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1.  HMME HA JIEKAPCTBEHUSI IIPOXYKT  50/4 10 P B85 e, Lo

PO30P 10 mg/10 mg punmupanu tabietku EEmmasss T r—

ROZOR 10 mg/10 mg film-coated tablets

PO30P 20 mg/10 mg duamupanu tabierku
ROZOR 20 mg/10 mg film-coated tablets

PO30P 40 mg/10 mg puamupann tabierku
ROZOR 40 mg/10 mg film-coated tablets
2, KAYECTBEH U KOJIMYECTBEH CbCTAB

PO30P 10 mg/10 mg ¢mamupann tabnetku: Besika huamupana tabnetka chabpka 10 mg posysactaTii
(rosuvastatin) (kaTo po3yBacTaTHH KaJlLMi (as rosuvastatin calcium)) u 10 mg ezetumu® (ezetimibe).

PO30P 20 mg/10 mg dunmupanu TabnetTku: Beska punmupana tabetka chabpka 20 mg po3yBacTaTHH
(rosuvastatin) (kato po3yBacTaTHH KayiLMii (as rosuvastatin calcium)) u 10 mg ezerumub (ezetimibe).

PO30P 40 mg/10 mg ¢unmupanu tabnetku: Beska puamupana tTabnerka chabpka 40 mg pozyBactaTut
(rosuvastatin) (karo pozyBactaTuH KayiuHii (as rosuvastatin calcium)) u 10 mg ezetumub (ezetimibe).

3a NbJIHMUA CIIMCBK Ha MOMOLLIHUTE BELLIECTBA BUKTE ToUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
duamupana tabnerka

PO30P 10 mg/10 mg dpunmupann TabneTku: po3oBH, KpbriH GHIMHpPaHH TabMETKH ¢ 1HaMeTbp
10,1 mm, ¢ apabOHaTO penedHo o3HaveHHe “AL” oT e/lHaTa cTpaHa W I1aJikKKM OT 1pyrara cTpaHa.

PO30P 20 mg/10 mg dunmupanmn tadbaeTku: po3oBH, Kpbriid GHIMHpaHH TabIETKH C IHAMETBP
10,7 mm, riajKku oT ABeTE CTPaHH,

PO30P 40 mg/10 mg duamupanm TabieTku: po3oBH, OBAHW GHIMHUPaHH TabNeTKH ¢ Ab/uKHHA 13 mm
v wupuHa 11 mm, ¢ BaarsOHato pedenno oznavenue L7 oT eanarta cTpaHa M rajku OT Apyrarta
cTpaHa.

4. KJIMHHWYHH JAHHH
4.1 TepaneBTHUHH NOKA3AHHS

XHIepXoJIecTepoIeMus
PO30P e noka3zaH kaTo 3amecTBallla Tepanus Npu Bb3pacTHH NALMEHTH KaTo JIOMbIHEHHE HA JHeTaTa 3a
JICYEHHE Ha NMbPBHYHA XUIEPXOJIECTEPOIEMHUSA, AEKBATHO KOHTPO/IMPaHa ¢ OTAeTHHTE

npujiaraHy €IHOBPEMEHHO B CBLUMTE J03H, KAKTO NpH (PMKCHpaHaTa 1030Ba KOMOK 1@‘3’6‘ lﬂﬁrgﬁ \\
OTAE/IHH NMPOAYKTH.




[Ipeseniia Ha CbpAEHHOCHAOBH HHUMAEHTH
PO30P e nokasax KaTo 3aMecTBallLA TEPANUS NP Bb3PaCTHH NMAUNEHTH € HEXeMHUHA BONECT Ha ChpLETO

(MBC) 1 anamue3a 3a ocTbp KopoHapeH cunapom (OKC), KOUTO ca afieKBaTHO KOHTPOJHMPAHH C
OTAE/IHHTE BELIECTBA, MPUIAraHH eAHOBPEMEHHO B ChILMTE 103K, KAKTO {IpH JIeKapcTBEHHUA MPOAYKT ¢
(buKkcHpaHa KOMOHHALIMA, HO KATO OTAEHH NMPOAYKTH.

4.2 /lo3MpOBKA H HAYHH HA MPHJIGKEHHE

Joanpoexa
lMauneHTsT TpAOBa Aa Obje HA NOAXOAALLA AUETA 32 NOHKIKABAHE HA NIUNHAKTE W TPaOBa na NpoaLIKK
Ta3x JHeTa No Bpeme Ha aeucHHeTo ¢ PO30P.

PO3OP moxxe 1a ce npinara B 10308ua ananaszod ot 10/10 mg ao 20/10 mg wian 40 mm/10 mg.
[lpenopbunTenyara f103a ¢ eaHa GuaMupana Tabnerka ¢ onpejesieHa cuna Ha [ieH, Cbe WK Ge3 xpaHa.

PO30P ue e noaxoasul 3a HauanHa Tepanis. 3anousane Ha JeueHHeTo TpAGBa 1a ce MPaBu caMo ¢
MOHOKOMIIOHEHTHTE H Clie/] ONpeAensHe Ha MOAXOAAIIMTE N03H € Bb3MOMNKHO NIPEMHHABAHETO KbM
¢mKcHpana nozoBa KOMOHHALMA C NOAXOAALLA KOHUEHTPALMA.

JleuenuneTo Tpabpa Na ce HHAMBHAYAIH3MPA CNIOPE TAPTETHUTE HMBA HA THNHAMTE, MPENOPbYBAHATA
Li€JT Ha TEPanHUATa W OTrOBOPA HA NaLMEHTA, AKO € HeOGX0AUMO, MOXKe 1a Ce HAIpaBW KOPEKLHR Ha
Ao3aTa cied 4 ceaMHLM.

Heduampuuna nonynayus

BezonacHoctTa # edukacHocTra Ha PO30P npu neua Ha ebapacT noa 18 roamHu Bee oile He €
ycTaHoBeHa. HalMuHuTe NOHACTOALIEM AAHHK ca ONHcaHH B Touka 4.8 W 5.2, HO nipenopbKH 3a
JO3UPOBKATa He MoraT na 6baar aajeHH.

Ynompeba e cmapuecka sv3pacm

Hauanna nosa ot 5 mg po3yBacTaTHH ce MpenopbyBa NpH NaLMeHTH Ha Bb3pacT >70 roguHu (BX. TOuka
4.4). Oukcupanata 103083 KOMOHHALMSA HE € NOJXOARILA 32 HAYAIHA TepanKi. 3ano4BaHe Ha JIEHEHHETO
TpabBa 1a ce NPaBH CaMO C MOHOKOMITOHEHTHTE H Clle/l OnpeaensHe Ha MOAXONALMTE 103H € Bb3MOXKHO
NPEMHHABAHETO KbM (PHKCHpaHa 1030Ba KOMOHHALMA ¢ MOAXOAALLA KOHUEHTPALHS.

Hozuposka npu nayuernmu c 6vbpeyna Hedocmamvurocm

He e Heobxonuma kopekuus Ha Jo3aTa NPH NAUMEHTY ¢ Jleka cTened Ha 6b6peuHo yspesxaaHe.
INpenoprueanaTa HauanHa AC3a € PO3YBACTATHH 5 mg NpM NMALHEHTH ¢ YMepeHa ¢TeneH Ha ObOpeduHo
YBpEKAaHE (KPEaTHHUHOB KIMpBHE <60 ml/min). ®ukcHpaHaTa 1030Ba KOMOMHALMA He e TIOAXOAALLA 32
HayanHa Tepanus. 3anoupaHe Ha NeveHWETO TPAOBA a Ce MPaBH CaMO C MOHOKOMIIOHEHTHTE H cnlel
ONpeae/IsHe Ha MOAXOAALMTE 103 € BbIMOXKHO NPEMHUHABAHETO KbM (DUKCHpaHA 2030Ba KOMOGMHALMA C
noaxoasiua KOHUEHTpaLuA.

PO30P 40 mg/10 mg e npoTURONOKA3aH NPH MAUMEHTH C YMepeHa cTeneH Ha 6b0peuHo yRpexkaaHe (BK.
Todka 4.3).

Ynotpebara va PO30OP npu nauueHTH ¢ Texka cTerneH Ha 6bOpevHO YBpeXIaHe € NPOTHROMOKA3aHa 3a
BCHYKH J103H (BaK. ToUKH 4.3 1 5.2).

Lozuposka npu nayuenmu ¢ weprodpobro yapexcdane
He ce Hanara apanTupaHe Ha 103aTa [PU MALWEHTH C Jieka YyepHoapoOHa HegocTaThyHOCT (0T 5 A0 6 Mo
ckanata Ha Child Pugh). Jleuenue ¢ PO30P He ce npenopbusa npu nauqeHTH ¢ ymepena (ot 7 a0 9 no
ckanata Ha Child Pugh) unu Texka (>9 no ckanara Ha Child Pugh) yepHoapoGHa ancdyHKLHA (BK. TOUKH
4.4n52)

PO30OP e npoTHsonoka3aH fipd NalUHEHTH ¢ AKTHBHO YepHOApoOHO 3abonsBaHe (BxK. Touka 4.3

Paca
[loBHweHa cHCTEMHA EKCNO3MLIMA HA PO3YBacTaTHH e HabmoJaBaHa NpH NaLHEHTH ¢ a3ua
(mxk. Touku 4.4 1 5.2). [penopruBanaTa HayanHa A03a € PO3YBACTATHH 5 mg 3a nauue
npousxon. PuxkcupaHata Ro3oBa kOMOMHALKWA HE € MOAXOASILA 33 HAuyaiHA Tepanus.



NieueHHeTo TpAbBa na ce NpaBM caMoO ¢ MOHOKOMMOHEHTHTE M ClleA ONpeaensHe Ha MOAXOAAILMTE A03H €
BB3MOXHO MIPEMHHABAHETO KbM (PHKCHpPaHA KO30Ba KOMOWHALMA ¢ NOAXOAALLIA KOHUEHTPALHA.
PO30P 40 mg/10 mg e npoTHRONOKa3aH NPU Te3W NauneHTH (Bxk. Touku 4.3 u 5.2).

Fenemunen nomumopguzvm

M3BecTHn ca cneunduuny THnose reHeTHueH nomumopduzbm [renotunose SLCO1B1 (OATP1B1)
¢.521CC n ABCG2 (BCRP) c.421AA], KOUTO MOrat 7a [0BEAAT AO NOBHILEHA EKCMO3IMLKATA Ha
PO3YBACTATHH (BX. To4Ka 5.2). [Ipu naumeHTH, 33 KOUTO € H3BECTHO, Ye UMAT TaKHBA CNEUH(PHYHH THTIORE
MeAMMOpP(HU3ILM, CE Mpenopbysa No-Hucka aHesHa qo3a PO30OP.

Hozuposxa npu nayuenmu ¢ hakmopu npedpaznonazaig Kem Muonamus

[TpenopsuBaHaTa HaualHa 4032 € pO3yBACTATHH 5 Mg NPH NALMEHTH C MPeAPa3NoNarallld KbM MHONaTHA
daxropu (Bk. Touka 4.4). DukcHpaHaTa 1030Ba KOMOMHALMS He € MOAXOAALLA 32 HAYATHA Tepanws.
3anouBaHe Ha NedeHHeto TpaGBa Aa ce NMpaBM CaMO € MOHOKOMMOHEHTHUTE W CleA OnpefesHe Ha
MOAXOASUINTE JI03H € BBL3MOKHO MPEMHHABAHETO KbM (MKCHpaHa 2030Ba KOMOMHALMA ¢ MOAXOAALIA
KOHLIEHTPaLKS.

PO30P 40 mg/10 mg e npoTHBONOKa3aH NPH HAKOM OT TE3HW MauueHTH (BX. ToukH 4.3).

Cvnvmcemeawya mepanus

PosysacTatn e cybcTpar Ha pa3nWuHH TpaHcnopTepHH npoteunu (Hanpumep OATPIB1 u BCRP).
PuckbT or MHonatua (BriouuTenHo pabaomuonuza) ce noeuwaea, koraro PO30OP ce npunara
€IHOBPEMEHHO C OIpeleNeHH NEKapCTBEHH MPOLYKTH, KOMTO MOraT [Ja TOBHILAT Tia3MeHarta
KOHUEHTpaLa Ha pO3YBACTATHH, MNOPalK B3aMMOACHCTBHA C TE3H TPAHCTIOPTEPHW NPOTEMHH (Hanp.
UHKJIOCTIOPHH W OMPEAEEHH NPOTEa3’HH WHXHOHTOPH, BIJIIOMHTENHO KOMOMHALUMK HAa PHTOHABWp C
aTa3zaHaBHP, NONHHABHP H/HIH TUNIPAHABUP, BXK. TOUKH 4.4 n 4.5),

Korato e BL3MokHo, TpadBa na ce oOMHCIAT anTepHaTHBHH JiIEKapcTBa M, ako e HeoOXOAMMO, Ja ce
0OMHCIIH BPEMEHHO NpeycTaHOBABaHE Ha JieueHUeTo ¢ PO3OP. B cnydan, npy XoHUTO €qHOBPEMEHHOTO
NpUIOKEHHE Ha Te3W NnekapcTaeHH npoaykTH ¢ PO3OP He Moxke ma ce u3berde, monzata M puckKa oT
€[IHOBPEMEHHOTO JIEYEHHE M afanNTUPAaHETO Ha [03aTa Ha po3yBacTaTHH TpaGBa 13 6bAaT BHUMATENHO
oOMHcteHH (Bx. Touka 4.5).

EnHOBpeMEHHO NPUNOKECHHE CbC CEKBECTPAHTH HA XKITbYHKU KUCEIHHH
PO30OP Tpabea pa ce npueMa >2 yaca Npeaq WM >4 vaca cnel MPHIOKEHKE Ha CEKBECTPAHT HA #IIbUHA
KHCenuHa (BK. Touka 4.5).

HauHH Ha npHJIoKeHHe
3a nepopanHe NPUIOKEHHE.

PO3OP Tpsbpa na ce npHeMa BeJHEXK AHEBHO BCEKM AEH MO €AHO M CHLIO BpeMe Ha JIeHA ¢ Win 6e3
XpaHa.

®uamupanara Tabnerka TpabBa na ce NOrAbILA UAAa ¢ BOJA.
4.3 TlpoTnBomoka3auus

PO30P e npoTuBonokazaH

- [IpH MALKEHTH CbC CBPBXYYBCTBHTENHOCT KbM aKTUBHHTE BElLECTBA (PO3YBACTATHH, €3€THMHO) Hnu
KBM HSKOE OT NOMOLUHHUTE BetlecTra, HIOpoeHH B Touka 6.1.

- [IPH MALIMEHTH € AKTHBHO YepHOAPOOHO 3abonaBane, BIUTIOYHTENHO HEOGACHUMO, NepeHCTHPALLO
NOBUILIEHHE HA CEPYMHHTE TPAaHCAMHHA3K M BCAKO MOBHILABAHE HA CEpYMHA TpaHCAMMHA3a
HaJBHILABaLlO 3 NbTH ropHata rpaHuua Ha Hopmata (ULN) (k. Touka 4.4).

- N0 BpeMe Ha GPEMEHHOCT, KbPMEHE H MPH 3KeHH C A€TEPOAEH MOTEHLUHAN, KOHTO HE H3
NoAXOASLUH KOHTPALENTHBHH MepkK (BXK. Touka 4.6),

- IPH NaUMEHTH C TexXKa crexeH Ha OBOpevno yepexnane {(KPeaTHHHHOB KAUPLHEC <
TouKa 5.2).

- [pH MaLUKeHTH ¢ MHOMATHA (BXK. TOukKa 4.4).




- TIpH MAUHEHTH, NCIAYYaBallH €IHOBPEMEHHO LIMKIOCTIOPHH (BK. TouKa 4.5).
- TPH NMALUMKEHTH, 101y4aBallH €IHOBPEMEHHO KOMOHHalMA codocOyBup/BennaTacBup/BOKCHIANPERUD
(Bc. TOUKa 4.5).

