢ HIV, kxouto mpueMar nporeasnn MHXMOMTOpH, Taka M TOTEHLUMANBT 33 TIOBHilleHA
T1a3MeHa KOHLICHTpallMsa Ha pOo3YBacTATHH, KOrato C€ 3alouBa TeparMAaTa M ¢e NOBHINABA A03aTA Ha
pO3yBaCTaTHH TMpH NAaLMEeHTH, JNeKYBaHW ¢ nporeasHH uHxubutopu. He ce npenopnuea
CAHOBPEMEHHOTO NPUIIOKEHHE C ONPSAENCHH NPOTeasH HHXHOUTOPH, OCBEH aKo J03ata Ha PosacTa
[Inioc He ce ananTipa (BrKTe TOYKH 4.2 U 4.5).

HurepcTrunanna 6enoapobHa 6onect

HoxnageaHu ca W30JIHpaHH CliyyaH Ha MHTepcTHUManHa Oenoapobua GosecT MpH MpHIOKEHHe Ha
HAKOU CTaTUHH, OCOOEHO NMPH NPOALJLKUTENHA Tepanud (BIkTe Touka 4.8). Knuauunure [POSBH MOraT
Aa BKJIOUYBAT OUCIHEA, HENPOOYKTHBHA KalJIHIA M BJIoLIaBaHe Ha obOTO cheTosHKE (YMopa, 3aryba
Ha Terno ¥ Tpecka). AKO UMa NOAO3PEHHE, Y€ NMAUHEHTLT € pasBW1 HHTepCTALIMaANHA GenoapobHa
OoJiecT, TepanusaTa Cbhe CTaTHHH TPAOBa 1a ObJle NpeyCcTaHOBEHA.

3axapeH auaber
Hskou naHHH ¢OoYaT, Y€ CTATMHHUTE KaTO KJac MOBMILABAT KPBBHATA 3aXap U NPU HAKOM MALIHEHTH ¢

BMCOK PUCK OT pa3BUTHE HAa JHabeT Morar aa Mpeau3BUKAT HUBA HAa XHNEPTIIMKEMUS, NPH KOMTO Ha
MpPaKTHKa € HeoDXOAHUMO neueHHe 3a Anabet. Tosun puck obave ce KOMMEHCHPa OT NMOHHKEHUETO Ha
CHAOBHSA PHUCK H CIIEOBATENHO HE TPAOBAa Aa ObAe NMPUYHHA 32 CHpaHE Ha JIEYUEHHETO CbC CTATHH.
[TauyeHTHTE C PHUCK OT XUneprivkeMus (IMI0KO3a Ha raanuo 5,6 1o 6,9 mmol/l, UTM >30 kg/m?,
NOBHUIEHH TPHINTHLEPUAH, XHUNIEPTOHHKA) Tps0Ba na ObaaT HabnoaaBraHU eTHOBPEMEHHO KIMHUYHO M
OMOXMMHMYHO B CBOTBETCTBHE C HALIMOHATHUTE MPENOPHKH.

B npoyusanero JUPITER noknansadara ofiia yectora Ha auabet e 6una 2,8% npH po3yBacTaTHH U
2,3% npu riauebo, npeIUMHO NpU MaLHEHTH C [VI0K034a Ha TJIafaHo oT 5,6 a0 6,9 mmol/l.

®Oubpatu
be3omacHOCTTa W €(HMKACHOCTTa Ha €3eTHMHO, npwioxeH ¢ (GHOpaTH, He ca YCTAHOBEHH.

AKO MpH NALMEHTH, KOMTO NpueMmar e3eTuMHO/pozyBacTaTMH H (denodubpaTr, HMa CbHMHEHHA 3a
XOJIeNNTHA3], ca NMOKA3aHH U3CeABaHMs Ha XITHhYHHA MEXYP H Ta3M Tepanus TpA0Ba Ja ce npexpaTy
(BrKTE TOUKH 4.5 1 4.8).

AHTHKOAryIaHTH

AKo e3eTHMHO/po3yBacTaTHH ce 106aBH KbM BapdapHH, KbM APYr KYMapHHOB aHTHKOArynaHT MM
(hTYMHIHOH, MEXIYHAPOJAHOTO HOpManu3upaHo oThouleHHe (International Normalised Ratio, INR)
TpsAOBa Ja ce npocaeasBa no NOAXOAAL HAYHH (BIDKTE TOYKa 4.5).

LIMKJTOCTIOPUH: BHKTE TOUKH 4.3 1 4.5.

[leanaTpuyna nonviauus
be3onacHocTTa M €(MKACHOCTTA HA NIPHIIOKEHHUETO Ha TabneTKH e3eTuMH6/p03yBacTa

BB3pacT Moj, 18 roarHy Bce olle He ca YCTaAaHOBEHH, MOpaAM KoeTo ynorpebara um
B TA34 BB3PACTOBA rpyna.

)
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Popacta [Lmoc Tpabpa na ce mpuiara ¢ NOBHIUEHO BHWMaHHE NpH MAlHEHTH, KOWTO KOHCYMMpAT
MPEKOMEPHO roJieMH KOJTHUECTBA aJIKOXOJI WHIMKM HMAT aHaMHe3a 3a YepHoaApoOHo 3abonaBane.

JlakTo3a

Tabnerkure PoBacta Ilmoc cwaepxar nakrosa. IlauMeHTH ¢ pelKM HACNeACTBEHH NpobneMH Ha
HEMOHOCHMOCT KbM TallaKTo3a, IThJIEH JIaKTa3eH AePHLIMT WIH rIII0KO30-TalaKTO3HA ManabcopOuus He
TpAOBa Ja MpHEMAaT TOBa JISKapCTBO.

Hatpnii
ToBa nexkapcTBO ChabpXKa MO-MaNKO 0T | mmol HaTpuii (23 mg) Ha TabNeTKa, T.€. MOXKeE [1a Ce KAXKe, Ye
[PAKTUYECKH HE CHEABLPXKE HATPHH.

4.5 BianmoaelcTBHe ¢ APYIH JlekapcTBeHH NPOAYKTH H APYrd ¢opMu HA BIAaUMOLeHCTBHE

IIpoTBONOKA3aHUA

Luxnocnopun: 1lpy €1HOBPEMEHHOTO NPUWIOKEHHE HA PO3YBACTATHH M LUKIIOCIOPHH, CTOHHOCTUTE HA
AUC Ha po3syBacTaTuH ca ¢peAHO 7 ITbTH NO-BUCOKH OT Te3H, HabmogaBaHu NPH 3ApaBH 10GpOBOIILM
(BxTe TOuka 4.3). EAHOBpPEMEHHO NPHIOKEHHE HE TMNOBJIMABA IUIa3MEHMTE KOHLEHTPAlMM Ha

LHHAKJIOCIIOPHH.

ENHOBPEMEHHOTO NMPHIOKEHHUE HA €3€THMHO/PO3yBACTATHH € MPOTHBOMNOKA3aHO (BHXKTE Touka 4.3).
[Ipn npoyuBaHe Ha OCeM MauMeHTH ciea 6nOpeuHa TpaHCIIAHTaLUA W ¢ KPEaTHHUHOB KIMPBHC >50
ml/min, MpoBeXaallK Ne4eHHe C MOCTOSHHA 032 UMKIOCTIOPHH, NIPHI0KEHHETO HAa €AHOKPATHA J103a
ot 10 mg e3eTMud Boau ao ysenuuenue ot 3,4 metH (0T 2,3 10 7,9 nbTH) Ha cpeanata AUC 3a o6uus
€3eTHMHO B CpaBHEHME ChC 3ApaBaTa KOHTPOJIHA NOMYJIALHMA, YYacTBaja B JApyro npoyusase (n=17) u
npueMana caMo e3eTiMuO. B apyro npoyusane npu nauueHT ¢ 650peyna TpaHCIUIAHTALIMA C TEXKA
OBOpeyHa HENOCTATBYHOCT, KOHTO € MOAYYaBal LHKJIOCTIOPHH W MHOXECTBO APYIH JIEKapCTBa, ce
Habnoaapa 12 NMbTH MO-rongMa €KCNo3uuMA Ha ofuMA e3eTHMMEG B CpaBHEHHE ¢ KOHTPOJH,
rnojyvasaiyd camo e3etuMu0. B kpbeTocaHo npoyurane ¢ ABa nepuoaa npH 12 3apasu Ao6poBonim,
€)KeIHeBHOTO npuiarane Ha 20 mg e3eTumHO B npoabkeHHe Ha 8 AHM ¢ eqHOKpaTHa J03a or 100 mg
LKHKJIOCTIOPHH Ha AeH 7 BoaM Ao cpeaHo yBenuuenue Ha AUC Ha mmiotocnopu ¢ 15% (B auanasosa
oT HamaneHue 10% npo yesenwueHwe ¢ 51%) B cpaBHEHHE CbC CaMOCTOATENHOTO NPHIOKEHHE Ha
eAHOKpaTHa 103a oT 100 mg unknocnopud. KontponupaHo npoyusase 3a eekra oT €JHOBPEMEHHOTO
MPUAOKEHHEe Ha €3¢TUMHO BBpPXY EKCMO3HLMATA Ha LMKJIOCMIOPHH NpPH NalUMEHTH ¢ OnOpeuHa
TPAHCIUIAHTALIUA HE € [IPOBEXIaHO.

Temgpubposun u opyeu nunudononusxcasawu npooykmu. Jlosata ot 40 mg po3yBacTaTHH e
NPOTHBONOKAa3aHa MpH €JHOBpeMeHHa yroTpebda Ha ¢pubpar (Bx. Touku 4.3 u 4.4).

KoMbrHauuu, KOUTO He CE€ NPenoph4BaT
IHpomeaznu unxubumopu. BbOopeky de TOMHHUAT MEXaHH3bBM HA B3aHMOJEHCTBHE HE € HM3BECTEH,
€ HOBPEMEHHOTO NPWIOXKEHUE ¢ MMPOTEa3HH UHXMOUTOPU MOXKE PA3KO Aa MOBHLIM €KCHO3MLHMATA Ha
po3yBacTaTHH (BHXTe Tabnunara B Touka 4.5). Hanpumep BbB apMakOKHHETHYHOTO MpOyYBaHe,
€1HOBPEMECHHOTO NMPUJIOXKEHHE HA po3yBacTaTHH 10 mg ¥ xkoMOMHUDPaH NPOAYKT, ChCTOALL C€ OT JBa
nporeasud uHxuburopa (300 mg arasanaeup/100 mg puToHaBMp) NpH 3ApaBH A0OpPOBOJILM ce
aCOLMHpA C NMPHOIM3HTEIHO TPUKPATHO M celeMKpaTHO HapacTBaHe cboTBeTHO Ha AUC u Chux Ha
po3yBacTaTHH. EAHOBPEMEHHOTO NPUIOKEHHE HA PO3YBACTATHH M HAKOM KOMOMHALUMH OT NPOTEA3HHU
HHXHOWTOPH MOXKE Jia C€ MMa MpPEeBMA Cllel BHUMATENHO MNpeleHABaHe Ha KOPEKLUMHUTE Ha 7103aTa Ha
po3yBacTaTHH Ha 0a3a Ha OYaKBAHOTO MOBHLIEHHE HA €KCHO3HIHATA Ha PO3yBacTaTHH 590

4.2, 4.4 n Tabnuuata B Touka 4.5). KomOMHauuATa He € noaxoaaa 3a MbPBOHAYS
HeOOX0AMMOCT HAYaNOTO HA JICYEHUETO WIH afanTHPAHETO Ha 1o3aTa TpabBa na cg
MOHONpENapaTH H cjel ONpele/sHe Ha MNOAXOAALUWTE O03H € Bb3MOXKHO
KOMOHHaLHA ¢ ¢pUKCHpaHa [03a ¢ NOAXOAALA KOHLIEHTPaLIMA.




Huxubumopu na mpancnopmuume npomeuru: PosysactaTtus € cy0cTpar Ha OnpeaencHH TPaHCTIOPTHH
NPOTEHHH, BKIIOYHTEHO YepHOAPOOHHS birrelk TpaHcnoprep OATP1B1 u edykcHug TpaHcnioprep
BCRP. EqHOBpeMEHHOTO NMPUIOKEHHE Ha €3€TUMHO/PO3YBacTaTHH C JIEKAPCTBEHH MPOAYKTH, KOUTO
ca MHXUOUTOPH Ha TE3M TPAHCNOPTHHU MPOTEMHH, MOXKE J1a NIOBEAE [0 NOBHMIIABAHE HA IUIa3MEHaTa
KOHLICHTpALlHA Ha pO3YBACTaTHH M MOBHIIIEH PUCK OT MHONAaTHUA (BHXKTE TOUKH 4.2, 4.2 u Tabnunara 8

TOuKa 4.5).

