KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. UME HA JIEKAPCTBEHMUS ITPOAYKT

PosyBactatuH Buarpuc 10 mg ¢punmupanu tabnerku
Rosuvastatin Viatris 10 mg film-coated tablets

PosyBactatH Buarpuc 20 mg ¢punmupanm tabaetku
Rosuvastatin Viatris 20 mg film-coated tablets

| Kbm Pez. Ne 0!50130403( 902’
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U3SNLITHUTENHA AFERUNS 110 JIEKAPCTBATA
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2. KAYECTBEH U KOJIMMECTBEH CBbCTAB

PosyBactatud Buarpuc 10 mg dunmupanu tabaeTku
Bcsika Tabnetka cbabpka po3yBacTaTUH KajluMH, cboTBeTcTBallo Ha 10 mg posyBacTaTHH
(rosuvastatin).

Posysacratud Buarpuc 20 mg duamupanu tabieTku
Bcaka Tabnetka cbabpka po3yBacTaTHH KajllMi, cboTBeTcTBall0 Ha 20 mg po3yBacTaTHH
(rosuvastatin).

[lomMOLIHY BellIeCTBA C H3BECTHO ACHCTBHE

JlakTo3a:

Beska ¢punmupana tabnerka ot 10 mg cvabpka 25,84 mg nakro3sa.
Beska punmupana Tabnerka ot 20 mg chabpxka 51,68 mg nakro3a.

3a MbJIHUA CMUCHK HA NMOMOLIHUTE BEllleCTBA BUXKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupaHa Tabnaerka

10 mg: po3oBa, kpbria, IBOHHO H3MbKHaANA (pUIMHUpaHa TabsieTka ¢ AMameTsp 5,55 mm, ¢ penedHo
obo3HayeHue “M” ot eaHara ctpaHa U “RS1” ot apyrara crpaHa.

20 mg: po3oBa, Kpbria, ABOHHO M3ITbKHANA (hunmupaHa TabneTka ¢ AuaMmersp 7,14 mm, ¢ penedHo
o0o3Hauenue “M” ot enHara ctpaHa u “RS2” ot apyrara crpana.

4, KJIMHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHHA

JleyeHne Ha XUMepxoJecTeposeMus

Bb3pacTHH, IOHOIIM M ieUa Ha UK Hajl 6-roJIMIIHA Bb3PacT ¢ MbpPBUYHA XUIEPXOJecTeposeMus (TUN
[Ta BKJIIOYMTENHO XETEpPO3UroTHa (haMUIIHA XHUMNEPXOJIECTEPOJIeMHs) MJIM CMECeHa JUCIHMUIAEMHS
(run IIb) xaTto noGaBka KbM aMerara, KOraTo pe3yjTaTbT OT AUWeTaTa U APYrd HedapMaKOJIOTHYHH
MEpPKH (Harp. PU3NYEeCKH YIpaKHEHHUs, HaMaJlsIBaHe Ha TEIJI0TO) He € 3a/I0BOJIMTENIEH.

Bb3pacTHM, OHOWIM M Jella Ha WIM Haa 6-roaMiliHa Bb3pacT C XOMO3WroTHa (aMuiIHa
XHUIIepXoJiecTeposieMus Karo aob0aBka KbM JAMETaTa M APYro JUMUAONOHMIKABALILO neyeHue (Hamp.
LDL adepesa) uam Korato ToBa JIEHEHHE HE € MOAXOALLLO.

[IpeBeH1IMS HA CHPAEYHO-CHAOBH ChbOUTHSA .
[IpenoTBparsiBaHe Ha roJjieMd CbpPACYHO-CHAOBH CHOWUTHUS NMPH MALUEHTH, O el-‘g u.r-;' 'B’ii 0K’ pncm ?}a
NbPBO CHPACYHO-CHAOBO CbOUTHE (BXK. TOUKA 5.1), KATO JOMBJIHEHHE KbM e;mmpanew Ha; ﬂpynp
PUCKOBH (DaKTOPH. |
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4.2 JIo3HpOBKA H HAMHH HA NPHJIOKEHHE

[Ipenu sanousaHe Ha TepanusaTa, NaUHEHTHLT TpAGBAa Aa ObAE MOCTABEH HAa CTAHJAPTHA AMETa 3a
MOHKABAHE HHBOTO HA XOJIECTEPONA, KOATO Ja NMPOALILKH U NO BpeMe Ha nedeHuero. M36opbT Ha
J03MpOBKa ce& Onpelesns OT UHAUBHAYANHO CrOpel LUENUTE Ha JIEUEHHETO M OTFOBOPEHT HA MalHeHTa
KBbM JIEYEHHETO, KATO CE U3NO3BAT MPEeNnopbKUTE HA ChBPEMEHHUTE KOHCEHCYCHH PBKOBOACTBA.,

PosysactaTuH Buarpuc Moxe na ce npueMa 1o BCAKO BpeMe Ha JeHA, CbC UK Oe3 XpaHa.

JICHEHHE Ha XHUIEPXONecTepoaeMH

[IpenopruBaHaTa HayanHa no3a € Smg win 10 mg BeaAHBXK AHEBHO, KAKTO NPH MaUHEHTH HE
NpUEMAJIH CTATHHH, TaKa H NpH npeMuHaBale ot aApyr uuxudburop Ha HMG-CoA penykrasza. U3GopsT
Ha Ha4yalHaTa [03a 3aBHCH OT HHBOTO Ha CEpyMHHA XosecTepon U Obaelus chbpaeuHO-ChA0B PUCK,
KAKTO H OT MOTEHUHATHHA PUCK OT NOABA Ha HEXEJIAaHU peakuuH (8. 1no-ao0ay). IIpu Heobxoqumocr,
JA03aTa MOXeE Ja C€ KOpUrupa, KaTo ce NpeMHHe Ha CJIEABALIOTO AO30BO HUBO ¢lel 4 ceaMHUR (BXK.
Touka J.1). Ilpensua noBHuIeHaTa uyecTOoTa Ha CHOOLIABAHE HA HEXENaHW peaklMM NpH [o3a OT
40 mg, B cpaBHEHHE C MO-HUCKHUTE 103U (BXK. Touka 4.8), KpailHO THTpHpaHe OO MaKCHMallHata 4034
ot 40 mg TpabBa ma ce mpeAnpHeMa CaMO MPH MALMEHTH C TEKKA XHIICPXOJIECTEPOJEMUS C BHUCOK
ChPAEYHO-CBAOB PHCK (ocobeHo Tesu ¢ (aMWIHA XHIEPXONECTEpONEMHSA), KOMTO He JOCTHraT
KEAHOTO HHMBO HA XojiecTepoa npH JjieucHHe ¢ 20mg H NpH KOMTO L€ C€ MNpaBM PYTHHHO
npocneAsBaHe B X0Ja Ha je4yeHHeTo (Bxk. Touka 4.4). Ilpu 3anoupaHe Ha neueHne ¢ 40 mg ce
npenopb4Ba HaOMOAEHHE HA NALIMEHTA OT CMELIHANHUCT,

[IpepeHLNA HA ChPAEYHO-CHA0BHU CHOMTUS
B npoyuBaHeTO 3a MOHWKABAHE HA PUCKA OT CLPASHHO-CHA0BH CHOMUTHA € ManosaBaHa ao3a ot 20 mg

OHEBHO (BXK. TOuKa 5.1).

[leanaTpyyHa nonynaius |
Ynorpebara npu aeua Tpadsa aa ce npoBex1a caMo OT CHELMaIUCTH.

eua v 1oHOLIH Ha BB3pacT 6 a0 17 roavnu (craauii <II-V no Tanep)
Xerepo3uroTHa GaMuIHa XHNEPXOIECTEPOIEMUS

[Ipn neua 4 IOHOILH € XETEPO3UrOTHA PaMuITHA XUTIEpXoecTeponeMus oOuyaiHaTa HauaaHa qo3a €

5 mg nHeBHO.

. [Ipn peua Ha BB3pacT 6 A0 9 rOAWHM C XeTepo3UroTHa GaMHIHA XHNEPXOJECTEpPOIEMHS
oOHYaHHUAT AO30B Ovana3zoH ¢ 3-10 mg nepopanHO BeaHBX JHEBHO. besonacHocrra H
€(PUKACHOCTTZ Ha N03M MO-BUCOKH 0T 10 mg He ca npoy4YBaHU NPH Ta3u MONnyaaLus.

. IIpu peua Ha Be3pacT 10 a0 17 roaMHM © XeTepo3WrotHa (haMuiaHa XHUMEPXoJecTepoieMus
oOHYaMHUAT A030B auana3oH € 5-20 mg nepopanHo BeAH®K AHEBHO. be3onacHocTtra W
e¢(PUKACHOCTTA HA J03M MO-BHCOKHU OT 20 mg He ca npoy4YBaHH NPH Ta3H NMONynauus.

TurpupaHero TpaOBa Oa ce MPOBEXAA CHIVIACHO HHAMBMAYAIHHS OTrOBOP M [MOHOCHMOCT Ha
NeJHATPHYHHTE NALMEHTH, KAKTO CE NIPENnophuBa B MPENOPLKHUTE 3a JIeueHHe Ha aeua (BK. Touka 4.4).
JleuaTta H IOHOLIYTE TPAOBA Ja ce MOANOXKAT Ha CTAHAAPTHA XOJeCTepo-MoHWwKaBaula JHETa npeaH
2 Ce 3aMoHe JieHeHHe C po3yBacTaTHH; AHeTaTa TpAOBa Aa Ce NPOABIDKH N0 BpeMe Ha JIeYEHHETO ¢
PO3YBaCTATHH.

XOoMO3UroTHa GaMUNIHA XUIIEPXOJECTEPOIEMHS
[Ipy peua Ha BB3pact 6 g0 17 rogMHK ¢ XOMOZMIOTHA (haMHIHA XHIIEPXOJIECTEPONEMUS,

npenoppuuTeNnHaTa 103a € 20 mg BeAHBXK JHEBHO,

[MpenopruBa ce HAyaNHa [03a OT 5 A0 10 mg BeHBK JHEBHO, B 3aBUCHMOCT OT Bb3PJgFia, sty

fpeAllecTBalaTa ynoTpeba Ha craTMHH. THUTpHpaHe A0 MakcuMaiHaTa 0032 Of 2Fing Benuiss
NHeBHO TpaGBa Ja ce HW3BbpLIBA CbOOpa3HO WHAMBHAYANHWA OTTOBOP M [PHOCAMAER
NeAUATPHYHH NaLUKEHTH, KAKTO C€ MpenopbyBa B [IPENOPHKUTE 3a JIeYeHHe Ha Agliay( aﬁ ]
Jeuata ¥ oHOWHTE TPAOBA Ja ce MOAJIOKAT Ha CTAHIAPTHA XOJecTepon-NoHWxABEIla Nicta




Ja ce 3arnovyHe JICUCHHUE C pO3yBAaCTAaTHH, AHETATA T’pﬂﬁﬂa aa Ccc NMpoOABILKH 110 BpEME HA JIEUECHHUETO C
PO3YBACTATHH.

HMMa orpaHU4eH OMUT ¢ A034 pasnauyHU o1 20 mg 1npHu Ta3u nonyaaiqs.

Heua no-MankH ot 6 roanHu

bezonacHocTTa M edukacHOCTTa Ha ynoTpebaTa npu Aeua No Malky oT 6 FOAMHHM He ca MPOYYBaHH.
CnenosarenHo, Posypactatud Buarpuc He ce npenopbuia 3a ynorpefa mpd Aeua no-Majaku oT 6
FOAHHH.

Ynorpeba npy NaLMEHTH B cTapyecka Bb3pacT
IIpenopbuBaHaTa HavyanHa A03a NpU NMauMeHTH HaA 70-rogMiuHa BB3pacT € 5 mg (BX. Touka 4.4).

Hpyro kopyrupaHe Ha RO3UPOBKATa B 3aBUCHMOCT OT Bh3pacTTa He € HEOOXOaUMO.

Ho3upaHe npu nauneHTy ¢ 6L6peyHa HeJ0CTaTBYHOCT

I[Ipu nauMeHTH C feko A0 yMepeHo OBOpeuHo yBpexaaHe HE ce Hanara KopurupaHe Ha gosute. Ilpu
MalHeHTd ¢ YMEpPEHO OBLOpeuHO yBpexaaHe NpernopbyYBaHATa HAvalHA J03a € 5 mg (KpeaTHHHHOB
iinpbHe < 60 ml/min). [losupoBkara or 40 mg e nporuBonoKazaHa npu ymepeHo OBOpeyHO
yBpexaaHe. [Ipu naunenTtH ¢ Texko ObOpeyHo yBpexxnaHe ynotpebata Ha PosyeactatudH Buarpuc e
[IPOTHBOIIOKA3aHa 3a BCHYKH A03M (BXK. TOUKH 4.3 1 5.2).

Ho3upaHe Npy NalUEHTH C YepHOAPOOHO YBpeKaHe

He ¢ nabmopaBaHa NoBUIIEHA CUCTEMHA €KCIIO3HUMA HA PO3YBACTATHH IPH MALMEHTH C OLIEHKA IO
ckanata Ha Child-Pugh <7. Bournpexu ToBa, nopuileHa CUCTeMHa eKcrno3vlMs € HabmozaBaHa npu
nal4eHTH ¢ oueHKa nmo ckanara Ha Child-Pugh 8 v 9 (Bxk. Touka 5.2). [Ipu re3n naumenTn Tpabpa ga
ce oOMHCITH U3BBPIIBAHETO HAa OLICHKA Ha ObOpeuHara ¢yHkuus (Bx. Touka 4.4), Hama onur npu
nalueHTH ¢ olleHka no ckanara Ha Child-Pugh naa 9. Posysacrarun Buatpuc € npotuBonokasaH npu
MalUMEHTH C AKTUBHO YEPHOAPOOHO yBpexxaaHe (BxK. Touka 4.3).