PO30P 40 mg/10 mg dpunmupany TabneTkH ca POTHBONOKA3aHH PH NALMEHTH ¢ MIPEpasnonarauiy

dakropu 3a Muonatus/pabaomuonnsa. Takuea GakTopH BKIIOUBAT:

— yMepeHa cTeneH Ha 616peyHo yBpexnaHe (KpeaTHHHHOB KNHpBHC < 60 ml/min)

— XHMOTHPEOHIHU3bM

— Nv4Ha MK GaMMIHA aHaAMHe3a 3a HAC/IEACTBEHH MYCKYJ/THH 3ab0nsBaHus

— NpeMLIHA aHAMHE3a 3a MYCKYJIHA TOKCHUHOCT ¢ Apyr HMG-CoA peayktazeH HHXHGUTOP HItH
¢$ubparu

—3noynoTpeda ¢ ankoxon

— CHTYaL{H, NPH KOWTO MOXKE Ja ce HaOnoaasa MOBHiLABAHE HA [U1Aa3MEHUTE HUBA

— AAaLHEHTH OT A3HATCKH NPOU3X0a

— eaHoBpemerHa ynotpeba Ha GuGpatH. (Bk. Touku 4.4, 4.5 u 5.2)

4.4 Crheunainnu npeaynpexieHHs B Npeana3HH MepPKH NpH ynoTpeba

EdexTi BBPXY cKeneTHaTa MYCKYRaTypa

EdexTH BLpXy ckeneTHaTa MycKyaTypa, Hanp. MHaJIrua, MHOMATHA H pAaKO pabaoMHOK3a ca
cbOOLLABAHH TPH [TALMEHTH, NEKYBAHH C PO3YBACTATHH, MPH BCHUUKH I03H H NO-CNIELHATHO NPH JO3H
>20 mg. Kakxto » npu apyru HMG-CoA peaykTazuu MHXHOHTODH, YecToTaTa Ha ¢hobUlapaHe 3a
pabaoMHonM3a, CBBpP3aHA C PO3YBACTATHH NPH NOCTMAPKETHHIoBa ynorpeba, € no-BUcoKa NMpH 403a OT
40 mg.

B noctMapkeTHHroBus onuT ¢ €3eTUMHG ca ChoblLIiaBaHM Cy4aH HA MHONATHA K palIOMHOIH3A.
Pabnomuosnmnia obave € n10KnaaBaHa MHOTO PAAKO MPH MOHOTEPAINS € €3eTUMKO H MHOTO PAAKO C
N00aBAHETO Ha €3¢THMHO KM APYrH cpecTBa, 3a KOUTO € M3BECTHO, Y€ Ca CBBbP3aHH C NOBHLIEH PHCK OT
pabnoMHonK3a.

AKO ce no1031pa MMOMAaTHA Bb3 OCHOBA HA MYCKY/THM CHMNTOMH WM € NOTEBP/AEHa OT HUBO Ha
KkpeaTuHkdHazarta (CK) > 5 nbTH Haa ropHara rpaHuua Ha HopMaTa (ULN), e3eTHMHO, BCEKM CTATHH H
BCAKO OT T€3HW JIEKAPCTBA, 33 KOUTO € H3BECTHO, UE €a CBbP3aHH ¢ MOBHILEH PHCK OT pabaomHonuaa,
KOWTO NaLKEHTLT NpHEMa eJHOBpeMeHHO, TpabBa He3abaBHO na 6baaT cnpeHy. BCHUKH NalHeHTH,
KOMTO 3anousat AeucHHue, TpaOBa fa 6baaT HHpopMHpanu HezabaBHO 4a AOKITAABAT 3a BCAKA
HeoBACHUMA MYCKyaHa Gonka, YyBCTBHTENHOCT Unk cnabocT (Bx. Touka 4.8).

Hzmepeane Ha kpeamunxunazama
Kpearunkunazara (CK) He Tpabpa na ce H3MepBa cnefl HanperHato GH3MYecKO HATOBAPBAHE MUNM MPH

HAIHYKE Ha NpaBaonofobHa aITepHaTHBHA MPHYHHA 3a NosyluasaHe Ha CK, koeTo Moxke na 3aTpyaHH
MHTEPIPETHPAHETO Ha PEIYIITATHTE.

Ako nHuBara Ha CK ca 3Ha4MTeNHO NOBHILEHH NP HM3X0AHOTO HUMBO (>5x ULN), e Heobxoaumo pa ce
NpOBEJE W3CAEABAHE 32 NOTBbPIKAABAHE HA PE3yJ/ITaTa B paMKMTE Ha 5-7 AHH. AKO TTOBTOPHOTO
HicnenBaHe noTsbpau M3xoaHo HUBO HAa CK >5x ULN, He TpaGra Aa ce 3anoupa jieveHHe.

Ipedu arevenue

PO30P, kakto u apyry uaxuburopu na HMG-CoA penykrazara, TpabBa na ce npeiNnHCEa ¢ NOBHLIEHO

BHUMAHHE NpH NALMEHTH C Npeapas3nonaraily gakropy 3a Muonatis/pabnomuonuza. Takusa hakTopu

BKJIIOYBAT:

- 0BOpeuHo yBpexaaHe

- XUMOTHPEOHAUIBM

- NepcoHANHA WIH CEMEHHA aHaMHE3a 3a HaCNeACTBCHY MYCKYJIHH HapyLLIeHHA

- NIpeMLIHA aHAMHE3a 33 MYCKYJIHa TOKCHYHOCT ¢ ApYyr HHXWOHTOp Ha HMG-CoA peaykTaza unu
Ppubpar

- 3noynotpebara ¢ ankoxon

- eb3pact >70 roanHu

- ClyuaH, B KOMTO MOKE [1a Ce CTHIHE 10 MOBHLUABAHE HA NNIA3MEHHTe HWBA (BK. TOUK

- egHOBpeMeHHa ynoTpeba Ha pubparu.




Tpu Takuea nauneHTy TpsGBa Aa ce OOMMCIN PHCKBT OT IEYEHHETO BbB BPb3Ka ¢ BH3MOXKHATA NOJI3a U
ce Mpenophypa KIHHMYHO HabnoaeHue. Ako HuBaTta Ha CK ¢a 3HaAYMTE/IHO NOBULIEHH HA H3XOOHO HUBO
(>5x ULN), ne Tpabpa na ce 3anousa nevenue.

Ilo apeme Ha nevenuemo
ITaunenTnre Tpabea aa GbaaT nomonenu aa cbobluaBar He3abaBHO 3a HEOBACHMMH MYCKYNHH BONKH,

cnabocT KNH cnasmu, 0cobeHo ako ca CBBP3aHu C Hepa3MonokKeHHe nu Tpecka. [pu Te3n nauueHTH
TpabBa na ce namepat uueata Ha CK. Jleyenuneto Tpabea na ce npekpatu, ako uneata Ha CK ca
3HAYHTENHO MOBHIUEHH (>5X ULN) HiIH akO MYCKYNHHTE CHMITOMM Ca TEXKKH U MPUUHHABAT €XXEIHEBEH
auckomdopt (aopy ako Husata Ha CK ca <5x ULN). PyrusHoTo MonuTopHpaHde Ha HueaTa Ha CK npu
ACMMNTOMATHYHH NAUMEHTH HE € OMpaBIaHo.

Hma MHOTO pelkH choOLUEHHA 32 HMYHO-MEeIMHpaHa HekpoTHaxpawa Muonatua {(UMHM) no Bpeme
WK CNejl NEYEHHE CbC CTATHHH, BKITIOUHTENHO posyBacTaTHH. UMHM inuHKuvHO ce xapakTepusupa ¢
NPOKCHMAIHA MYCKYJIHa cnaboCcT W NOBHLLEHA CEPYMHA KPEATHHKHHA33, KOHTO NIPOab/KABAT
HE3aBMCHMO OT NPeKbCBAHeTO Ha IEUEeHHETO ChC CTATHHH.

B KMTMHUYHHTE NPOYYBAHHA HE € HMANO JAHHH 3a NOBHILEHH eEKTH BLPXY CKENETHATA MYyCKyharypa
NpH MaTbk Opoi MaLMeHTH, TeKyBaHH C pO3yBacTATHH M CbIBTCTBAIIO AeyeHHe. Brnpekw Tosa, npu
NauneHTH, npHemallr Apyrd nuxuburopn Ha HMG-CoA penykrasaTa eRHOBpEMEHHO ¢ NPOM3BOAHH Ha
(GuOpnHOBaTa KMCENHHA, BKNIOYHTENHO rempubpoann, HMKNOCMOPUH, HUKOTHHOBA KHCENHHA, 230710BH
NpPOTHBOTBEOMHHH CPeACTBA, MPOTEA3HH HHXUOUTOPH H MaKpONHAHH aHTMOMOTHLK, ce HaGnonasa
YBE/IHYABAHE HA YECTOTATA HA MUO3UT W MUHonatus. ['empubpo3nn noBHIaBa pHCKA OT MHONATHA,
KOraTo ¢¢ NpHIara eAHOBPEMEHHO ¢ HAKOH WHXHOnTOopH Ha HMG-CoA penykrasata. [Topanu Topa He ce
npenopbyea koMOuHauHATa Ha PO30OP 1 remdubposnn. Tlonzara OT noHaTaTbLUIHK NPOMEHH Ha
JMMHAHHTE HHBA upe3 KoMOUHHPaHOTO npunoxenne Ha PO3OP ¢ ¢pubpatn Tpsabea BHHMaTENHO 1a ce
MPELEHH CAPAMO NOTEHLIMATHUTE PUCKOBE OT TAKMBA KOMOMHALIMM.

PO30P ¢ n03a 40 mg po3ysacTaTHH € MPOTHBOIMOKA3aH NMpH eAHOBpeMeHHa ynoTpeba ¢ hubpar (Bx.
Toukk 4.3 u 4.5),

PO30P ne TpaGpa na ce U3non3ea Npy NMaLMEHTH C OCTPH, TEXKH CBCTOAHKSA, MPEANONATallM MHUOTIATHA
HIIH Mpepa3nofaraliy KbM pa3suTHe Ha 6bOpeyHa HEROCTATBYHOCT, BTOPHYHA BCIEACTBHE Ha
pabaomuonuza (Hanp. cencuc, XMNOTOHHS, FOASMa XHPYPritHa ONepalis, TPaBMa, TEXKKH
MeTaBONHTHH, EHIOKPHHHH HIIH ENEKTPOIIUTHH HapYLICHKUAP KK HEKOHTPOIHPAHHU I'bPHOBE).

Edekru sbpxy uepHus apob

[Tpy KOHTPOIMPaHH MPOYUBAHHA 3a €XHOBPEMEHHO NMPUIOKEHHE NPH NaLKEHTH, NONY4aBally e3eTHMUNG
ChC CTATHH, ca HabnKoJaBaHK Moc/ieloBaTeTHH NOBHLIEHHS HA TPAHCAMUHA3WTE (> 3 MbTH ropHara
rpaHuua Ha Hopmata [ULN]).

[Mpenopbupa ce aa ce HanpaBAT PyHKUHOHATHH YepHOAPOGHH H3CNeaBaHUA Npelu M 3 Meceua cieq
Ha4aJ0TO Ha JIeYEHHETO € po2yBacTaTHH. Po3yracTaTHH TpabBa aa ce NPeYCTAaHOBH HITH [1a C€ HAMajH
J03aTa, aKO HUBOTO Ha CEPYMHMTE TPaHCAMHHA3M HAaABKILABA 3 MBTH FOPHATA FPaHKLIA HA HOPMATA.
UecToTara Ha cboOWaBaHe 3a CEPHO3HHU HEPHOAPOOHH CLOHTHA (CHCTOALUM Ce FMABHO OT NOBULLIEHH
4epHOAPOOHH TPaHCAMHHA3M) MPH MOCTMApPKETHHFORA YNoTpeba e no-BUcoKa npu A03a 40 mg.

[Tp1 NnauMeHTH ¢ BTOPHYHA XHIEPXONECTEPONEMHUA, MPHYHHEHA OT XHIIOTHPEOUAU3EM UM HepOTHYEH
CHHAPOM, OCHOBHOTO 3abonsaBane TpaGea na 6bae NekyBaHO NpeaH 2anouBaHe Ha Tepanug ¢ PO3OP,

[Topaan HeusBecTHHUTE edeKTH HA NOBULIEHATA EKCMO3KLIMA Ha €3€TUMHO NPH MaUUEHTH C YMepeHa HiaH
TeXKKa 4epHoapoOHa HEAOCTATBYHOCT, NPH TAX He ce npenopbusa PO3OP (Bxk. Touka 5.2).

YepuoapobHo 3aGonsasane 1 ankoxon
PO30P Tpabea aa ce n3non3ea ¢ MOBHILIEHO BHUMAaHWE NPH MaUKEHTH, KOMTO KOHCYMHpAT NPeKOMepHU
KOJIHYECTBA aAKOXO0N H/HIW HMaT aHaMHe3a 3a 4epHOApobHo 3abonsBane.

Edexrn pppxy 6p6peunre
[TpoTeuHypHs, KOATO € YCTAHOBEHA C TECT-IEHTHYKH U e NpeJUMHO ¢ TyGynapeH n
HabnonaBaHa NpH NaLUEHTH, JIeKYBaHH C NO-BHCOKH 103K PO3YBACTaTHH, NoO-cne
1noBe4eTo cnyyau e 6ua BpeMeHHa MM nepHoavyHa. He e nokasaHo, ue nporeuH
OCTpO MJIH Nporpecypailo 6u6peuHo 3abonasaHe (Bxk. Touka 4.8).




YectoTara Ha chobuiaBake 3a ceprosHi 6b6peuHr CLOMTHA NpU NOCTMapKETHHIOBA ynoTpeba e no-
BUCOKA NpH J103a 40 mg posysacTaThH. Tpsabsa na ce obMucnu oueHka Ha 6s6peunara dyHkUMS o
BPEME Ha PYTHHHOTO MpOC/eNsBaHe Ha MALIMEHTH, NeKyBaHH ¢ no3a 40 mg po3yBacTaTHH.

Texkku KOXKHH HeKeNnaHW peakuuu

[Tpn neuenne ¢ pozyBacTaTHH ce CboDIIABA 38 TEXKH KOXHH HEKENaHH peakuny, BKIHO4BALIH CHKAPOM
Ha Stevens Johnson (SJS) 1 nekapcTBeHa peakums ¢ €03HHODHINA H CUCTEMHH cumntomMH (DRESS),
KOMTO MOXeE 11a Ca XKUBOTO3acTpallaBallld WK ¢ neTaneH H3xoA. [Ipu npeanuceaHeTo Ha NekapcTBeHus
NpoAyKT NMauueHTHTe TpaGBa aa 6bAaT MHGOPMHPAHM 3a NPUZHALIMTE H CHMIITOMHTE HA TEXKKH KOXHU
peaxiu ¥ na 6b0aT HabOAABAHH € MOBUILEHO BHUMaHKHE. AKO ce MOABAT NPU3HALIH Y CHMIITOMH, -
I0KA3aTe/IHH 33 Ta3K peakuys, npunokeHHeto Ha PO30P Tpabea ne3abarHo na ce npeycTaHOBH M Aa ce
OOMHCAN aNTepHATHBHO JIEUEHHE.

AKO NALMEHTHLT € pa3BHi CEPHO3HA peaklinAa, kaTo HanpuMep SIS unn DRESS npu ynotpebara na
PO30P, neuennero ¢ PO30OP ne Tpabea HuKora 1a ce NoAHOBABA NPH TO3HW MAUMEHT.

Dy3unosa kucenuHa

PO3OP ne Tpabea na ce npunara eNHOBPEMEHHO ¢ PY3MAOBA KHCEAHHA 38 CHCTEMHO NMPHAOKEHHE WM B
paMKuTe Ha 7 AHM e CHpaHe Ha NeueHHETo ¢ Gy3Ha0Ba KHCeNHHa, [Ipy MaLHeHTH, MPH KOUTO
NpHAOKEHHETO BY3HO0BA KUCEHHA CE CUHTA 3a CHLUECTBEHO, JIEYEHHETO ChC CTATHH Tpabea na ce
NpeycTaHORH Npe3 LAJIOTO BpeMeTpaeHe Ha JieveHHeTo ¢ dy3unosa kucennHa. CbolluaBa ce 3a cny4au
Ha paGaomuonnsa (BIUIIOUHTENHO ¢ (aTaneH M3Xoa) NpH NALMEHTH, NONTYYABALIH €IHOBPEMEHHO
dy3maosa kucenwHa ¥ cTaTWHH (BX. Touka 4.5). [launenTsT Tpabea Aa Gbae noctBeTRaH He3abaBHO Ja
NOTLPCH MEAHUIMHCKA MOMOLLL, aKO MMA HAKaKBH CHMINTOMH Ha MycKyJiHa cnabocT, bonka vnu
YYBCTBHTEHOCT.

JleueHHETO CbC CTATHH MOXKeE Ja Obje 3aMOUHATO OTHOBO CEAEM [AHHU CNej nocneaHara xosa Qysuzoea
KHCENHHA.

T1pH M3KAHOUHTENHK 0OCTOATEICTBA, KOraTo € HeOOXOAHMO NPOIBL/IKHTENHO CUCTEMHO MPUNIOXKEHHNE
¢hy3na0Ba KMCEMMHA, HAMP. 32 IeYeHHE HA TEXKKHU HHPEKUUH, He0GX0AUMOCTTA OT €IHOBPEMEHHOTO
npunoxenre Ha PO30OP u dy3nnopa kucennHa Tpabea aa ce pasriexaa 3a BCeKH OTAENEH cayyaii v npu
CTPHKTEH MEAHLIMHCKHN KOHTPOJ.