Tempubposun _u Opyeu_  aunudononudicasawyy npooyxmu. EIHOBpEMEHHOTO [IDHIOXKEHHE Ha
poO3yBacTaTHH H reM¢pHOpO3WI € J0BENO A0 ABYKpaTHO noeHuleHue Ha Cmax U AUC Ha po3yBacTaTHH
(exre Touxa 4.4). Karo ce ummar npeaBug AaHHHTE OT (papMAKOKHHETHUHHMTE MPOYYBAHMA,
M3C/ICABalllH JIEKAPCTBEHHTE B3AUMOJCHCTBHA, HEe c€ oO4yakBa (PAPMAKOKHHETHYHO 3HAYMMO
B3aUMOACHCTBUE C ¢eHoPUOpaT, HO Bce NaK € BBL3MOXKHA NOSBA Ha (PapMaKOAMHAMMYHO
B3aUMOJCHCTBHE.

[lemdubposun, Penodubpar, apyru Ppubpaty ¥ IMNHAOCTIOHKKABAIUK J03H (B A03H >1 g Ha AeH) Ha
HHAalUMH (HUKOTHHOBA KHMCEIWHA) MOBHIIABAT pUCKAa OT NOSBa Ha MMOMATHA NpH KOMOHHUpaHe C
HHXHOUTOpH HAa HMG-CoA penykrazara, Hali-BepoATHO nopaad (akta, 4e MOCIHETHHATE MOraT Aa
MpeIH3BUKAT MUONATHUS, KOTAaTO CE MPWJIAraT CaMOCTOSTETHO.

Ipu nauueHTH, kOoUTO NpueMar peHopUOpaT U e3eTUMHO, TekapuTe TPAOBA Na Ca HAACHO C Bb3MOXKHHA
PHCK OT XOJICJINTHA3A M 3a00/11BaHE Ha XTbYHHA Mexyp (BHXKTE TOUKH 4.4 11 4.8). AKO NPH NALKHEHTH,
KOHUTO npHeMaT e€3eTHMHO ¥ peHoPUOpaT MMa CHMHEHME 3a XOJCNHTHA3a, ¢a NOKA3aHHU U3C/CIBaHHUA
Ha XIBYHHA MEXYP H Ta3H Tepanus TpAOBa la ce NpeycTaHoBH (BwkTe Touka 4.8). EfHoBpeMeHHOTO
npuioxeHue Ha QeHoudpaT WM reMpubpo3W1 yYMEpEeHO MOBMILABa OOMIHMTE KOHIIEHTPAaLMH Ha
€3eTUMHO (CHOTBETHO NpubauzutenyHo 1,5 u 1,7 nuti). ENHOBpeMEHHOTO NIPHIOKEHHE HA e3eTUMHD ¢
apyrn ¢ubpard He ¢ npoydeHo. PubparuTe Morar Ja yBeNHuUaT €KCKPELUHATa Ha XOJNeCTEpoa B
KITbYKaTa, KOETO BOAH A0 XonenutHaza. Ilpm npoyusBaHuUA NpH KMBOTHH, €3€THMHO NOHSKOra
NOBHILIABA XOJECTEPOA B HIBYHHUS COK Ha MUTBYHMA MEXYP, HO HE MMPH BCUUYKH BHJOBE (BHXKTE TOYKA
5.3). He Mmoxe na ce M3KIIOYH TUTOT€HEH PUCK, CBBP3aH ¢ TepaneBTHYHATa ynorpeba Ha e3eTuMHuo.

Dyszudosa Kuceaunda: PUCKBT OT MHONATHA, BKIIIOYUTENHO pabaoMHONN3a, MOXE [1a CE YBEIHYH NpPH
€HOBPEMEHHOTO MNpUWIOXKEHHEe Ha (y3HAOBA KHCEIHHA B JIEKAPCTBEHW (OPMH 33 CHUCTEMHO
MPUIOKEHHE ChC CTATHHU. MexaHu3MBT Ha TOBa B3aUMOAEHCTBHE (HE3aBHCHMMO JalM e
(papMakoAMHAMHYEH, (apMakOKMHETHUYEH WIH M ABETE) € BCe Ollle HeussecTeH. IIpu mallMeHTH,
npHeMally Tasd KoMOHHalLMs, HMa cholLeHus 3a pabaoMuonK3a (BKIFOUMTENHO C JIETAlIeH W3XOA).

AKO € HeOOXOAHMO CHCTEMHO JleveHue ¢ Qy3UA0Ba KHUCETHHA, JIEYEHHETO C PO3YyBacTaTHH TpabBa na
Ce€ MpEKpPaTH Mpe3 LA NMEPHOA Ha JedeHHe ¢ Py3Ma0Ba KMceluHa. BuxTe chiio Touka 4.4,

Hpyry B3auMoneiicTrus

Anmuayudu: ENHOBPEMEHHOTO NPUIIOKEHUE HAa PO3YBACTATHH C aHTHALIWAHA CYCIEH3US, ChADPKALLA
amyMHHHEB M MarHe3WeB XHAPOKCHA, € JOBENO 10 HAMAIABAHE Ha [U1a3MEHATa KOHLEHTpalMs Ha
posyBacTaTHH ¢ npubnusurenHo 50%. Tosu edexr e Oun orcnabeH, KOraTo aHTHALMINWTE Ca AABAHU 2
yaca cien npMeMa Ha po3yBacTaTHH. KIMHHAYHOTO 3HAayYeHHE Ha TOBa B3aMMOOCHCTBHE He ¢

H3CJICABAHO,

EnHoBpeMeHHOTO MpWIaraHe Ha aHTHALKMA HaMaisBa CKOPOCTTa Ha abcopOumsa Ha e3eTMMMO, HO He
OKa3Ba eeKT BbpXy OHOHaANK4YHOCTTa Ha e3eTUMHO. ToBa HamansBaHe Ha ckopocTTa Ha abcopbLms He

CC CHHUTA 3a KJIHHYHUHO 3HAYHMO.

Epumpomuyur. ENHOBPEMEHHHAT MpHEM Ha pPO3YBACTATMH H EPHTPOMMLIMH € [109%

HamaneHue Ha AUC,. 1 30% HamaneHue Ha Cpax Ha pO3yBacTaTHH. TOBa B3aUMOJE /-/ y
NpeaH3BHKAHO OT MOBHLICHHA YPEBEH MOTWIMTET, BCICACTBHE Ha MPUEMAHETO Ha ¢PIL




B3aUMOACHCTBHA BCneACTBHE Ha LUTOXpoM P450-Menunpanus merabonussMm. He ca nHabmonasaHu
KIIMHHHYHO 3HAaYHMMH B3aHMONEHCTBUA MEXAY pO3yBacTaTUH U ¢aykoHazon (uuxuburop Ha CYP2C9 u
CYP3A4) unu kerokoHazon (MHxuburop Ha CYP2A6 1 CYP3A4).

B npeakKIMHWYHH POYYBAHHS € YCTAHOBEHO, Y€ €3€TUMUO He HHAYLIMPA eH3UMUTE Ha IMTOXpom P450,
KOUTO MeTabonusMpar nexapcTBata. He ca HabaiogaBaHH KIMHHYHO 3HAUYMMH (PapMaKOKHHETHYHH
B3aHUMOJCHCTBUA MEXIY €3¢THMHO M JIeKapcTBa, 34 KOMTO € W3BECTHO, 4e ce MeTaboiausupar upes
uuroxpom P450 1A2, 2D6, 2C8, 2C9 u 3A4 wim N-anetunrpancdepasa.

Anmaconucmu_na_eumamuy K. Ilonobno Ha apyrm wHxmbutoppn Ha HMG-CoA penykrasara,
3aNOYBaHETO Ha JIcueHHe ¢ pO3yBaCcTaTHH WIK THTPHPAHETO Ha A03aTa MY NPH NaUHEHTH, NPHEMAaILH
aHTaroHWCTH Ha BHTaMuH K (Hanp. BapdapuH WnM ApyrM KyMapuHOBM aHTHKOAryJaHTH) MOXE Aa
AOBeAEC [0 TMNOBHIIABAHE Ha MEXIYHApOOHOTO HOPManu3upaHO CBhOTHolleHHe (International
Normalised Ratio, INR). IlpekbcBaHeTO Ha JI€YEHHETO WIM MOCTENEHHOTO NMOHKKABAHE Ha J1034TA
po3yBacTaTHH MoXke na nosefe no Hamanende Ha INR. Ifpm nmomoOuu curyaumm ce npenopwuma
MOHMUTOpHpaHe Ha INR.

EXHOBpEeMEHHOTO NpUNOKeHHE Ha €3eTUMHO (10 mg BeHBXK THEBHO) HE OKA3Ba CHILECTBEHO BIIMAHHE
BbpXY OHOHAMHYHOCTTA Ha BaphapuH W NPOTpOMOMHOBOTO BpeMe B MpPOYYBAHE, MPOBEAEHO MPH
JABaHaleCET 3ApaBH BBL3paCTHU MbXe. Bbhpexku ToBa, MMa MMOCTMAPKETHHIOBH CBHOOLICHWA 3a
NOBULICHO MEXAYHAPOOHO HOpMalKu3HpaHo croTHOWeHHe (INR) npn nanpeHTH, npy KOUTO €3€TUMUG
e nobaesH KbM BapdapHH WIH GIIynHIHMOH. AKO e3eTMMHO/po3yBacTaTHH ce no0aBa KbM BapdapuH,
KbM Opyr KyMapHHOB aHTHKOaryJaHT WiM kbM (ayunHanoH, INR TpabGea na ce nmpocneassa no
MOAXOAALL Ha4YHH (BHKTE TOUKa 4.4).

llepopannu xonmpayenmusw/ xopmonozamecmumenna mepanua (X37T): EAHOBpeMEHHHAT NpUeM Ha
pO3YBacTaTHH U NEPOPaHN KOHTPALIENITHBY € AOBEJ A0 NnoeHilaraHe Ha AUC Ha eTHHWIeCTpagHoN H
HoprecTpes1, CbOTBETHO ¢ 26% U 34%. Tesn noBulLeHH M1a3MeHH KOHLIEHTPALlMH TPAOBa N2 ce B3eMar
MoJ BHHMaHWEe, KOraro ce oOnpedens MNO3HPOBKATA Ha MNEpOpalHHTE KOHTpalenTuBH. Hiama
(apMakOKHHEeTHYHH JAHHM 33 [MaLMEeHTH, KOMTO TIPHEMAaT EJHOBPEMEHHO pO3YBACTATHH U
XOPMOHO3aMECTHTEIHA TeEpanus, ero 3awo noaodeH edekt He TpAOBRa Ja Obae M3KIOUEH KATO
BepoaTeH. BrnpekH ToBa, TtazM xkomMOMHauua e Ouna mMUpOKO NMpHIAaraHa NMpH XKEHW B KIMHHYHH
U3NUTBAHUA U € OUIa NnoHeceHa nobpe.

B KJIHHHYHH NpHYYBaHMs 32 JICKAPCTBEHW B3aHUMOACHCTBHA e3eTUMHO He OKas3Ba BIHAHHE BBLPXY
dapMakokvHETHKATa Ha MNEPOPATHUTE KOHTPALEITHBH (ETHHWIECTPAAHO/ H JIEBOROPrecTpen).

Korecmupamuy: ENHOBPEMEHHOTO NMPHIOXKEHHE HA KOJIECTUPAMUH HaMallgBa CpeaHaTa IUIol IOA
kpuBata (AUC) Ha obmna esetuMub (e3eTUMHUO + e3eTHMHO TMIOKYpOoHHA) npUGIH3HTENHO ¢ 55%.
PegyxumsaTa Ha NOBHLIEHHS XONECTEPOJ ¢ HUCKA IWTBTHOCT (low-density lipoprotein cholesterol, LDL-
C), npeauseykana ot 100aBsiHETO Ha €3eTUMUO KbM KOJIECTHPaMHUH, MOXE Jla C€ HAMAJIH 4pe3 TOBa
B3aUMOJEHCTBUE {BWKTE TOUKA 4.2).

Ezemumu6: TIpM NallMEHTH ¢ XUMNEPXOJECTEPONIEMHA €AHOBPEMEHHOTO mpHioxkeHne Ha 10 mg
posyBacTaTvH M 10 mg e3etuMub Boau no yeenuvenue Ha AUC Ha posyBactatud 1,2 mbTH (BHKTE
rabnuuara no-gony). He moxe na ce m3kwmoun (apMakoJJMHAMHYHO B3aHMMOLEHCTBHE MEXIY
PO3yBacTaTHH H €3€TUMHO MO OTHOLIEHHE HA HEXKeJIaHK peaKkUHH (BHXKTeE Touka 4.4).