Paca

[Ipn naiueHTH OT a3HaTcKara paca ¢ HabNnioJaBaHa MOBHILIEHA CUCTEMHA ekeno3uuua (BXK. TOUKH 4.3,
4.4 u 5.2). IlpenopruBaHaTa HayajaHa 4033 NMPHU NMAUMEHTH OT a3MaTCKU npousxoa € 5 mg. [Ipu Tesn
[MALIMEHTH € MPOTHBOIIOKA3AHO MPHAcKEHHEe Ha 1033 oT 40 mg.

[‘eHeTHYEH NONUMOPPUIBM

H3secTHO e, 4ye crielMdUUHH BHAOBE NeHETHUYEH NMOJIMMOp(HU3IBLM MOrat Aa JOoBedaT OO MOBHILIaBaHe
Ha €XCMO3MLIMATA HA po3yBacTaTHH (BXK. Touka 5.2). 3a NauMEeHTHMTE, 3a KOMTO € U3BECTHO, Y€ MMAT
TakuBa cneundruyHYU BUAOBE NOIUMOPHUILM, Ce MPEropbUBa NO-HUCKA AHEBHA 034 PO3YBACTATHH.

Ho3upaHe npy nalMeHTH ¢ npeapa3nojaramy GaxTopy 3a MUONATHSA
[Ipn naumeHTH ¢ npeapasnonaraiyy GaxKTopy 3a pa3sBUTHYTE HA MHOMATHA NpPENOpPBUYBaHATAa HavasHa
no3a ¢ 5 mg (Bx. Touka 4.4).

[Ipu HAKOM OT TE3M NALMEHTH € IMPOTHBOINOKA3aHO NPUNOKEeHHETO Ha a03a ot 40 mg (Bx. Touka 4.3).

CrnbLTCTRALNA TEpanys
PoayBacratuH e cybcTpaT Ha pasnuuHum TpaHcrnioprepHH npoteruHu (Hanp. OATP1B1 u BCRP).
PucksT oT MuonaTHs (BKIIOUXATENHO pabaoMHoIN3a) C€ NMOBUILIABA, KOraTo po3yBacTaTHH ¢e npuaara
eHOBPEMEHHO ¢ ONpEAe/IeHH JIeKAPCTBEHM [MPOAYKTH, KOMTO MOraT Aa MosHIIAT IU1a3MeHaTa
KOHUEHTPaLMA Ha pO3yBACTATHH, MOpajM B3aUMOJEHCTBHA C T€3W TPAHCMOPTEPHU NMPOTEHHH (Hanp.
UMKITOCTIOPUH M HAKOM NpoTea3’HU UHXUOMTOPH, BK/IIOYHUTENHO KOMOMHALMM Ha PHTOHABHpP C
aTa3aHaBHp, JTOMUHABUP WH/IH TUNpaHaBHp; BK. ToUKU 4.4 1 4.5). Korato ¢ Bb3MoXkHO, TRAOBA Ja ce
UMaT MpeaBH] aJITCPHATHUBHM JIeKapcTBa W, aKO € HeobxoguMmo, Ja ce HMa [us
NpeKbCBaHE HAa TepalMATa ¢ polysacTaTHH. B cuTyauMy, xoraro eaHOBpeMe 7
Te3d NeKapCTBEHH MPOAYKTH ¢ pPO3YBACTaTUH € HEH30ExHO, nons3ata U pubks
TEparnud ¥ KOpPEKLHH Ha 03aTa Ha pO3yBacTaTHH TpsOBa BHHUMATE/NIHO 04 ¢
4.5).




4.3 IIpoTHBONOKA3AHHA

PosyBacTaTHH Buarpuc e npoTUBONOKA3aH:

- NIPH IMAUUEHTU CbC CBPBXUYBCTBUTENIHOCT KBM pO3YBACTATHH MM HAKOE OT NOMOLIHHMTE
BELECTBRA.

- ApY TMaUWeHTH ¢ AaKTMBHO u4epHOoApoOHO 3abonsBaHe, BKIIOMHTENHO HEYTOYHEHO,
NMPOABL/DKMTENIHO NOKAYBAHE Ha CEPYMHHUTE TPaHCAMHMHA3H U BCAKC MMOKAYBAHE HA CEPYMHUTE
TpaHCAaMKHA3H TPY MBTH HaA ropHara MpaHMIA HAa HOpMATA.

- npy NaLuMeHTy ¢ Texko 6 b6pedHo yBpexaaHe (KpeaTMHHHOB KJIMPBHC < 30 ml/min).

- NPH NaUHEHTH C MUOMATHA.

- [IpH [MaLlMEHTH, NpyeMallH €AHOBPEMEHHO KOMOHHAUMA OT
codocOyBup/Bennaracerup/BokcunanpeBup (Bxk. Touka 4.5).

- MPH NalMeHTH, IPUEMaLUH €AHOBPEMEHHO LIUKIOCTIOPHH.

- [0 BpeME Ha OpEMEHHOCT, KbpMEHE K MpH XXEHU B AETEPOAHA BBH3PACT, KOMTO HE H3NON3BAT
NOAXOAALUH KOHTPAUEITTHBHUY MEPKH.

Hozata or 40mg € nporuBornoOKasaHa [MpH MNAUMEHTH ¢ npeApasznojaralid (akTOpH 3a

Muornarusa/padaoMuonusa. Takuea ¢akTOpH ca:

- YMEPEHO Mo cTeneH 0b0peuHo yBpexaaHe (KpeaTHHHHOB KMpbHC < 60 ml/min).

- XHUITOTUPEOUIHIBM.

- JIM4YHA WK (GaMHIIHA aHAMHE3a 33 HAc/IeACTREHU MYCKYIHH 3abonaBaHuA.

- aHAMHE3a 34 MOABAa Ha MYCKYJHO YBpPEXIAaHE MO BpeMe€ Ha JieueHHWe ¢ APYro JIEKapcTBO OT
rpynata Ha HMG-CoA peaykrasnu unxuburopu wim ¢ ¢pubpar.

- 310ynoTpeda ¢ ankoxol.

- CBCTOAHMA, MPU KOMTO MOXeE a ¢€ MOBKHLLAT MJA3MEHHTE HUBA.

- JIMLIa OT a34aTCKaTa paca.

- CHITBFTCTBALLO J1eueHue ¢ GpubpartH.

(BX. Toukn 4.4, 4.5 u 5.2).
4.4 Crneunuajuy npeaynpexxaeHun U npeanasHd MepKH Npu ynotpeda

Edextn Bbpxy 666peumTe

[Ipy natMeHTH, NEKYBAHU C TMO-BUCOKH A03H po3yBacTaTuH, ocobeHo ¢ 40 mg, e HabmonmapaHa
MPOTEHHYPHS, KOATO € YCTAHOBEHA MPHU M3CIEABAHE C TECT-JIEHTH, C IPEAUMHO TYOyJieH NPOK3X0A K B
NOBEYETO CAy4Yad C NPexXOASH WK UHTEPMUTEHTEH Xapakrep. He e gokaszaHo npoTtedHypuara faa
npeallecTea oCTpO MK nporpecuBHO 6106peuHo 3abonapane (Bx. Touka 4.8). JloxwianeaHaTa yecToTa
Ha cepno3Hd OBpOpedHH yBpeaM rpu rnocTMapkeTuHropara ynorpeba ¢ no-BHCokKa npH J03HPOBKA OT
40 mg. OueHka Ha 6vOpeyHaTa QyHKUMA TpAOBa Aa Ce HAMpaBu Mo BpeMe HAa PYTUHHO NpPOCeJdBaHe
NpH NaLuUeHTH, JeKyBaHH ¢ 40 mg.

E_(bEKTH BBPXY CKENICTHA MYCKVYJIATYpA

Edext BbpXy CKeNeTHAaTa MYCKyJaTypa, Halp. MUaArHa, MHONATUA M MO-pAAKo, pabaoMHoONH3a, ca
cbOOIaBaHH NPH BCHYKH NAalHWEHTH, JIEKYBAHH C PO3YBACTATHH, NPH NPWIOKeHHEe HA BCUYKH JO30BH
pexxuMH, 0cobeHO npu fo3M > 20 mg. MHoro peaxy cjiydan Ha pabmoMHMOnM3a ca JOKIAJBAHH NpH
M3MOM3BaHeTO HA e3¢TUMUO B koMOuHauua ¢ HMG-CoA penykrazun uuxuburopu. He moxe na 6bae
H3IKNKYeHo (PapMakoAMHAMHYHO B3auMoaeiicTBue (BX. Touka 4.5) U e HeoOXoAUMO BHHMaHHE MNpH
KoMOuHupaHoto uM wu3non3saHe. Kakto npu apyrure HMG-CoA peayxrazuu Huxuﬁuropu

AOK/1a7BaHATA 4ecTOTAa Ha pabaOMHUONIHN3A, ACOLMMpaHa& ¢ PO3YBACTATHH IPU [OCTMAg '.. .
yniotpeba, € no-BHCOKa npH Ao3upoBka ot 40 mg. Qgﬁﬁ 2%
B Hakonko ciayvas ce cpobllapa, 4€ CTATHHUTE HHOyUMpaT de novo rg qu‘ﬁaﬁ;
ChLIECTBYBAllA MHACTEHHA PaBHC WIH O4HAa MHacTeHMs (BK. Touka 4.8). |[Ipwinexenuero 'dal =
é’; 3 f*u e
“T'.f




Posysacratud Buarpuc tpadBa na ce cnpe B ciydaii Ha Bioiiasane Ha cuMirroMuTte. MMa crhobLieHus
33 PELMAHE NpPH (TOBTOPHO) NpHjiaraHe Ha ChIIMA WIH pa3iHyeH CTAaTHH.

HM3meppaHe Ha KpeaTUHKHMHA3A

Kpearunkusasza (CK) He tpabpa na ce M3Mepsa ciel YCWIEHH YIPaKHEHUS WIH MPH HANHYMETO Ha
Apyr BepOATEH MNPUUYHHHTEN Ha yBenudeHde Ha CK, koeto moxke na 3aTpyAHM TBAKYBAHETO Ha
pesynrata. Axo HHBOTO Ha CK € 3HayMTeNTHO NMOBUILEHO NMPH M3XOAHO HUBO (> 5 MBbTH ropHara
rpandua Ha HopMa (ULN)), rect 3a noTBbpkaaBaHe Ha pesynrara TpaOBa na Obae HanpaBeH B
paMKUTE Ha 5-7 OHW. AKO MOBTOPHOTO M3cheaBaHe MOTBLpAM M3XoAHO HHBO Ha CK > 5XxULN, He
TpaOBa Aa ce 3aroysa NeYeHue.

[Ipenu neyeHHETo

Kakro u apyru HMG-CoA penykrasnu uaxuburtopu, po3yBactaTvH Tpabpa na Obpae nMpeanucea ¢

NOBHUIEHO BHHMAHUE IPU MALHEHTH, 3a KOMTO Ca Hanuue (aKTopy, npeapasnonarailld pa3BUTHE HA

myonaTws/pabaomuonnsa. TakuBa (akropH ca:

- 01p0peuHO yBpexaane.

- XUTIOTHPEOHIU3I M.

- NIHYHA WIH aMWIHAa aHaMHe3a 3a HACNeACTBEHO MYCKYNHO 3aboaaBaHe.

- YCTAHOBEHA MYCKy/JHa TOKCHYHOCT KbM Apyr HMG-CoA penykrazeH HHXHOHTOp HMIH
¢udbparu.

- 310ynoTpeda ¢ ankoxo,

- BB3pact > 70 roaMHH.

- CBCTOSHHUSA, MPH KOMTO MOXKE Aa ce Habmogapa NOKa4YBaHe Ha IIa3MEHUTe HHBA (BXK. TOYKH 4.2,
4.5 u5.2).

- €AHOBPEMEHHO NPUIOKEHHE Ha (pHOpaTH.

[Tpy nmopobHU nauneHTH TpAOBa Aa ce UMa NPEeABU] PUCKA OT JIEHEHHETO BbB BPb3Ka ¢ BH3MOXKHHUTE
MOJI3Y, KaTo C€ MpenopbyBa KIMHMYHO HabmoaeHue, Ako n3xoaHure HuBa Ha CK ca 3HauuTenHoO
noBHlueHH (> SxXULN), ve Tpabra na ce 3anoysa NeYEHME,

[lo BpeMe Ha JEUYECHHETO

[lauveHTUTE C€ 3aABJLKABRaT He3abaBHO Ja AOKNAABaT HeoOfScHHMa MyckynHa 6onka, ycelllaHe 3a
cnabocT WM cXBalllaHe, Hal-Bede aKO Ca CRBP3aHU C HepalnonoxkeHHe Wnu edpunuter. Ilpu Te3n
naiueHTH Tpabsa na ce uaMepsat Hupata Ha CK. Tepanusara tpabsa na ce npekparH, ako HMUBATa Ha
CK ca 3HaunrenHo nosHiieHH (> SXULN) win ako MyCKy/lIHHTE CHMNTOMHM €A TEKKH H NPHYHHABAT
exxequesed auckoMdopT (mopu ako HuBara Ha CK ca < SXULN). AKo CHMIITOMHTE H34e3HAT U HHBATA
Ha CK ce HopManusupar, Moxe fa ce oOMucnH 3a NoBTOPHO jNeveHue ¢ PozyBactatuH Buarpuc vnm
anrepHaTHiBeH HMG-CoA peaykrazeH MHXHOMTOP B Hakl-HMCKa 1032 M NMOA BHUMATEIHO
HabmoaeHue. PyTHHHO HabmiozeHne Ha HuBata Ha CK npu maumentn 6e3 cUMNTOMH He e
OCHOBATEJIHO.