[TpoTeasHn uuxubUTOpPH

[ToBHILEHA CHCTEMHA EKCMO3UIIHA HA PO3YBACTAaTHH ¢ HaGnoaaBaHa MPH JHLA, KOMTO [oNyvasar
pO3yBACTATHH €HOBPEMEHHO € Pa3IHYHH NPOTea3HH HHXMOUTOPH B KOMOWHaUMA ¢ puToHaBup. Tpabea
Na ce 0BCBAN KaKTO Moi3a OT NOHMKABaHe Ha aunuauTe upes ynotpefara Ha PO30P npH nauueHTH ¢
XHB, npueMaliu npoTea’Hd HHXHOKTOPH, Taka H Bb3MOXKHOCTTA 33 NOBHLUIEHH IUIa3MeHH
KOHLIEHTPaLIMH Ha pO3yBAaCTaTHH, NPH 3aMl04YBaHe HA JICUEHHE W NPH THTPYBaHE Ha PO3YBacTaTHH NpH
NalKEHTH, TEKYBaHH ¢ NPoTea3HH HHXWOUTOPH. EaHoBpeMeHHaTa ynoTpeba ¢ onpeneneHt NpoTeasHy
MHXMOMTOPHM He ce Mpenopb4Ba, OCBEH ako [03aTa He Obje KopHrHpaHa (Bx. ToukH 4.2 1 4.5).

Dubpatr
bBesonacHoctTa W eMKkacHoCTTa Ha e3eTUMHD, NpunoxeH ¢ ¢pubparth, He ca ycTaHOBEHM.

AKO ce Togo3Mpa Xolne/uTHaza Npy nauumedT, npvemawt PO30P u denodubpat, ca nokazanu
M3c/eBaHKHA Ha JIUTHUHWA MEXYD M Ta3d Teparnua TpabBa xa ce npekpaty (Bxk. Touku 4.5 u 4.8).
PO30P c no3za 40 mg po3yBacTaTHH € NPOTHBONCKA3aH NPH eAHOBpeMeHHa ynoTpeba ¢ ¢pubpar (Bx.
ToukH 4.3 H 4.5).

AHTHKOArynaHTH

Axo PO30OP e nobapen kbM BapdapHH, Apyr KYMapHHOB aHTHKOATYAHT UM UIYHHIHOH,
HuTepHauuonanHoTo HopmanusupaHo choTHoweHue (INR) Tpabea pna ce npocneasBa noaxoaao (Bx.
TOuKa 4.5).

HHKJ'IOC['IOQHH

Buxkre Touku 4.3 u 4.5,




Paca
®apMakOKHHETHYHHTE NPOYYBAHHA HA PO3YBACTATHH NOKA3BaT MOBULIABAHE HA EKCMO3ULKATA NPH WA
OT a3HaTCKH [IPOM3XOA B CpaBHeHHe ¢ Oanara paca (Bnxk 4.2 n 5.2),

HurepeTumanta benogpobna Gonect
HM3onnpaum ciyuan Ha uHTepcTHUHANHA GenoapobHa Gosect ca ChoBLIEHH MTPH HAKOW CTATHHH, 0cobeHo

TIpH NPOABKHTENHA TEPAnKA (BK. Touka 4.8). [IpenctaBeHuTe XapakTEPUCTHKH MOIAT [a BKJIHOUYBAT
AMCMHeA, HENPOIYKTHBHA KaUIITHLA H B/OLIABAHE Ha O0LIOTO 3/paBOCTOBHO ChCTOSHME (yMOpa, 3aryba
Ha Terno W NOBHILEHA TEMTEPaTypa). AKO ¢ NOJ03KHPa, Y€ NALUEHTHT € Pa3BU] HHTEPCTHLHANHA
6enoapobua Gonect, neveHHeTO CBC CTATHH TPAGBA Aa Ce NPeyCTaAHOBH.

3axapen nuaber

Hsakou aokasaTencTsa npeanonarar, 4e CTATHHUTE KaToO KNAc [IOBMLLABAT KPbEHATA [IOKO3a H MpH
HAKOM NALIMEHTH C BUCOK PHCK 3a pa3sHTHe Ha auabeT B Gbaelue, Morar ga 10BEAaT 40 HHBO Ha
XHNEPraHKEMHA, IPY KOETO € MOAXOAAWLO NpUaraHe Ha pefoBHa rpmwka npu auabet. Toau puek, obaue,
CE KOMIEHCHPA OT NOHWKABAHETO HA CHAOBHA PHUCK ChC CTATMHH M NOpajaHd Tosa He TpAGBa aa 6uae
NPHYKHA 32 CITHPaHe Ha NEYEHHETO Che CTaTHH. PUCKkoBHTE maukeHTH (TJIOKO3a Ha raaHo ot 5,6 1o

6,9 mmol/l, nuaekc Ha TenecHa Maca >30 kg/m?, noBuLIEHH TPHIITHLEPHAH, XMTIEPTOHKA) Tpabsa na ce
NpOCAEAABAT KAKTO KIMHWYHO, Taka H GHOXHMHYHO CbINACHO HAUHOHATHUTE PbKOBOACTBA.

B npoyusaneto JUPITER cto6iuaranara of1ua yecToTa Ha 3axapeH auabet e 2,8% npu po3yBacTaTvH H
2,3% npu naaue6o, rnaBHO NPH NALKEHTH C CNOKO3a Ha rnagHo 5,6 1o 6,9 mmol/l.

MuacTeHHs rpapuc
B Hakoako cnyyan ce cpoblUaBa, Ye CTATUHHTE HHOYLUMPAT de novo WK BAOLIABAT BeYe ChLICCTBYBALIA

MHACTeHHS TPABHC HIIH OUHA MHAcTeHHA (BK. Touka 4.8). [Tpunoxennero Ha PO30P Tpabea na ce cnpe
B C/Ty4ai Ha BJOLWIABaHe HA CHMITTOMHTE. MMa choblueHns 3a peunans npu (MOBTOPHO) NpHNaraHe Ha
CBLIHA MM PA3JIHUCH CTATHH,

[leanaTpuyHa nomynaumns
bezonacHocTTa M edHKaCHOCTTa Ha po3yBacTaTHH/e3eTHMKMO NpH Aeua Ha Bb3pacT noa 18 roauxu sce
Olile He € YCTaHOBEHA, 3aToBa ynoTpebarTa My He ce NpenopbuBa B Ta3H BL3PacTOBa rpyra.

[TomoiHO BelliecTED
Toea nekapcTBO chbabpHka nNo-manko oT 1 mmol Hatpuit (23 mg) Ha TabneTka, T.e. MOXKE 14 ce Kaxe, ue
NpaKTHYECKH He ChIbpXKA HATPHIL.

4.5 BsaumogeiicTBHe ¢ APYr# JIeKAPCTBEHH NPOJYKTH H APYTH GOPMMU HA B3aHMoaeHcTBHE

[IpoTuronokazaHus
Luxaocnopun

[Tpu eAHOBpEMEHHO NIeHEHHE ¢ PO3YBACTATHH M LIMKJIOCMOPHH, CTOHHOCTHTE Ha MIOLITa MOA KpUBaTa
(AUC) Ha po3yracTaTHH ca cpelHO 7 MbTH NO-BUCOKH OT HAbGMIONaBaHUTE MPH 3ApaBu A0OPOBONLIM (BXK.
Tabanua 1).

EnHoBpeMEHHOTO NPHIOKEHHE HE MOBAUABA M1a3MEHHTE KOHLIEHTPALMH Ha LMKJIOCTOPHH.
EanospemenHoTo npunoxenre Ha PO30P ¢ uMknocnopuH e npoTHBoNokasaHo (B, Touka 4.3).

B eaHo npoyysaHe Ha oceM NALMEHTH ¢ 6b0peuHa TPaHCIUIAHTAUMA ¢ KPEaTHHHHOB KJIMPBHC

>50 ml/min BBLpXy ¢ NOCTOAHHA [03a LIMKIOCNIOPHH, €AHOKpaTHA A03a oT 10 mg e3eTHMHG Boau ao 3,4-
kpatHo (oT 2,3 10 7,9 nbTH) yBesnyasare Ha cpeanata AUC Ha o6mus eseTuMHG B cpaBHEHHE Che
CTOWHOCTHTE NPH KOHTPOJHATA IpyNa OT 3ApaBH MHAHBMAK, NOJIYy4aBalla camMo e3eTHMUD Npy apyro
npoyusaHe {(n = 17). B apyro npoyBaHe, naluueHT ¢ ObOpeyHa TpaHCMIAHTAITMA M TEIKKA CTENEH Ha
OBp0OpeyHo yBpexkaaHe, KOHTO Nony4yaBa LMKJIOCIIOPHH H MHOXKECTBO IPYTH JIeKapcTBa, AeMOHCTpHpa 12-
KPaTHO MO-TONAMa eKCMO3HLIMA Ha 001N €3eTHMHD B CpaBHEHHE ¢ KOHTPOIHATA Ipyna,
camo esetumub. [1pn enHo kpecTOCaHO NpoyYBaHe ¢ ABa NepHOAa NPH ABaHAECceT 31
IOHEBHOTO MPUIOKEHHE Ha e3eTHMHOG 20 mg B Npoab/KeHHE Ha 8 NHU C e/lHHHYHA A
LUHKJIOCTIOPHH Ha 7-UA AeH, Boau 10 cpeaHo 15% yeenuuenue Ha AUC Ha unknocn
10% mo 51 % ysenuueHue) B cpaBHeHHe ¢ eAMHKMHA ao3a 100 mg uMknocnopuH ca




NPOBEXAAHO KOHTPONIMPAHO NPOYUBAHE 32 €PEKTa OT €SHOBPEMEHHO MPHNAraHuUa €3eTHMHG BLpXy
€KCMNO3HLIMATA Ha UMKIOCNOPHH NMpPH fMauMeHTH ¢ GbOpeuHa TpaHeniaHTaums.

Qubpamu
Ho3sata 40 mg po3yBacTaTHH € NPOTHBOTNOKA3aHa NPH eHOBPEMEHHA yroTpeba ¢ Gubpart (Bx. ToukH 4.3
u4.4).

KomBuHauum, KOWTO He ce MpenopbysaT
Hpomeaznu unxubumopu

BbnpekH ue TOUHHAT MEXaHH3BM Ha B3aWMOJIEHCTBHE He & W3BECTeH, eAHOBpeMeHHaTa ynoTpea Ha
NpoTea3seH HHXHOMTOP MOME CHITHO 2 YBETHUH €KCMO3HULUMATA Ha PO3yBacTaTHH (Bxk. Tabnuua 1).
Hanpumep, Bb8 papMakokHHETHUHO Npoy«BaHe, eTHOBPEMEHHOTO NpwiokeHne Ha 10 mg posypacTaThu
W KOMOMHHMpaH NPOAYKT OT Ba NpoTeasHH WHXUOHTOpa (300 mg aTazanasup/100 mg putoHarmup) npu
3ApaBH 106pOBOLM € CBBLP3aHO C NPHONHIUTENHO TPHKPATHO H CEAEMKPATHO YBETHHEHHE ChOTBETHO B
AUC u na Cpax Ha po3yBacTaTHH. EaHoBpeMenHaTa ynotpe6a Ha po3yRacTaTHH M HAKOH KOMOHHALMK OT
NPOTEa3HH HHXUOUTOPH MOKE Ja CE MMa NpeBH/ cnej] BHUMATENHO OOMUC/ISHE Ha KOPEKUMS Ha J03aTa
Ha& pO3yBaCcTaTHH Bb3 OCHOBA Ha OYAKBAHOTO MOBHIUEHWE HA EKCMORULMATA HA PO3YBACTATHH (BXK. TOYKH
4.2,4.4 u 4.5 Tabnnua 1). Kom6buHaumaTa He € MOAX0AALLA 32 MbPBOHAYAIHA TEPANHUA.

3anouBaHe Ha JleueHHe WK KOPEKLHA Ha N03aTa, ako e HeobXoauMo, Tpabba 1a ce NpaBy caMo ¢
MOHOKOMIIOHEHTHTE H CJiejl OTIpENeNAHE Ha MOAXOAALUMTE JIO3H € BE3MOXKHO MPEMHHABAHETO KbM
¢ukcHpaHa 1030Ba KOMOMHALIMA ¢ NOAXOAALLA KOHUEHTPALIMA.

Huxubumopu na mpancnopmeprume npomeuru

Poayeactatun e cybeTpar 3a onpeaeneHy TPaHCMOPTEPHH NPOTEHHH, BKIIIOUHTENHO YepHOApoBHO
3axsauauua TpaHcnoprep OATP1B1 u edayke Tpancnoprepa BCRP. EnHOBpeMEHHOTO NpHIOKEHHE
Ha PO30P ¢ nekapcTBeHH NPOAYKTH, KOMTO ¢a HHXHOHTOPH HA TE3H TPAHCMOPTEPHH BPOTEHHH, MOXE fa
A0BENE 10 IOBAWIEHH Na3MeHH KOHUEHTPALHMH HA pO3yBACTATHH H NOBHIUEH PUCK OT MHOMATHA (BXK.
ToukH 4.2, 4.4 n 4.5 Tabnnua 1).

Temdubpozut u Opyzu npoOyKmu, ROHUNCABAIY RUnUOUME

ExHospeMeHHOTO NpUNOXKEHHE HA PO3YBACTAaTHH W reM(UGpo3un BOAH 10 ABYKPATHO YBEIHYABAHE Ha
Cmax H AUC Ha podyeacTaTut (Bx. Touka 4.4). EqHoBpeMeHHOTO npunokenue Ha deHodubpar unu
rempubpo3nn yMepeHo noeuiLaea obliaTa KOHUEHTpaUMA Ha e3eTHMHG (npuGausntento 1,5 u 1,7
ABTH, CLOTBETHO).

B13 ocHOBA Ha JAHHUTE OT ClIELH(PHYHH NMPOYUBAHUA 32 B3aUMOAEHCTBHS HE C& OYAKBA 3HAUMMO
$apMakOKHHETHUHO B3aHMOIEACTBHE MEXAY PO3YBAcTATHH W deHohubpaT, HO MOYKE 18 HACTBIK
dapMaKoAMHAMHUHO B3aHMOAEHCTBHE.

Femdubposnn, penodpubpar u apyru dpubpary, KakTo W THNUAONOHHIKABALILHW 403K (> WK PaBHH HA

| g/neH) HHaLHH (HUKOTHHOBA KHMCE/IMHA) NOBUILABAT PHCKA OT MHOMNATHA, KOFaTo ce MpHaarar
eaHoBpeMeHHO ¢ HHxHGHTOpH Ha HMG-CoA peaykrasara, BEpOATHO 3aIIOTO MOTAT Ja NPeAH3BHKAT
MUONATHA, KOTATO CE MpHIaraT CaMOCTOATEITHO.

PO30P ¢ no3a 40 mg posyBacTaTHH € NPOTHBOINOKA3aH NMPH eRHOBpeMeHHa ynoTpeba ¢ ¢ubpar (Bik.
ToUkH 4.3 1 4.4). Te3d naumeHTH cbIO TpabBa 1a 3anouHatT ¢ A03a OT 5 mg.

Mpwu nauvenTH, npueMaind ¢eHogudpar 1 ezeTuMud, nekapure TpAOBa Aa ca HAACHO 3a Bb3MOXKHUA
PHCK OT XonenuTHasa M 3a00naBaHe HA MIbHHHA Mexyp (BX. TOUKH 4.4 1 4.8). [Tpn cbmMHenyd 3a
XOJIENUTHA3A MPH NALKMEHT, KOHTO npyema e3eTUMHG U heHopubpaT, ca nokazaHW U3CIEABAHUA Ha
AUTBYHHE MEXYP U Ta3k Tepanus Tpsabea ha 6bae npeycranoseHa (Bxk. Touka 4.8). EaHospeMenHoTo
npunoskeHHe Ha e3eTHMHb ¢ apyru pubpatH He e npoyyeHo. OUOpaTHTE MOraT Aa yBelH4aT
€KCKPELHATa Ha XOMecTepo. B MUIbYKATa, KOETO BOAM A0 XoneauTHasa. [1py npoyyBaHHA NPH XKHBOTHH
€3¢THUMHUO TNOHAKOra NoBHLLABA XOJIECTEPONA B HUTBYHUA MEXYP, HO HE NMPH BCHUKHK BHAOBE (BXK. TOUKA
5.3). He Moske aa ce M3K/IIOMM IMTOTEHEH PUCK, CBBP3aH ¢ TeparneBTHYHATA ynoTpeba Ha e3eTHMMO.