Tuxacpenop: Tukarpenop Moxe na noenuse 6b6peuHaTa ekckpelMa Ha pO3yBACTATHH, YBEJIWYABANKH
pHCKa OT KYMYJNMpaHE Ha PO3yBacTaTHH. Bbpekd ye TOUHUAT MEXaHW3bM HE € H3BECTEH, B HAKOH
Cly4aH €JHOBPEMEHHOTO NPHIOKCHUC HA THKArpeaop M pO3yBacTATHH BOAM A0 HaMalsBaHe Ha
ObbpeuHaTa ¢yHk1 M, nosuineHo HUBo Ha CPK u pabaomuonusa.

pyeu rexapcmeenu npooykmu: Bv3 ocHoBa Ha jaHHUTE OT crieUHQUUHH IPOYYBA
Ha JIEKapCTBEHH B3aUMOJEICTBUSA, HE C€ OYaKBa KIIMHMYHO 3HAYKMO B3aUMOJEHCT g:
B WIMHHYHHM NPOYYBaHHA 34 B3aUMOJEHCTBUA €3eTUMHO HAMa edeKT BLpXy (ap ﬁ»
[ancoH, AEKCTPOMETOp(daH, AMIOKCHH, MNIMNU3HI, TONOYTaMHA HIIH MHAA30/1aM, TP, &




HM MPHJIOKEHHE. LINMeTHHH, npunarad CEBMECTHO C €3eTUMUO, HAMa edeKT BEpXY OMOHATMUYHOCTTA
Ha €3eTUMHD.

B3aHMOAeHCTBHA, KOHTO H3HCKBAT aJANTHPAHE HA A03aTA HA PO3YBACTATHH (BHXKTe ChLINO H
TabaanaTa mo-pouay). Korato € Heobxonumo na ce mpuiara €JHOBPEMEHHO PO3YBAaCTATHH C APYrH
NIEKApPCTBCHH TPOAYKTH, 3@ KOHTO HE € W3BECTHO, Y€ MNOBHLIABAT €KCMO3IHMLMATA HA PO3YBACTATHH,
JO3MTE Ha pO3yBacTaTHH TPAOBa [a ce ananTUpaT. 3arnousa ce ¢ 1032 OT S mg po3yBacTaTHH BEIHBXK
JHEBHO, aKO OYaKBAHOTO MOBHIUEHHE Ha excniozHuuaTa (AUC) e npuOIM3IKTENHO ABYKPATHO WIH MO~
ronamMo. MakcuManHara JHEBHA A03a pO3yBAcTaTHH TpAOGBa Ja ce KOPUrHpa TaKa, Y€ O4YaKBaHATa
€KCMO3HLIHA Ha po3yBaCTaTHH Aa HE HAABMLIM Ta3H Ha JHeBHa n03a ot 40 mg po3yBacTaTHH, NPHET
6e3 B3auMopneclcTBalliM NE€KapCTBEHH MNPOAYKTH, Hanmpumep no3a ot 20 mg po3yBacTaTHH C
rempudpozun (1,9 nbTH noBuueHne) W go3a or 10 mg posyBacTaTHH € KOMOMHaUMs
aTazaHaBup/pUTOHABHD (3,] MbTH NOBHILIEHHE).

Edekr HAa eAHOBPEMEHHO NPHJIATAH JCKAPCTBEH MNPOAYKT BLPXY €KCIHO3HIHATA HAa
po3yBacTaTHH (AUC, B Hn3xoasin pex) or nyGNHKYBAHA KJIHHHMHH H3INHTBAHHA

Ho3ob PeXHM Ha | Jo3oB peKHM Ha | [lpomasa B AUC nma
B3aHMOAEHCTBAIIOTO pO3YBACTATHH posyBacTaTHH*
JIEKAPCTBO

Huinocnopun 75 mg 2 | 10 mg Beaubx/neH, 10 auu 7,1 mbT] |
netw/aed g0 200 mg 2

IBTH/ IeH, 6 Mecela

ATazaHaBHp 300 mg/ | 10 mg, enMHUYHa A03a 3,1 nbTH 1
PUTOHABHD 100 mg

BeOHBX/ IeH, 8 AHH

Jlonunasup 400 mg/ | 20 mg peAHBA/ACH, 7 IHM 2,1 nbTH 1
puroHaBup 100 mg 2 nbTH/AeH,

17 nun

Knonuporpen HatoBapeane ¢ | 20 mg, eqHHHYHA 0033 2 b1
300 mg, nocneaeaHo ot 75 mg

Ha 24 yaca

['empubpozun 600 mg 2 | 80 mg, enuuyuuHa A03a 1,9 mbty 1
NmbTH/ neH, 7 nuu

EnTpombonar 75 mg | 10 mg, eAMHU4HE n03a 1,6 nv1H 1
BedHbXK/ OeH, 10 gHK

Ezerumu® 10 mg Beauwx/neH, | 10 mg Bequbac/nen, 14 auu 1,2 nbTH T**
14 nHn

HapyHaBup 600 mg/ | 10 mg Beauwx/0eH, 7 OHH 1,5 neTH 1
puroHaeup 100 mg 2 nvTu/nen,

7 OHH

TunpuxHapup 500 mg/ | 10 mg, entMHHYHA A03a 1,4 nvta 1
putoHasup 200 mg 2 mbTH/AeH,

11 auu

HpoHenapoH 400 mg 2 | He e HanxuHa 1,4 noT1 1
NbTH/ AeH

Hrpakonazon 200 mg | 10 mg, equHHUYHA 7034 1,4 nuTi T**
BeAHBLX/ AEH, 5 IHH

GozamnpeHasyp 700 mg/ | 10 mg, equHu4HA K032 >
putoHaBup 100 mg 2 neTH/AeH,

8 JHH

Anernurasap 0,3 mg, 7 auu 40 mg, 7 nHH <
Cumumapun 140 mg 3 | 10 mg, enHHYHa 0034 —

NbTW/ OEH, 5 THU




Ho3oB PEeXHM Ha | [Jo3oB PeXHM HA | lpomaaa B AUC Ha
B3AMMOAEHCTBAINOTO PO3YBACTATHH PO3YBRCTATHH™
JEKAPCTBO
Qenopubpar 67 mg 3 | 10 mg, 7 nHu >
OeTH/ OeH, 7 IHH
Pudamnun 450 mg | 20 mg, eaMHHYHA A03a >
BeOHDLX/NeH, 7 JHH
Kerokonazon 200 mg 2 | 80 mg, enuHKYHA 1034 -
NbLTW aeH, 7 AHU
DnyKoHazon 200 mg | 80 mg, eAMHUYHA 1032 >
BeJHBX/ NeH, 1] aHu
EpurpomuuH 500 mg 4 | 80 mg, equHuuHa 7032 20% |
eTH/ oeH, 7 AHU
baiikanun 50 mg 3 neTH/men, | 20 mg, enMHUYHA 8034 47% |
14 nuu
Peropagenud 160 mg, | 5 mg, eAUHHYHA 1033 3,8 nbTH 1
BeaHLX/ 1eH, 14 gHH
CumenpeBup 150 mg, | 10 mg, eqnpHUvHA J03a 2,8 nbTH 1
BeOHBX/OeH, 7 AHH
BenanaracBup 100 mg | 10 mg, enuHUYHa J03a 2,7 mbh 1
BEHbX/I€H
Omburaceup 25 mg/ | 5 mg, eAMHKYHA Ko3a 2,6 mbTH 1
NnapUTanpeBUp 15¢  mg/
PUTOHABHP 100 mg
Beaubx/pen/ pacabysup 400

 mg 2 nbTH/AeH, 14 1HKU
I"azonperup 200 mg/ enbacenp | 10 mg, eaMHUYHA no3a 2,3 mbTH T
50 mg BeAHBX/AEH, 11 AHK
[ nekanpeBup 400 mg/ | 5 mg peaHBN/IEH, 7 OHU 2,2 mbTH ]
nubpeHTacBUp 120 mg
BeAHDK/IEH, 7 IHH

* lauHuTE, NaJCHH KaTO X ITETH NMPOMAHA, NPEACTaBIIABAT MPOCTO ChOTHOLIEHHE MEXAY €AHOBPEMEHHO
NPUWIOKEHHE U CAMOCTOATENIHO MPUIOKEHHE Ha po3yBacTaTUH. JanHuTe, naaeHu kato % npomsHa
npeacTaBaAT % pa3iMKa OTHECEH KbM CAMOCTOSTEIHOTO NPWIOKEHHE HA PO3YBACTATHH.
[ToBHiIEHMETO € MOCOYEHO KaTo “1”, 6e3 npoMsAHa KaTo “«>”, NOHWKEHHETO KaTo “|”.

**Hakonko npoyuyBaHKud 3a B3aMMOIICACTBHA Ca MPOBEACHHU ¢ Pa3/IM4HH JO3HPOBKY PO3YBACTATHH, A
TabnuuaTa npeactaBs Hai-3HAYUMOTO CHOTHOLIEHHE.

KoMOunauuaTa He € noaxoasula 3a NMbPBOHAYAIHO JieueHHe. IIpM HeoOXoAMMOCT HAYaloTO Ha
JICYEHHUETO H aJanTHpaHeTO Ha [Oo3aTa TpAOBa Ja ce M3BBPIUBAT caMO € MOHOMNPENAPATH U Clel
ONpPEACNAHE HA NOAXOAALIUTE J03U € BB3MOXCHO MPEMHHABAHETO KbM KOMOHHAUMATA ¢ HUKCHpaHa

A03a ¢ NoAXOo4slia KOHUCHTPpALHUA.

IleanaTpuyHa nomynanus
[IpoyuBaHus 3a B3aHMOJEHCTBUA Ca IPOBEXKAAHH CaMO NPU BL3PACTHH NAllHEHTM.

4.6 DepTHINTET, OpEMERBOCT H KBPMEHE

Ynorpebata Ha Posacra ILmoc e nporuBomokaszaHa mno Bpeme Ha OpeMeHHOC
Kenu B nereponna sp3pacT TpadBa ga M3NOJI3BAT NMOAXOAAIMA KOHTPALICIITUBHH MEpP

bpemeHHoOCT
Pozyeacmamun:




Toi KaTO X0NECTEPONBLT K APYTH NPOAYKTH HA OMOCHHTE3aTa Ha XONeCTepona ¢a BaXKHH 3a pa3BHTUETO
Ha NNoJa, MOTeHUHATHMAT pUck oT uixubupaHe Ha HMG-CoA peaykraszara € no-royisimM, B CpaBHeHHE
C MoJji3ara OT JIeYeHHETO Mo BpeMe Ha OpemeHHocT. HM3cnensaHuATa NMpM >XHBOTHH NpPEJOCTABAT
OrpaHHYEHH JaHHH 33 peNnpoaAyKTUBHA TOKCHYHOCT (BIDKTE TOUKA 5.3). AKO naijueHTKa 3abpeMeHee 110
BpeMe Ha neueHuero ¢ Poracra Ilmoc, neyenneTo Tpadea na ce npekpartu He3abaBHoO.

Ezemumub:;

Hama xauHM4HM JawHd  3a  ynotpebara Ha e3etTHMHO 10 BpeMe Ha OpeMeHHOCT.
[IpoyuBaHusaTa NPH XUBOTHH MPH MOHOTEPANHA ¢ €3¢TUMUO HE MOKa3paT [PHU3HALK HAa NPEKH WIH
HENPEKH BpPEOHHM €(EKTH MO OTHOLIEHWE HA OpeMeHHOCTTa, eMOpHO(DETAIHOTO Pa3BUTHE, PAXKIAHETO
WJIH MOCTHATAJIHOTO pa3sBUTHE (BIDKTE TOUKA 5.3).

KbpMeHe

Pozysacmamun:

Po3zyBacTaTUH ce OTAeNs B MIAKOTO Ha TUIEXOBE. HAMa JaHHH OTHOCHO HEroRaTa eKCKpelHs B
yoBewKata KkbpMa (BHxKTe Touka 4.3).

Ezemumub:
[TpoyuBaHus npv MIBXOBE MOKA3BaT, ue e3eTMMHUO ce ekckperupa B kbpMaTta. He € u3BecTHO panu

e3eTHMHO ce OTaeN% B KbPMAaTa NPH XOpa.