HMMa MHOro peaxu JOKMagM 3a UMYHOMEIHHpaHa Hekporusupaiia muonatuda (IMNM) no speme Ha
WIH C/le]] CHpaHe Ha JIeHEeHHETO ChC CTATHMHMUTE, BKIIIOUUTENHO po3ysacTtatdH. IMNM KiIHHHYHO ce
XapakTepu3Hpa ¢ MNpOKCHUManHa MYCKY/JHa cnadocT U MOBMINEHA CepyMa KpPEaTHHKHWHA3a, KOATO
NEPCUCTHPA BBIIPEKH NPEYCTAHOBSBAHE HA JIEUEHHETO CbC CTATHH.

[Ipy KNMHHUHWTE W3MUTBAHUA He ca HaOnoAaBaHM AaHHU 3a MOBUILEHM e(deKTH BbPXY CKEJIETHATA
MYCKynaTypa B MajikaTa rpyna NAUMEHTH, TpPH KOWTO PpO3YBACTATHH € IMpuUAaraH ¢ Japyro
CBITHTCTBANLO JieUeHHe. YBelHUYeHHe Ha HecToTaTa Ha MMO3MT W MHONAaTHs € Haﬁnmnanaﬂo oﬁaqe

MpH nauueHTH, nonyyasawid apyrd HMG-CoA penykrazHd MHXHOUTOPH 3a€0HO C :,,- 1R
¢uOpUHOBATA KHUCEIIMHA, BKJIIOYUTENIHO TreMpUOpO3WI, UMUKIOCIIOPUH, HUKOT q,ff* o] HE,.
a30JIOBU AHTHMMKOTHLM, TNpPOTEa3’HU HHXHOHMTOPH M MAaKpOJMAHM AHTHOHOTH 7 fé ’-’g]
[IOBHLIABA PHCKA OT MHOMATHUHA, aKO C€ MpPHEMA E€IHOBPEMEHHO C HAKOH HM 'Eé
uHxubuTopu. Topanu ToBa, koMOMHauuATa Mexay PosysactatuH Buarpuc u [¥ ,.u %pﬂammb’ =
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npenopbudTenHa. Ilon3ata or NONMBAHMTENHO CHWXKABAHE B JIMMMAHMUTE HHUBA B Pe3yNTaTr oOT
KOMOMHHpAHOTO MpueMaHe Ha PosysactatuH Buatpuc v ¢ubpatu wnu Huauus, TpaOsa na 6wnae
BHHUMATEMHO OLIEHEHA CHPAMO MOTEHUHAIHWA PUCK OT noaobHU komOnHauuu. [Ipu emHOBpeMeHHO
npuioxxeHue Ha Gpubparty, nevueHunero ¢ no3u ot 40 mg e NpoTHBONOKAa3aHO (BK. TOYKH 4.5 U 4.8).

PosyeactaruH Buatpuc He TpaOBa aa ce npunara e1HOBpeMeHHO ¢ ¢y3H10Ba KHCEJHHA 33 CHCTEMHO
[IPUJIOKECHHE WIH B paMKHUTe Ha 7 AHMM Clell CIUpaHe Ha JiedyeHHeTo ¢ Py3uaoBa kucenuHa. [Ipu
MALUHEHTH, [IPH KOMTO H3MOA3BAHETO HAa (Py3UN0BA KHUCEJIMHA 32 CUCTEMHO MNPWIOKEHHE CE€ CUMUTA 3a
OCHOBHO, JIEYEHHETO CBC CTATHHM TPAGEa Aa OblE NPEYCTAHOBEHO MPE3 LIETUA MEPHO HA JEYEHHE C
¢y3npona xucenuxa. Mma cpobiieHna 3a pabaoMuonusa (BKIIOYHTENIHO HAKOMIKO ¢ (araned usxon)
NpH NauMeHTH, NpHeMaly (y3uIoBa KHUCEIMHA W CTaTHHM B KoMOMHauua (Bx. Touka 4.5).
[TaupeHTuTe TpAbGBa ma ObAAT NMOCHLBETBAHH Aa MNOTHPCAT He3ab0aBHO MEAMIIMHCKA ITOMOLI, AaKO
M3MUTBAT CUMITTOMU Ha MYCKYJHA cnaboct, 6onka unu 0one3HeHoCT. JleueHHETO ChC CTATHHHM MOXE
fa Opae MOAHOBEHO CENEM AHM cleA MnocnedHara go3a Ha dy3uaosBa KucenvHa. [1pu M3BLHpeaHH
obcToATencTBa, Korato e HeoOXoaWMa NpoIb/KHTENHa yrnoTpeba Ha (y3uMaoBa KMCeENIHHAa 13a
CHUCTEMHO NMPWIOXKEHHE, HATp. 3a JIEYCHUE Ha TEXKHU WHPEKLUH, HeoOXOAUMOCTTa OT €AHOBPEMEHHO
npunoxenue Ha PosysacraruH Buatpuc u ¢pysuaosa kuceauHa Tpadea aa ce npeLeHN HHAYBHAYAITHO,
U NOJ CTPOr MEOIULIMHCKH KOHTPON.

PosysacratuH Buatpuc He TpabBa ma ce ynorpebaBa MpU MaUMEeHTH C OCTPO, CEPHO3HO CHCTOSHHUE,
npeanosarae MHONATHA, WIM Npeapasnonarailo KbM pa3BuTHE Ha ObOpeuHa HeNOCTATHLYHOCT,
BCeacTBHe palaoMuonusa (Hamp. CencUC, XMIMOTOHHMA, rONsMa OMepalMs, TpaBMa, TeXKH
MeTabOTHUTHYU, EHAOKPHHHH H €ICKTPOJIMTHU HAPYLICHUS WIH HEKOHTPOJIHPAHH I'bpUOBE).

TexkH KOXHHM HEXEIAHU PCAKIIHH

[Ipn neyenue c po3yBacTaTHH ce cBOOLABA 38 TEKKH KOXKHHM HEXEJIaHM PEeaKLMH, BKJIIOYBALLU
cuHapoM Ha Stevens-Johnson (SJS) u nexapcTBeHa peakuusa ¢ €03HHOQWIHA H CHCTEMHH CHMITTOMH
(DRESS), kouTO MOXe ha ca XUBOTO3acTpallasallty WM ¢ JietaneH u3xoa. Ilpy npeanuceaHeTro Ha
nexapcTBeHna NMPOAYKT nauueHTure Tpsbsa na Hvaar HHGOpMHpaHH 3a NPU3HALIMTE U CHMITTOMHTE
HA TEXKHM KOXKHM peakumu ¥ aa Opaar HaOmOJaBaHM ¢ MOBHIUEHO BHUMAaHHE. AKO €€ NOABAT
NPpU3HALUY U CUMITTOMH, [OKa3aTe/lHY 3a Ta3u peakuud, npwioxkeHuero Ha PosyBacratuH BuaTpuc
TpsaOBa He3a0aBHO Aa c€ NPEYCTAHOBU H Ja c€ OOMMCIIH aJiTePHATHBHO JIeUeHHE.

AKO NauMeHTbT € pa3BUJ cepuo3Ha peakiuus, xato Hanpumep SJS wnmv DRESS npu ynorpebara Ha
PosyBactatuH Buatpuc, neuenuero ¢ PosysactatvH Buarpuc He TpabBa HUKOra Ja ce noaHOBABA NMPH
TO3H MaLHEHT.

EdexTH BBpXY YepHUs Apob

Kakto npu apyru HMG-CoA penyxrasuu wuxuburopu, Pozysactatvd Buarpuc Tpabpa BHHMaTenHO
Ia ¢e npuIara npy NaLuueHTH, KOUTO NPHEMAT rojIAMO KOTHYECTBO alKOX0 WHIIH ca UManH 3abonssa
yepHHa Apob.

[TpenopbumTenHo € Aa ce HanpaBAT GYHKUMOHAIHU H3CNeIBaHMA Ha uyepHua apob npeau U 3 mecela
cieA 3arlouBaHe Ha NeueHuero. PozysacraTuH Buatpuc Tpabsa na Obae npeycraHOBEeH WIH O03aTa
HaMaZieHa, ak0 HHUBOTO HA CEPYMHHMTE TpaHCcaMUHAa3¥ HAABUIIABA TPYW {IbTH rHOpHATAa rpaHUllA Ha
HopMa. JloknaaBaHata 4ecToTa 3a CEpHO3HH YepHOApoOHH yBpeau (BKJIIOYBALIH OCHOBHO YBEJIHWYEHH
4yepHOAPOOHH TpaHCAMHUHA3M) MPH NOCTMAPKETHHropata ynorpeda, € mo-BHCOKa MPH AO3IHPOBKA OT
40 mg, |

[Ipy nauueHTH C BTOPHUUHA XUIEPXONECTEPOJIEMHA, MNPUUHUHEHA OT XUNOTUPEOUWIM3BM. UM
HepOTHYEH CUHAPOM, OCHOBHOTO 3aboiaBaHe TpAOBA Ja Ce NeKyBa Npead 3anousaH
Po3sysacraruH BHaTpuc.

Paca




DapMakOKHHETHHHUTE MPOYUBAHHMA MOKA3BAT, Y€ MPU MALMEHTHTE OT a3MaTCKATa paca € Hanuue no-
BUCOKA €KCIO3HLHA B CPABHEHME C TE3H OT €BponeuaHarta paca (Bx. Touku 4.2, 4.3 u 5.2).

[TpoTeasHn HHXHUOHUTOPH

[loBHumieHa cHUCTEeMHa €KCNO3MLIMA Ha pO3yBACTATHH € HAOMIOAaBaHa NMPH MAlMEHTH, NpueMally
pO3yBACTATHH €IHOBPDEMEHHO C pa3/IM4HH IPOTEa3’HH MHXMOWTOPHU, B KOMOMHAUMS ¢ PHTOHABHP.
TpaOa na ce NpeLEHH KAKTO MOa3aTa OT NOHMKABAHE Ha JIMITMAWTE upe3 ynoTpeda Ha po3yBacTaTHH
npu nauueHty ¢ HIV xouro npuemar nporeasHH MHXHOMTOPH, TaKa M NOTEHLMANA 3a IOBULUEHA
KOHUEHTPAIIMA Ha poO3yBacTaTHMH, KOrare ce 3aro4vpa Tepanusta M c€ MOBHILABA [103aTa Ha
pO3yBacTaTHH MpH MNALUMEHTH, N1EKYBaHH C NPOTea3’HH HHXUOHTOpU. ENAHOBpEMEHHOTO NpHIOXKEHUE C
OIpefeNeHH MNpOTeasHH UHXUOMTOPH HE Ce MpenopbuBa, OCBEH aKO A03aTa HA PO3YBaCTATHH HE ce
Kopurupa (Bx. Touku 4.2 v 4.5).

Hurepctunmanna 6enoapobHa Gonect

Hoknaasanu ca H30MMPaHH CAy4ad Ha WHTepcTHUMANHA Oenoapobna GonecT mpuU NpuioKEHHE Ha
HAKOM CTaTHHHU, 0CODEHO NMpH MPpOABIKUTENHa Tepanus (BK. Touka 4.8). KnuHHUHKTE rposBu Morat
Ja BKMOYBAT AHCMHEA, HENPOAYKTHBHA KallUIMLA X BJIOLIaBaHe Ha 001O0TO cbCTOAHHE (YMOpa, 3aryba
Ha TEIJIO M TpecKka). AKO MMa MOAO3peHHe, Ye MalMeHThT € Pa3BU MHTEepPCTHUHaNHa GenoapobHa
Gonect, TepanusATa ¢bC CTaTHH TpAOBa Aa Obae npeycTaHoBeHa,

JaxapeH nuabdet

Haxou gokazaTencTsa npennosiaraT, 4e CTAaTUHUTE KaTO Kiac MOBHMIUABAT KPbBHATA IJIOKO3a8 U TpH
HAKOW NalUeHTH, BUCOKOPUCKOBY 3a pa3BuUTHE Ha auaber B Obielle, MoraT [a XOBedaT AO TakoBa
HMBO Ha XHNEPIVIKKEMHA, NPY KOETO € MOAXOMALRC MPHIAraHeTO Ha PEOOBHATA IpHKa, NPOBEXIaHa
npu auaber. To3u puck, obaue ce Hamgendpa OT peAyKUMATA HA CBAOBHA PHUCK CBC CTAaTHHH M,
cnefoBarenHo, He TpadBa nga Obae npuyKMHa 3a cnMpaHe Ha CTAaTMHOBaTa Tepanusa. PUCKOBMTE
nauuenTd (raoKo3a Ha rnagHo 5,6 no 6,9 mmol/l, unaekc Ha TenecHa maca > 30 kg/m?, nosuieny
TPUITTMUEPHAH, XUNEPTOHUA) TpaOBa ga Obe MOHUTOPUPAH KAKTO KJIWHMYHO, Taka U OHOXHMHUHO,
CBHIVIACHO HAalLlHOHAJIHUTE PBKOBOACTBA.

B npoyuysaneto JUPITER, cnofiuenara ofwia uvecrora Ha 3axapeH auaber e Ouna 2,8 % 3a
po3yBacTaTHH H 2,3 % 3a nnauebo, rnasHO NMpH NAUKWEHTH C IJI0KO03a Ha riaaaHo 5,6 po 6,9 mmol/1.

[leguaTpyHHAa ONYIALHS

OueHABaHeTO HA JIMHEHHOTO W3pacTBaHe (BucouuHa), Terno, BMI (mHaexkc Ha TenecHaTa maca)
BTODMYHHTE MOJOBH O€ne3n Ha NOJOBOTO Ch3psBaHe MO cKanara Ha Tanner npv NeAHATPHYHH
MAUUEHTY Ha BB3pacT 6 no 17 roauHu, npueMaliy pO3YBAacTATHH, € OrPAHMYEHO A0 ABYroAMIlEH
nepuoa. Cnen aBe roaMHU Ha TpEeTUpaHe MO BpeME€ Ha MpOyuBaHeTOo, He € Oun 3abeifzaH HUKAKBB
eeKT BppXY pactexka, Ternotro, BMI wnu nonosoTto ce3pasate (Bxk. Touka 5.1).