Dy3udosa Kuceauna
PuckbT OT MHONATHA, BKIIOUMTENHO pabIOMHOAN3A, MOXKE 1A CE€ YBETHUYH NPH €4HO
CHCTEMHO NMPHAOKEHHE Ha Py3HI0Ba KHCEJIMHA CbC CTATUHH. MeXaHM3MbT Ha ToBa
(He3aBMCHMO NanH e apMakoJIWHAMHUYEH HNH (HApPMAKOKHHETHUEH WITH M J1BaTa) BC
HMa crobiuenns 3a pabaoMHonn3a (BKTIOYMTENHO CIyHaH ¢ aTaneH W3Xoa) npy na




noJiy4asaly TasH KOMOMHaAUMA. AKO CHCTEMHOTO JieveHHe ¢ hy3HA0BA KHCETHHA € HEoBX0AuMO,
NEUEeHHETO ¢ po3yBacTaTHH TpabBa a ce NPeyCTAHOBH Npe3 LANOTO Bpeme Ha fedeHue ¢ Py3naoea
KHceNMHHa. BuokTte ¢bllo Touka 4.4,

Opyru B3aumoneicTbus

Anmuayuo

EnnospeMeHHOTO npunaraHe Ha po3yBacTaTHH C aHTHALWIHA CYCIIEH3MA, ChAbPKALLA ATYMHHHEB H
MarHe3HeB XHIPOKCHI, € 10BENO A0 MOHMKABAHE HA M1a3MeHaTa KOHLIEHTPaLUA Ha po3yBACTATHH C
npubansntento 50%. Tosu edext orcnabea, korato aHTHAUMA ¢ NpHeMa 2 yaca cnel po3yBacTaTHH,
KAnHHYROTO 3HaYeHHe Ha TORA B3aUMOAEHCTBHE HE € [POYyMEeHO.

EnnoBpeMeHHOTO NpUIOKEHHE HA AHTHALIMA € NOHWKUNO CKOPOCTTa Ha abcopbums Ha e3eTUMKG, HO He
€ oKa3ano edekT BLPXy OMOHANHYHOCTTA Ha e3eTHMME. ToBa MOHMXEHHE Ha CKOpocTTa Ha abeopbuma He
€€ CYNMTA 3a KIHHHYHO 3HAYHMO.

Epumpoyuyun
ENHOBPEMEHHOTO NPUIIOKEHHE HAa PO3YBACTATHH H EPUTPOMHULIMH Boau A0 20% noHwkeHHe Ha AUCO-t

1 30% noHmxeHHe Ha Crax HA pO3YBACTATHH, TOBA B3aMMOACHCTBIE MOXE 1A € NPEAH3BUKAHO OT
[OBUIIEHHA YePBEH MOTHIINTET, IPHYHHEH OT EPUTPOMULIMH.

Lumoxpom P450 enzumu:

Pesynrarute oT in vitre W in vivo npoy4BaH{s NOKA3BaT, Ye PO3YBACTATHH HE € HUTO MHXHOWTOp, HUTO
HHIYKTOp Ha uuroxpom P450 nsoensumu. B nonwnHenue, pozysactatuH e cnab cybeTpar 3a Tesu
H3oeH3uMu. [lopasu ToBa He ce ouaKBaT NEKAPCTBEHH BIaUMOACHCTBUA B Pe3ynTaT oT UMTOXpoM P450-
MeaHHpaHWs MeTabosin3bM. He ca HabmonaBaHH KIHHHYHO 3HAYUMH B3aUMOJEHCTBHA MEXIY
po3yBacTaTyH W ykoHason (HHxubuTop Ha CYP2C9 u CYP3A4) uhu keTokoHazon (MHXHGHTOD Ha
CYP2A6 u CYP3A4).

B npeaiciHHKYHY NPOYYBAHHA € YCTAHOBEHO, He €3eTUMUO He BOAH A0 HHAYKLHA Ha MeTabonu3vpallnTe
€H3UMH OT rpynaTa Ha uuToxpom P450. He ca HabmogaBaHH kavHH4HO 3Ha4HMKM papMaKOKHHETHUHH
B3aMMOIEHCTBUA MEXKAY €36THMHO M NeKapCcTBa, 3a KOMTO € H3BECTHO, Ye ce MeTaloNH3uparT oT
unroxpomu P450 1A2, 2D6, 2C8, 2C9 u 3A4, unu N-aueTuntpancdepasa.

Anmazonucmu na sumamun K

Kaxro u npu apyrute nuxubutopu Ha HMG-CoA peaykrasara, 3anousase Ha eyeHHe WK THTpUpaHe
3a 1I0BMLIABAHE Ha J03aTa HAa PO3YBacTaTHH NPH NALHEHTH, 1EKYBAHH €IHOBPEMEHHO C AHTArOHHMCTH Ha
ButamuH K (Hanp. BapdapuH M Apyr KyMapMHOB aHTHKOArYJIaHT), MOXe 1a NOBEAE A0 MOBHLUABAHE Ha
HurepHaunoHanHoTo HopManusHpaHo choTHouleHne (INR). TlpeycTaHoBaBaHe Ha eUeHHETO WK
TUTpHpaHe 3a NOHHKABAHE HAa A03aTa Ha PO3YBacTaTMH MOXE 1A JioBele A0 noHwkaBaHe Ha INR. B
TAKHBa CNY4aH € XKEJATEAHO NoAX0A41Uo npocneasBaHe Ha INR.

B npoyusaHe Ha RBaHaJEceT 3APAaBU BB3PACTHH MBKE €AHOBPEMEHHOTO NPUNOKEHHE HA e3eTHMHO

(10 mg BenH®bK AHEBHO) HAMA edeKT BbpXY OHOHANHUHOCTTA Ha BapdapHH U NPOTPOMOHHOBOTO BpEMe.
HMma obaue chOOWIEHNA OT NEPHOA Clle yKCcaHe Ha na3sapa 3a NoBHillaBaHe HA MHTepHALMOHAIHOTO
HopManu3upaHo ckoTHoweHWe (INR) npy naumeHTH, npu kouTo €3eTHMHO € gobaBeH KbM BaphapHH
Han dayuwnanon. Ako PO30OP ce no6aBu kbM BapdaprH, ApYT KyMapHHOB aHTHKOAryJaHT HiH
¢ayuHamnoH, INR Tpabea aa ce npocneansa no noaxoasil HauMH (Bx. Touka 4.4),

Hepopannu konmpayenmusu/xopmonzgmecmumentia mepanus (X37:
EnnoepemerHara ynorpefa Ha po3yBacTaTHH H NEPOPaNiEeH KOHTPALICNTHER € 10BEN0 A0 NOBHLIARAHE Ha
AUC Ha eTHHMN €CTPAAMON M HOPrecTpen ChOTBeTHO ¢ 26% 1 34%. Te3au NoBMILIEHH Nta3MEHH
KOHUEHTpaLuHy TpabBa na ce MMAT NpeBHA KOTaTo ce ONpeaea J03HPOBKATA Ha NEPOpPaIHHTE
koHTpauentHeH. HamMa HanW4HW hapMaKOKHHETHYHHU AaHHU 3a NALKEHTH, NPpUEMaLH e 1HOBPEMEHHO
posysactatuH U X3T, nopaau koeto noaobeH edekT He moxe Aa ce W3Ko4H. Brnpeku Toea,
kKOMOMHaLUMaTa e BUNa WHPOKO W3NON3BAHA MPH JKEHH B KIMHUYHM NPOYUBaHHA H e Oua ao
NnoHacsHa.

B KNHHHHHUTE NPOYYBAHKA 32 B3AUMOAEHCTBHA €36 THMUO HAma ediexT BbpXY hapma
NIEPOPASTHUTE KOHTPALENTHBY (€THHHA ECTPALMON M JIEBOHOPrecTpen).




Konecmupanun
EnaHoBpeMEHHOTO NPHNOKEHHE HA KONECTHPAMUH HamMandBa cpeaHaTa njow noa kpusarta (AUC) Ha

ob1ma ezeTuMHO (eaeTUMHE + e3eTHMKO oKy poHna) npubnuautento ¢ 55%. YactHuHoTo
MOHHKABAHE HA NTUNIONPOTEHH XonecTepona ¢ Hucka mirbTHocT (LDL-C), abaxauo ce Ha no6aBaHeTo Ha
€3eTUMHO KbM KONECTHPAMUH, MOXKe Ja Obe HaMaNeHO OT TOBa B3aUMOAEHCTEHE (BXK. Touka 4.2).

Cmamunu

He ca HabmoaBaHH KIHHMYHO 3HAYUMH (PAPMAKOKHHETHYHH B3aHMOJEHCTBHA IPH €AHOBPEMEHHOTO
NPHAGKEHHE HA €3eTHMHO ¢ aTOPBACTATHH, CUMBACTATHH, IPABACTATHH, NOBACTATHH, (DNyBacTaTHH WIH
PO3YBAaCTaTHH.

Tuxazpenop
Tukarpenop moxe na nosnuse Ha ObLOpeUHATA EKCKPEUMA HAa PO3YBACTATHH, YBENHUABANKH pHCKA OT

KYMYIMpaHe Ha pO3yBacTaTHH. Bbnpeku ue TOUHHAT MeXaHMILM HE € H3BECTEH, B HAKOM CNyuaw
€HOBPEMEHHOTO NPHIIOKEHHE Ha TWKArpenop M po3yBaCTATHMH BOAM [0 HaManapaHe Ha ObOpeuHara

dyHKUMA, NnoBUIaBaHe Ha HUBOTO Ha CPK u pabnomuonnza.

Hpyeu nekapemeenu npodyxmu

B®3 ocHoBa Ha faHHM OT cnetMHUUHH NPOYYBAHHA 32 B3AMMOIEHCTBHUS HE CE OHaKBAa KIIMHHUYHO
3HAYUMO B3aMMOJEHCTBHE MEKAY PO3YBACTATHH M MTOKCHH.
B kaMHH4HHMTE NpoyUBaHUA 33 B3aUMOJIEHCTRBHE, €3eTUMHO He e MOBANHAN HapMaKOKWHETHUKATA Ha
AANcOH, AEKCTPOMETOP(aH, AUTOKCHH, MINMMU3KUA, TONOYTaMHA WK MHa30N1aM NO BPEME Ha
€1HOBPEMEHHO NPHIoKeHHe. LIUMETHANH, MpHNaraH eNHOBPEMEHHO ¢ €3eTHMHO, HaMa eeKT BbpXY

OHOHAMTHUHOCTTA HA €3ETHMHUD,

BaauMoieicTBHA, M3UCKBALUH KODEKLMs HA JO3ATA HA PO3VBACTaTHH (Bxk. cbino Tabnuna no-gony)

Koraro e HeoOX0n1MMO HOBPEMEHHO MPHIIOKEHHE Ha PO3YBACTATHH C APYTH NEKAPCTBEHH NPOIYKTH,
38 KOHTO € M3BECTHO, Y€ MOBHILABAT €KCNO3HLMATA HA pO3YBACTATHH, 03HTe TPAGBA Aa ce KOPUTHPAT.
3anoyHeTe ¢ 003a OT 5 Mg pO3yBaCTATHH BEAHBXK OHEBHO, KO O4aKBAHOTO NOBHILABAHE HA
excnosuumara (AUC) e npubnuantenHo 2 nuTH UM noseve. Makcumannara aHeBHa Ao3a Tpabea aa ce
KOPHIMpa, TaKa Ye OYaKBaHaTa €KCMO3HLMA Ha PO3YBACTATHH A4 HIMA BEPOATHOCT Ja HAIBHILIK JHeBHA
no3a po3ypacTaThH oT 40 mg, npueMana 6e3 BzaMMoAeHcTBAaLUM IEKAPCTBEHH NPOAYKTH, HaNpHUMEp 1034
ot 20 mg po3ysacTaTH H reMmdubpozun (1,9-kpaTHo yBenHueHue); 103a oT 10 mg po3yBacTaTHH C
KOMOHHaLMA ¢ aTazaHaBUP/pUTOHABUP (3,1-KpaTHO yBeNiMueHHe).

Tabanua 1: Edexrt Ha exHOBpeMeHHO NPUJIATAHH JIEKAPCTBEHH IIPOAYKTH BbPXY €KCMO3HUHATA HA
posyeactaThH (AUC, B HH3X0A81I pea) OT NYD.THKYBAHH KJAHHHYHE NPOYYBAHHS

2-KpaTHO KK noBeve ot 2-xkpatno yBeauvenne na AUC Ha pozyBacTaThHH

J030B pexHM HaA B3AHMOJEHCTBALIOTO J0308B pexxum na IIpomana na AUC*
JEKaApCTBO PO3YBACTATHH PO3YBACTATHH
CodocOysup/Bennaracsup/BOKCUNANPERHP 10 mg, eanokpatHa no3a | 7,4-kpatHo 1

(400 mg-100 mg-100 mg) + sokcHnanpesup

(100 mg) BeaHBIK AHEBHO 33 15 aHK

Lluxnocnopus 75 mg ABa NbTH AHEBHO A0 10 mg BenHbXx AHeBHo, | 7,1-kpaTHo 1

200 mg apa NbTH AHEBHO, 6 MeceLa 10 guu

Haponyramua 600 mg aBa nbTH AHEBHO, 5 5 mg, enHokpartHa nosa | 5,2-kparho 1

OHH

Peropadennt 160 mg peaHbx nHeBHO, 14 5 mg, enHokpatHa nosa | 3,8- xparHo 1

JHH

AtaszaHaBup 300 mg/putoHasup 100 mg 10 mg, enHoxpatHa aoza | 3,1- xpatro 1 —
BEJHBK JHEBHO, § AHH e ns n;‘"\\\
Pokcanycrar 200 mg npe3 aex 10 mg egHokpaTHa no3a | 2,9-kpa ,ff-:-'“‘:\’ ‘9,_1, ‘\'.\‘
Cumenpesup 150 mg Beanmi AHeBHO, 7 AHM | 10 mg, eaHokpaTHa no3a | 2,8- kplfrad £ Codk e ] ¢
Bennaraceup 100 mg BeqHLK AHEBHO 10 mg, efHOKpaTHa 033 )
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Owmburacsup 25 mg/naputanpeedp 150 mg/ 5 mg, eAHOKpaTHa no3a | 2,6- KpaTHO |

prurtoHasup 100 mg Benbx nHEBHO/

ngacabyeup 400 mg aga mbTH AHEBHO, 14 nHM

Momenornub, 200 mg, BerHbK AHeBHO, 6 10 mg, ennokparHa nosa | 2,7-kpaTHo t

JHH

Ticagrelor, 90 mg BID, 2 days 10 mg, enHokpaTHa Ao3a | 2,6-kpatho 1

TepudnyHomua, negnynomen Hsama Hanuuen nozos 2,5-kpaTHo 1
peXUM

['paszonpesup 200 mg/enbaceup 50 mg 10 mg, eaHokpaTha no3a | 2,3- kpaTHo 1

BEAHLK AHEBHO, 11 nHKM

['nexanpesup 400 mg/ nubpenrtaceup 120 mg | 5 mg Beaunxk axesHo, 7 | 2,2- kpaTHo |

BEHBK IHEBHO, 7 NHH JHH

Kanmatunu6 400 mg nBa nyTH JHEBHO 10 mgenHokpatna nosa | 2,1-kpatho 1

Jlonunapeup 400 mg/puronasup 100 mg asa | 20 mg seanwxk avesHo, | 2,1-fold 1

I1bTH JHEBHO, 17 OHU 7 OHM

Knonugorpen 300 mg naroBapsaiua goza, 20 mg, eaHokpaTHa go3a | 2- kpaTHo 1

nocneasada ot 75 mg 3a 24 yaca

(Pocramarant 100 mg nBa NBTH AHEBHO 20 mg, eAHoKpaTHa jl03a | 2-KpaTHo 1

Tadamuauc 61 mg asa M1y AHeBHo Ha aed 1 | 10 mg, enHokpatHa no3a | 2-kpaTtHo 1

& 2, nocneapaHo oT BEAHBXK AHEBHO HA ICH
or3 09

Io-manko ot 2-kpaTHo yBeanuenke na AUC

HA PO3YBACTATHH

J030B pexnm Ha B3IaHMO/leHCTRALLOTO

J030B pexum Ha

[pomsina na AUC*

JIEKAPCTBO PO3YBACTATHH pO3YBACTATHH
®ebykcoctar 120mg BeAHBK AHEBHO 10 mg, eaHokparHa go3a | 1,9-kpatvo 1
lemdubposun 600 mg Apa NLTH AHeBHO, 7 80 mg, eaHokpatHa no3a | 1,9- kpaTHo |
JHH

Entpombonar 75 mg BejiHLK AHEBHO, 5 IHH 10 mg, eaHokpatHa ao3a | 1,6- kpatho |
JHapyHaeup 600 mg/puronaup 100 mg nea 10 mg Bean®xk AHeBHO, | 1,5- kpaTHo

NTbTH JHEBHO, 7 AHMK

7 AHM

Tunpanaeup 500 mg/putonaeup 200 mg nga
MbTH AHEBHO, ! ] AHuK

10 mg, eaHokpaTHa Ao3a

1,4- kpatHo 1

Hponenapon 400 mg ABa NbTH AHEBHO

He e nanuuen

1,4- kpaTtHO |

Hrpakonazon 200 mg BeaHbXK AHEBHO, 5 HU

10 mg, eqHOKpaTHa fo3a

1,4- kpaTHO T**

Hamanenune na AUC Ha po3yBacTaTHn

Jlo3or pexcum Ha BIaUMoOAelicTEALIOTO Jo308 peikum Ha IIpomana na AUC*
JIeKapCcTBO PO3YBACTATHH PO3YBACTATHH
Epurpomuumd 500 mg yetupu neti aHeBHo, | 80 mg, eaHokpaTHa go3za | 20% |

7 OHKU

Batikanud 50 mg Tpu NbTH AHEBHO, 14 AHK 20 mg, ennokpartHa no3a | 47% |

* ﬂaHHHTe, NpeACTaB€HH KaTO X-KpaTHAa NMpoMAR4d, NpeACTaBAABAT NPOCTO CBOTHOLWEHUE MEKAY
C€AHOBPEMEHHOTO NMPHNOKEHHE H CAMOCTOATCMHOTO NPHUITOKECHUE HA PO3YBATATHH. I[aHHHTe,
NpeACTABEHH KATO % npoMAaHa, NpEACTABJIABAT NPOUCHTHA pa3jiMKa CNpAMO CaMOCTOATEITHOTO

MPHNOXKEHHUE HA pC3YyBaCTaATHH.