OepTUIHTET
Hsma naHHM OT KIMHHYHH RApY4YBaHUA 3a €(EKTUTE Ha €3¢THUMUO BbPXY (PepTWIMTETA MpH XOpa.
EzeTumn® He 0ka3Ba BIMAHUE BbPXY (PePTUIIHTETa HAa MBIKKH WIH KEHCKH TUTbXOBE (BHXKTE TOYKa 5.3).

4.7 E¢gexTn BLpXY cnocofHOCTTA 32 HIodpHpaHe H padoTa ¢ MAIINHA

Posacra [Limoc HE noBausABa MM NOBNUABA B MaMNKa CTENEH CNocOOHOCTTA 3a WodHpaHe U padoTaTa ¢
MaliMHU. He ca npoeexxaaHu npOy4BaHHs 3a YCTAHOBSBAHE BIMAHHETO Ha pPO3yBacTATHH/€3€THUMMO
BLPXY COCcOOHOCTTA 3a Wwodupane u paborta ¢ MaliMHK. Benpeku ToBa, npu modupane wiu pabora ¢
MalIHU TpAOBA Aa ce UMa MPEABUI, HE MO BPpEME Ha JISHEHUETO MOXE JIa Ce MOSIBH CBETORBLPTEK.

4.8 HexenanHd JeKApPpCTBEHH PeaKIHH

O606enne Ha npoduna 3a 6€30MacHOCT
HexenaHuTe nekapcTBeHH peakLun, HabnwaaBaH nNpy ynorpedara Ha po3yBacTaTHH, OOMKHOBEHO Ca

JAEKH Y npexoaHu. Ilpu kOHTponHpaHUTe KIHHUYHH HU3NMUTBaHUA NOR 4% OT NauMEeHTHUTE, IEKYBaHH C
pO3YBAaCTaTHH, ¢a MPEKbLCHANU JIEYCHHETO MOPAAU HEXKETAaHH peaKkLiMHu.

B KIMHHYHH NpOy4YBaHKA ¢ NpoaRDXUTENHOCT A0 112 ceamMuum esetumud B poza 10 mg nHEBHO e
Npunarad camoCTOATENHO NpH 2 396 nauveHTH, UnM cbe ctaTdH npu 11 308 nauumenTH, WK ¢
¢enopubpar npu 185 naumeHTH. Hexkenanute peakumy oOHKHOBEHO ca OMIIH JIEKH M NIPEXONHH.
Obuwara yecToTa Ha HEXKENaHW peaklUMH € CXOJHa MeXOy €3eTUMHO n ruianebo. o cuinusa HavMH,
CTENEHTA Ha MPEKPATABAHE Ha JICHEHHETO NOpal HeXeaHH PeaKLMH € CPABHHUMA MEXIY €3eTHMHO M
ruiaueoo.

Cnopen HanmvyauTe AaHHy, | 200 mauyedTH ca npuemany koMOMHALUA pO3YBAaCTaTHH H €3¢TUMHO B
KITMHUYHH NpoyuBaHHs. KakTo ce cboOllaBa B MyO/MHKYBAHATA JIMTEPATYPA, HAK-YECTUTE HEXKEJIaHU
CrOMTHA, CBBpP3aHH ¢ KOMOMHHUpAHO JIe4eHHMEe C PpO3yBacTaTuH/e3eTUMMO TNpH NalMeHTH C
XMIIEPXONECTEPONIEMHS, Ca NTOBULICHH YEPHOAPOOHM TpaHCaMUHA3H, CTOMALLHO-UPEBHH [IPSGAeNy
MYCKYJIHK 60nkH. ToBa ca yCTaHOBEHH HeXellaHH peaKLMH 33 aKTHBHUTE BellecTBa. B e e

MOXKE Ja C€ M3KIIOYHM (PapMaKOJAHHAMHYHO B3aHMOAECHCTBHE MEXAY PO3YBAaTCTaH / -
OTHOLICHHE Ha HEXEIAHUTE peaKklMy (BHKTe TouKa 5.2).

TabnuyeH cOUCHK Ha HEXENAHU PeaKLuK




YecToTata Ha HexelaHUTe CHOUTHA € KnacHPHUMpaHa kakTo cneapa: yectH (>1/100 mo >1/10);
HeuecTH (>1/1 000 no >1/100); peaku (=>1/10 000 no >1/1 000); muoro penxu (>1/10 000); ¢ HewsBecTHa
4eCcToTa (He MOXe Ja ObAe HaNpaBeHa OLICHKA OT HAJIHYHUTE JaHHH).

Cucremo- Yectn HeuecTn Peakn Muoro C HeH3BecTHa
opraseH peaKn JecToTa
KJ1ac¢ no
MedDRA
Hapyienus TPOMOOLIUTO- TpoMOOUHMTOIE-
Ha KpPbBTA W neHns’ HHSA’
nuM@pHaTa
CHCTEMA
Hapymenus peaKUMH  Ha CBPbXYYBCTBH-
Ha UMYHHaTa CBPBXYYB- TEAHOCT
CHCTEMA CTBHTECJIHOCT, (BKIIIOUHTEHO
BKJTFOUHMTEITHO obpus,
AHrHOEIEM YPTHUKATHS,
aHaHuNakCus |
aHruoeaem)’
Hapymenus | 3axapeH
Ha nuaber’
€HIOKpHHHa- |
Ta CHCTEMA
Hapywenus HaMmaJieH aneTuT
Ha
MeTabomnu-
3Ma U
XPaHEHETO
[Tcuxu4HH aenpecua’’
HapyIlIEeHU
Hapywenus | rnmaso6o | mapecresus’ MONHHEBPO- | neprdepHa
Ha HepBHara | iue> 4, MATHA?, HEBpPONATHA,
cHCTEMA 3amaiiBa- 3ary0a Ha | HapyuleHus  Ha
He? amMeT’ CbHSA
(BKITFOUMTEAHO
Oe3CchbHHUE u
KOLLIMAapH)?,
3aMatiBaHe’,
napecTesus”,
MHACTEHHS
rpaBuC
Hpywenus O4YHA MHACTEHHA
Ha OYMTE
Cba0BH TOIUIH BBIIHH®,
| HAPYIUEHUA XHIepPTOHUs"
Pecnimparop- Kalmua’ Kaliuua’,
HH, I'PBAHH U AMcnHes” >
MEIHAaCTH-
HANHH
HapylIeHHS
CroMmaliHo- | 3anek?®, | aucnencus’, NaHKPEATUT
YpEBHH raaeHe’, | ractpoesodaru-
HapywieHHa | fonka B | anHa  pedykcHa
kopeMa™ | GonectT’, raneHe’,
3
;




Cucremo- Yectn HeuecTH Peaxn Manoro C HensBecTHa
oOpraHeH peaAKH 4eCcTOTA
KJIac no
MedDRA
nuapus’, | cyxora B ycrara’,
¢dnary- | racrpur®
ICHLUS’
Xenatobu- MOBUILICHH KBIITEHRLA | Xenatur,
JIHAPHH uepHOAPOOHH | %, XenaTUT® | XonenurTHasa’,
HapyILIECHHA TpaHCAMHHAa3H XONELHUCTHT
2
Hapyienus chpbex’ ¢, obpus* CuHapom Ha
Ha KOJKaTa H 4 yprukapusa®? CTHBBHC-
NOJKOXKHATA JHKOHCBH?,
THKaH epHUTEMa
MYNITH(OpME?,
NieKapcTBEHA
peaKiys c
CO3UHODMITHA H
CHCTEMHH
CHMIITOMH
(DRESS)
Hapywienus | Muan- apTpaIrus’, MHOTIATHA apTpanrusa’ | aprpanrus’,
Ha MyckKyno- | rus>* MYCKYJIHH (BKJIFOUHTEITHO HMYHOMEIHM-
CKeJleTHaTa cnasMu’,  6onka | MHO3HT), paHa
CHCTEMa M BbB BpaTa’, Oosika | pabnomMHonusa HEKPOTH3Hpalla
CBAMHHATEN - B repba’, | 2, nymnyc- MHUOTATHA,
HaTa TbKaH MYCKYJIHa noaobex HAPYUIEHUA Ha
cnabocer?, Gonka B | cuHIpOM?, CYXOXKHITHATA,
KpaliHULHTE" pa3KbCBaHe Ha MOHAKOra
MYCKYIHTE? YCIOXKHEHH  OT
pa3KbCBaHe?,
MHAITHA";
MHonaTus/
pabaoMHoaH3a’
(BHOKTE TOUYKa
4.4)
Hapywenus XeMaTypua’
Ha
6BOpeLMTE H
NUKOYHHUTE
MBTHLIA
rHHEKOMa-
Hapyiienns cTus’
Ha
penpoayx-
THBHATa
CHCTeMa H
 rbpaara
O61M acTeHus’ | 6oiKka B I'bpauTe’,
HapylleHUs |, ymopa® | Gonka’, acrenns®,
U e(deKTH Ha nepudepeH otok*

MACTOTO HaA
NPHJI0KCHHC




CHcTeMo- YecTH HegecTH Peaxn Mmuoro C HeH3BEeCTHA

opraHeH pPeIKB 9€CTOTA
KJIAC 0o

MedDRA

Hacnensa- [loBu- [loBulIEeHH HHBa

HMS ILIEHH Ha ALT w/wnim

HuBa Ha | AST’, noeHIeHa
ALT CPK B KpbBTS,
WK FIOBHLIEHA

AST? ramMariyTaMul-
TpaHchepasa’,
OTKJIOHEHUA B
yepHOoapoOHHTE

(O YHKLHOHAJIHH
H3CJIEeABAHUA"

] Yecrorara 3aBMCH OT HAJIMYHMETO WM JIMNCAaTa HA PUCKOBHU ¢akTopu (IJIOKO3a Ha rnaaHo =>5,6
mmol/l, BMI>30 kg/m?, noBHIIaRaHEe Ha TPHIJIMLEPHAHMTE, aHAMHE3a 3a XHNEPTOHMA) — 3a
pO3YBACTATHH.

2 Tlpodun Ha HEXeNaHWTe pPEakLUMM Ha PO3yBACTaTHUH Bb3 OCHOBA HA JAHHUTE OT KJIHMHHYHH
(IPOYHYBAHUA Y IIHPOKUA NOCTMAPKETHHIOB ONMT.

3 MoHoTepanus ¢ esetumu®. [1pn nanuenTy, nekysBaHu ¢ e3etuMub (N=2 396), ca 6bunn HabGmonapaHM
HEXEeJIaHW PEAKLHH H C [10-BHCOKA Y€CTOTa, OTKOJIKOTO Nnpu nauedo (N=1 159).

4 Ezetmub, eaHOBpEeMEeHHO MNPWIOKEH ¢bC ¢TaTUH. [Ipy nmauueHTH, JEKyBaHHW €JHOBPEMEHHO ¢
e3eTUMHO ¥ ctatiH (N=11 308), ca HaOmoaBaHM HeXeNaHW peakllMM U ¢ MO-BHCOKA 4eCTOTa,
OTKOJIKOTO MPH CAMOCTOATENHO MPUIIOKEH CcTaTHH (N=9 361).

5 HONMbIHUTETHHY HEXENAHH pPEaKLUY 3a €3¢TUMHUO, ChOOLIEHH OT MNOCTMAPKETHHIOBUA ONUT. ThH Kato
TE€3H HEXKENMaHH PeaKklMH ¢a YCTAHOBEHH OT CIIOHTAHHH CbhOOIEHHA, TAXHATA HCTHHCKA YECTOTA HE €
W3BECTHA H He MOXKe J1a Obe OLieHEeHa.

Kakto npu apyru uHxuburopu Ha HMG-CoA peaykrasara, yecToTaTa Ha HEXKENaHHATE JIEKAPCTBEHU
PEeaKLHH 3aBUCH OT J03aTa HA JIEKAPCTBOTO.

Eghexmu evpxy 6v6peyume: I1py nauMeHTH, TIEKyBaHH C pO3yBacTaTHH, € Hab/ll0JaBaHa NPOTEHHYPHA,
YCTaHOBEHA IpPH H3CIECABAHE € TECT-JICHTHYKM H KOSTO € npeauMHo ¢ TyOyneH npousxoa. B
OnpezesieHd MOMEHTH OT JieueHHETO NpH <1% ot nauyeHture Ha 10 w 20 mg 4 npu npubnuzurenHo

3% ot nauyeHTHTE, NeKyBaHU ¢ 40 mg, ca HabnoaaBaHH NMPOMEHHU B U3CIEIBAHHUATA 3a MPOTEUH B
YPHHATa OT OTPHUATEACH pe3yiTaT WK clieau Ao ++ WK noseye. HezHauuTenHO OTKIOHEHHUE B [IOCOKA

OTPULIATESIEH pe3yJiTaT WIH cneau KeM + e HabmopaBaHo npu noza 20 mg. B moeuero cnywaw
NPOTEHHYPHATA HaMalIgBa UJIM M34e3Ba CIIOHTAHHO B Npoleca Ha neyeHuero. Ot nperneaa Ha JaHHHUTE
NpH KIMHAYHATE NPYYBAHKHS U MOCTMAPKETHHINOBHA ONMT J0CEra HE € WASHTHQMLHpaHa NPUYKHHA
BPBH3Ka MEXAY NPOTEHHYPHATA H OCTPO WM nporpecuBHo 010peuHo 3aboi1aBaHe.