B xnMHHYHO M3MUTBAHE HAa Jella M HOLIY, NPUeMalli PO3YBACTATHH 3a 52 ceAMHLH, MOBHILIABAHE HA
CK > 10xULN u MyckynHuTEe CHMIITOMH Clie[l YIIPAKHEHHE WK NOBHINIEHA (PH3HYECKA aKTHBHOCT ca
Ounn HabiioaaBaHy NoO-4€CTO, B CpaBHEHUE ¢ HAOMIOACHHA OT KIIMHHUYHM W3MUTBAHHA TPH BB3PACTHH
(B2K. TOUKA 4.8).

I IoMOIIIHU BELIESCTRA

PosysacratuH Buatpuc ¢unmupanu tabnetrku cvabpka nakrto3a MoHoxuapart. Ilauuwent
rajlakTo3Ha ManadcopObuusa He Tpabea ga npueMart TO3H NIeKapCTBEH NPOAYKT.

4.5 BiaumoneHcCTBHE C APYIH JIEKAPCTBEHH NPOAYKTH H ApYrd ¢opMH HA B




EfbeI{T Ha CAHOBPEMCHHO MNPpUIaraHy JICKapCTBCHH NPOAYKTH BbPXY pO3yBAaCTATHH

Huxubumopu na mpancnopmeprume npomeuru
PosypactaTnH e cybcTpar Ha onpeneneHd TPaHCHOPTEPHH NMPOTEHHH, BIIOYHUTEIHO YEPHOAPOOHUS
snreik TpaHcnoprep OATPIBI1 u ednyke tpancnoprepa BCRP. EnHoBpeMeHHOTO npuiioxkeHHe Ha
pO3yBaCTaTHH C NEKApCTBEHU MPOLYKTH, KOHTO ¢a UHXUOMTOPU HA TE3W TPAHCMOPTEPHH NMPOTEHHH,
MOXe [1a JOBEAE A0 MOBHILIABAHE Ha [U1a3MEHATAa KOHLIEHTPaLMs HAa pO3YBacTATHH M MOBUILIEH PUCK OT
muonatus (Bx. Touku 4.2, 4.4 n 4.4 Tabnuua 1).

Lluxnocnopun

[1Ipy eOHOBPEMEHHOTO MNpHIIOKEHHUE HAa pPO3YyBACTATHH ¢ LMKIOCTOpUH, CToHOCcTHTEe HAa AUC Ha
po3yBacTaTHH ca OMNH cpefiHo 7 NBbTH MO-BHCOKH OT Te3H, HabniogaBaHu nMpH 3apaBH A00OpOBOILIM, HA
KOHTO € TIPHJIOKEHA chlara ao3a (Bx. Tabnuna 1). Posysacratud BuaTpuc e npotuBonokazan npu
NalMeHTH, KOMTO €AHOBPEMEHHO MNojay4aBaT uMiiIocnopuH (Bk. Touka 4.3). EanoBpeMeHHOTO
NPUIOKEHHE HE € MOBIHANO a3MEHHTE KOHLEHTPALUMH HA UHUKJIOCTIOPUH.

IIpomeaznu unxubumopu

Bbnpeky ye TOYHHAT MEXAHU3IBM Ha B3AMMOACHCTBHE HE € U3BECTEH, €AHOBPEMEHHOTO NPHIIOKEHHE C
NpoTea3HH MHXHOWTOPH MOXE PA3KO Ja MOBMULUM EKCMO3ULMATA Ha po3yBacTaTHH (Bx. Tabnuua 1).
Hanpumep, eqHOBpeMeHHOTO npuiiokeHue Ha 10 mg po3yBacTaTHH W KOMOMHHpaH JeKapCTBeH
NPOAYKT, ChCTOALL C€ OT ABa npoteazHu uHxuburopa (300 mg arazaHapup/100 mg pUTOHABHP) MO
BpeMe Ha e0HO (apMakOKHHETHMYHO MNpoy4BaHe Ipd 37paBu  AoOpOBOMLM, C€ acouuupa <
NPHONH3INTENHO TPHKPATHO U ceneMkpaTHO HapacTBaHe HAa AUC u Chrax Ha pO3yBacTaTHH, CHOTBETHO.
EnHoBpeMeHHOTO MpHIOXKEHHE Ha PO3YBACTATHH U HAKOM KOMOMHALMHK OT MpoTeasHH MHXHOWTOPH,
MOXKE Z1a C€ UMa NpeABHI C/IE] BHUMATENHO MPELIEHABAHE HA KOPEKLIMHTE Ha A03aTa HAa pO3YBaCTaTHH,

Ha 0aza OYAaKBAHOTO MOBHILIEHHE HA €KCNO3UMLMATA Ha po3yBacTaTHH (BX. TOUKH 4.2, 4.4 U 4.5
Tabnuua 1).

Tempubposwt u Opyzu AUnuOONORUNICABAWU NEKAPCMBEHU NPOOYKMU
EnaHOBpEeMEHHOTO NMPHIOXKEHHE HA pO3yBAaCcCTATUH U reM(pudpo3un e 10BeNO 10 ABYKPATHO NOBHLIEHHE
Ha Crax B AUC Ha posyeracTaTHH (BX. TOUKa 4.4).

Ha 6aza Ha JaHHWTE OT MPOYUBaHHUA, M3C/EABALIHA JIEKAPCTBEHHTE B3aHMMOJICHCTBHA, HE Ce OYaKBa
3HAYMMO (apMaKOKMHETHYHO B3auMoieiicTBue ¢ ¢eHodubpar, HO e BB3MOXHA [10ABA Ha
¢apMakoguHamuuno  B3aumogeicteue. [emdubposnn, denodpubpar, napyrn ¢ubpatu o
NUMAACIIOHMIKABAILM J03H (> WK paBHO Ha |1 g/AeH) Ha HHAUMH (HHKOTHHOBA KUCE/IMHA), TIOBHIIIABAT
pUCKa OT MoABa Ha MHonatus, korato ce koMbuHupar ¢ HMG-CoA peaykrasHu UHXUOUTODH, Hail-
BEPOATHO 3alIOTO T€ MOTaT Ja Mpedu3BHKAT MHoONaTHA npu MoHorepanus. Hozata ot 40 mg e
[POTUBOIIOKA3aHA NIPH €JHOBPEMEHEH NpHeM Ha pubpar (Bxk. ToukH 4.3 u 4.4). [Ipu Teau naunenTy
JIeUeHHETO OB TPAORA Aa 3anmouHe ¢ 5 mg.

Ezemumud |

EnnoepeMeHuuaT nipueM Ha 10 mg posyBacTtaTHH U 10 mg esetumud Boau no 1,2 mbTH NoBHIIEHHE
Ha AUC Ha po3yBacTATHH MpHU NAUMEeHTH ¢ xunepxosecreponeMus (Tabnuua 1). He Moxe ga ce
M3IKTIOYH (PAPMaKOAHMHAMMYHO B3aUMOACHCTBUE MEXIY PO3YBACTATHH M e3eTUMMD, KOETO Ja UMa 3a
PE3YITAT HEXKENaHH peakLH (BxK. TOMKa 4.4).

Anmuayuo
EnHOBpeMEHHOTO NPIUIOXKEHUE HA PO3YBACTATHH C AHTHALIM/IHA CYCMIEH3HN, ChABPXKALLA &TYMHHHEB U
MarHeideB XUAPOKCHI, € ZOBeJI0 A0 HaMalsBaHe Ha T/1a3MEeHaTa KOHLEHTPalMUid Ha pOo3yBacTaTHH C
oxono 50 %. To3u edekr e Omn orcmabeH, koraTo aWTHallMaa € jaBaH 2 4aca cjael NpHeMa Ha
pO3yBacTaTHH, KIMHHYHOTO 3HAYEHHE HA TOBA B3aMMOACHCTBUE HE € M3C/IeIBAHO.

Epumpomuyun A\
EAHOBpeMEHHHAT NPHUEM Ha pO3yBACTATHH H €pUTPOMHUMH € goeen Ao 20 % Hamane 4,
30 % HamaneHne Ha Cpax Ha pO3YBacTaTHH. TOBa B3auMOAEHCTBHE MOXKe Aa Obae m MBBHKaHﬂ UT Cel
o=
MOBHIIEHUS YPEBEH MOTWIHTET, BCJICACTBHE HA NMPHEMA HA EPUTPOMHLIMH. A r:,_r: e >
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Lumoxpom P450 enzumu

HaHHHTE OT in Vilro H in Vivo NpOYYBaHHUA [IOKA3BAT, Y€ PO3YBACTATHH HE € HHUTO MHXHOHTOP, HHTO
MHAYKTOp Ha UMTOXpoM P450 nzoeHsumure. B nonbiHeHHe, po3yBacTaTHH € cnab cybcerTpaT 3a Te3u
n30eH3UMH. CJieJOBaTENHO, IEKAPCTBEHH B3aUMOAEHCTBUSA, pe3ynTaTr oT nuroxpom P450-meaunpan
meTabonu3bM, He ce ouakBaT. He ca HabmopaBaHM KIMHHMYHO 3HAYUMH B3aHMMOJAEUCTBUS MEXAY

posyBacTtaTiH U ¢aykonazon (uaxudburop Ha CYP2C9 u CYP3A4), uim keTokoHa3on (HHXHOUTOp Ha
CYP2A6 u CYP3A4).

Tuxazpenop

Tuxarpenop Moxe 1a nosnuse Ha ObOpeyHaTa eKCKpelHus Ha pO3yBACTATHH, YBEAIHYaBaiKH pPUCKA OT
KyMyJIHpaHe Ha po3yBacTaTUH. BENpeKkd ye TOYHMAT MEXAHH3IBM He € U3BECTEH, B HAKOHW ClIyuyau
€IHOBPEMEHHOTO TMPHUI0KEHHE HA PO3YBACTATHH M THKArpenop BOAH A0 HaMaliaBaHe Ha OLbOpeudHara
QyHKUMA, noBHuasaHe Ha HUBOTO Ha CPK u pabaoMuonuaa.

Bzaumodeucmeus, koumo uszuckeam xopexyus Ha 0ozama Ha posyeacmamun (6xc. cvwo Tabruya 1)
Koraro e Heobxoaumo na ce npunara PosyBacraruH Buatpuc eqHOBPEMEHHO ¢ JPYrH JEeKApPCTBEHH
NPOAYKTH, 33 KOUTO € H3BECTHO, Y€ IMOBHMINABAT €KCIIO3ULIMATA Ha pO3yBaCTATHH, [O3HWTE Ha
PosysacratuH Buarpuc Tpabsa na ce xopurupar. 3anousa ce ¢ A03a Ha PosysacratuH Buarpuc ot
5 mg BeoHBXK AHEBHO, aKO O4YaKBaHOTO noBUuIeHHe HA exkcnoauumara (AUC) e npubamzurenHo
ABYKpaTHO WIM no-ronamo. MaxcumanHara AHeBHA jao3a Ha PozyeactatnH BuaTpuc Tpabsa na ce
KOpUrupa Taka, Y€ OYaKBaHATA €KCIIO3MUHUA Ha PO3YBACTATUH HAMA BEPOATHOCT Na HAJBHILUH Ta3H Ha
40 mg xHeBHa no3a PoszyBacraTuH Buatpuc, npuer 0e3 BlauMoaeHcTBally J€KapCTBEHU TIPOAYKTH,
Hanp. Ao3a oT 20 mg PosyeacraTtun Buatpuc ¢ reMm@ubposun (1,9 et nopuwenne) u go3a ot 10 mg
PosyeacTarul BuaTpuc ¢ kombunalus putoHaBup/atazaHasup (3,1 nsTH noBUILIECHAE).

Ako ce Habnonasa, ye nekapcTBeH npoaykT nosumasa AUC Ha po3yBacTaTHH M0-MAJIKO OT 2 MbTH,
HayanHaTa Ao3a He TpaOBa aa ce HamanaBa, HO TpaOBa 2aa ce MoAXoXaa ¢ BHHMaHHe, aKo A03aTa Ha
Po3ysactatun Buatpuc ce nosumiu Han 20 mg.