YpenuveHHeTO € 03HaueHo KaTo "1", HaManseaHeTo kaTo " ",
** Hakonko npoyuBaHus 3a B3aMMOAEHCTBHE Ca IPOBEIEHH C PA3NHUHM 103M PO3YBACTATHH, KaTo
TabAHLATA N0KA36a HAli-3HAUMMOTO CHOTHOLWIEHHE

Cneanute nekapcTeeHt NpoayKTH/ KOMOMHALMHK He ca OKasaiu KIIHHHYHO 3Ha4MM edeKT BbpX
PO3yBacTATHH NPH EAHOBPEMEHHO NIPHIOKEHHE:

Anernuraszap 0,3 mg 7 auu aozupane; greHodubpat 67 mg 7 AHM 103HpaHe TPH MTbTH
¢aykoHazon 200 mg 11 nuu gosupaHe eanH LT AHeBHO; ocaMnpenasup 700 mg/pu
JAHM 103UpaHe JBa NbTH AHEBHO, KeTokoHason 200 mg 7 AHM no3MpaHe ABa ITHTH AHE
450 mg 7 nHu no3MpaHe €QHH VBT JHEBHO; cunuMapud 140 mg 5 aHu no3upaxe Tpu

1"




[epuaTpudna nmonyauus
[Ipoyusanus 3a 83aMMOAEHCTBHA €a NPOBEXAAHH €AMO NPH Bb3PACTHH.

4.6 DeprHauTeT, GpeMEHHOCT H KBPMEHE

PO3O0P e npotuBonokasaH npH 6peMEHHOCT U KbpMEHe.
XeuuTe ¢ aeTepoaeH noTeHunan TpAGBa Aa U3NON3BAT MOAXOAALIN KOHTPALIENTHBHH MEPKH.

Epemennoct
Posysacmamun

Tbi KaTO XONECTEPONBT H APYTUTEe NPOAYKTH Ha GHOCHHTE3A HAa XONECTEPONA €a OT ChLUECTBEHO
3HAYEHHE 33 PA3BUTHETO Ha (eTyca, NOTEHUHANHHAT pUCK OoT HHXxHOHpane Ha HMG-CoA peaykrasara
HaAIeNABa HaJ NOJ3aTa OT JIeYeHHETOo No BpeMe Ha GpementocT. [lpoyuBaHHATa NPH KHBOTHH
MPENOCTABAT OrPpaHUYEHH JaHHH 3a PEMPOLYKTHBHA TOKCUMHOCT (BX. Touka 5.3). AKko nauvenTkaTa
sabpemenee no speme Ha ynotpebara Ha PO30P, nevennero TpsaGea HezabaBHO 1a ce NPeyCcTaHORH.

Esemumub

HaMa HanM4HY KIMHHYHH AaHHH 32 ynoTpebaTa Ha e3eTHMHO no BpeMe Ha GpeMeHHOCT.
[TpoyuBanuATa NpY KMBOTHH OTHOCHO ynoTpebara Ha e3eTHMHEO KATO MOHOTEPANUA HE NOKA3BAT AAHHH
34 JHPEKTHH WK HHIWPEKTHHU BPEAHH eeKTH BLpXy OpeMeHHOCTTa, eMOPHOHANHOTO pa3BUTKe,
pax<IaHETO MM NOCTHATANMHOTO pa3zBUTHE {BXK. TOUka 5.3).

Kbpmene
Pozysacmamun

OrpaHdyeHH aaHHH oT NyGnuKyBaHH cboOLIEHHS TOKA3BAT, Y€ PO3YBACTATHH CE OTKPHBA B KbpMAaTa.
PoayBacTaTHH ce eKcKpeTHpa B MISKOTO Ha ILIbXoBe, [Topaan MexaHM3Ma Ha aeficTeue Ha
pO3yBacTaTHH, CHLIECTBYBA NOTEHLMANEH PUCK OT HEXENAaHH peakLyy NpH KbpMaueTo. PozyBacTaTHH e
NPOTHBONOKA3AH 110 BPEME HA KbpMeHe (BXK. Touka 4.3).

Ezemunut
HacnenpanuaTa BbpXY [UILXOBE NOKA3BAT, ue e3eTHMHUG ce oTaens B kbpMmarta. He e u3secTHo aanu
€3eTMMHO ce CeKpEeTHpa B UOBELIKATA KbpMa.

Deprynurer
Hama Hanyd49HU JaHHH OT KIIMHHYHH NPOY4BaHKA 3a eeKTUTE Ha e3eTUMHO BBEPXY (PepTHIMTETA NPH

xopa. EzeTumMunG He noenussa GepTUNHTETA HA MBKKH MIH KEHCKM TUTEXOBE, PO3YBACTATHH BLB BHCOKH
03H € NOKa3an TECTUKY/1aPHA TOKCHYHOCT MPY MAaiMyHM H KyueTa (BXK. Touka 5.3).

4.7 EderT BRpXY cnoco0HoCTTA 32 WodHupane 0 padora ¢ MALIHHA

PO30P He noenKsABa WITH NOBJIHABA NIpeHebpexxUMo cnocoOHOCTTa 32 odHpaHe W paboTa ¢ MalLHHM,
He ca nposexzaanu npoy4BaHus 3a onpenensHe Ha edekra Ha po3yBacTardi WnK e3eTUMHG BBPXY
cnocoSHocTTa 3a wodupaHe 1 paboTa ¢ MawMHKU. Benpeky ToRa, KoraTo wodupare ©ian paboTuTe ¢
MallWHY, TPpA0Ba Ja ce HMa NPEeABHA, Y€ MO BPEME Ha IEUEHHETO MOXKE /14 C¢ NOSBU CRETOBBLPTEX,

4.8 Hexkenany TeKapcTBeHH peaKklMH

OGobulen npodwina Ha GezonacHoCT
HesxxenaHute nexapcTBeHH peakLHH, HabnroaasaHy nNpH ynotpebaTa Ha po3yBacTaTHH, 06MKHOBeHO ca
Nnexn U npexofHu. IIpn KOHTPOMpaHH KIHHHYHH M3MHTBAHAA NO-MANKO OT 4% OT nauveHTuTe,

JIEKYBAHH ¢ PO3YBACTATHH, €a NMPEKbCHANU JICUEHHETO NOPAAH HEKETAHH peaKLrK.

B KIMHWYHH Mpoy4YBaHKa ¢ MPOABIAKMTENHOCT K0 112 ceaMuuy, ezeTHMHO 10 mg n
CAMOCTOATENHO NMpH 2 396 naltHeHTH WK cbe cTaTHH npu 11 308 naunenTH, win ¢
nauxentd. Hexxenanure peakumu 06HKHOBEHO ca Ounu ek u npexognu. ObluaTta
HeXeaHHTe peakLHH e CXOAHa npu e3eTUMHO M mnaueGo. Chbiio Taka, yecToTata

NpeKpaTABAHE Ha JIEUCHHETO TIOPa/AH HEXKENAHH PEAKLHH € CPaBHUMA MEXY €3€TH
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Cnopea HaunuTe 1adnn 1 200 naukeHTH ca npueMany koMGHHALMS PO3YBACTATHH U €3€TUMHE NpH
KNMHKHYHK npoyuBanus, KakTo ce crobwasa B ny6nMKyBaHaTa TuTepaTypa, HaH-4ecTo CpellaHuTe
HEXENAaHH PeakUMH, CBbP3aHH C KOMDHHHPAHOTO IEYEHHE C PO3YBACTATHH/E3ETHMUE MPH NALUHEHTH €
XHMIEPXONECTePONEMHs, Ca OBHLIEHH HUBA HAa YEPHOAPOOHHTE TPAaHCAMMHA3H, CTOMALIHO-UPEBHH
npobieMn 1 Myckyiinn 6oaku. Tosa ca U3BECTHH HexeNaHH eeKTH Ha AKTHBHHTE BellecTa. BbnpekH
TOBA, HE MOraT Ja §bJaT HaKoueHH (apMaKoIHHAMHYHH B3aUMOJIEHCTEUS (10 OTHOLLEHHE Ha
HEXENAHHUTE PEAKIKH MEXIy POIYBACTATHH H e3eTUMUG (BxK. TOuKa 5.2).

TabnHueH cnuchk Ha HeXENaHUTe PeakLH

HecToTaTa Ha HEXENAHWTE PeakUUH ce kKnacudHuMpa no cieJHHs Haumn: yecTH (>1/100 ao <1/10);
HeyecTH (>1/1 000 no <1/100); peaku (=1/10 000 po <1/1 000); muoro peaxu (<1/10 000); c Hew3BecTHa
uecToTa (OT HATMYUHHUTE JaHHH HE MOXKe J1a ObJie HarnpaBeHa OLeHKa).

Cucremuno-opraded | YectH Heuvectn Penku Muoro peakn C Hen3pecTHA
Kiaa¢ no MedDRA 4ecToTa
HapyuleHus Ha TpomGoLHxTONE TpoMbounTONE
KPBLBTA K HHR? Hus®
AumHATA cHCTEMA
Hapywenus na peakuxu Ha CppbXueBCTBU
HMYHHATA CHCTEMA CBPBXYYBCTEBHT TENHOCT
eNHOCT, (BKAIOMHTENHO
BKIOYHTENHO obpus,
aHMMOHEBPOTH YPTHKApHS,
4EH OTOK? aHadUnaKcHa U
aHMMOHEBPOTH
yeH oTok)?
Hapyuienns na 3axapeH
€HI0KPHHHATA auadur'?
cHCTEMa
Hapywenus ua HaMmaneH aneTHt’
meTafonnima u
XPAaHEHETO
Neuxuunu IenpecHa”
HApYLIEHNS
Hapywetus na rnasoGonue?, napectesua* noanHesponata’ | nepudepua
HEPBHATA CHCTEMa | 3aMasHoCT , 3ary0a Ha HeBponaTHs?,
namet’ SHapYILIEHHA Ha
ChHA
(BKJIIOUHTESTHO
MHCOMHHR H
KOLWMapH)?
3aMafHocT’;
napecresusa’,
MHACTEHHS
rpaeuc?
Hapywenus na OuHa
0'HTE MHACTEHHA®
ChI0BH HApYIWEHHS ropewy sbiHn’;
xXunepTonus’
PecoupatophH, Kaunua’ KauMoa’Z,
rPLIHH H aAHcnHes?s
METHACTHHAHH
HapyLleHnus
CTOMALIHO-MPEBHH | KOHCTHNAUMAZ, IMcrencus’; NaHKpeaTHT
HADYUIEHNA rageue?, racTpoesodaru
KOpeMHa anHa pednykcHa
Gonka?3 Bonect’; ranene’
aMapHs’, CYXO0Ta B
“baarynenuun’ ycraTa®; racTpur
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MOBMUIABAHE HA
rama-
FNYTaAMHITTPAHC
depazata’;
AHOPMATTHH
M3CaeABaHMA Ha
yepHoapobHaTa
drynkups’

! YecToTaTa 3aBMCH OT HATMYHETO WM OTCHCTBHETO Ha PUCKOBH (JaKTOpH (KPbBHA 3aXap Ha
MHJIEKC Ha TenecHata Maca >30 kg/m?, NoBHIIEHN TPUIIMLEPHAH, AHAMHE3A 32 XHEPTOHMA)
I MpodubT Ha HeXENAHHTE PEAKLHK HA PO3YBACTATHH € Bb3 OCHOBA HA IAHHHTE OT KIHHHY

forarua NOCTMapKeTHHIOB ONHT,

14

XenaTobunuapuu NOBHLLIEHH AbNTEHHLAZ, XenaTur,
HApyWeHHs uepHOAPOGHH XenaTuT? xonenuruasa’®,
TpaHcaMuHa3n XONELHCTUT
Hapywernus na npypuryc>?, CHHIAPOM Ha
KOXKATa H 06puB>?, CTHBBHC-
AOAKOWHATA ThKAH ypTHKapus** JTsOHCBH?,
epUTEMA
MyTHdopmeS,
neKkapcTBeHa
peakuKA ¢
€03HHODHIHA H
CHCTEMHH
CHMIITOMH
(DRESS)
Hapyutexus na muanrin’? apTpairus’; MUOMaTHs apTpanrus’ HMYHOMENHHpa
MYCKYAHO- MYCKYJTHH (BKMOUKTENHO Ha
CKeJIETHATA cnasmp’; 6onka | MHO3NT)?, HEKPOTH3Mpallia
cHCTEMa M BbB BpaTa’; pabaomHonuza’ MUOnATHA?,
CheHHHTEIHATA Gonka B repba’; s SIYLIYCOIO0 YBpEXKAAHHA Ha
THKAH MyCKyHa G CUHIPON, CYXOMHUITHATA,
cnaboct; Gomka | PYHTYPA Ha NMOHAKOTA
N . ALY CRYL YCIOKHEHU OT
B KpaiiHHLKUTE 5
pynrypas,
apTpanrus’,
mMuancus’;
mMuonarTus/
pabaomuonnaa’
(Bx. Touka 4.4)
Hapyurenust ua XeMaTypHA’
6n6peunTe n
NHMKOUHHTE NLTHIILA
Hapyweunus na IMHEKOMACTHA
BL3NPOHU3BOAHTENHA
TA CHCTEME N
rLpAAaTa
O61n HapylIeHHA acTeHus?, Gonka B enem?, acTeHns’
# edexcTH Ha ymopa® repanTe?,
MACTOTO Ha Gonka’,
NPHIOKEHHE acteHus®;
nepudepeH
oTox*
Hacnenpannsn MOBUILABAHE HA | MNOBHIUABAHE Ha
ALT w/unn ALT u/vnu
AST? AST?;
MOBHIIABAHE HA
KpeaTHH{OCHO
kiHazara (CPK)
¢ KpbBTa',




3 Monotepanus ¢ ezeTumut. Hexenanute peakumnH ca HaGnioraBaHu NpH MauMeHTH, NTeKYBaHH ¢ e3eTUMuO (N =
2 396), karo yecTOTaTa € NMO-BHCOKA B cpaBHeHHe ¢ mnauebo (N =1 159),

* EzetumuG, MpUIOXKEH 3ae[IHO Cbe CTaTWH, HexkenanuTe peakuuu ca HabmioapaH! Npy NalMeHTH, Opy KOHTO
e3eTMud e npunaraH eaHoBpeMeHHO cbe cTaTHH (N = 11 308), xaTo YecToTaTa € [0-BHCOKA B CpaBHEHHE ChC
CaMOCTOATENHO NpUAokeH craThH (N =9 361).