[1py nanyeHTH, TEKYBaHH C PpO3YBACTaTHUH, € HabNoJaBaHa XeMaTypHs, HO KIMHUYHKTE JAHHH COYaT,
4ye YeCcTOoTaTa H € HUCKa.

Egexmu svpxy cxkeremuama mycxyramypa. CrobuiaBany ca €peKTH BbpXY CKENETHATA MYCKYIaTypa
KaTO MHAJITHA, MUOTIATHS ( BIUTFOYHTETHO MHO3HT) K pAaKO pabaomuonmsa cue WM 6e3 octpa 616peuna
HEZIOCTATHLYHOCT, NPH NMAUMEHTH, IEKYBAHH C pO3YyBACTATHUH NMPH BCHYKH J03H U NMO-CNELHATIHO MPH
no3u >20 mg.

Habnionapano € A0303aBHCHMO [MOBMIIABAaHE Ha HUBata Ha CK npy nauMeHTH, npHeMaluH
pO3YBacTATHH; MOBEUYETO CliydaH ca OWIH JIEKH, aCHMITTOMAaTHYHHU U npexodHH. Ako Husara Ha CK ca
nosuilieHM (>3xXULN), neueHuero Tpadea Ja ce npeycTaHOBH (BHXKTE TOUKA 4.4).

Edexmu evpxy uepnus opob: Kakro npu apyri unxuburopu Ha HMG-CoA peaykrasgfa,
Ha TpaHCAMHUHA3HMTE, CRBLP3AHO ¢ AO3MpOBKATa, € HAOMJaBaHO NMpH MaTsK Opf
pPO3yBacTATHH; NO-TOJIAMA YaCT OT CNYMAUTE Ca JIEKH, ACHMITTOMATHYHH H NPEXOaAH




Caeonume HedCeaanu cvbumun ca bunu 0oxnaoeanu NPu HAKOU CMAMuKU.

- CeKCyaTHa AMCHYHKUHUA

- H3pbHpeaHM cyyad Ha HHTepCTHLUMANHA benoapobHa 6onect, 0cobeHO NpH NpOABJDKHTENHA
Tepanus (BX. TouKa 4.4)

JloknaasaHHUTe 4ECTOTH 3a pabaomMuonusa, cepuo3HH 6B6peuHr ChOMTHA ¥ CEPUO3HH YEPHOAPOOHH
cbOUTHA (CBHCTOALIM CE MNIaBHO OT NOBULIEHH YepHOAPOOHH TpaHCAMHHA3U) ¢a MO-BUCOKH MPH 1034 OT

4() mg pO3yBacTaTHH.

JAabopamopnu cmounocmu
B KOHTpONHMpaHH KIHHHYHH APOYYBAHHMA C MOHOTEpAmnMfA, 4YeCTOTAaTa HAa KIMHHYHO 3HA4YMMH

[IOBHIIEHHA Ha cepyMHHTE TpaHcaMuHazu (ALT w/unu AST 23X ULN, nocneaoBaTenHo) € ¢Xo/JHa
Mexay €3eTHMHO (0,5%) u nnauebo (0,3%). B npoy4saHHa ¢ €IHOBPEMEHHO NMPHWIOKEHHE, HeCTOTATa
e 1,3% npu nauMeHTH, JIeKyBaHU C €3eTHMHO, NpunaraH ¢IHOBPEMEHHO CbC cTaTuH, H (,4% npu
NalHeHTH, JEKYBaHH CaMO CbC CTAaTUH. T€3U NOBULICHUA OOMKHOBEHO ca aCMMIITOMATHYHH, HE ca
CBBpP3aHH C XO0JIECTa3a, W CE€ BpPBUIAT A0 HOPMA CAEH NPEKpaTABAHE HA JIEYEHHETO WM TNpH
MPOAL/KABAHE HA JICUCHUETO (BYXTeE ToUKa 4.4).

B xnunuyHu npoyusanus e cpodbiieHa CPK >10X ULN npu 4 ot 1 674 (0,2%) nauveHTH, npuemMany
camo e3etuMnd, ciipamo 1 ot 786 (0,1%) nauneHTH, npuemanu miauebo, ¥ 3a 1 ot 917 (0,1%)
MALMEHTH, MPUEMAITH €THOBPEMEHHO €3¢THMHMO H cTaTUH cpeuty 4 ot 929 (0,4%) naumeHTH, npHemManu
caMo ctaThH. HectoTrara Ha MuonaTus Wik pabaoMHONK3a, CBbP3aHa ¢ €3¢TUMHO, HE € MO-BHCOKA B
CPaBHEHHUE CBbC CBHOTBETHOTO KOHTPOIHO paMo (rutanebo WM caMo cTaTtvH) (BlkTe TouKa 4.4).

[leanaTpUyHa DoITyIaluA
be3zonacHOCTTa H €PUKACHOCTTA Ha e3eTUMHO/PO3yBAaCTATHH NMPH AeLA HA BB3pacT 18 roauHy Bee olle

He ca YyCTAaHOBEHH (BHXKTE ToMKa 5.1).

Pozysacmamun: lloBulnaBaHe Ha kperuH kuHazata >10xULN M MYCKYJIHH CHUMIITOMH Clef
yrpaKHeHHA WIH MOBHUICHA (PU3UUYECKA AKTHBHOCT €& HAOMIOAABAHU MO-YECTO B €QHO 52-CEAMHUYHO
KIMHUYHO MPOYHYBaHE MPH [ielia U IOHOLLIH, B CPABHEHHE C BB3PAaCTHUTE. B Apyru acrnekTd npodunst
Ha 6e30MacHOCT Ha pO3YBACTATHH € CXOJEH MpH Aela H IOHOLLUH B CPABHEHHE ¢ Bh3PacTHH.

Ezemumub: B npoyuBaHe, BKIIIOUBALIO NMALIKEHTH B 1oHOMECKa Bb3pacT (ot 10 0o 1 7-roaMinna Bb3pacT)
C XeTepOo3UroTHa gpaMunHa xunepxonecreponemus (n = 248), ca HabnoaaBaHU MOBHUIEHH CTONHOCTH
Ha ALT w/unu AST (>3X ULN, nocnenorarenso) npu 3% ot nauueHTHTe (4 NallyeHTH) Ha TEpanus ¢
€3¢TUMHO/CUMBACTaTHH, B CpaBHEHHe ¢ 2% (2 mMauWeHTH) OT rpynara Ha MOHOTEpanusa CbBC
CMMBACTaTHH; Te3H LUQPH ca cbOTBETHO 2% (2-ma nauveHTH) H 0% 3a noBuasane Ha CPK (> 10X
ULN). He ce cpobiuaea 3a cmydan Ha MHonaTHsa. ToBa npoyuBaHe He € NOAXOAAIIO 3a CpaBHEHHE Ha
PEAKH HEXKEIAHH JIEKAPCTBEHH PEaKLIMK.

Heouampuunu nayuenmu (om 6 0o 17 2oounu)

B npoyuBaHe, KOETO BKIKOYBA NEAUATPHYHH NALMEHTHU (OT 6 10 10-roaMiliHa BB3pacT) ¢ X€TepO3UroTHa
dbammiHa win HedaMunHa xunepxonecreposemus (n = 138), ce HabnroaaBar noeuuieHu HuBa Ha ALT
uid AST (23X ULN, nocnegorarenno) npu 1,1% (1 naleHT) OT NnalMeHTUTE Ha NeYEHHE ¢ €36THMHD,
B cpaeHeHMe ¢ (0% B rpynarta ¢ ruiauefo. He ce Habmoaara nosuiedue na CPK (10X ULN). He ce
CbOOLIABA 32 CNTyYyaH HA MHOIIATHSA.

CrobliaBaHe Ha HEXENIAHU PeaKUHH
Cpo0LaBaHeTO HA NOAO3UPAHHU HEXKEIAaHHM peakilM ClIea pa3pellaBaHe 3a ynotpeba Ha 1eKapCcTBECHHS
NPOAYKT € BaXXHO. TOBa NO3BOMABA Aa NPOAB/KH HAOMIOAEHUETO HA CHOTHOLIEHHETO TOJ
JIEKapCTBEHUA NPOoAYKT. OT MEAULIMHCKHTE CIICLIMAIUCTH C€ U3HCKBA Aa choO11aBar B .,-
HEXEJIaHa peaKLMs upe3 HalMOHaJIHATa CHCTeMa 3a ChoOlijaBaHe:
H3mbaHUTEIHA areHLus 0o JeKapcTBaTa

ya. ,,JdamaH I'pyes™ Ne §,

1303 Codms,




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

4.9 IIpeno3npane

HsamMa myOnMKyBaHH tdTepaTypHU JaHHY 3a NPEAO3HPaHE C PO3YBACTATHH.

Hsma cneuugpu4HO NedeHue B Cily4aid Ha npeJo3HupaHe ¢ pO3yBacTaTHH.

B KJIMHWYHH NPOYYBAHHA, NPUIOKEHHETO Ha e3eTUMHO 50 mg nHesHO npu 15 3apaBu no6poBosLM 3a
nepuoa 1o 14 aun, unn 40 mg nHeBHO NpH 18 NaLMEHTH C MbPBUYHA XHUIIEPXONECTEPOIEMHS 3a IEPHOR
A0 36 [AHH KaTO U0 € NoHeceHo aobpe. IIpu AHBOTHH He ce HAbMOAABAa TOKCHYHOCT CJIEH NpHaraHe
HA €AHOKpAaTHHU nepopantu ao3k ot 5 000 mg/kg Ha e3eTHMHUO npu nnvxoBe W MuiukK 1 3 000 mg/ke

NpH Ky4YeTa.

JlOKnajBaHK ca HAKOJIKO CITydas Ha NpPENO3HPAHE ¢ €3ETUMUO — MOBEYETO OT TAX HE €4 CBBP3aHM C
MosABa Ha HEXENNaHW JIEKapCTBEHH peakuMH. ChOOLICHHUTE HEXKETaHH JIEKAPCTBEHH PEaKLMH HE Ca
CEPHUO3HH.

[Ipy npeno3upaHe TpsabBa Na ce NpHICKAT CHMITOMATHYHH M MOALbPXKALLIM MepkH. YepHoapoOHaTa
¢dyuxumna 1 HuBaTa Ha CK TpabBa ga ce mpocnenssar. Manko BeposaTHO e xemMoauanuzaTa Aa 6sae oT
oJi3a.

5. ®APMAKOJOIHYHHU CBOUCTBA
5.1 PapMaKoIHEAMHAYHH CBOHCTBA

DapMakoTepaneBTHYHA Ipyna: JHNHACMOAMGMUUHMpAILN cpeacTBa;, uHXxMOHTOpH Ha HMG-CoA
peaykrasara B koMOuHaLus ¢ JpyrH TUNAAOMOAHGHIHPALIN CPEACTBA.
ATC xon: C10BA06

MexaHu3bsM Ha AeiicTBHE
Pozysacmamun

Po3yBacTaTHH € CelleKTHBEH W KOHKypeHTeH uHxuOMTop Ha HMG-CoA penykraszara, cKopocT-
OrpaHHYaBALIMAT €H3UM, KOHTO MPEBpBLIA 3-XHAPOKCU-3-METHATTYTApWI KOSH3HM A B MEBAJIOHAT,
npeKypcop Ha xonecrepona. OCHOBHOTO MACTO Ha ACHCTBHE Ha PO3YBACTATHH € YEPHHUAT Apob —
TapreTeH OpraH, B KOHTO Ce H3BBPIIIBA HAMATABAHE HA HUBOTO Ha XOJIECTEPOIA.

PosysacTarun ysenuuasa 6pos Ha yepnoapobuute LDL peuentopu BbpXy KieTbYHATa NOBbLPXHOCT,
KaToO 3aCWIBa NoeMaHeTo U KaTtabonuiama Ha LDL u Taka unxuGupa yepHonpobHus cunres Ha VLDL,
KaTo IO TO3H HauMH HaManasa obwusa 6poit Ha VLDL v LDL uactyum.