Tabauna 1. EQexr Ha eJHOBpEeMEHHO NPHJIATaHH JEKAPCTBEHHN NMPOAYKTH BbPXY €KCNO3HINATA
HA posyBactaTHH (AUC, B Ha3xoasuy pen) or nyOARKYBAHH KAHHHYHA H3NATBAHHA

ITosumaBane ha AUC Ha poiyBacTaATHH 2 MbTH HJIH NI0BEYE OT 2 TbTH

I030B pexHM HA B3AHMOAEHCTBAIIIOTO H030B peXKAM HAa IIpomana B AUC Ha
JIEKapCcTBO pO3YBACTATHH PO3YBACTATHH*
CodocOyBup/pennaracsup/soxcunanpesup | 10 mg eauHiuna aosa 7,4 neTH 1

(400 mg-100 mg-100 mg) +
Bokcuianpesup (100 mg) BegHBK JHEBHO

3a 15 nHU

[luxnocnopun 75 mg 1Ba NBTH HA AEH 10 10 mg BeaHBKAHEBHO,10 7,1 nbTH 1
200 mg nBa MbTH Ha AcH, 6 Mecela JHH

Haponyramua 600 mg 2 nsTH OHEBHO, 5 AHH 5 mg, ¢eAMHWYHA 1034 5,2 mpTH 1
Peropadenutd 160 mg, senusx n1HeRHo, 14 5 mg, eIMHUYHA 1034 3,8 mbTH 1
AHH

ATtazaHasup 300 mg/puronasup 100 mg 10 mg, eqHOKpaTHa J03a 3,1l nbTH 1

BCAHBAK NHCBHO, 8 IHH

Pokcaaycrat 200 mg npes nex 10 mg, eqHOKpaTHa 103a
Bennartacsup 100 mg BegHBXK JHEBHO 10 mg, enHokparHa no3a
OmMm6uTacsup 25 mg/napuranpesup 5 mg, enHOKpaTHA N03a

150 mg/putonasup 100 mg Beanwsxk
nHesro/nazabysup 400 mg 2 nbvTH AHeRHO, 14
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ITopumasane Ha AUC Ha po3yBacTaTHH 2 NbTH AJAH NoBeYe OT 2 NBTH

0308 pexuM HA B3AUMOACHCTBALIOTO

H030B pexuM Ha

IIpomana B AUC na

JIEKAPCTRO PO3YBACTATHH po3yBacTaTHH™
OHU

Tepudnynomun He e Hanuuna 2,50eTH 1
"'pazonpesup 200 mg/enbacsup 50 mg seansxk | 10 mg, enHokpaTHa no3a 2,3 0bTH 1
nHeBHO, 11 aHu

['nexanpesup 400 mg/nuﬁpemacsup 120 mg | 5 mg BenqHLK AHERHO, 7 qHU 2,2 neTH 1
BeJIHBXK JHEBHO, 7 JHU

Jlonunasup 400 mg/puronasup 100 mg asa 20 mg BeaHBXAHEBHO, 7 2,1 nktu 1
MbTH HA AeH, 17 nHu IHU

Kanmaruuub 400 mg asa mpTH Ha AeH 10 mg, enHokpaTHa n03a 2,1 meTH 1
Knonuporpen 300 mg naTtosapBaiia no3a, 20 mg, enHOKpaTHa 103a 2 bTH 1

noclheasaHa ot 75 mg Ha 24 yaca

MocramMaTyHnO 100 mg aBa mbTH Ha OeH 20 mg, eqHOKpaTHa 4034 2,0 ey 1
(Debykcocrar 120 mg BeAHBLK AHEBHO 10 mg egHOKpaTHa n03a 1,9 npTH 1
Tadamuauc 61 mg asa meTH AHeBHO Ha aeH 1 | 10 mg, enHoKpaTHa 1032 2,0 0pTH 1
1 2, NOCAEABAHO OT BEAHBK JHEBHO Ha JIeH 3

a0 9

I'empubposun 600 mg nBa nbTU Ha AeH, 7 auu | 80 mg, enHoKpaTHa J034 1,9 neTH 1

INlopumapane sa AUC Ha po3yBacTaTHH NO-MAaJIKO OT 2 NbTH

I[O.’SDB peAKHM HA B3AHMOAEHCTBAINOTO

Ho30B pexuM Ha

IIpomsina B AUC Ha

JIEKAPCTBO PO3yBACTATHH po3yBacTaTun®
EnTpomMbonar 75 mg BeAHBXK AHEBHO, 5 THU 10 mg, enHOKpaTHa n03a 1,6 neTH 1
Hapyuasup 600 mg/puronasup 100 mg npa 10 mg BeAHBKIHEBHO, 7 1,5 nbtH 1
MbTH HA ACH, 7 IHU IHU

Tunpanasup 500 mg/putonasup 200 mg asa 10 mg, enHokpaTHa J103a 1,4 mpTH 1
ITbTH Ha OeH, 1] aHH

Hponeaapon 400 mg ABa MbTH Ha A€H He e Hanuuen 1,4 nbTH 1

Hrpakonaszon 200 mg BeAHBX AHEBHO, 5 AHH

10 mg, eaHokpaTHa 1034

1,4 muTH T**

Ezetrumu® 10 mg seanbK AHEBHO, 14 nHH 10 mg BeAHBX IHEBHO, 1,2 mbT TH*
14 nHu
IMonnxasane Ha AUC Ha pozyBacTaTHH
0308 pe’kEM HA B3aHEMOAEHCTBAIIOTO 0308 pexxHM Ha IIpomsana B AUC na
JIEKAPCTBO PO3YBACTATHH PO3YBACTATHH™
EpurpoMuuux 500 mg yetupu nbTH Ha AeH, 7 | 80 mg, enHOKpaTHA 1034 20% |
AHH
baukanuu 50 mg Tpu NbTU Ha AeH, 14 qHH 20 mg, eHOKpaTHA 1034 47% |

* JlanHWTe, MOCOMEHH KATO X MBbTH NPOMAHA, RPEACTABAT [POCTO CHOTHOUIEHHE MEXAY EAHOB
MPIWIOKEHHE U NMPWIOKEHNE HA PO3YBACTATHH CaMOCTORTENHO. JJaHHUTE, NOCOYEHH KaTo % npencras

paslIuKa CIIpAMO CAMOCTOATENIHOTO NPWIOXKEHHE Ha PO3YBACTATHH.
[MosuiiaBaHeTo € NpeacTaBeHo kato “ T 7, noHnxKeHHero karo 1 ”,

** Hakonko npoyuBaHHA 3@ B3aHMOAEHCTBHE C& TMPOBEEHH C Pa3nMYHM AO3HPOBKH PO3YBACTa

npeacTapf Hali-3HaYMMOTO CBHOTHOLLIEHHE
AUC = nnow noJ KpHBaTa
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Crnennute NexapCTBEHH NpoAYKTH/KOMOMHALIMHY Ha OKa3BaT KIMHHYHO 3Ha4YMM edect Bppxy AUC Ha
pO3yBaCTHTHH IIpH €IHOBPEMEHHO NpuoxeHHe. Asnernurazap 0,3 mg npuiaokeHwe 3a 7 OHM,
®enodubpar 67 mg 7 nHM npunoxeHue TpH MbTH Ha aeH; Ouryxonason 200 mg 11 aHH npHiIoKeHHE
BeHBK AHeBHO; Dosamnpesup 700 mg/puronaBup 100 mg 8§ aHu npwioKeHHe ABA MBTH HA OEH;
Ketokonazon 200 mg 7 nHu npunokeHue ABa MbTH Ha feH; PudaMnun 450 mg 7 aHM NpUIokeHHe
BeAHBK AHeBHO, CunvmapHH 140 mg 5 nHH NpUioXKeHHe TPU TbTH Ha AEH.

EdexT Ha po3yBacTATHH BbPXY €IHOBPEMEHHO NPUNAaraHy JIEKAPCTBEHH NIPOAYKTH

Anmazonucmu na eumamiun K

[Tlonobno na apyru HMG-CoA penykrazuu uHXMOUTOPH, 3aNIOYBAHETO HA JIeYEHME C PO3YBaCTATHH
MAIH TUTPHPAaHETO 33 YBEJIMYEHUME HAa Jo3aTa MY NpPH NALUCHTH, MNpHEeMallld €IHOBPEMEHHO
aHTArOHKMCTH Ha BUTaMuH K (Hanp. BapdapMH WM APYrdH KYMapHWHOBH aHTHKOAryJIaHTH), MOXE Aa
AoBele A0 TMOBHIIEHME HA MEXIAYHApOAHOTO ROpMajM3MpaHO cboTHoweHue (International
Normalised Ratio, INR). IlpexscBaHeTo Ha jieueHHeTO HIH TUTPHPAHE 34 HaManfBaHe Ha A03aTa Ha
po3yBacTaTHH MoXe jJa noseae no HamaneHwe Ha INR. Ilpu nomobHu curyauuu ce npenopbusa
MOHHTOpHpaHe Ha INR.

Ilepopannu xonmpayenmueau/xopmonozamecmumenna mepanus (X37)

EXHOBpEeMEHHHAT TPHEM HAa PO3YBACTATHH H NMEpPOPANHM KOHTPALENTHBH, € JOBeN OO0 MOBHIIABa Ha
E€THHWI €eCTPaZHo/l H Hoprectpen, cbotBeTHO € 26 % u 34 %. Te3au NOBHILEHM IUT23MEHHU
KOHLEHTpaUMU TpsabBa Oa ce B3eMaT MOA BHMMaHWE, KOraTo ce Olpenaensd AO3MpOBKATA Ha
nepopaiHUTE KOHTpauenTued. HaMa HanuuHn ¢(papMakOKMHETHUYHM AAHHM 33 [MALHEHTH, KOHWTO
[IpUeMaT eJHOBpeMEHHO posyBactatiH ¥ X3T, nopaau koero noaobeH e(eKT He MOxe Aa Obhe
H3KItoYeH. Benpekd ToBa, TasH KOMOHHALHMA € WHPOKO MNpPHIAaraHa nNpH KEHH B KIHHUYHH
HanuTBaHu 4 € Ouna nobpe Tonepupana.

pyeu rexapcmeenu npooyxmu

Huzoxcun
B13 0cHOBa Ha JAHHHUTE OT cHeLUMPUYHU MPOYUBAHKS 32 JIEKAPCTBEHM B3aMMOAEHCTBHA, HE C€ OUaKBa

KIHHAYHO 3HAYHMO B3aMMOJEUCTBYHE C NUIOKCHH.

Dy3ucosa KuceruHa

He ca npoBexinanu MpoOy4yRaHHA 3a JIEKAPCTBEHU B3aMMOJEHCTBUA C PO3yBACTAaTHH M (y3uaOBa
KucenuHa. PHUCKBT OT MMoMartusA, BKIOYUTEAHO pabaOMHONIH33, MOXE /a Ce YBElIH4YH TpH
eqHOBpeMeHHa ynorpeba Ha (Gy3ua0Ba KHCEIMHA 32 CHCTEMHO NMPIIOKEHHE H CTATHHH. MeXaHU3MBT
Ha TORAa B3auUMozAeHcTBHE (PapMakOoJAMHAMHUYHO WIH (PAPMAKOKHMHETHYHO, WIH M JABETE) € BCEe Ole
HeusBecTeH. ViMa cboOlueHua 3a pabaoMuonusa (BKIHOUMTETHO HAKONKO ¢ ¢araneH M3Xod) npu
nalueHTH, NprHeMatiy Tasi KoMOHHALHA.

Ako Tepanusta ¢ dy3MaOBa KHCENMHa 33 CHCTEMHO NpPHIOXKeHHe e HeofxoauMma, JNEe4YeHHETO C
po3yBacraTuH TpsOBa Aa 6bAc MPEeKbCHATO MO BpEME HA NMEPHOJA HaA JieueHHe ¢ Qy3MAOBa KHCEIHHA
(pk. TOuKA 4.4).

[lenuaTpuyna nonynauus
[IpoyuBanus 3a B3aUMOJCHCTBUA Ca [MPOBEXIZaHM caMO 0Opd Bw3pacTHH. CTeneHTa Ha
B3aUMOACHCTBUATA B NNEAHATPHUYHATA NOMYyJ1aLUA He € U3BECTHA.

4.6 Depruanrter, OPpeMEHHOCT H KbPMEHe
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bpeMeHHOCT

Tt KaTO XORECTEPONBT M APYrd NPOAYKTH HAa XOJECTePONOBUA OUOCHHTES ¢ca BaXKHH 338 Pa3BHTHETO
Ha IU101a, NOTEHUHANHUAT pUCK oT nHxHOupane Ha HMG-CoA penykrasara e no-ronsm, B cpaBHEHHE
C moj3ara OT JEUEHUETO Mo BpeMe Ha OpemeHHOCT. M3cnenpaHuATa BBPXY XXHUBOTHM OCHTYpsBaT
OrpaHMYCHM NAHHH 3a PENPOAYKTUBHA TOKCHYHOCT (BxX. Touka 5.3). Ako nauueHTka 3abpemeHee Mo
BPEME Ha JICYEHHE ¢ TOBA JIEKapCTBO, NpUeMbT TpadBa na 6bae HezabaBHO rpeycTaHOBEH.

KbpMeHe

OrpanuueHd AaHHHU OT nyOAMKyBaHM JOK/IadM NOKa3BaT, Y€ PO3YBACTATHH MPUCHCTBA B UOBEILKATA
kbpMa. PosyBacTaTMH ce OTHENA B MJIAKOTO Ha ruibxoBe. Ilopagu MexaHW3Ma Ha AEHCTBHE Ha
PosysacTaTHH BHaTpHC, CBLIIECTBYBA IMOTCHUMAIEH PHCK OT HEXKEJIAHM DEAKLMH INMPH KbPMAUETO,
PoszyBactaTun BuarpHc € nNpoTHBONOKa3aH 110 BpeMe Ha KhPMEHE.

DepTUIHTET
HsMa H3BECTHH e(eKTH BbPXY (PEepTUNHTETA clieq yroTpebaTa Ha pO3yBaCcTATHH.

4.7 Edexktn Bbpxy cnocofnoctTa 3a modupate u padora ¢ MAalIHHH

He ca mnposexgaHd Impoy4yBaHHA 3a YCTAaHOBABAHE HA BIMAHHETO Ha PO3YBaCTaTHH BBPXY
cnocobHoCcTTa 32 WwodupaHe u pabota ¢ MamiuHK. Ho BB3 ocHOBa Ha HeroeuTe (apMaKOJIHHAMHYHH
CBOMCTBA, HE ¢€ O4YakKsa pO3YyBaCTaTHH Ja MNOBiMsAe HebnaronpusatHo Te3n cnocobHocTH. [Ipwm
uodupade unu padota ¢ MalIHHU TpAOBA Aa ce UMa NpeaBH, Y€ NMPUEMAHETO Ha IEKAPCTBOTO MOXKE
1a Nnpeau3BUKa 3aMagHOCT. |

4.8 Hexenann JIekapcTBeHH peaKkiUH
Hexxenanure nexapcTBeHH peakiiu, HabnoaasaHu npu ynorpebata Ha po3yBacTaTHH, OOKKHOBEHO ¢a
J€KH U npexoAHH. [1py KOHTpOnUpaHUuTe KIHHUYHKM M3NUTBaHUA Nod 4 % OT MallMeHTHTE, ICKYBAHHM C

pO3YyBACTATHH, Ca MPEKbCHAIHN JIEYCHHETO NOpaaH HEXENAHH peaKkiLMH.

TabnnueH CNUCHK HA HEKEJAHWTE PeaKLINH

basupana Ha JAHHH OT KJIMHHYHH MPOY4YBaHMA H OOULIMpEH NOCTMAapKETHMHIOB OIUT, ClEAHATa
tabnuua npeacrass npoduna Ha po3yBACTATUH MO OTHOLUEHHE HA HEXEJIAHH JIEKAPCTBEHH PEaKiuy.
Hexxenanute peakiiud, U30poeHU No-100y ca KiacH(ULIMPAHK MO YECTOTA U CHCTEMO-OpraHeH Kilac

(COK).