3 IoMbAHUTENHH HEXEAHN PEAKLIMH HA E3ETUMKE, choBIIEHH NO BpEME Ha NOCTMapKeTHHroeus onut. Twit kaTo
TE3IH HEXENAHH peakunn ca OUAN NAEHTHULHPAHKN OT CMOHTAHHH ChOBILIEHHA, TAXHATA YECTOTA HE € MIBECTHA U
He MOX¢ a1a Ob/le HanpaBeHa OLEHKA.

Kakro npu apyrute unxu6utopu na HMG-CoA peaykra3sara, 4eCTOTaTa Ha HEXENAHHTE NEKAPCTBEHU
PEaKLIMK1 3aBMCH OT A03aTa.

Edexmu svpxy bvHpeyume

I1pu nauxenTH, NeKyBaHU C pO3yBAacTaTHH, € 611a HabNoAaBaHA MPOTEMHYPHSA, KOATO € YCTAHOBEHA C
TECT-NEHTHYKH H € NpeIHUMHO ¢ TyGynen npousxon. B onpenenenn MomeHTH 0T JeuenueTo npn <1% ot
nauMeHTHTe, nekysanu ¢ 10 u 20 mg, u npubansurento 3% or nauuexTwute, nekysaHu ¢ 40 mg, ca
HabnonaBaHyu MPOMEHH B M3CNENBAHMATA 33 MPOTEHHH B YPUHATA OT OTPULATENEH PE3YJITAT WK CEIH
Ao ++ unu noseue. [Ipu gozara ot 20 mg e HabnoAaBaHO NEKO YBENHYEHHE OT OTPHUATENEH Pe3ynTar
MM ciedd Ao +. B nosedeTo cayyan NpoTeMHYpPHATa HAMANIABA MIIH OT3BYYABa CMIOHTAHHO [pK
npoab/kaBaHe Ha TepanuaTa. Ot nperneaa Ha JAHHHUTE OT KIIMHHUYHUTE MPOYUBAHHA W
ROCTMAPKETHHIOBUA OMKMT A0 CEra He € YCTAHOBEHA MPHYHUHHO-CIICACTBEHA BPb3Ka MEXKIY
NPOTEHHYPHATA H OCTPaTa WK nporpecupatla 6wOpeuna Gonecr.

Xematypus e HabmoAaBaHa NMPH MALUEHTH, ICKYBAHW ¢ PO3YBACTATHH, H JAHHUTE OT KIIHHHYHH
Npoy4BaHHs NIOKAa3BaT, Ye HecTOTaTa € HHCKA.

Edexmu evpxy ckeaemuama myckyramypa

Edexru Bbpxy cxeneTHaTa MycKynaTypa, Hanp. MHONaTHA (BKIIIOMMTENHO MUO3UT) U PAAKO
pataomuonuza ¢ u 6e3 octpa 6BOpeuHa HEAOCTATHYHOCT Ca AOKNAABAHM PH NALHEHTH, 1eKYBaHH C
po3yBacTaTHH, NPH BCHUKH A03H W NO-CTIEUMANHO NIPH 1034 >20 mg.

Cabp3aHo ¢ /103aTa NOBHIABAHE HA HMBATa Ha kpeaTHHKKMHa3a (CK) e HabnronaBaHo Mpu NauMeHTH,
NpHEMaLLH po3yBacTaTHH, KATO MO-FOIAMATA YAcT OT ¢AyJYauTe ca OMJIH JIeKH, ACHMITTOMATHYHH U
npexodHH. Ako HuBaTa Ha CK ca noeumenn (>5x ULN), neuenuero Tpabea na ce npeycTaHOBH (BXK.
ToYKa 4.4).

Edbexmu evpxy veprnus opod

Kaxro u npu apyru uuxuburopu Ha HMG-CoA peaykrazaTa, CBbp3aHO ¢ J03aTa NOBHILABAHE HA
TpaHcaMHHa3UuTe € HabnAaBaHO NMpH Manbk Gpo# NauMeHTH, NpHeMallK po3yBacTaTHH, KAaTo Mo-
roafMara yacT OT cayqauTe ca OUNH Nekn, AaCHMITOMATHYHH H NPEXOIHH.

Creduume Hexcenanu peaxyuu ca buIu cvobuasany NP HAKOU CIMAMUHU.

* ceKkcyanHa AUCYHKUHS

* MIBBHPEIHM Cy4aH Ha HHTepcTHUMAaNHa GenoapobHa Gonect, ocodeHo MpH NPOABIKHTENHA TEPANUS
(Bk. Touka 4.4)

YectoTaTa Ha AoxnanBaHe 3a pabnoMuonula, cepro3Hl 6bOpeuHH CbOUTHA W CEPHUOIHHU YepHOAPOGHU
cbOUTHA (CHCTOALUM C€ NPEHMHO OT NOBHILEHH YEPHOAPOSHHM TPaHCAMHHA3ZM) €A MO-BUCOKH MNPH A03aTa
ot 40 mg po3yBacTaTHH.

Jlabopamopnu noxazameau
B koHTponMpaH¥ KJIHHHYHU MPOYHMBAHUA HA MOHOTEPATIHA YECTOTATA Ha KITHHHYHO 3HAYHMO NOBHLLUEHHE
Ha cepyMHuTe TpancamuHazn (ALT w/wmm AST > 3x ULN, nocnenopatenHo) e Guma cxo
esetumub (0,5%) 1 mnaueto (0,3%). [pu npoyusaHHs 3a € AHOBPEMEHHO NPHNOKEHHE,
1,3% npy nauMeHTHTE, NEKyBaHU C e3eTUMHO, NpunaraH eHOBPEMEHHO CbC CTATHH,
NMAUMEHTUTE, NEKYBAHH CAMO CbC CTATHH. Te3u NoBUiIEHHS 0GMKHOBEHO ca GHK ac ViE
ca OHITH CBBP3aHHU € XOIECTA32 H €A CE BbPHANH KbM H3XOAHOTO HHUBO Cliedl NPeyCT oiupa

JIGUEHHETO HITH NpH NPOABIKABAHE HA MeuyeHKeTo (BK. Touka 4.4). EAY
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B knuHu4HKM npoyuBaHua ce cbobiasa kpeatuHpochoknnaza (CPK) >10x ULN npu 4 ot 1 674 (0,2%)
NalHEeHTH, JIEKYBaHH ¢amo ¢ e3eTHMMO cnpamo 1 ot 786 (0,1%) naimeHTH, npuemaium naauebo, 1 npu 1
ot 917 (0,1%) nauuenTy, NeKyeaHu €IHOBPEMEHHO C e3eTUMUG W cTaTHH cnpamo 4 ot 929 (0,4%)
NalHEHTH, NPHEMALLM CaMO CTaTHH. He e uMano yeenMvaBaHe OT MHOMATHA KK pabaoMuonusa,
CBBP3aHH C €3¢TUMHG B CpaBHEHUE CbC CHOTBETHOTO KOHTPOMHO pamo (nnauebo win cTaThH
CaMOCTOATENHO) (BiK. TOUKA 4.4).

[TenuaTpu4Ha nomynaius
besomacHocTTa W edikacHoCTTa Ha KOMOHHAIIMATA PO3yBacTaTHH/e3eTUMUG Npu Aena Ha Bb3pacT nox 18
FOOMHH Bee OlLlle He e ycTaHOBeHa (Bk. To4Ka 5.1).

Po3sysacmamun

IMoeruinapane Ha kpeatuHkuHazaTa >10 X ULN U MYCKY/IHM CHMOTOMM e/l YIIPOKHEHHA WK NOBHLLEHA
dH3NYECKa AKTHBHOCT ca Hab/IIoAaBaHyN N0-4Y€CTO NPH 52-CeAMUYHO KNMHHYHO MPOY4BAHE Ha Aeua |
IOHOLUH B CPaBHEHHE ¢ BB3PAcTHH. B Apyru oTHowexus npogunbT Ha 6€30NACHOCT HA pO3YBACTATHH €
nono6eH NpH fela | IOHOWH B CPABHEHHUE ¢ Bh3PACcTHHTE.

Ezemumub

IMegnaTpuyunm (Ha BB3pacT oT 6 no 17 roAMHH) NauueHTH

B npoyueane, BkmouBallo NEAWATPHUHK NaUMEHTH (Ha Bb3pacT oT 6 10 10 roanHu) ¢ xeTepo3uroTHa
damunna uin HedamunHa xunepxonecteponemus (n = 138), ce Habmopnara noeviwasare Ha ALT w/unn
AST (= 3x ULN, nocneacsaTenHo) ripu 1,1% (1 nauuenT) 0T nauyeHTHTE, NPHEMALLY e3eTUMHD, B
cpaBHeHue ¢ 0% B rpynara Ha nnauebo. He e nmano nosuuasane Ha CPK (> 10x ULN). He ca
cboSLABAHH CyHaH HA MMOTIATHA.

B eano oraento npoyysaHe, BIIIOYBALLO FOHOLWH (Ha Bb3pacT ot 10 10 17 roanHu) c XeTepo3urotTHa
tdamunHa xunepxonecteponemus (n = 248), ce Habnoaapa nosHinasate Ha ALT w/unu AST (=3x ULN,
nociieaosaresnino) npu 3% (4 nauMeHTa) OT NALMEHTHTE, MPHUEMALLIH ¢ e3€THMHO/CHMBACTATHH B
cpaBHeHue ¢ 2% (2 naureHTa) B IpynaTa Ha MOHOTEPANUA CbC CHMBACTATHH; TE3H CTOMHOCTH ca Oun
cboTBeTHO 2% (2 nauuenTH) 1 0% 3a noeuinasane Ha CPK (>10x ULN). He ca ¢bobuieHu ciyyau Ha
MHonarua. Tean npoyyraHus He ca NOAXOAALIM 32 CPABHABAHE Ha PeIKHTE HEXENAHH JIEKAPCTREHH
peaxkuuu.

Crofulasane Ha MOA03HPaHY HeXENaHW peakLH

CpobuiaBaHeTo Ha NOJO3MPAHH HEXKENAHHM peakLUMH e/ paspeluaBase 3a ynotpeda Ha NeKapcTBEHHA
IpoAyKT € BaxxHO. ToBa NMo3BonABa Ja NPOALMKH HabMI0JeHHETO Ha ChOTHOLUEHHETO MOA3a/PHCK 3a
JIEKAPCTBEHUSA NPOAYKT. OT MEAHUHHCKMTE CIELHAIMCTH Ce H3HCKBA Aa choblIaBaT BCAKa NOA03MpaHa
HeXKenaHa peakUMs 4pe3 HaluHOHANHATA CHCTeMa 2a chobulaBane:

HanmbnuuTenHa arenuus no nekapcersara

yi. , Jdaman ['pyes” Ne 8, 1303 Codus

Ten.: +35 928903417

yeOcait: www bda.bg

4.9 Ilpenozupane
B cnyuaii Ha npenosupane TpsaGera na ce npeAnpHeMaT CHMNTOMATHYHH M MOAABPMKALLW MEPKY,
Ezemumut

B kaMHH4HM poyuBaHKi, NpHeMaHeTo Ha e3eTUMHO S0 mg/nHerHo nipK 15 3apaBK aobposonuu 8
npoaw/pKkerue Ha 14 qun unn 40 mg/nHeBHo NpH 18 NaLMEHTH ¢ MBPBUYHA XMNEPXONECTEPOIEMHA B

Coo0ILeHH ca HAKONKO Clyyas Ha Mpelo3HpaHe ¢ e3eTHMKUO: noBeveTo He ca Gunu
HexkenaHH peakuud. CroBliaBaHHTE HEXENAHH PEAKLIMK He ca OUITH CEPHOIHM.
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Pozveacmamun
B cnyuali na npeaosupane Tpabea na ce NpUIOKK CHMITOMATHYHO H NOANBPXKALLO JIEHEHHE.

@®yHKUMATA Ha YepHUR Apob U Hubata Ha CK Tpabea na 6bnat Habnogasann. Manko sepoatHo e
XeMoaunalinia aa 6vae oT nonsa.

5. ®APMAKOJOI'MYHH CBOHCTBA
5.1 dapmaxoIHHAMHYHH CBoOiicTBA

dapmakoTepanesTHuHa rpyna: CpeACTBa, NOHMKABAILM CePYMHUTE iMnuau; nHxubutopu Ha HMG CoA
peaykTasa B KOMOHHAUMWA ¢ APYTH CPEACTBA, MOHWKABALLH CEPYMHUTE JIMMUIH
ATC koa: C10BAO6

Pozysacmamun

MexaHn3tM Ha AeiicTerE
Po3yBacTaTiH e cenekTHBEH H KOHKYpeHTeH MHXHubuTop Ha HMG-CoA peaykrasara, orpaniuasain

CKOPOCTTA €H3UM, KOUTO Npespblua 3-XHAPOKCH-3-METUNrYyTapuil KOEH3UM A 10 MEBAIOHAT,
npeKypcop Ha xonectepona. [TbpBUYHOTO MACTO Ha NeHcTBUE HA PO3YBACTATHH € YEpPHUST Apob, KOHTO ¢
LEIeBUAT OPraH 3a NOHWXaBaHe Ha XoJecTepona.

PosysactaTun yBennuaea 6post Ha wepHoapobuuTe LDL petlenTopy BbPXY Ke€Tb4YHATA MOBBPXHOCT,
KaToO 3aCHJIBa 3aXBallaxeTo W kaTtaboan3ma Ha LDL u nnxubupa uyepHoapoGHua cuutes Ha VLDL, kato
r0 TO3H Ha4uMH HaMaiaBa o6wna 6poi Ha VLDL u LDL vacTHuuTe.

dapmakoaHHaAMHUHK edeKTH

Posyesactatui Hamanspa nosuineHus LDL-xonectepon, obutda xonecTepon ¥ TPULJIHUEPHANTE H
noeuwasa HDL-xonectepona. Toii cbiio taka nonmxkasa ApoB, neHDL-C, VLDL-C, VLDL-TG u
noevwaea ApoA-I (ex. Tabnuua 2). PosysacraTiy cbiio nonukasa chotHowenusta LDL-C/HDL-C,
o6wua C/HDL-C, neHDL-C/HDL-C u ApoB/ApoA-I.

Tabanua 2: OTropop KM A03aTa NPH NFARMEHTH ¢ NEPBHYNHA XunepxoaecTeponemud (Tun [la n
IIb) (xopurupaHa cpefiHa MpoLEHTHA NPOMAHA CIPAMO U3XOAHATa CTOWHOCT)

Jlo3a N LDL-C 06wm-C HDL-C TG HeHDL-C ApoB ApoA-I
[Tnauebo 13 -7 -5 3 -3 -7 -3 0

5mg 17 -45 -33 13 -35 -44 -38 4

10 mg 17 -52 -36 14 -10 -48 -42 4

20 mg 17 -55 -40 8 -23 -51 -46 5

40 mg 18 -63 -46 10 -28 -60 -54 0

TepanerTuueH edekT ce Habnioaaea 10 1 ceamuUua cnen 3anousaHe Ha nedeHueTo ¥ 90% ot
MaKCHMAaJIHHA OTroBop ce NOCTHra A0 2 ceAMHUH. MaKCHMaNHHAT OTroBOp OOWKHOBEHO Ce NMOCTHra Ao 4
CEMHLIH H Ce NOATbPXKa Clte]l TOBaA.