Ezemumud
E3zetHMHO € HOB Knac NUMAMAONOHHIKABAILO CLEAHWHEHUE, KOETO CEJIEKTHBHO UHXHUOHpa YpeBHATA

abcopOuma Ha XoNecTeposia M CPOJHUTE PACTHUTENHHU CTepoH. E3eTHMHO € akTHBEH NpH NepopanHo
MPUI0KEHHE H MMa MEXaHHU3IBM Ha NEHCTBUE, KOMTO Ce pa3fiMyaBa OT TO3H Ha OCTAHAIUTE KJ1aCOBeE
XONECTEPONONOHIKABALIM BellecTBa (HAaNpUMep CTATHHHW, CEKBECTPAHTH HA KIBYHHUTE KHCEIHHH
[cMonH], npou3BoAHM Ha (PUOpaTHTE M PACTHUTENHWTE CTAHONH). IIpHIleNHATA TOUYKA HA MOJNEKY/IHO
HHBO Ha €3eTHMMO e creponoBuaT Tpancnoprep Niemann-Pick Cl-Like 1 (NPCIL1), xoiito e
OTroBOpEH 3a abcopbuuaTa Ha xonecTepon U PUTOCTEPONH OT THHKHTE YepBa.

dapMakoaUHAMHYHH eDEKTH

Pozyeacmamun
PosyBactatH Hamansea noBvweHus LDL xonecrepon, ofiuusa xonecrepon
noeuinasa HDL xonecrepona. Toi#t nmoHuwkasa cewio ApoB, meHDL-C, VL
yeenudaBa ApoA-I (Buwxre Tabauua 1). PosysacTaTHH noHWkKaBa U ¢bOTHOLLEH
oo C/HDL-C, seHDL-C/HDL-C u ApoB/ApoA-L.




Tabnuua 1: Jozosasucum omzosop npu nayuenmu ¢ nvpsuuna xunepxonecmepoiemun (mun Ila and
I1b) (xopyrupas cpefieH NPOLECHT Ha MPOMAHA OT H3XOOHOTO HHBO)

Hosa N LDL-C | Obm-C | HDL-C | TG | ueHDL-C ApoB ApoA-I
[Tnauebo | 13 -7 -5 3 -3 -7 -3 0
5 mg 17 45 -33 13 -35 -44 -38 4
10 mg 17 -52 -36 14 -1 | 48 42 4
20 mg 17 -35 -40 8 -23 -31 46 5
40 mg 18 -63 -46 10 -28 -60 -34 0

TepanesTuueH edexr ce nocTvra 4o 1 ceaMuLa OT HA4ANOTO HA TepanuaTa, a 90% OT MaKCHMAJIHHS
OTIOBOp €€ MOCTHra a0 2 ceAMuLM. MakCMMalHUST OTroBOp OOMKHOBEHO C€ MOCTHra KbM 4-Ta
CeaMHLIA U Ce NOJABPXKA Clle]l TOBA.

Ezemumub

EsetTumud ce nokanusuMpa Ha MOBBPXHOCTTA HAa PECHUYKMTE Ha THHKMTE YepBa M HHXMUOHpa
abcopbuuaTa Ha X0JecTepon, KaTo N0 TO3H HA4YMH HAMAaNsABa TPAHCTIOPTHPAHETO HA XOJIECTEPONa OT
TbHKHMTE 4Y€pBa KbM YEPHHA Apo0; CTATUHMTE HAMAaNABAT CHHTE3a HA XONECTEPON B YepHHA Apob U
33€AHO TE3H palIHYHH MEXaHM3MH Ha JEHCTBHE OCHIypsABaT [OITLJIHMTENHO HaMaJigBaHE Ha
Xonecrepona. B 2-cenMHuYHO KIMHHuYHO mpoyusane mpd 18 mauMeHTH ¢ XHMOepxosecrepoleMus
e3eTUMHO NoTHCKa YpeBHaTa abcopbuusa Ha xonecrepona ¢ 54% B cpaBHeHMe ¢ maLEe6o.

[IposeneHa e cepus OT NPEeAKIIHHHUYHHM NPOYYBAHNA 33 ONpEAcsIsHE Ha CEIEKTHBHOCTTA Ha €3eTHMHG
npu HHXuOUpaHe Ha abcopOuuara Ha XosecTepon. Esetmmu6 umxuGupa abeopbumara Ha [MC)
Oenssanus xonectepos 6e3 na okaspa eekT BbpXy aGcopOuusTa HA TPHIMLEPHIM, MACTHH KMCEJTHHH,
HITBHHH KHCEJIHHH, NPOTeCTEPOH, €THHUIECTPAAUOI WIH MACTHOPA3TBOPHMHTE BUTAMHHU A u D.

Knunuuna edukacHocT M 6e3onacHocT

B 6-ceaMnuHO, paHAOMH3HPAHO, ABOHHOCIANO KIIMHHYHO MPOYYBAHE ¢ NAPaienHa rpyna ca oleHeH:
besomacHocTTa M epukacHocTTa Ha e3eTiMHG (10 mg), nobaBeH KbM MOCTOAHHA Tepanus ¢
pO3yBacTaTHH Cpelily MOBHILABAHE HA 103aTa HA PO3YyBAaCTaTHH Ype3 TUTpHpaHe oT 5 mg no 10 mg wim
oT 10 mg no 20 mg (n=440). Crbpanure gaHHM Noka3pat, ye e3eTHUMHUO, AoDaBeH KbM MOCTOSHHA
Tepanua ¢ po3yBacTaTHH oT 5 mg uiv 10 mg, nonwxasa LDL xonecrepona ¢ 21%. OGpatho,
YABOABAHETO Ha 03aTa Ha po3yBacTaTtH 10 10 mg wnu 20 mg namanaea LDL xonecrepona ¢ 5,7%
(pasnuka Mexay rpynure ot 15,2% p<0,001). [To otaenHo ezetumu® nmoc 5 mg posyBacTaTHH
Hamanasa LDL xonectepona noeeue, otkonkoro posysacratud 10 mg (12,3% pasnuka, p<0,001), a
e3eTuMHO rtoc 10 mg posysactaTun Hamanasa LDL xonectepona noseue, 0TKONKOTO po3yBacTATHH

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

6-CeIMHYHO, DPaHAOMH3MPaHO Mpoy4YBaHEe € MpeJHA3HAYeHO 13 H3CACIBA ePUKACHOCTTa |
OesonacHocTTa Ha 40 Mg po3yBacTaTHH CaMOCTOATENHO WiM B KOMOHHauua ¢ 10 mg ezernmu® npH
MAaLUEHTH C BUCOK PUCK OT MCXEMHYHA OoJiecT Ha chplero (n=469), 3HauuTeTHO NOBeYE NALHEHTH,
KOHMTO Ca 10Jly4aBanH po3yBacTaTHH/€3eTUMHUO, OTKOJIKOTO CaMO pO3YBACTATHH, JOCTHIAT TAPTE€THHTE
nupa 3a ATP III LDL xonecrepon (<100 mg/dl, 94,0% cpemy 79,1%, p <0,001). Posyeactatun 40 mg
¢ edexTHBeH 33 NOAOOPABAHETO HA ATEPOTEHHHA JIMIMAEH NpPOoQMUI NpH Ta3sH BHCOKOPUCKOBA
NOnynanus.

PaHaoMu3upaHoO, OTKpHTO, 12-ceIMHYHO NpOyYBaHe U3CIeABa HUBOTO Ha peayKuus Ha LDL BLB BCAko
neuedHo pamo (10 mg posyBactatun mmoc 10 mg esetumu6, 20 mg posyeacratun/10 mg ezerumud,
40 mg cumeactathi/10 mg esetumub, 80 mg cumBacratun/10 mg esetumub). Penypint E
H3XOJHHTE CTOHHOCTH OT KOMOMHALIMMTE ¢ HHCKA 1032 PO3YBACTATHH € 59,7%, 3HauWre i) hewn
OT KOMOMHALMATAa ¢ HHCKM A03M CUMBAcTaTHH — 55,2% (p <0,05). ﬂeqennm
pPO3YyBaCcTaTHH BBB BHCOKH 1034 HaManasa LDL xonecrepona ¢ 65,3% B cpaBHeH
57,4% npu KOMOWHALIMATA HA CHMBACTaTHH BbB BUCOKH 103H (p <0,001).
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[lennarpuyHa nomnyiaius

EBponeickara areHilMs MO JIEKapcTBaTa OCBOOOKAABA OT 3aAB/DKEHHETO 33 NPEeJOCTaBSHE Ha
pe3ynTature oT npoy4sanHaTa ¢ Posacrta ILntoc npu BCHuKH NoArpynu OT NeAHaTpUYHATA MTONMY1aius
3a JICUCHHE Ha MOBMILUEH XONleCTepon (BMKTe TOUKa 4.2 3a noseye HHPOpMaLHA OTHOCHO ynoTpeba B

NECIHATPHUATA).

5.2 PapMAKOKHHETHYHH CBOHCTBA

Tepanua c posysacmamun u ezemumub

[Ipy NalMEHTH ¢ XUTIEPXONECTEPONIEMHS EAHOBPEMEHHOTO NMPHITOKeHHe Ha 10 mg posyracTaTHH m 10
mg e3eTHMHUO Boay no nosuinapaHe Ha AUC Ha posyBactatuH 1,2 nbTH. He Moxe 1a ce M3KIOUM
GapMakOAMHAMHYHO B3aUMOMEHCTBHE MEXIY PpPO3YBACTATHH H €3eTUMHO TNO OTHOILEHHE Ha
HEXKCTIAHUTE PCAKLIMH.

Pozysacmamun
Abcopbuma: MakCHManHu MnasMeHH KOHLEHTPAUMH Ha pO3YBACTATHH C€ JOCTHUraT 5 uaca cien
NnepopayHo NpuinoxeHne. A0conorHara OHOHANTMYHOCT € NpubnuzurenHo 20%.

Pasnpeaenenune: Po3yBacTaTuH ce moeMa eKCTEH3UBHO OT Y€PHHUSA Apo0, KOUTO € OCHOBHOTO MACTO Ha
CHHTE3HpaHe Ha XoaecTepona H otaensHe Ha LDL-C. ObembT Ha paznpe/iesieHHe Ha pO3YBACTATHH €
npubnusurento 134 1. PosysactaTuH ce cBBp3Ba € MIA3MEHUTE NPOTEHHH, NPEAHMHO ¢ anGyMHHa, B
oxono 90%.

buorpanchopmauma: MerabonuaMsT Ha po3yBacTaTMH € orpaHHueH (okono 10%). In vitro
Ipoy4YBaHHA Ha MeTabO/M3Ma ¢ W3MOA3BaHe HA YOBELIKH XEMAaTOLMTH MOKa3BaT, Y€ PO3yBACTATHH €
Jiow ¢yOoCcTpaT 3a MeTabonuama upes unuroxpom P450. CYP2C9 e ocHOBHHAT H30€H3UM, KOHTO yyacTsa
B MeTabonn3Ma Ha posyBacratvH, a 2C19, 3A4 u 2D6 yuyacrBaT B no-manka crenedH. OCHOBHUTE
MeTabonuTH ca N-ge3methn u nakroH Merabonurture. N-me3mMeTun MeTabonHTsT € okono 50% mno-
c1abo akTHBEH B CpaBHEHHE C poO3yBacTaTHUH, AOKATO JIAKTOHHAaTa QopMa ce CUMTa 34 KIMHUYHO
HeaKTHUBHA. Ha po3yBacratvH ce Ab/DkH noseue oT 90% or unxuburopHoro aeiicteue sepxy HMG-

CoA penykraza.

Ennmunupase: Ipronnsurento 90% or po3yBacTaTHH ce €IMMHHMpPA KATO HEMPOMEHEHO JIEKAPCTBO
uypes eueca (KOETO Ce ChCTOM OT Pe30pOHpPAHO W Hepe3OpOMpaHO aKTUBHO BElECTBO), ocTaHanaTta

YacT ce eKCKpeTHpa ¢ ypHHarTa.
Oxono 5% ce exckpeTupa HEMpOMeHeH B ypuHara. [InazMeHUST eTMMUHAIIMOHEH NOYKUBOT € OKOJIO

19 yaca. [InasMeHHAT NOSYXKHUBOT He Ce YABDKABA C YBEIHUYaBaHe Ha Ao3aTa. CPeHHAT reoMeTpHyeH
[1a3MEH KIHPBHC € npuonusuTenHo 50 nurpa/uac (koeduueHT Ha Bapuabunnoct 21,7%).