HecToTaTa Ha HEXenaHMTe peakuuH € chobpaseHa che cnegHara koHBeHuusa: Yectu (>1/100 no
<1/10); Heuectu (=1/1 000 no <1/100); Peaku (=1/10 000 no <1/1 000); Muoro peaxn (<1/10 000); C
HeH3BecTHA yecToTa (0T HAMTHYHHTE RAHHHW He MOxe Ia Obae HanmpaBeHa OLIeHKa).

Tabnuna 2. HexxeNaHH JIeKAPCTBEHH PeaKIHH 6a3HPAHH HA JAHHH OT KJANHHYHH NPOYYBAHHSA H
NOCTMAPKETHHIOB ONHT

Cucremo- HecTH HeuecTH Peaxu MHuoro peaku C
OpraHeH Knac | HEH3BECTHA
JecToTa
Hapywienus na TpoMbouuToneHns
KDbEMa u
auMpHama
cucmema
Hapywienus na | Peaxlid Ha CBPBX-
uUMyHHaMQ YYBCTBUTEHOCT,
cucmema BKIKOMHTETHO
aHrHOEIEM
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Cucremo- Yecrn Heuectn Peaxu MHoro peaku C
OpraHeH Knac HEH3BECTHA
4eCcTOTa
Hapywenus na 3axapeH
endokpurrama | nuabet’
cucmema
[Teuxuunu Henpecus
HApyuwieHuA
Hapywienus Ha [‘nasobonue, [Monunerpo- [lepudepna
HepaHama 3amaiiBaHe naThs, HEBpOMAaTHA,
cucmema 3aryba ua nametr | Hapyweuuns
HAa CbHA (BKJIL.
MHCOMHHA H
KOILIMAPH),
MuacteHus
[PaBHC
Hapywienua na O4na
ouume MUACTEHHA
Pecnupamopnu, Kamnuua,
2PbOHU U ucnres
MeOUACMUHANHU
| _HAPYULERUR
Cmomatuno- KoHCTH- [Tankpearur Huapus
YPEeBHU AL,
HAPYUWEHUA ["aneHe,
KopeMHa
bonka
Xenamo- [loBuilienn XbaTeHuua,
buruapru yepHoApoOHH Xenatur
Hapyuienua TPaHCAMHHA3H
Hapywenua na IIpypuryc, CUHIpOM Ha
Koxcama u Obpus, Stevens-
ROOKOdICHAMQ YpTHkapua Johnson,
MbKan JlekapcTBeHa
peaxKuus ¢
€03HHOPUITHSA
M CHCTEMHH
CHMITTOMH
(DRESS)
Hapyuwienusa na Mpuanrus Muonarus ApTpanrus Hmyo-
MYCKYHO- (BKJIHOY HUTETHO MEeaUHpaHa
cxenemHama MHO3UT), HEKPOTH3H-
cucmema u PabaoMuonusa, paia
CoeouHume- Jlynyc-nonobeH MHOMATHA,
HamMa myvKaH CHHAPOM, Hapywenus
PasxbcBane Ha Ha
MYCKYN CYXOXUIHATA
, IOHAKOTa
YCJIOKHEHH
OT pynTypa
Hapywenus na XeMaTypHus
bvbpeyume u
RUKOUHUME
nomuwa -
Hapywenusn na ["'HHekoMacTHA
@vINPOUIBO-
dumennama
cucmema u
_2ypoama
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Cheremo- HecTH Heuyectn Peakn Muoro peaxku C

opraHeH Knac HeH3BECTHA
4E€CTOTA

Obwyu AcCTeHus Enem

HapYueHus u

egpexmu Ha

MACMOmMo Ha

RPURONCEHUE

! YecroTara e 3aBHCH OT HATHUKHETO WIH OTCHCTBUETO HA PUCKOBM (axTopH (riOK03a Ha IJ1aaHO
> 5,6 mmol/l, uHaekc Ha TenecHa Maca > 30 kg/m®, NMOBMIIEHH CTOMHOCTH HA TPMIIMLEPHINTE,
AHAMHE3Aa 33 XUIIEPTOHHA).

Kakto npu npyrn HMG-CoA peaykrasHu MHXHOUTOPH, UeCcTOTaTA Ha HEXKEIAHHUTE JIEKADCTBEHHM
peakuMH 3aBUCH OT J03aTa Ha AEKAPCTBOTO.

Edextu Bbpxy 6n6penure

IIpy nauueHTH, NEKYBaHM ¢ pO3YyBacTAaTHH, € HaOMoAaBaHA NPOTEHMHYPHA, YCTAHOBEHA TIPH
H3C/ieIBAHE C TECT-ICHTUYKHU U KOATO € ¢ npeauMHo TyOyneH npousxon. B onpeneneH MOMEHTH OT
neyenneTo npH < 1 % ot naunenture Ha 10 mg u 20 mg, ¥ npu npudbnuzurenHo 3 % OT NaLMeHTHTE,
nexkysaHn ¢ 40 mg, ca HaGmonaBaHH TPOMEHH B M3CHEABAHMATA 33 MPOTEHH B ypWHaTa OT
OoTpHLIaTEeNeH pe3ynTaT uau cneaur ao++. HesHauuwTenHO OTKIOHEHHE, B IMOCOKA OT OTPHLIATENIEH
pe3yaTaT WM cieid kbM +, e HabmionasaHo npu no3a 20 mg. B noseuyero ciydad npoTerMHypHsTA
HaMasaBa MM M34e3Ba CIIOHTAHHO NPU NPOABIKUTENHO NeueHueTo. OT mperjena Ha JAaHHWUTE MpH
IJIMHUYHUTE M3ITUTBAHUA U MOCTMAPKETHHIOBUA OIUT, AO Cera He € yCTAHOBeHa MPHUYHHHA BpPb3Ka
MEXCTY NPOTEHHYPHUATA U OCTPO MM nporpecuBHo ObOpeuHo 3abonasane.

[Ipy naumeHTH, TEKYBaHHU ¢ pO3yBaCcTaTHH, € HAOMOAABAHA XEMATYPHA, KATO JAHHHUTE OT KIMHHYHHTE
U3NUTBAHMA COYAT, Ye YecToTara i € HUCKA.

EdexTH BppXY CKENeTHAaTa MYCKYIATYpa

EdekTH BBPXY CKenerHaTa MYCKyJarypa, Hamp. MHaArhHf, MHOMNATHA (BKJIIOUMHTENIHO MHO3HT) H,
paako, pabaomMuonuia, ca YCTAaHOBEHH MNPH MAUMEHTH JIEKYBaHHM ¢ pPO3YBACTATHH BBB BCHUKMH
TepaneBTHYHH 1034, 0c0oOeHO B J03M > 20 mg.

Jlozo3aBucuMo yBenuueHne Ha uupara Ha CK e HaOmopaBaHO npu NalMEHTH Ha pPO3YBACTATHH;
MOBEYETO OT CIyYauTe ca JieKH, aCUMNTOMATHYHH H npexoaHu. Axo Hupara Ha CK ce nosuwiar
(> 5xULN), neuyeHuero TpsaOBa aa ce npeycTaHOBH (BXK. TOUKaA 4.4).

EdexTH BppXY YepHHE Op0d

Kaktro npu apyrm HMG-CoA penyxrazHn HHXuOUTOpH, OO303aBUCHMO YBE/IHYEHHE Ha
TpaHcaMyHa3uTe € HabaionasaHo npu Manbk Opoit nauMeHTH HA pO3YBACTATHH; MO-rojiiMa 4act OT
CIy4YauTe ca JeKH, aCHMIITOMaTHYHHN H NPEXOHH.

CJ'IGI[HHTG HCXKC/MaHH PCAKIIMKM Cd JOKINaABaHH [MTPH HAKOH CTATHHH. CCKCYAJIHA ,LIHCCbYHKLIHH.

H3onupanu cny4ad Ha MHTEpCcTULHANHA OestogpobHa GosecT, 0cO0eHO NPH NPOOBLKHUTENHA Tepanus
(Bxk. Touka 4.4).

HoxnaasaHara dyectoTa Ha pabaoMHoNIU3a, cepuo3HH ObOpedyHH CHOUTHA M CepHO3HH UepHOAPOOHH
cbOMTHA (OCHOBHO BKIIOYBALLUK YBEIWYEHH 4YEpHOAPOOHM TpaHCaMHMHa3H), € MO-BUCOKA MNpH
no3upoBka oT 40 mg.

[leanaTpyyHa nonyaalus
IlopuimmaBaHe Ha kKpeaTWHKHHaszata > 10XULN W MYCKYJIHH CHMNTOMHM ciael

OBUIlIEHA (UIMYECKA AKTHBHOCT, ca HaOmiogaBaHH MO-4eCcTO B €OHO S52-c
H3NKTBAHE TMPH AECLIA U IOHOLLUW, B CPABHEHHE C BBLIPACTHUTE (BXK. TOYKa 4,
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npodunsT Ha 6e€30MacHOCT Ha PO3YBACTATHH € CXONAEH MNpH Jelia U IOHOIIM, B CPaBHEHHE C
Bb3PACTHHTE.

CrobuiapaHe Ha IOAO3UPAHH HEXENAHHW PeaKLIuK

CrofLiaBaHeTo Ha NMOJO3MPAHH HEXeNNaHU peakLH ciell paspellaBaHe 3a yniorpeba Ha JlekapcTBeHHS
MPOAYKT € BaxHO. TOBa NO3BOJABA Ja NMPOABDKH HAOIIONEHHETO HA CHOTHOLICHHMETO NMO3a/pPUCK 3a
JIeKAPCTBEHHUA MNpoaykKT. OT MeAMUMHCKHTE CHELMAaIMCTH Cc€ H3IMCKBA Ja CbholbllaBaT Beska
noAo3HpaHa HexeNaHa peakilda Yype3 HallkOHaJIHa CHCTeMa 33 choblnaBaHe:

HManbvnuurenHa arenuua no gexapcrsa (MAJI)
yn. JaMan I'pyes Ne 8

1303, rp. Codus

P. bearapus

Ten.: +359 2 8903 417

Qaxc: +359 2 8903 434

e-mail: bda@bda.bg

yebOcaiiT: www.bda.bg

4.9 Iipeaozspane

Hama cneuugpuryHo neueHHe B cnydyaid Ha npenosupase. [Ipu npeposupane, nanueHTsT TpabBa aa ce
JeKyBa CUMITTOMATHMHO H [la ¢€ 3amouHaT NOAAbpKAlM MEPKH criopel Hy)Kmarta. UYepHoapoOHaTa
dyuxuna 1 Hupara Ha CK tpabea na ce cnenst. Manko e BepoaTHO XeMoauanH3ara aa 0s1e oT noJsa.

5. ©OAPMAKOJOIMMYHU CBOHCTBA

5.1 @apMakoIsHAMHYHH CBOHCTBA

dapMmakoTepanesTHuHa rpyna: Jlekapcrsa, perynupawo aunuaute, HMG-CoA-penyKTa3HH

HHXUOUTOPH
ATC kom: C10AAOD7

MexaHH3BM Ha AeHCTBHE

PosyBacTaTHH € CENEKTHBEH M KOHKYpeHTeH uHxuOuTop Ha HMG-CoA penykraszarta, cKopocT-
OrpaHHYaBalLMAT €H3HM, KOHTO MPEeBpbIlta 3-XHAPOKCH-3-METUNIyTapHl KOEH3MM A B MEBAJIOHAT,
npekypcop Ha xonectepona. OCHOBHOTO MACTO Ha AEHCTBME Ha pO3YBACTATHUH € udepHus Apod,
OpraHbT, B KOITO C¢ M3BbPIIBA HAMAIABAHE HUBOTO Ha X0JIECTEPON.

Po3yBacratuH ypenuuansa Opos Ha uwepHoapoOHUTe LDL peuenTtopH BBHpXYy KieTb4yHAaTa NMOBBLPXHOCT,
KATO 3aCWIBa oeMaHeTo U karabonusma Ha LDL v uuxubupa yepHoapobHata cuHTesa Ha VLDL. [lo

TO3W Ha4YHMH, po3yBacTaTHH HaMaliaea obuua 6poit Ha VLDL u LDL gacTuum.

DapmakoauHaMU4HK ePeKTH

PosypacTatiH Hamansaea nosuiieHus LDL-xonectepos, oblug XoaecTepon U TPUITIHLIEPHAUTE, U
nosuiasa HDL-xonecrepona. Tol cbino nmoHwxkasa ApoB, non-HDL-C, VLDL-C, VLDL-TG u
yeenuuaBa ApoA-I (px. tabauua 3). PosyBactaTH noOHWkKaea U cboTHoweHHAaTa LDL-C/HDL-C,

o6 C/HDL-C u non-HDL-C/HDL-C, u ApoB/ApoA-L

Tabnuua 3. OrroBop Ha J03aTa NpU MaLMEHTH C MbpPBHYHA Xunepxoiecrepoiemus (Tufr [hasinliE
(kopurupaH cpecH NPOLEHT Ha MPOMAHA OT H3XOAHOTO HHUBO)
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—,[l;;a N LDL-C HDL-C TG Ll_wn-HDL-C ApoB ApoA-]
[Inaueto 1 -7 3 .-3 -7 ) - 0 o
5 4

10 4

20 s

40 0 o

TepanesTHueH edexT ce noctura 00 1 ceamuua OT HaYaNOTO HA TepanuATa U 90 % OoT MakcHManHus
OTTOBOP C€ nocTura a0 2 cegMuuy. MakcumaneH oTroBop 0OMKHOBEHO €€ NOCTHra KbM 4-Ta ceiMuLIa
M C€ NOoAabpXKa ClIel TOBA.