Ezemumub

MexaHu3aM Ha JeiicTBHe
E3eTuMuG NpHHaINe® K KbM HOB KJ1AC Ha NOHHKABALIH THITHAUTE ChEJAHHEHHS, KOHTO CEJIEKTHBHO

ChEJAHHEHHA, NOHWKABALIH XoNecTepona (HanpUMep CTaTHHH, CEKBECTPaHTH Ha
[emonu], mpon3BoasM Ha pUOpUHOBATA KMCENMHA M PaCTHTENHK cTaHonH). Mone
€3eTHMHO e crepon TpaHcnoptepa Niemann-Pick Cl-noao6en 1 (NPC1L1), koift
0o0paTHOTO NoeMaHe B THHKMTE YEPBA HA XONEeCTEPON U QHTOCTEPOITH.
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E3eTumu6 ce nokanH3KHpa Ha MOBBLPXHOCTTA HA PECHUYKUTE HA THHKHTE Yepsa ¥ HHXMOupa abcopbussTa
Ha XOMleCTePO, KaTo MO TO3M HAYHH HAMANABA TPAHCTIOPTHPAHETO HA XONECTEPON OT THHKHUTE YEPBA KbM
YEpHUA APOD; CTATHHUTE NOHUKABAT CHHTE3a HA XOJMECTEPOIT B YEPHHA APOG M 33€AHO TE3M OTAENHH
MEXaHH3MH OCHUTYPABAT JOMBIHHTENHO TOHWXABAHE HA XoslecTepona. B AByceAMHUHO KIHHHYHO
npoyusaHe npu 18 nauneHTH ¢ xunepxonectepoaemMus e3eTHMHO MHxudUpa upesHara abeopbuusTa Ha
xonectepon Ao 54% B cpaBHeHMe ¢ nnauebo.

dapMakoAHHAMUYHY edEKTH

IlposeaeHH e nopesHua oT NPeAKTHHHYHH NPOYY4BAHHUA 3a ONPEACNAHE HA CENEKTHBHOCTTA Ha €3eTUMMO
3a MHxKWOUpaHe Ha abcopBumnsTa na xonecrepon. Ezetumu6 nnxubupa abcopbuuata na [1C] -
xonecTtepos Oe3 na nosnusea aGcopdLMATA HA TPULTHLIEPHANHTE, MACTHHTE KHCEMHH, HITbHHUTE
KHCEJIHHH, MPOTECTEPOH, ETHHUA ECTPAAHOI MK MACTHOPA3TBOPHMHTE BUTAMHHH A u D,

EnvaeMHOIOrHUHM NPOYYBaHHA Ca YCTAHOBHIIH, Y€ CbpAEYHO-ChAOBaTa 32001€BAEMOCT M CMBPTHOCT
BAPHPAT NMPaBONpPONOPUUOHATHO OT HWBaTa Ha 00wHA-C u LDL-C u obpaTtHonponopuroHanHo ot
uusata Ha HDL-C. [punaraneto Ha e3eTHMUE Cbe CTATHH € €(peKTHBHO 3a HAMAABAHE HA PHCKA OT
CbPAEYHO-CBHAOBH CHOMTHSA NPH NALMEHTH .C UCXeMHUHA BONECT Ha CLpLETO U aHaMHesa 3a ACS
cbbHTHE.

Eonospemennomo npunodcenue Ha po3ysacmamun-e3emumut

KannnvHa edukacHoCT

B 6-ceaAMHUHO, paHZOMH3HPaHO, ABOHHO-CJIANO, NapalenHO rPYNOBO KJIMHHYHO MpPOYyYBaHE € OLeHEHA
6esonacHocTTa M edHKacHOCTTa Ha nobaBsHe Ha ezeTUMHO (10 mg) kbM cTabunHa Tepanua ¢
PO3YBACTATHH CNPAMO THTPHpaHe 3a NOBHLLABAHE HA 103ATa HAa po3yBacTaTuH ot 5 ao 10 mg uav ot 10
Ao 20 mg (n = 440). O6owweHuTe JaHHU NOKA3RAT, Ue e3eTHMHG, 100aBeH KbM ¢TabMIIHO NEYEHHE ¢©
po3yBacTaThH 5 mg unu 10 mg, nonnkasa LDL xonectepona ¢ 21%. O6paTHo, yABOsABaHE HA 103aTa
posysacTatut ot 10 mg no 20 mg noxmxkaea LDL xonectepona ¢ 5,7% (15,2% pasnuka mexay rpynwre,
p <0,001). OrnenHo, ezeTuMub naoc 5 mg po3yeacTaTiH Hamanasa LDL-xonectepona, nosede
otkonkoto 10 mg posysacratH (12,3% paznuka, p <0,001) v ezeTumu® naloc 10 mg po3yBacTaTHH
noHwkasa LDL xonectepona noseue, otkonkoro 20 mg pozysactatu {17,5% paznuka, p <0,001).

6-CceAMHYHO, PAHOMH3NPAHO NPOYYRAHE € OUNO NpeaHa3HaueHo Aa H3cieaBa efUKacHOCTTa U
Oe3onacHocTTa Ha 40 Mg Po3yBaCTaTHH CAMOCTOATENHO WIH B KOMOHHAUKA ¢ ezeThMub 10 mg npu
MAaLMEHTH C BUCOK PHCK OT KOpoHapHa 6osiecT Ha cbpueTo (n = 469). 3HauuTeNHO NOBeYe MallMEHTH,
KOHTO Ce MPHEMA/IM PO3YBACTATHH/E3eTUMHO, B CPABHEHUE C TE3M, PHEMANIH CAMO PO3YBACTATHH, Ca
goctvrHand uenute cH LDL xopecrepon cnopea AT® HI (<100 mg/dl, 94,0% cnpamo 79,1%,
p<0,001). Pozyeactatn 40 mg e 6un edekTrHBEH 3a NoA0OPABAHETO HA &TEPOreHHHA JIHNKEH Npod N
NP Ta3d BHCOKOPHCKOBA NOMYJIALMA.

Pangomusupano, oTEOpeHo, 12-ceMUUHO NpOYYBaHE NPOYYBa HHBATA Ha MOoHWkKaBaHe Ha LDL puB
BCAKa NekyBaHa rpyna (10 mg posysactaTtiH nntoc 10 mg esetumud, 20 mg posysactatu /10 mg
e3eTnmMu0, ciMpacTaTvH 40/10 mg ezeTumMus, cumeactatud 80/10 mg ezeTumnb). [NoHuxaeaHeTo ot
H3XOQHHTE CTOMHOCTH ¢ XOMOHHALMHTE C HHCKA 11032 pO3YBaCTaTHH e 6uno 59,7%, sHauYMTENHO No-
BHCOKO B CpaBHEHHe ¢ KOMOHHALMHUTE ¢ HUCKA 4033 CHMBACTaTHH, 55,2% (p <0,05). Jleuenueto ¢
koMOGHMHALMATA ¢ BUCOKA 033 PO3YBAacTaTHH € noHwxuno LDL xonectepona ¢ 63,5% B cpaBHeHHe ¢
noHuAeHue ot 57,4% npu komMOUMHaUMATA HA BHCOKA J03a cumBacTatuH (p <0,001).

Hegua"rpmﬂa nonynauns
EBPOﬂeﬁCKaTa arcHuMAa no JexKapcTeaTa OCBO60)K,£[aBa OT 3aAB/DKEHHETO 3a NPEACTaBAHC Ha pE3y/iTaTHTE

oT npoyuBaHuaTa ¢ PO30P BbB BCHUKM MOArpyNH HA NEAMATPUYHATA NOMYIALHA [pH
NOBHLUEH XonecTepon (K. Touka 4.2 3a MHGopMaLHa OTHOCHO ynoTpeba B ieanarp

5.2 (PapMakoKHHETHYHH CBOHCTBa

Komburupano neverue ¢ po3ygacmamun u ezemumub
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Ennoepementoto npunowenue Ha 10 mg posysactatus u 10 mg eserumut Boau no 1,2-kpatHo
nosuiuasade Ha AUC Ha po3yBacTaTHH NpH NALMEHTH ¢ XunepxoaecTeponemus. He Morar na ce
H3KITIOYAT papMaKOIHHAMMYHH B3aUMOACHCTEHA MEX/Y PO3YBACTATHH H €3eTHMHG MO OTHOLUEHWE Ha
HeXKeNaHHTe peakLH.

Posyeacmamun
Abcopbuya: MakcMManHUTe MIa3MeHH KOHUEHTPALMH Ha PO3YBACTATHH Ce JOCTHraT NMPpHBAM3IHTENHO 5
yaca CieA nepopanHo npunoxeHue. AbcomorHata GHOHANUYHOCT € npubanantenHo 20%.

Paanpeaenexue: PozyBacTaTHH ce 110eMa KCTEHIUBHO OT YePHUA AP0, KOUTO € OCHOBHOTO MACTO 3a
CHHTe3upaHe Ha xonecTepon ¥ LDL-C knupbheca. O6eMbT Ha pasfpeneneHde Ha po3yBacTaTHH €
npubanautento 134 1. PosyBacTaTvh ce cBbpasa npubansutento 90% ¢ niasmeHHTe NPOTEHHH, TNABHO
¢ anbyMmiH.

buotpancdopmaumns: MetabonuamMbT Ha posyBacTaTsH e orpaHuyeH (npubnusurenno 10%). In vitro
NpoyuBaHMA Ha MeTaboNH3Ma, H3NON3BALIH YOBELUKH XSNATOLIMTH, MOKA3BaT, Y€ PO3YBaCcTAaTHH e cnat
cyberpar 3a uToxpoM P450-06yciosernart metabonuzbM. CYP2C9 e 0CHOBHUAT H30EH3HM, KOHTO
y4acTBa, a yvacTHeto Ha 2C19, 3A4 u 2D6 e B no-mManka crened. OCHOBHHTE MAEHTHOULIMPaHH
meTabouTH ca N-1ecMeTHN 1 NaKTOHOBH MeTaboauTH. N-aecMeTHN0BHAT MeTaboNUT € NPUGAHIHTENHO
50% no-mManko aKTHBEH B CPaBHEHHE C pO3yBACTATHH, IOKATO NaKTOHHATa JopMa ce CUMTA 33 KTMHUYHO
HeaKTHBHA. Po3yBacTatuH onpeaensd noeeue oT 90% OT aKTHBHOCTTA HA LMPKYNHPALUNA HHXHWOHTOP Ha
HMG-CoA penykrasara.

Enumunupane: [Mpubnusutenno 90% ot no3ara Ha po3yBacTaTHH Ce EKCKpPETHpa HENPOMEHEHA BbB
texanumte (cbCTOM ce OT abcopOUpaHo U HeaBcopOUpaHO aKTHBHO BELIECTBO), a OCTAHAJIATA 4acT ce
€KCKpeTHpa B ypHHaTa. [1pubausutento 5% ce ekckpeTHpaT HEMPOMeHEHH B ypuHaTta. [lnasmeHuaT
€/IHMHHALMOHEH NOJNYXHUBOT € NpubnnsuTenHo 19 vaca. EAMMUHALMOHHMAT NOMYKUBOT He ce
YABKABa [PH NO-BUCOKH [403H. ['€OMETPHUYHO CPeaHHUAT NIa3MeH KIHPBHC € IpHONU3UTENHO

50 nurpa/yac (koeduumeHT Ha BapuabunHocT 21,7%).

Kakro u npu apyrure unxubutopu Ha HMG-CoA peaykrazara, uepHonpobHOTO NoeMaHe Ha
pO3YyBACTATHH BKNEOUBA MeMOpanHHA TpaHenopTep OATP-C. To3u TpaHcnopTep e BaskeH 3a
'-IepHOI.lpO6HOT0 CJIHMHHHPAHE Ha pO3YBaCTaATHH.

Jlupetinoct: CHCTEMHATA €KCNO3HIIMA HAa PO3YBACTATHH CE YBE/IMHABA NPOMOPLMOHAIHO Ha 103aTa.
Hama npoMeHH BbB QapMaKOKHHETHYHHUTE NapaMeTpPH CJiel MHOTOKPATHH AHEBHH JO3H.

Creunaniy nonynauuu

Bwipacm u noa: Bp3pacTra ¥ ONBT HAMAT KIHHHYHO 3HaUMM eeKT Bbpxy (HapMakOKHHETHKATA Ha
pO3yBaCTATHH NpH BB3PacTHH, EKCNO3WLIMATA NPH JeLia H IOHOLLH ¢ XeTepo3uroTHa dhamunna
XHNEPXONECTEPONEMHA H3TNEXKAA € CXOAHA HAK NO-HUCKA OT Ta3H NPH BL3PACTHH NAaLMEHTH ©
oucnunuaemus (Buk "lNMeavatpuuna monynaums" no-gony).

Paca: DapMakOKWHETHMHMTE NMPOYYBAHUA NMOKa3BaT NPHOAUIUTENHO 2-KPaTHO YBEJIHYEHHE Ha Cpe/IHATA
AUC u Cirax IpH HHAKMBUAHK OT a3MAaTCKY TIPOM3XOA (ANOHUM, KHTAMUH, GUAMNHHLM, BUETHAMUM H
KOpeiLIM) B cpaBHEHHE C eBPONEenAHaTa paca; HHAMHALHMTE ¢ a3MaTCKH MTPOU3XO MOKa3RaT
npubnusutento 1,3 meTH yBenuuenue Ha cpeaHata AUC U Crax.

[lpu nonynaunoHeH ¢papMakoKHMHETHYEH AHANK3 HE €A YCTAHOBEHU IWIHHHYHO 3HAYHMM Pa3IHKH BbB
dapmakokuHeTHKaTa NpH rpynuTe oT 6snaTa ¥ YepHaTa paca.

AEeCMETHUNIOBUA MeTabonuT. Jlnuata ¢ Texko yepexaane (CrCl <30 ml/min) ca umanu
yBeJHUeHHe Ha MU1A3MEHATA KOHLIEHTPAIIMA H 9-KpaTHO yBelHYeHHe Ha KOHUEHTpaLL
JAECMETHIIOBRUA MeTaboNMHT B CpaBHEHHE Cbe 3ApaBH 106poBonLM. PaBHORECHHTE N2

CpaBHEHHE C TE3H NMpH 30paBH IlOGpOBOJ'lHH.
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Yeproopobro yspescoare: B npoyusaHe MpH WHAMBHAW ¢ pa3NH4Ha CTENEH HA YEPHOAPOOHO
YBPEXJAHE HE ¢a MOAYUEHH 1OKA3ATENCTBA 3a MOBHLUEHA eKCMO3HIIMA HA PO3YBACTATHH MPH JHLA C
ouewka no ckanara Ha Child-Pugh 7 unn no-nucka. Benpeku Tosa, ABaMa yuacTHuKa ¢ pe3yntatu 8 u 9
no ckanata Ha Child-Pugh ca nokazanu noBuitieHa CHCTEMHA EKCIO3HLHA Hall-Manko 2 MbTH B
CPaBHEHHE C NIHLA ¢ NO-HHUCKH pe3ynTaTy no ckanata Ha Child-Pugh.

Hsama onuT npu nuua ¢ pesyarati Haa 9 no ckanara Ha Child-Pugh.

T'enemuyen noaumopchuzvm: Jlncnosnunata Ha nixubutopure na HMG-CoA penykrasara,
BRJIIOYMTENHO PO3yBacTaTHH, BKN1OUBA TpaHcnopTepHuTe nporedun OATP1B1 u BCRP. [Tpu nauueHTH
¢ reHeTHYeH nonumopthussm Ha SLCOIB1 (OATP1BI) w/unu ABCG2 (BCRP) chiuecTByBa puck oT
NOBHILEHA EKCNO3HULHA Ha po3yBacTaTHH. HHansnayanen nonumopduasm Ha SLCO1BI1 ¢.521CC u
ABCG2 ¢.421 AA e cBbp3aH C NO-BUCOKA EKCNO3MLIKA Ha po3yBacTaTHH (AUC) B cpaBHenHe ¢
renotHnoeete SLCOIBI ¢.521TT uan ABCG2 ¢.421CC. ToBa cneud@r4uHO reHOTHNUIUPAHE HE €
YCTaHOBEHO B KITHHHYHATA NPaKTHKA, HO MPH NAaLMEHTH, 32 KOWTO € H3BECTHO, Y€ HMAT TaKHBa BUIOBE
noAHMOpPH3IBLM, ce npenopbuBa NO-HUCKa AHeBHa no3a PO30OP.

lleduampuyna nonyrayus. Jlse GpapMakoKMHETHYHH NPOYUBAHKA ¢ PO3YBaCTaTHH (naBaH KaTo
TabNeTKH) NPH NeMATPHYHN NALUHEHTH C XeTepO3UroTHa haMiiiHa XMNEPXONIECTEPONIEMHS HA Bb3PACT
10-17 nau 6-17 roannu (o61o 214 nauMeHTH) NoKa3BaT, Y€ EKCMO3ULUMATA NPH NEAHATPUUHH MaLHEHTH
H3[J1KAa CPABHHMA HIH NMO-HHCKA OT TazH NpH BBL3PACTHH NauveHTH. EKCNO3HUKMATA HA pO3YBACTATHH €
6una npeBHAMMA MO OTHOLIEHHE Ha 103aTa M BPEMETO 32 Nepuoa OT 2 rOANHH.

Ezemumub

Abcopbuua: Crea nepopanHo npunoxeHHe e3eTHMHO 6bp30 ce abcopfupa H EKCTEH3IMBHO C& KOHIOrupa
10 HapMakoNOrH4HO aKTHBHUA (peHoNeH roKYpOHUA (e3eTUMUG-riokyporia). CpenHHUTe MAKCHMANIHK
nnaimMesn koHueHTpaunH (Cpax) ce JOCTHIAT B paMkHTe Ha | no 2 vaca 3a e3eTHMHUG-rAOKypoHna 1 4 1o
12 yaca 3a ezeTumMub. ABcomoTHaTa GHOHATHYHOCT Ha €3¢TUMHO He MOxXe Aa Obae onpeneneHa, Thit
KATO Cbe/IMHEHHUETO € NPaKTHYECKH HEPA3TBOPHUMO BB BOAHA CPEAA, NOAXOAALLA 38 HHKEKTHpaAHe.
EnHoBpeMeHHOTO NpreMaHe Ha XpaHa (XpaHM ¢ BUCOKO ChAbP/KAHKHE HAa MA3HMHH WK Ge3 MasHHUHH)
HAMAa e(eKT BbpXY NepopanHata GHOHATHUYHOCT Ha e3eTHMUG. E3eTUMMG Moxke na ce npuiara ¢ unn Ges
XpaHa.