Kakro npu npyru nuxuburopu Ha HMG-CoA peaykrazata, 4epHOAPOGHOTO MOEMaHe Ha pO3yBacTaTHH
Bkmoysa Membpaunua tpaHcnoprep OATP-C. To3u TpaHcnoprep € BaxeH 3a 4epHOApOGHOTO
eJIMMHUHUPAHE HA PO3yBACTATHH.

JInHeHOCT: CHCTEMHAaTa €KCMO3MUMA Ha pO3YBacTaTHH ce YBE/lHYaBa NPONOPLUHOHANHO Ha
npHemaHara q03a. Hsama npoMsHa BbB papMakOKMHETUYHUTE NapaMeTpH IPH MHOTOKPATHO JI03UpaHe.

CrienManHy nomynaluy
Bw3pacm u roa: Be3pactra ¥ noxsT HAMAT KJIHHHYHO 3HA4YUM edeKT BbpXYy (hapMakOKHHETHKATA Ha
pPO3YBAcCTaTHH MNPH BBL3pacTHH. PapMakOKHMHETHKAaTa HA pO3YyBACTATHH NIPU Oelld d IOHOLIH C
XETEPO3IHroTHA PaMHITHA XHIIEPXONECTEPOIEMHUS € CXOHA C Ta3M Ha Bb3PaCTHUTE J06pPOB
»lleaMaTpuuna nomynaumsa“ no-gony).

Paca: ®apMaKOKWHETHYHUTE NPOyYBaHHA MOKA3BAT, Ye NPH HHIUBHAH OT A3HATC
KHTaUY, QWIMIMHHLK, BUETHAMUMW U KOpeHLuM), ce HabmoaaBa ABYKPATHO TNOBH




AUC # Cipax, cipaMo HHAUBURH OT Osnara paca. [Ipy naanium e Hanuue nopuiabaHe Ha AUC U Cpax
1,3 me1H.

Eavn nomynauuoHeH ¢GapMakOKHHETHYEH aHAJIM3 TI0OKA3Ba, Ye MEXAY HHAWBHANTE OT OsnaTa # OT
yepHaTa paca HAMa KIMHAYHO 3Ha4MMH pa3/IHyuA.

bvbpeuna nedocmamvynocm: B enHO npoy4yBaHe nNpM JMUA C pa3/iMMHA cTeneH Ha OBOpeuHo
YBPEXKAAHE, JIEKOTO A0 YMEpPEeHO H3pa3eHOTO OBOpeyHo 3alonsiBaHe He € MOBIMANC IUIA3MEHHMTE
KOHLICHTpallHH Ha po3yBacTaTUH HMIW HeroBusa N-nmesMerun metrabonur. JlMua ¢ Texko yBpexIaHe
obauve (Cr(Cl <30 ml/min) ca uManu TpuKpaTHO yBelnHUYeHHE HA TUIA3MEHATA KOHLIEHTpALHsI W JEBET
TbTH MO-BUCOKA KOHUEHTpauusa Ha N-aeamervun MeTtabonuTa B CpaBHEHHE ChC 3paBd AOOPOBONLIM.
PaBHOBeCHHTE IUIA3MEHM KOHLIEHTPALMH HA PO3YBACTATHH IPU MAallHEHTH Ha XEMOJHalH3a ca
npubausuTenHo 50% no-BHCOKHU B CpaBHEHHE CHC 3APABH AOOPOBOJILIA.

Heproopobra nedocmamvynocm: B eqHO npoyyBaHe NpH JIHLA € payIMYHa CTENEH Ha YepHOAPOOHO
YBpeXKAaHEe He Ca NONYYCHH JaHHH 33 IOBULICHA €KCNO3HUHSA Ha pO3YBACTATHH NPH NALIMEHTH CBC CKOP
no Child-Pugh 7 unv no-uuchk. Ilpu ABaMa mauMeHTH ¢ TEXKO YepHOAPOOHO yBpexaaHe (CKOp No
Child-Pugh 8 n 9) o6aue, cucremnara excnosuuus € Guiia ypennueHa Hak-MaiaKko ABa [TbTH B CPABHEHHS
¢ THUA ¢ no-HUCBHK cKop no Child-Pugh.

Hama naHuM 3a naudeHTH cbe ckop no Child-Pugh Han 9.

[enemuven norumopduzvm: Pasrnipenenennero Ha Bcuuykd HMG-CoA-peaykrazuu MHXHOMTODH,
BKJIFOUMTENHO po3yBacTaTHH, ce H3BbpiliBa oT OATP1IB1 u BCRP Tpancnoprau nporteunu. [pu
nanueHty cb¢ SLCO1B1 (OATP1B1) n/unu ABCG2 (BCRP) renetuueH noMMMOpGhH3IBEM HMa PUCK OT
MIOBHUICHA €KCMO3HUMA Ha po3yBacTaTHH. Otaennure BuaoBe nonumopdussm SLCOIBI ¢.521CC u
ABCG2 c.421AA ca cBbp3aHH ¢ NOBHIIEHa €KCMO3HLMA Ha posyeactatHH (AUC) B cpaBHeHue ¢
reHoTHIT SLCO1B1 ¢.521TT wnu ABCG2 ¢.421CC. To3u cneun¢uueH reHOTHIT HE € YCTAHOBEH B
KNHHHYHAaTa NpPaKTHKa, HO TNpPH MNauUCHTH, NPH KOHTO € H3BECTHO, Y€ HMAT Te3H BHUIROBE
nonuMoOpPpH3IBM, C€ NpenopbUBa NO-HACKa AHEBHA A03a oT Poracra ILmoc.,

Ifeouampuuna nonyaayua: [Ipe papMakOKMHETHYHM OPOYYBAaHUA C pO3yBacTaTuH (NMpuiaraH noj
dopmMaTta Ha TabneTkH) nNpH  NEOHATPHYHM  TIAUMEHTH ¢  XETEpO3HroTHa  ¢aMuiHa
XMnepxoaecTeposieMus Ha Bb3pacT 10-17 unu 6-17 roavuu (obuwio 214 nauueHTH) nokassar, 4e
eKCMO3KUMATA NP NEAHATPUYHMTE NALMEHTH HU3IVIE)KIAa CPAaBHUMAa WIM MNO-HHCKA OT Ta3H Npw
Bb3PacTHUTE MALUEHTH. EKCrio3nLmsaTa Ha po3yBacTaTHH € OWila NpeaBUaAHMa IO OTHOLIEHHE Ha [103aTa
1 BPEMETO B NPOALIDKEHHE Ha 2-TOAHIIEH MEPHO.

Ezemumub

Abcopbumsa: Cnen nepopanHo mpwiokeHHe €3¢TUMUO ce abcopbupa O6BP30 W E€KCTEH3MBHO ce
KOHIOTHpa A0 (papMaKOJIOTHYHO aKTHBHHMA (PEHOJIEH NIIOKYPOHWA (e3eTUMUO-rmioKypoRua). Cpeanu
MaKCHUMAaJTHH T1a3MEHHA KOHUEHTPALMH (Cmax) 32 €3€TUMHO-TIIOKYPOHH/ CE€ IOCTHIAT B PAMKHTE Ha |
no 2 yaca u 4 no 12 yaca 3a esetuMu0. AGconoTHaTA OHOHAIIMYHOCT HA €3eTHMHUO He MOXKe Aa ce
ONpeaesi, ThH KAaTO Ch¢AUHEHHETO € NPAKTHYECKH HEPA3TBOPHMO BBE BOJAHA cpelda, MOAXOAALIA 34
HHKEKTHpPaHe.

EfHOBpEMEHHHAT NMpHEM Ha XpaHa (¢ BUCOKO CbhAbpPXKAHWE HA MA3HHHH WIH 0€3 MazHUHH) He OKa3Ba
BJIMSIHHE BHPXY NEpopaHaTa OMOHATMYHOCT Ha €3eTHMUO. E3eTHMHO MoXe 1a ce npuiiara cue win es
XpaHa.

Pasnpeaenenne: E3eTHMHO U €3eTUMUO-TIIIOKYPOHHUA ce CBBP3BAT ¢ MJ1a3MEHKTE NPOTEUHU ChOTBETHO
B 99.,7% u 88 no 92%.

buorpaHcopmanus: Esetnmud ce Merabonusupa npeaMMHO B TBHKHTE YepBa U yep
MIIOKYpOHHHA KoHwooraumsa (¢aza Il peakuus) c nocneapaina 3»UIb4HA eKCKpeLM
H3CJIEABAHA BHAOBE C€ HaOMIONaBa MUHUMANECH OKUCIMTENEH MeTabomusnM (¢
EzetuMub® M e3eTUMUO-TMIOKYPOHMA €A OCHOBHHTE NPH3BOJHH CBHEOUHEHHUS H




BEILleCTBO, KOUTO C€ OTKPHUBAT B IU1a3Mara, ChCTABAIIH CHOTBETHO okoio 10 1o 20% u 80 no 90% ot
00LIOTO KOMUYECTBO Ha JIEKAPCTBEHUS MPOAYKT B ria3Mata. Kaxkro eseTuMHO, Taka U €3eTUMHO-
[JIIOKYPOHH[ C€ ETMMHHUpAT 0aBHO OT IU1a3MAaTa ¢ JaHHH 32 3HAYUTENIEH EHTEPOXENaTaleH KpbroBpar.
[Tony>kMBOTBHT Ha €3eTUMHO M €3eTHMHO-TIIOKYPOHUA € NMpUONH3NTENHO 22 Yaca.

Ennmunupane: Cnen nepopanHoTo npuinokeHue Ha '‘C-ezetumu6 (20 mg) npu xopa, oGmusr
e3eTUMMO CbcTaBnsBa okoo 93% oT o0oTO pamHoaKTHBHO Oend3aHO KOJMUYECTBO B ILIA3MATA.
[Ipubnusnrento 78% u 11% ot npunoxkeHata paauoakTHeHO Gens3aHa 103a ce oTAead BbB dereca H
ypuHata B npoab/bkeHue Ha 10 auu. Cnen 48 waca He ce OTKpMBAT HMBA Ha PaJHOAKTHBHOCT B
Iu1a3mara.

CneuuanHy nomynaudH
Bw3pacm u nox: IInasmeHuTe KOHLEHTpaLUMK Ha obLums e3eTUMHG ca OKONO 2 MBTH MO-BMCOKH MPH

MaUMeHTH B CTapuecka Bb3pacT (65 roguHm), oTkoaxkoTo npH Mianu (18-45 roouum). Hamanseanero
Ha LDL-C 1 npo¢unsT Ha 6e30nacHOCT ca CpaBHHMH MEXY NALKMEHTHTE B CTAPYECKa BB3pacT U Ho-
MIIaAWTE MALHEHTH, JICKYBaHH ¢ e3eTHMuO. ETo 3amo npu nauMeHTH B cTapuecka BB3pacT HE €
He0oOXO0AMMO aJanTUpaHe Ha J03aTa.

IlnasMeHuTe KOHUESHTPAUMH HAa OOMIMA €3¢THMHO ca Manko no-BHCOKM (npubnusurenno 20%) npu
KECHH, OTKOJKOTO NMpH Mbxe. HamansasaHero Ha LDL-C u npodunsT Ha 6e30macHOCT ca cpaBHUMH
MENTY MBXKETE M KEHHTE, IEKYBaHH ¢ e3eTuMHO. ETo 3a110 He ¢ HeoOXoauMMO ananTHpaHe Ha A03aTa
Bb3 OCHOBA Ha MOJA.

bvbpeuna nedocmamvynocm: Cnen eaHokpatHa no3a oT 10 mg ezeTuMHO Ha NMalMEHTH ¢ TEXKO
61u6peuno yspeaciane (n=8; cpenen CrCl <30 ml/min/1,73m?), cpeanute croitnocti Ha AUC 3a 0614
e3eTHMHO Cce yBenHuaBaT NpHOIKU3MTENHO 1,5 MbTH B cpaBHEHHE C TE€3U NPH 3ApasH 106poBoLM (n=9),
Te3u pe3ynTaTh He ce CUMTAT 32 KIMHUYHO 3Ha4MMH. He e HeoGxoaumo ananTHpane Ha no3arta rnpu
nauHeHTH ¢ 6L0peyHo yBpeKaaHe.

JOBIIHATENHO MpH €AMH OT MalMeHTHTE B TOBa Mpoy4BaHe (cnen ObOpeyHa TpaHCILIAHTALMA H
MoJyvapalill MHOXKECTBO JIEKapPCTBA, BIIIOUHTENHO LHKIOCIIOPHH) ce Habnonaea 12 mbTH no-BHCOKa

eKCMO3HLIUA Ha 0OIIHA €3eTUMHO.