KnunuuHa eduxacHocT M 6€30MacHOCT

PosyBactatuH ¢ epeKTHBEH NpPH Bb3PACTHH XOpa, CTPaJallld OT XHUNEPXOIECTEPOIEMH, ChC WK Oe3
XHNEPTPUTITHUCPHACMHA, HE3aBUCMMO OT pacoBa MNPUHALNEKHOCT, NOJ WIW BB3PacT, U fpH
CIieUMaIHY MPYIH KaTo AMabeTHLM MM NALMEHTH ¢ aMUITHA XHITEPXONECTEPOIEMHA.

O606wennTe 1aHan oT Pa3za Il Ha KITHHHYHHTE H3NKTBAHKUA MTOKA3BAT, e PO3YBACTATHH € epeKTUBEH
Npy NeyeHUe Ha ronsaMma yact ot nauuenture ¢ Tin Ila u IIb xunepxonecreponemus (cpeaHa U3xXoaHa
croitHocT Ha LDL-C okono 4,8 mmol/1), cnopen onpenenenure or EBponeiickoTo apyxecTtBo mo
atepockiepoda npuuenHu croiHocTH (EAS; 1998). Oxkono 80 % or naumenture Ha 10 mg ca
nocturtain EAS npuuennu crofinoctn Ha LDL-C (< 3 mmol/]).

B eano MamaOHO npoyuBaHe ¢ (opcUpaHO TUTPUpaHe Ha A03ata, 435 MaUMEeHTH ¢ XETEpO3UroTHA
(daMUnHA XMUIEpXoJiecTeponeMHs ca JleKyBaHW ¢ posyBactatHH OT 20mg no 80 mg. Beuuxkmu
AO3UPOBKH IMOKA3BaT MOMOKUTENEH e(eKT BbPXY JIMMUAHUTE MOKA3aTe/IM H 3a NOCTHUIraHe Ha LieJIMTe
Ha nedyeHneTo. Cnea ngocTuraHe Ha aHepHa ao3a ot 40 mg (12-ceamuyno nevenue), LDL-C HaManspa
¢ 53 %. 33 % ot naunMeHTUTe KOcTHraT croHocTHTe Ha LDL-C cnopen EAS (< 3 mmol/]).

B enno oTBOpeHoO npoyuBaHe, ¢ GOpcHpaHO TUTPHUpaHE Ha A03aTa npH 42 mauveHTH (BIIIOYHTENHO 8
neaguaTpUYHH MALUMEHTH) ¢ XOMO3UIroTHa JaMITHA XMIIEPXONECTepOSIeMHs, ¢a OLIEHEHU Pe3yNTaTHTE
ot npueMane Ha 20 — 40 mg po3ysactatHH. B obiuara nonynauusa cpeaHoTo noHmwkeHue Ha LDL-C e

22 %.

[lp KIMHUYHHM [OPOYHBAHMA ¢ OrpaHvueH Opoil nauMeHTH, pO3YBAaCcTaTHH [10Ka3Ba aJWMTHUBHA
e(UKACHOCT MpPH HAMANABAHE HA TPUINMUEPHUANTE, KOraTo € npueman B KoMOMHauus ¢ deHodubpar u
yBeandeHne Ha HuBaTa Ha HDL-C, koraro e npuemMad B KoMOHUHaIMga ¢ HHaUMH (BK. Touka 4.4).

B eano MHOTOLUEHTPORO, ABOHHO CiiAno, mnauebo-koHTpoiupaHo kKIHHHYHO npoyuBaHe (METEOR),
984 nauueHTH, Ha BB3IpACT MexXay 45 u 70 roauHH, ¢ HUCBK pPHCK 3a HexeMHuHA 60s1eCT Ha CBpPLETO
(nednHMpaHo karo Framingham puck < 10 % 3a 10 r.), cxe cpenen LDL-C 4,0 mmol/1 (154,5 mg/dl),
HO ¢he CyOKIHHMYMHA aTepockiiepo3a (ycTaHOBeHa upe3 H3MepBaHe Ha aebenuMHaTa Ha KapoTHIHATA
uHtuma ™Meaus (Carotid Intima Media Thickness, CIMT)), ca panaommsupanun Ha 40 mg
pO3yBacTaTHH BEAHBXK [AHEBHO wiM mnauebo 3a 2 roawHd. PosyBactaTHH 3HauMTenHo 3adaBs
nporpecusta Ha MakcumanHata CIMT nHa 12-te MecTa Ha KapOTHOHWTE apTEPHH B CPABHEHHE C
mnaue6o ¢ -0,0145 mm/roauna (95% CI -0,0196, -0,0093; p<0,0001). {IpomaraTa cnipAMO H3XOAHUTE
CTOHHOCTH 3a rpynata Ha posyeacTathH € -0,0014 mm/roauna (-0,12 %/roanHa (HeCUrHHDHKAHTHO)),
B cpaBHeHHeE ¢ rutauedo rpynara ¢ nporpecus ot +0,0131 mm/roamna (1,12%/roguna (p<0,0001)). He
€ NEMOHCTpPHpaHa AWpPEKTHA kopenauus Mexay noHwkeHuero Ha CIMT W HaManeHMs pUCK OT
ChpaeyHO-CbAOBH cbOMTUA. [Tonynaumara B npoyusaHeTo METEOR e ¢ HHCBK pHCK =ME
Oonect Ha CHPUETO M HE € MPEACTABMTENHA 3a TapreTHATa MNONyJalHs Ha po3y gﬂ} i erg;f,
Hosupoekata ot 40 mg Tpabsa 1a ce npeAnMcBa caMo NPH NALMEeHTH ¢ TeXKa XHNepXQitecTopngem
NPY BUCOK CHPREUYHO-CHAOB PUCK (Bx. TOUKa 4.2). A
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B npoyusarero JUPITER (the Justification for the Use of Statins in Primary Prevention: An
Intervention Trial Evaluating Rosuvastatin) uscnensa egexkra Ha po3yBAaCTaTHH BBPXY MOABATA Ha
rojieMy aTepOCKIEPOTHYHH ChPACHHO-CbA0BH chOMTHA nipH 17 802 mbike (Ha Bu3pacT > 50 roguHH) U
eHH (Ha Bb3pact = 60 rogunm).

Y4acTHHLUMTE B MPOYHBAHETO ¢a paHAOMU3MpaHH Ha rulatebo (n=8 901) unu posysacratuH 20 mg
BeAHBXK AHEBHO (n=8 901) 1 ca npocneneru 3a cpeneH nepuos ot 2 rOAMHH.

Konuenrtpauusara Ha LDL-xonecrepona e noHmkena ¢ 45 % (p<0,001) B rpynara Ha po3yBacTaTHH B
CpaBHEHHUE ¢ Iuauedo rpynara.

[Ipu post-hoc ananu3z Ha BHUCOKO-PHCKOBA rpyna OT Auua ¢ Oazuced puck mo Framingham > 20 %
(1 558 nuua), iMa 3HAYNTENHO HaMalleHHe B KOMOHHHpaHaTa KpakHa el OT ChbpAEYHO-ChI0BA CMBPT,
HHCYNT W MuokapaeH HWH¢apkr (p=0,028) npu JsedeHune c po3yBacTaTMH, crnpaAMo Iutalebo.
ABGCOmMOTHOTO HaMaNeHHe Ha pHCKa 3a decToTaTa Ha c¢wburusara 3a 1 000 naumeHTo-roaunu e 8,8.
Ob1aTa CMBPTHOCT € HenpoOMeHeHa B Tazu Bucokopuckosa rpyna (p=0,193). IIpu post-hoc aHanus Ha
BUCOKOpHCKOBA moarpyna ot nauua (9302 nuua obmo), ¢ usxomeH SCORE puck >5%
(excTpanonupaH Aa BKIIOMM NMuUa Haa 65-roauiliHa BB3PACT), MMA 3HAYMTENIHO HaMAaJeHHE B
KOMOMHHMpaHaTa kpaiHa LS OT ChpAeYHO-CHAOBA CMBPT, HHCYIAT U MuokapaeH uHgapxt (p=0,0003)
MPH JICYEHHETO C PO3YBACTATHH CIPAMO Mu1auebo. AGCONIOTHOTO HaMaleHHe Ha PUCKA 33 YECTOTaTa
Ha ceOuruaTa € 5,1 3a 1 000 nauuenro-roguHu. O611aTa CMBPTHOCT € HEMPOMEHEHA B Ta3H BHCOKO-
puckosa rpyna (p=0,076).

B npoyusanero JUPITER, 6,6 % oT nuuaTa, npyeMaily po3yBacratii i 6,2 % ot nvuara Ha nnane6o
ca TIpEKpPaTWIH MPHEMA HA HM3CJICABAHOTO JIEKAPCTBO nopaan HexenaHo curbutHe. Hafi-uecture
HeXENaHu CbOMTHA, KOUTO Ca JOBEMM [0 IMpeKpaTABaHe Ha JneveHuero ca: muanrua (0,3 %
posysacratu, 0,2 % maauebo), kopemua 6onka (0,03 % posysactatun, 0,02 % nnauebo) v oOpuB
(0,02 % poaysacTtatuH, 0,03 % nnauebo). Hai-yecTuTe HeXKenaHH CHOMTHA ¢ YECTOTA MO-TONAMa UK
paBHa Ha uanedo ca undexuun Ha nukounure nbTHma (8,7 % posyeactatHH, 8,6 % nnaue6o),
Hazodapuurat (7,6 % posyeacrarun, 7,2 % nnauebo), 6onka B repba (7,6 % posyBactaTHH, 6,9 %
rauebo) u muanrua (7,6 % poayeacratus, 6,6 % nnauebo).

[lenvaTpyuHa nomynauHs

B eaHo aBoiiHO ¢aAmno, paHAOMHM3UpPaHO, MHOTOUEHTPOBO, ILU1aLebo-KOHTpONnUpaHo, 12-ceaMHuHO
npoyueane (n=176, 97 momuera u 79 momuuera), nocneasano or 40-ceaMu4Ha, OTKpUTa (aza ¢
THTpUpaAHE Ha 03aTa Ha po3yBacTtaTHH (n=173, 96 mMomueTa H 77 MoMHueTa), NMALIMEHTH HAa Bb3PACT
10 npo 17 roauun (craguit II-V no TaHep, Momu4yera none 1 roauHa cnex Ha4anoTo Ha
MEHCTPYaLHATA) C XETEPO3IUrOTHA (JaMWIHA XHMEPXOJIeCTEPONEMHUS, NOIYyYaBaT po3yBacTaTUH 5 mg,
10 mg wnu 20 mg uny nnayedo AHeBHO 3a 12 ceaMULM, a criea TOBA BCHYKM NOMIYHaBaT pO3YBAaCTATHH
aHeBHO 3a 40 ceamuuu. B Hayanoro Ha npoyuBaHero npubnusurenHo 30 % ot nauHeHTHUTE ca Ha
su3pacT 10 a0 13 roaunu u npudnuzurento 17 %, 18 %, 40 % u 25 % ca cvotBeTHO B craawmii I, 111,
IV 1 V no Tanep.

LDL-C ce nonmwkaa 38,3 %, 44,6 % u 50,0 % ¢ posyeacratvH S mg, 10 mg u 20 mg, CbOTBETHO, B
cpaBHeHHe ¢ 0,7 % 3a nnauebo.

B kpas Ha 40-cenmMuyvHaTa oTkputa daza ¢ TUTpHpaHE OO MpHUileNHa CTOWHOCT, ¢ A03UpaHe 10
MakcuMyM 20 mg seaHbx auesHo, 70 or 173 naumentun (40,5 %) ca nocrurHanu npuuenHara
¢ro#inocT 3a LDL-C ot no-manko ot 2,8 mmol/1.

Cnen 52 cenMuilM Ha H3CNENBAHOTO JieyeHMe HE € YCTAaHOBEH HUKaKbB e(eKT Bb
ternoro, BMI unu nonoeoro cw3psapaHe (BK. Touka 4.4). Topa KIHHHMYHO U3IHKTBA
NpeIHAZHAYCHO 34 CPABHABAHE HA PEAKM HEXEIaHU NEKAPCTBEHU peakLMH.
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17 roguun (88 Momuera ¥ 110 Mommuuera, craanit o Tanep < II-V). HauanHata mo3a npH BCHUYKH
NnayMeHTH € 5 Mg po3yBaCTATHH BEAHEBXK AHEBHO. IIpu nauueHTHTE Ha BB3pacT OT 6 M0 9 roauHH
(n=04) nosara MOXXe Aa c€ TUTPHpa A0 MakcHMaiHa Ko3a 10 mg BeaAHBX OHEBHO, a MpH NaLHEHTH Ha
Bp3pact ot 10 a0 17 roannn (n=134) go makcumansa noza 20 mg BeIHLXK JHEBHO.

Cnen 24 mecena Ha JedyeHMe ¢ po3yBacTaTHH, LS Ha cpelHua npoueHT Ha HamaneHwe Ha LDL-C
CIpPAMO H3XOAHATa cToiHOCT € -43 % (M3xoaHo HUBO: 236 mg/dl, Ha Meceu 24: 133 mg/dl). 3a Bcaka
Bb3pacToBa rpyna, LS Ha cpeanns npoueHT Ha HaManeHue Ha LDL-C cnpaMo H3X0QHUTE CTOHHOCTH
¢ -43 % (u3xomHo HUBO: 234 mg/dl, Ha Meceu 24: 124 mg/dl), -45 % (u3xoaHo HuBO: 234 mg/dl, Ha
Mecel 24: 124 mg/dl) u -35 % (u3xonHo Hueo: 241 mg/dl, Ha meceu 24: 153 mg/dl) b8 BB3pacTOBUTE
rpynu 6 go < 10, 10 no < 14 u 14 go < 18, cnoTBETHO.