Pasnpenenenue: Esetumut u eseTumMub-rmoxypoHua ce cBbp3BaT cbOTBETHO € 99,7% M 88 10 92% ¢
4OBELLUKHTE [L1a3MEHH NPOTEHHH.

buotpancdopmauna: Ezerumu® ce merabonu3mnpa rnaBHo B TbHKHTE YEpBa W YepHUs Apob upes
raroKkypoHHaHa koHorauua (dasa 1l peakiya) ¢ nocnenpalna ekcKpeuMsa ¢ XxJrbukata, MUHUManeH
oxcHaaTHeeH MeTabonu3bm ((asa I peakuua) e HabnronaraH Npu BCHUKH M3NeABaHH BHaoRe. EseTumub
W €3eTHMUO-IIIOKYPOHH Ca OCHOBHHTE YCTAHOBEHH B I/1a3MaTa NPOU3BOJHH Ha NIEKAPCTBOTO, KOMTO
npeAcTaBAfBaT chOTBeTHO NpUbAn3uTenHo 10 a0 20% u 80 no 90% oT 0bLIOTO KONKUECTBO Ha
JIeKapcTBEHUA NpoAyKT B nna3marta. Kakto ezeTHMuG, Taka ¥ e3eTUMUG-TTIOKYPOHH] C€ eHMHHUPAT
6aBHO OT MIa3Mara ¢ JOKa3aTeNcTRa 3a 3HAUMTENEH eHTepoxenaTaneH Kpproepar. [lony UBoTHT Ha
€3eTUMHO W e3eTUMHO-rIIOKYPOHNU] € Npubin3nTenHo 22 vaca.

Enumunupane: Cnea nepopaiHo npuaoxkenue Ha '*C-eserumut (20 mg) npH xopa, 06LIHAT e3eTUMHG
npeacrasnssa npubnunsntenno 93% ot obluara paguoakTHEHOCT B nnasmara. [Tpubnuzurento 78% u
11% oT npunoxeHaTa pagMoakTHBHOCT € OWla Bb3CTAHOBEHA CHOTBETHO BbB (hEKANHUTE W YpHHATA B
npoAbmixeHue Ha 10-aHeBen nepuoa Ha cxOMpaHe. Cnea 48 yaca HAMA OTKpHBAeMH HHBA HA
pPaagHOaKTUBHOCT B NJa3Mara.

CneiuanHu nonynaiuu
Bwipacm u noa: TlnasmMeHHTe KOHLEHTPALIMK Ha OOLLMA e3eTUMHO ca OKONO 2 TBTH

NauKeHTH B CTAPYECKA BB3pacT (=65 roAHHHU) B CpaBHEHHE C TE3H NPH MJIallH Nay
roauHK). [Tonnenuero Ha LDL-C u npodunsbT Ha 6e30nacHOCT ca cpaBHUMH 0Ip
CTapyecKa Bb3pacT W MJIAJIH NALMEHTH, JIEKyBaHH ¢ eseTumud. [Topaaun Toea He €
ajanTHpaHe Ha N03aTa NPH NALIKEHTH B CTApYECKa Bb3pacT. [11a3MeHHTe KOHLIeH
e3eTUMHO ca neko no-Bucoxu (npubnusurento 20%) npH keHMTe, OTKONKOTO NPH
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Ha LDL-C » npodunsT Ha Be3onacHOCT ca cpaBHHMH NP MbXKE M XKEHH, JIeKyBanu ¢ e3eTumub. Mopaan
TOBA, HE € HeOOXOAWMO KOPHIHpaHe Ha 103aTa Bb3 OCHOBA HA 10114,

bvbpeuno yepexcdane: Cnen eanoxkpaTha a03a oT 10 mg e3eTUMUO NpH NaLHeHTH ¢ Texko 6bOpeuno
3abonsasane (n = 8, cpenen CrCl <30 ml/min/ 1,73 m?), cpeanara AUC ua o6uimn e3eTumu® ce e
yBenWunia npudnusutento ¢ 1,5 nbTH B cpasHenHe cbe 3ApaBH MHAuBKIM (n = 9). To3H pe3ynTar He ce
CYMTA 3a KIMHHYHO 3HaunWM. He e Heobxoanma kopekumsa Ha no3aTa Mpu nauneHTH ¢ 6u6peuno
YBpEXKAAHE.

Efun nonbnuuTteneH nauMeHT B ToBa NpoyyeaHe (cnen GbuOpeyHa TpaHCNNAHTALMS U NpHeMalll
MHOXKECTBO JIEKAPCTBA, BKIIOYHTENHO LMKIOCHAOPHH) € UMan 12-KpaTHO yBesIHYEHHE Ha EKCMO3NIINATA
HA e3eTHMHD,

Yeproopobuo yepescoane: Cnen eAHOKpaTHA Ao3a oT 10 mg e3eTHMUE MpH NaLMeHTH ¢ NeKa CTernex Ha
uepHOApoOHO yBpexaane (pesynTar 5 unH 6 no no ckanara Ha Child Pugh), cpeanata AUC ua oBiuus
€3eTHMMO ce e yBesinunna npubnusuTenHo c 1,7 mbTH B cpaBHEHHE ChC 3APABU UHAKBHIM. [1pu 14-
AHEBHO MPOY4BaHe ¢ MHOTOKPATHH 103K (10 mg nHeBHO) NpH NaLUMEHTH ¢ yMepeHacTeneH Ha
uepHOAPOOHO yBpexaane (ouetka 7 no 9 no ckanara Ha Child Pugh) cpeanara AUC Ha oButms
e3eTUMHO ce e ypenuunna npubausuTenHo 4 meTh 8 fen 1 n Jen 14 B cpaBHeHHe cbe 3apaBH
nobposonun. He e HeoGxoanma KopeKLMs Ha 103aTa NPH NAtHEHTH C JIEKa CTENEH Ha YepHOApObHO
yepexkaaHe. [Topajiyn HenssecTHHTE €eKTH HA MOBULLEHATA EKCNO3WLIMR HA €36THMHO NpPH NALMEHTH C
YMEpEHa UM TeXKa CTENeH Ha uepHoapoOHO yepeaane (>9 no ckanara Ha Child Pugh), PO30OP e ce
Npenopbyea Np Te3H NaUHeHTH (BXK. Touka 4.4).

lleduampuyna nonyaayus: GapMakokHHeTHKaTa Ha €3eTHMHO € CXOHA MpH AelaTa >6 roJUHH H
Bb3pacTHH. Hama GbapMakoKHHETHUHH JaHHH 32 NeAMaTPHYHATa NOMYNALMs Ha Bb3pacT <6 roguHH,
KnuHuuHMAT onHT Npu Aeua v roHow M BKAuBa naudentH ¢ HoFH, HeFH uau cutocteponemus.

5.3 IlpeakAHHHYHH AaHHH 3a GejonacHOCT

[Tpu npoy4eanHa ¢ €AHOBPEMEHHO [pHIaraHe Ha e3eTUMHO M CTAaTHHH HabNIoABAHHTE TOKCHYHK
edekTH ca 61 Te3H, KOUTO OOMKHOBEHO CE CBBP3BAT ChC CTaTHHH. HiAKOH OT TOKCHUHHTE edekTH ca
1AM no-u3paseHd oT HaGMOAABaHHUTE M0 BPEME Ha JIEUEHHETO CaMO ChC CTATHHU. ToBa Ce ABLiKHK Ha
apMAKOKHHETHYHHTE H (papMaKOAMHAMHYHWTE B3IAHMOAEHCTBHA MPH ENHOBPEMEHHOTO NPHIOKEHHE.
Takupa B3aHMOACHCTBHA HE ca HabNOAaBaHH B KIIMHHYHMTE poyuBaHUA. MHONaTHA TPH MILXOBE MPH
MABXOBE € HACTHNBANA CAMO Che H3NaraHe Ha J03M, KOMTC ¢a DUAM HAKOIKO MTBTH MO-BUCOKH OT
TepaneBTHYHATa 0032 NpH Xopa (npubnusurento 20 mbtv HuBoTo HAa AUC 3a cratuiuTe H 500 10 2 000
nbTH cToiiHocTTa Ha AUC 3a akTHBHHTE MeTabONHTH).

B nopeauua ot in vivo W in vitro MacneBaHUA Ha €3eTHMHO, NpUITaraH CaMOCTOATENHO HJH
€/IHOBPEMEHHO CbC CTATHHH, HE € NOKa3an NreHOTOKCHYCH oTeHUuHan. J{barocpouyHnuTe HicneABaHHA 3a
KAHLEPOT€HHOCT Ha e3eTHMHG ca OWnH oTpHLATENHH.

EAaHOBpeMEHHOTO MPHAOKEHHE HA €3eTHMHO U CTaTHHU He e Ouito Tepatorenno npu nasxoee. [pu
H6pemeHnu 3akiuu ca Habnonasann Mansk 6poii ckeneTHH aedopMauuy (CIMBAHE Ha TPBAHH W ONAILHK
NpelneHy, HamaneH Opoi onauiHy NpewneHn).

Posysacmamun: TlpeAKCINHUYHKTE JaHHH He NOKa3BaT 0cofeH PUCK 38 XOpaTa Bb3 OCHOBA HA
KOHBEHUHOHATHUTE GapMaKoIOrHuyHH Npoy4BaHHa 3a 6e30M1acHOCT, FEeHOTOKCHMYHOCT M KaHLeporeHeH
noteHunan. CneumduuHy H3nUTBaHKS 3a edekTu Bbpxy hERG He ca ouenssanu. Hexenanure peakuuu,
KOHTO He ce HabnioaaBaT NMpH KIMHWYHEA [TPOYYBaHHA, HO ce HAbIOAARAT MPH KHBOTHH NPH HUBA Ha
€KCNO3MLUK, NoaodHH Ha HUBaTa HAa KIIMHWYHA €KCMO3HLIMA, Ca KAKTO CNelea: NPy NpoyYBaHHA 3a
TOKCHHYHOCT MPH MHOFOKPATHO NPHAMKEHHE ca HaBal0AaBaHH XUCTONATONOMHYHH YepHOAPOGHH
NPOMEHH, BEPOATHO Ob/KALUM ce Ha hapMaKONOrHYHOTO AeHCTBHE Ha pO3yBAcTaTHH NpH

AOHBAHEHHE, NIPH MaI:'IMyHH H KY4Y€Ta € HaﬁmonaBaHa TECTHKYNAapHa TOKCHHHOCT
Pel'lpo,.'lyKTHBHa TOKCHYHOCT ITIPH NBXOBE, 33 KOATO C€ C'bAX NO HAMANCHHA pa3iM
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NPEXHUBACMOCT HA MANKHTE, Ce Habmopasa MPH A03H, TOKCHYHH 33 MaﬁKaTa, IMPH KOHTO CUCTEMHATA
EKCNO3HUHA € BMNa HAKONKO NBTH HajJ TECpaneBTHYHATA €KCNO3UUMA.

Esemumub: [TpoyuBaHHATa NPH KMBOTHU OTHOCHO XPOHHMUHA TOKCHYHOCT Ha e3eTHMHO He ca
YCTaHOBHIIH LieneBH OpraHH 3a TOKCHYHH edekTH. [Ipu kyuera, nekyBaHu B Npoab/DKEHHE Ha YETHPH
ceamuuu ¢ esetumub (> 0,03 mg/kg/nHeBHo), KOHLIGHTPALHATA Ha XONECTEPOI B KIIbUHHS MEXEP CE €
yBenuuuna ot 2,3 a0 3,3 nbTH. Benipeku ToBa, NpH €1HOMOAKILHO NPOYYBAHE IIPH KyUYeTa, Ha KOMTO ca
AaeaxH o3 ao 300 mg/kg/nHeBHo, He ¢ 61na nHabmonaBaHa MOBMILEHA YECTOTA HA XONENUTHA3A WK
ApYTH XenartoOunnapHu edekTH. 3HAUEHHETO HA TE3U AaHHM 3a XOpaTa He € H3BecTHo. He Moxke na ce
H3KJIIOUH JINTOI'€HEH PHCK, CBBP3aH ¢ TepaneBTH4YHATa ynorpeba Ha e3eTHMHG.

E3etumub He € nosiuan hepTHNHOCTA Ha MBXKKH U XKEHCKH NIIbXOBE, HHTO € 611 YCTAHOBEH
TepaToreHeH eekT NpH NIbXOBE MK 3alLiM, HUTO € NOBJIKMAI NPEHATATHOTO H/IK NOCTHATANIHOTO
paspuTHe. EseTumn® npemuHara npes nnaueHTaphnara Gapuepa npu GpeMeHHH NNBLXOBE W 3aitly, Ha
KOUTO ca npuiiaraHd MHorokpatau o3k ot 1 000 mg/kg/nHeBHo. EAHOBPEMEHHOTO IPHIIOKEHHE Ha
€3eTUMUO C JTOBACTATHH € A0BeNO 10 eMOpHONeTaiHN edieKTH.

6. OAPMAINEBTHYHHU JAHHH
6.1 Cnucbk na NOMOWHHTE BeLIECTBA

Posysacmamur - 80po

TpesxenaTHHU3UPAHO LAPEBHYHO HULLIECTE
Mukpokpuctanna nenynosa (E460)

MernymuH

Kanumnes xuaporendocdar auxuapar (E341)
Kpocnosuaon (E1202)

bezroseH kononaeH cunnumer anokeua (E551)
Hatpues creapundymapar

Ezemumub - aopo

Manuton (E421)
Bytunxuapokcuanuzon (E320)
Hatpues naypuncyngar (E487)
Kpockapmenosa Hatpuii (E468)
[Moeuaon (K-30) (E1201)
YepseH xeneseH okeny (E172)
Marxesues creapat (E470 b)
Harpues creapundymapat

Obsusra na mabremxama
Xunpomesona (E464)
Turanos auokcun (E171)
Makporon 4000

Yepeeu xeneser okcng (E172)
6.2 HecnBMecTHMOCTH
Henpunoxumo

6.3 Cpox ua roaHoct

30 meceua 3a PO30P 40 mg/10 mg dbunMupanu tabnetku.

3 rogunn 3a PO30P 10 mg/10 mg 1 20 mg/10 mg dunmMupanun tabiaeTku
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6.4 CneunanHu ycIOBHSI HA ChXpPAHEHHE

Ja ce cbXpaHsBa B OpMIHHANHATA OMAKOBKA, 32 Aa CE NPeAnasH OT CBET/IMHA M BNara.
6.5 BuaH cbadbpKaHHE HA ONAKOBKATA

PO30P 10 mg/10 mg, 20 mg/10 mg 1 40 mg/10 mg dunmupauu Tabnetku

Bnucrepu OPA/Al/PVC-anymuHueso donuo

OnakoekH, chabpskawnn 10, 30, 60, 90 punmupann TabieTku.

He Bcruku BUmoBe onakoBkk MoraT aAa GBaaT MycHaTH B Nipoaaxda.

6.6 CnenunajHH NpeaNa3HH MePKH NPH H3XBbPJIsHE

Heusnonseannat nexapcTseH NpoayKT MK OTNATBYUHKTE MaTEPHATH OT HEro TpAOBa Aa ce M3XBbPAST B
CbOTBETCTBHE C MECTHHTE H3HCKBAHUA.

7.  TPUTEXATEJ HA PA3PEIIEHHETO 3A YIIOTPEBA

Viatris Healthcare Limited

Damastown Industrial Park,

Mulhuddart, Dublin 15,

DUBLIN, Hpnanaus

8. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEGA

PO30P 10 mg/10 mg ¢unmupanu Tabnetku - 20180338

PO30P 20 mg/10 mg dunmupany tabnerku - 20180339
PO30P 40 mg/10 mg dunmupanu tabnetku - 20250329

9. JATA HA ITBPBO PA3PEIIIABAHE/IIOJHOBSIBAHE HA PASPEIIEHHETO 3A
YIIOTPEBA

PO30OP 10 mg/10 mg 4 20 mg/10 mg ¢punmupany Tabnetkm
Jata Ha mbpeO pa3pelasane: 7 nekemBpu 2018 1.
Jata Ha nocnenHo nojaHosseane: 31 oxtomepw 2022 r.

PO30P 40 mg/10 mg punMupany tabrerku
Hata na nwpeo paspewasade: (06 Hoemepu 2025 1.
JlaTta Ha nocnegHo MOJAHOBABAHE:

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

04/2026
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