Yeproopobua nedocmamevynocm: Cnen ennokpatHa ao3a or 10 mg esetumud, cpennara AUC 3a
obmma ezetumub ce ypenuuaBa mpubGnIM3uTENnHo 1,7 MBTH NpPM MALMEHTH C JleKa cTeneH Ha
yepHOApoOHa HeaocTaTbuHOCT (5 MaM 6 no ckanara Ha Child-Pugh), B cpaBHeHHe CBbC 37paBu
HHIUBHAW. B 14-nHeBHO npoy4Bane ¢ MHOToKpaTHO npunoxeHne (10 mg AHEBHO) NMpPHU MALHEHTH C
YMepeHa YepHoApoOHa HerocTaTbYHOCT (7 10 9 no ckanara Ha Child-Pugh), cpeanata AUC 3a o61ms
€3cTHMHO ce MoBHIaBa MOYTH 4 MBTH B AeH | ¥ AeH 14 B cpaBHEHME CbC 3ApaBH HHIWBHAK. IIpu
NAaLHEHTH C JIEKa CTENEH Ha YepHOApODHA HEeJOCTATBYHOCT HE € HE0OX0AKWMO aJanTHPaHE Ha J1034Ta.
TBH KaTO HE € N3BECTHO KaKBH MoraT ja 0bAaT e)eKTHTE OT MOBHILEHATA €KCIIO3ULIMA HA €3eTUMUO
Npd NaUHEeHTH ¢ YMEPEHO MITH TEXKO HM3paseHa uepHoapoOHa HemocTaTb4HOCcT (Child-Pugh crenen
>9), Posacta [Lmoc He ce npenopbuBa 3a ynorpeba npu Te3u nauMeHTH (BHkTe Touka 4.4).

lleduampuuna nonyaayus: QapMakOKHHETHYHHTE NapaMeTpu Ha €3eTUMHUO ca CXOJHM MEXIY Aeua >6
FOAHHH M BBb3pacTHH. HAMa gapmMakokHHeTHYHH JaHHU MPH NeAHATPHYHATA NOMynaLusa <6-roauuisa
Bb3pacT. KNUHHYHHAT ONHUT NpM neauaTpHyYHM NauueHTH BKIOYBa nauveHtd ¢ HoFH, HeFH wnn
CHTOCTEPOIEMHUA.

5.3 IIpeaxTHHAYHA JaHHH 3a OezomacHoCT

B npoy4BaHiA NpH CbBMECTHO NPUIOXKEHHE HA €3¢THMHMO M CTaTMHM Habmoaa " TR
e(peKTH ca OCHOBHO TE€3H, KOMTO Ca TUITHUYHM 32 cTaTUHUTE. HAKOH OT TOKCHYHHTE e % o
M3pa3seHH, OTKOJIKOTO HabimoaaBaHWTe MO BpeME Ha JICHCHHUE CaMO ChC CTaTHHH. Jlofm |ce” Abmio k.
¢dapMaKOKMHETHUYHM U (papMakoAHHAMHUYHH B3aHMOACHCTBHA NpH €AHOBPEMEH r’% A,




KJIMHAYHUTE [IPOYUBaHUSA HE Ce HAOMOAaBaT TaKKBa B3aHMOACHCTRYA. MunaTuy ca HabmoraBaHu npu
TUTHXOBE CaMoO el eKCIO3ULUA Ha A03H, KOUTO Ca HAKOJKO ITbTH MO-BUCOKH OT T€pareBTHYHATa 1034
npu xopa (npudausuTenHo 20 nbtd HUBOTO HA AUC 32 ctatvnu n 500 go 2 000 neTh HUBoaTa Ha AUC
3a AKTUBHHTE METaboNUTH).

B nopenuiia oT in vivo 4 in vitro TECTOBE €3€TUMHUO, NpUiiarad caMOCTOATENHO WIHM CBhBMECTHO ChC
CTaTHHH, HE MPOABABA MEHOTOKCHUYEH NOTEHUHA. PelyaraTure OT NpOAL/DKUTENIHH H3CIIeABaHUA 3a
KAHIIEPOreHHOCT HA €3€TUMHUO Ca OTpHLIaTE/HH.

[1py eqHOBPEMEHHOTO NpWIAraHe Ha €3¢TUMHO M CTATHHH HAMa JaHHU 34 TePaTOreHHOCT NMPH IUTHXOBE.
[Ipn 6pemenny 3aiuu ca HabarogaBaHd Manbk Opoil ckeneTHu aegopMauunu (CIHBaHe Ha TPLAHHTE U
OTALLHHWTE MPELIICHH, HaManeH Opoii Ha KyaanHdte NpelyieHH).

PoszyBacratuH: HexnuHuuHuTe f[aHHM He noka3Batr ocobeH pHCK 3a Xxopa Ha OaszaTta Ha
KOHBEHLIHOHATHWTE (apMaKOJIOrHYHH NPOYy4BaHusA 3a 6€30MaCHOCT, FEHOTOKCUMMHOCT M KAHIIEpOreHeH
noreHunan. He ca npoeexxaanHu cneundUYHM H3caeNBaHHUA, oueHasBauwd edexkrure BupXy hERG.
Hexxenanure peaklii, KOUTO He ca Ha0MOJaBaHU B KIIMHUYHH MPOYYBAaHMA, HO ca Habmoaasany npu
KHABOTHH TIPH HHUBA HA EKCMO3WLMA, OJM3KH A0 KIMHHYHHTE, ca CIEJHMTE. B W3MUTBaHHUA 3a
TOKCHYHOCT IIPH MHOTOKPATHO IMpunarane ce HaOmoaaBaT XMCTOMATONOTHYHHM YepHOApPOOHH
M3MEHEHHUSA BCNEACTBHE Ha (apMaKONOrHYHOTO JEHCTBHE HA PO3YBACTATHH NMPH MHILKH, TUITHXOBE H B
MO-HUCKa CTENEH MPOMEHH B XKITBHHHA MEXYpP NpPH Ky4veTa, HO HE H npH MaiiMyHH. B fonbaHeHue ce
HabnonaBa TOKCHYHOCT MO OTHOLUEHHE HA TECTUCHTE NpU MalMyHM M Ky4YeTa MPH BHCOKH AO3M.
PenpoayxkTBHa TOKCHYHOCT MpPH I[UTbXOBE, 3a KOATO C€ ChAM NO HamaleHuTe Opoi, Teryno n
NPEeXUBAEMOCT Ha MaJIkuTe, ce HabnioaaBa NpH TOKCHYHU 32 MalKaTa J03H Ha CHCTEMHA €KCIIO3HLUHS
HAKOJKO NMBbTH HaJl HUBATa HA TEPANEBTHYHA €KCIO3UIMA,

Ezemumub: Ilpyn npoyuBaHMATa NpH KHBOTHH 3a XPOHHYHA TOKCHYHOCT Ha e3eTHMHO HeE ca
YCTAHOBEHH NPHLIEIHY OPraH! Ha TOKCUUHO Bb3ACHCTBHE. [IpH Kyuera, NeKyBaHH B IpoabJDKEHHE Ha
4eTHpH ceaMHLH ¢ e3eTHMUO (>0,03 mg/kg/neH) KOHLEHTpaALMATa Ha XONECTEPO B XITHYHHA MEXYp
HapacTBa ¢ koeduueHT ot 2,5 10 3,5 mbTH. Bbhpekn ToBa, B €AHOTOAMIIHO MPOYYBAHE MPH Ky4era,
KOMTO ca TpeThpaHH ¢ 003U 10 300 mg/kg/nen, He ce HabmoaaBa yeeJIMYEHa YECTOTA Ha XOJIEJIUTHA3A
WIH JIPYTH XenaToOMIHapHH HApYMICHHA. 3HA4eHHETO HA TE€3W JAHHH MPH XOpa HE € H3BECTHO. PUCKDLT
OT JIMTOT€HHOCT, CBBbP3aH C TeparneBTHHHATa ynoTpeba Ha e3eTuMHO, He Moxe 1a Obae HIKITIOUEH.

EsetnmMub He OKa3Ba BIIMSHHE BEPXY (PEPTHIHMTETA HA MBIKKH WM #EHCKH IUTbXOBE, HE € TepaTOreHeH
[PH TUTBXOBE U 3aMLIM W He 3aciAra NpeHaTaJIHOTO H MOCTHATANHOTO pa3BuTHE. E3eTnMub npemMuHasa
npe3 flaleHTapHata bapuepa npyu OpeMeHHH IUTBXOBE U 3ailllM, MOJY4YaRaIH MHOTOKPATHH J03H OT |
000 mg/kg/neH. EAHOBPEMEHHOTO NpUiIaraHe Ha €3¢TUMHUO ¢ JIOBACTATHH BOOM A0 eMOpHOJIETANIHH
edeKkTH.

6. OPAPMAIEBTUYHHA TAHHHA
6.1 CHaHCBK H3 MOMOMHHKTE BEIIECTBA

Anpo Ha Tabnerkara (3a BCHYKH KOHIIEHTPALIHWH)
Mukpoxkpucraisa uenynosa (E460)

Cunuies aHokeua, koaouaeH 6espoger (E551)
Marunezuer creapart (ES72)

ITosumon (E1201)

Kpockapmenoza HaTpuii (E468)

Harpues naypuncyndar (E487)

JlakT03a MOHOXHApAT

Xunpomenosa (E464)

QOUIMOBO MOKPUTHE
Onazapait xea10 (5 mg/10 mg)




Xunpomenosa (E464)
Tutanos aoxcua (E171)
Makporon (E1521)

KT xeneseH okcua (E172)

Tank (E553b)

Yepsen xeneseH okeng (E171)
Onaapaii 6exoBo (10 mg/10 mg)
Xunpomenosa (EA64)

Turanos anokcua (E171)
Makporon (E1521)

XKbat xenesen okeun (E172)
Tank (E553b)

BupaxoyT »xbi10 (20 mg/10 mg)
Xunpomenosa (E464)

Tutanor guoxcun (E171)
Makporon (E1521)

Xbat xenezed okcua (E172)
Tank (E553b)

Onagpait 64510 (40 mg/10 mg)
JlakT03a MOHOXHIOpAT

Xunpowmesosza (E464)

Turanos ouokceun (E171)
Maxporon (E1521)

6.2 HechbBMECTHMOCTH
Henpunoxumo.

6.3 Cpok Ha rogHocT
3 roJIMHH

6.4 CnennajiHA YCJI0BRA HA ChHXpAHEHHE

To3n nexkapcTBeH MPOAYKT HE M3HCKBA CMCUHATHHM TEMNEPATYPHH YCJIOBHA Ha chxpaHeHue. Jla ce
CbXpaHABA B OPUTMHAIHATA ONAKOBKA, 3a [a C€ MPeANa3H OT Blara U CBeTJIHHA.

6.5 Bua H ¢BbABpKAHHE HA ONAKOBKATA

OnakoekH, cbaspxam 30 wan 100 ¢unmumpann tabnetku B Omucrepu or OPA/AL/PVC/AL
He BCHYKH BUAOBE ONAKOBKH MOrar aa 0b1aT MyCHATH Ha niaszapa.

6.6 CroeqHa/NHH Npeana3HH MEPKE OPH H3XBLPJ/iHe H pabGoTa

Hen3non3gaHUAT TEKapCTBEH NMPOAYKT MAM OTNaAbYHHTE MaTeEPHalId OT Hero Tpsa0Ba aa ce H3XBbPJIAT
B CbOTBECTBHE ¢ MECTHUTE U3HUCKBAaHHA.

7. ITPUTEXATEJI HA PASPEIIEHHETO 3A YIIOTPEBA

Medochemie Ltd., 1-10 Constantinoupoleos str., 3011 Limassol, Kunsp




8. HOMEP(A) HA PA3PEHNIEHHUETO 3A YIIOTPEBA

Poacta [Lntoc S mg/10 mg dunmupanu tabnerku
Per. No:

Popacra Ilmwoc 10 mg/10 mg puamMupanu tTabneTku
Per. Noe:

Popacta ITmoc 20 mg/10 mg ¢unmupanu Tabnerku
Per. Noe:

Poeacta I1lmioc 40 mg/10 mg dunMupanu tabaerku
Per. Ne:

9. HATA HA II'bPBO PAZPEHIABAHE/ INIOJHOBABAHE HA PAJPELHIEHHETO 3A
YIIOTPEBA

JaTta Ha 1TspBO pa3pellaBaHe:

10. JATA HA AKTYAJ/IM3UPAHE HA TEKCTA
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