PosyBactaTH 5 mg, 10 mg ¥ 20 mg AOCTUraT ChlUO CTATHCTHYECKH 3HAMMMH CPEAHH INPOMEHH
CHpAMO U3XOAHO HHBO 3a CJIEAHUTE BTOPHYHM MOKA3aTe/ld Ha TMNUAMTe H nonporendute: HDL-C,
non-HDL-C, LDL-C/HDL-C, TC/HDL-C, TG/HDL-C, non-HDL C/HDL-C, ApoB, ApoB/ApoA-I.
Bcsxa oT Te3d NPOMEHH € B [10COKa HAa noAoOpeH TUMUAEH OTrOBOP M € MOAABPXKA B NPOAb/DKEHHE
Ha 2 FOJAUHH.

He ce ycraHoBABa edekT BbpXY pacrexa, rerstoro, MTM unu nosioroTo ch3psapaHe cief 24 Mecella Ha
nevyeHue (BK. Touka 4.4).

PosyBactatTMH € nNpOy4YyeH B PpaHIOMH3HPaHO, [JBOMHO cnAno, mnnauedo-KOHTPONUPAHO,
MHOTOLUEHTPOBO, KPBCTOCAHO Npoy4dBaHe ¢ Ao3a 20 mg BeaHBXK AHEBHO, cnpsMo maauebo npu 14
Aeua ¥ IOHOWH (Ha BB3pacT oT 6 0o 17 roanWHH) ¢ XOMO3WroTHa PaMUIHA XHMEPXONECTEPOIEMHS.
ITIpoyuBaneTO BKIIOYBA aKTUBHA 4-CeAMHYHA HAuanHa ¢a3a Ha JUETa, 1O BPEME Ha KOATO MallHeHTHUTE
ca NeKyBaHHU c po3yBactaTHH 10 mg, eaHa kpbcrocaHa ¢a3a, KOATO BKIKOUYBA NMEPHOHA OT H-CeAMHYHO
nedyeHue ¢ po3yBacraTuH 20 mg, npealnecTsaHa WIM NOCIeABaHa OT 6-CeAMHUHO JieueHHe ¢ nnauebo
¥ noaasprkamiata 12-cenMuuna dasa, mpe3 KOATO BCHMKHM MALMEHTH €3 JICKYBaHHM C pO3YBacTaTHH
20 mg. IlauMeHTHTE, KOUTO ce BKJIIOYBAT B MPOYUBAHETO HA Tepanua ¢ e€3¢THMHO Unu adepesa,
NpoABb/DKABAT JICUEHHUETO CH MPe3 LieNna Mepuo Ha Mpoy4BaHeTo.

Cratncriyeckn curHupukadntHo (p=0,005) namaneuue Ha LDL-C (22,3 %, 85,4mg/dl wau
2,2 mmol/l) ce Habmopasa cneny 6 ceaMulM Ha JedeHHe ¢ po3yBacTaTHH 20 mg, B cpaBHEHHE ¢
mnauebo. Habnropasanu ca craTUCTHYeCKM 3HAYMMMHM HaManeHus Ha obuwua xonecrepon (20,1 %,
p=0.003), non-HDL-C (22,9 %, p=0,003) u ApoB (17,1 %, p=0,024). Hamaneuue cnmo ce
Habmopasa Ha TG, LDL-C/HDL-C, o6 C/HDL-C, non-HDL-C/HDL-C u ApoB/ApoA-1 caen 6
ceIMHLM Ha nedeHue ¢ posdyeacrarud 20 mg, B cpaBHeHMe ¢ miauedo. Hamanenuero Ha LDL-C caen
6 ceAMHIIM Ha JieueHue ¢ po3yBacTtaTHH 20 mg, cnen 6 ceAMMUHM Ha AeueHHe ¢ tuauebo, ce 3anasea B
pPaMKHTE Ha 12-CeAMHUYHO HENPEeKbCHATO AeYeHHe. EAHH NaLMEHT € MMaJ No-HaTaThIIHO NOHIKABAHE
Ha LDL-C (8,0%), O6w-C (6,7%) u ne-HDL-C (7,4%) cnen 6 ceamuuHo neyeHue ¢ 40 mg cien
MOBMIIIABAHE Ha A03AaTA.

[TIo BpeMe Ha pa3lHpeHO OTBOPEHO NMpOoydBaHe, nNp¥ 9 OT Te3u naumeHTH Ha 20 mg po3yBacTaTUH 3a
He noseue oT 90 ceamuum, HamangsaHeTo Ha LDL-C ce 3ana3Ba B pamkuTe Ha -12,1% no -21,3%.

[Ipn 7-Te oueHABaHW JeLa M FOHOWM (HAa BbL3pacT OT 8 no 17 roaguHM) ¢ XOMO3UroTHA (PaMHITHA
XKHMEPXOJIECTEPONAEMHA OT OTBOPEHOTO TMpOoYyuBaHe ¢ (OpPCHUpaHO TUTpHpaHe (BX. T10-rope),
npoueHTHoTo noHmwkeHne Ha LDL-C (21,0 %), obmi C (19,2% ) m non-HDL-C (21,0 %) ot
H3XOOHOTO HHUBO, ¢jied 6 ceaMHLM Ha JIeYeHHME ¢ poayBacTatHH 20 mg, € B ChOTBETCTBHE C Te3y,
HaO/iogaBaHH B MOCOMEHOTO MO-rOpe NpoyuBaHe MpH Jella M IOHOWM ¢ XOMO3UroTHa ¢aMHiIHa
XHIIEPXOJIeCTEPOIEMMUS.

EmponefickaTa areHUMA MO jleKapcTBaTa OTAara 3aJb/DKEHHETO 3a NpefocTapfiHe H
MPOYYBAHHUATA C peEPEHTHHA IEKAPCTBEH MPOAYKT, ChABPKALY pO3YBACTATHH NP
Ha IeJHaTpUYHATA MONyJalkd 3a JieYeHHEe Ha XOMO3HUroTHa (aMHUIHA XM
NMbPBUYHO KOMOMHMpaHa (CMeceHa) AMCIMMHAEMHA H 3a NpoduUAaKTHKA Ha
cbOuTHA (BK. TouKa 4.2 33 HHPOpPMaIIK OTHOCHO ynorpeda B neguaTpuATa).
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5.2 @apMaKOKHHETHUYHH CBOICTBA

Abcopbuus
MakcuManHy fU1a3MeHH KOHUCHTPALUHH Ha PO3YBAaCTaTHH ce AOCTHraT OKOJIO 5 yaca cied NnepopanHo

npueMane. AGcomoTrHara OMoHanu4uHOCT € npubansurenqo 20 %.

Pasnpenenenue

Po3yBacTaTHH ce noeMa OCHOBHO OT uepHus ApoO, KOHTO € OCHOBHOTO MSCTO HAa CHHTE3aTa Ha
xonecrepona ¥ otaenaHe Ha LDL-C, Ob6eMbT Ha pasnpeneneHue Ha po3yBacTaTHH € okono 134 1.
Po3aysactaTuH e cBbp3aH okono 90 % ¢ nnasMeHuTe NpoTeuHy, NpeauMHO anbyMHHa.

buoTtpaHcdopmManns

MeTtabonu3MbT Ha po3yBacTaTHH e orpaHudeH (okono 10 % ). In vitro npoyupanus Ha Metabosin3ma ¢
H3MO/3BAHE HA YOBELIKH XEMATOLMTH [OKA3BAT, Y€ pO3yBaCTaTHH € ciaab cybcTpar 3a LIMTOXPOM
P450-06ycrnoseHns metabonuzbM. CYP2CO e OCHOBHUAT HW30€H3UM, KOMTO y4yacTBa B MeTabonn3Ma
Ha posyBactaTvH, aokato 2C19, 3A4 u 2D6 yuactsar B no-Manka creneH. OCHOBHHTE YCTAHOBEHH
MmeTtabonutu ca N- necmetun U naktoH. N-gecMmern e okono 50 % nmo-Manko akTHBEH B CpaBHEHHE C
pO3yBacTaTUH, AOKATO JIAKTOH C€ CUMTA 3a KIMHUYHO HeaKTHBeH. Po3yBacTarTuH onpegens nopeue or
90 % ot akTBHOCTTa Ha uMpKynupawms HMG-CoA penykrazeH HHXHOUTOP.

EnuMuHupane

[Tpubnusurenso 90 % oT po3ysacTaTHH ¢€ €THMHHHPA KATO HEMIPOMEHEHO JIEKApCTBO ¢ (DeKaJIHHUTE
(abcopbupaHo n HeabcopbupaHo JiekapCcTBEHO BEILIECTBO), KATO OCTAHANATa HacT Ce eKCKpeTHpa C
yprHara. Okono 5 % ce ekckperHpa HENMPOMEHEH B ypHHarta. IlnazMeHMAT monyxuBoT € oxonao 19
yaca. [lnasMeHHAT MONYKUBOT He c€ yBENH4YABA C YBE/IMYaBaHe Ha A03aTa. | eOMeTpUUHMAT CpeleH
Mjia3sMeH KNMpeHC € okono 50 nurpa/uac (koeduuuent na Bapuabunnoct 21,7 %). Kakro npu apyru
HMG-CoA peaykrazHd UHXHOMTOPH 4YepHOAPOOHOTO TMOeMaHe Ha pO3YRACTATHH BKIIOUBA
meMBpanuug npeHocuren OATP-C. Toau npeHocuTen € BaxKeH 3a 4€pHOAPOOHOTO eIMMHHHUpAHE HA
pO3yBaCTATHH.

JInuefinocT/HeMTMHEHHOCT
CucTeMHaTa €KCMO3HLUMSA Ha PO3YBACTATHH CE€ YBE/IM4YaBa NPONOPLMOHAJIHO Ha MpPUEMAaHATa J03a.
Hsma npoMaHa BbB papMakOKHMHETHHHHTE NapaMeTpH NMPU MHOFOKPaTHO JHEBHO JO3HpaHE.

Cneuvduunn nonviaaluyu

Bw3pacm u non

Bb3pacTTa UK NOTBT HAMAT KNWHUYHO 3HAYUM eeKT BBPXY (PapMakOKMHETHKATA Ha pO3YBacTaTHH
NpH  BB3PACTHY. ExcrozuumsTa npu Jeua H  OHOWIM ¢ XETepO3MrorHa  ¢amMuiHa
XHIIEPXONECTEPONIEMUA U3ITIEXKAa CpaBHHMA Ha WAM [MO-HUCKA OT TasH IMPH BB3PACTHH MALMEHTH ¢
aucnunuaemus (BX. ,,Jleanarpuuna nonynauua” no-goay).

Paca

DapMaKOKMHETHUHHTE TMpOYYBAHHUA [TOKA3BaT, 4e€ NPH UHAMBHIM OT a3Marckara paca (ANOHLH,
KUTaiLM, QWIKMNHHIY, BHeTHAMUM M Kopeluu) ce HabmogaBa MpUOIMINTENHO IOBYKpPaTHO
nosuwaBade Ha MeauMaHata Ha AUC U Cyax, B CpaBHEHHME ¢ HHAMBUIM OT €BponeraHara paca. Ilpu
uHauiuM e Hanuue mnoBuiiaBaHe Ha AUC M Cy ¢ oxono 1,3 nmetd. Ilonynaunonen
(papMaKOKHHETHYEH &HaIM3 MOKa3dBa, Y€ MEXAY HUHAWBMAMTE OT EBpPONEHAHATa U OT Herpo-
aBCTpa/IOHIHA paca HAMA KIIMHHYHO 3HAYUMH Pa3IU4HA.

bvbpeuno yepescoane
B enHo npoyuBaHe npy naluMeHTH ¢ pa3juyda crencH Ha 0bOpeuHo yBpexzane,
610peuno 3abonapaHe He € NOBAMANO fU1a3MeHaTa KOHLIGHTpALMA Ha po3yBac Haperg
N-gecmerun merabonut. [Maumentu ¢ texko yspexaare (CrCl <30 ml/min) gatim qﬁu xpﬁkpa'r_
YBEIMYECHUE Ha IJIA3MEHATA KOHLEHTPALMA M JACBETKPATHO YBEMHUYCHUE fﬁle{mpauwi sHa “N-
gecMeTHn MerabonuTa B CpaBHeHME CBu¢ 3aApaBu  godpoeoauu. PaeH Mek

2 NS




KOHLIEHTPALHX HA PO3yBACTATHH MNPH NAallMEHTH Ha XeMoaHanu3a ca npubnuzurento 50 % no-eMCoOKH
B CpaBHEHHUE ChC 3ApaBH A0OpOBOIILIK.

teproopobro yepeaicoaie

B eaHo npoy4BaHe Mpd MALMEHTH C pa3liMyHA CTENEeH Ha 4epHOAPOOHO YBpexxnaHe He ca OHIH
YCTAHOBEHH JaHHHM 3a NOBULUCHA €KCTIO3WLMA HA pO3YBACTATHH NpPH nauueHTH ¢ pesyarat no Child-
Pugh ot 7 nnu no-uncek. Ho npu apama naupentu ¢ pesynrar no Child-Pugh ot 8 u 9 cucremuara
excno3uLua € 6wia yBenuueHa Hal-ManKo JBa MbTH B CpaBHEHUE ¢ MALHEHTH C MO-HHCBK Pe3yNTaT
no Child-Pugh. Hama onut npu nauuenTu ¢ pesyarar no Child-Pugh Hag 9.

I'enemuuen norumopgusem

Hucnosnumara Ha HMG-CoA peaykrazHUTE HHXUOUTOPH, BKIIIOUHTEHO PO3YBAaCTaTHH, BK/IIOYBA
TpaHcnoptrepHnuTe nporeMHn OATPLIB1 w BCRP. Ilpy naumeHTM ¢ reHeTHdeH NomuMOpPH3IBLM Ha
SLCO1B1 (OATP1B1) wunu ABCG2 (BCRP) uMa puck OT NOBHMIIABaHE HA €KCMO3MLHUATA Ha
posysacTtaTiH. Muausuayanen nonumopdpussm Ha SLCOIB] ¢.521CC u ABCG2 ¢.421AA e cBbp3aH
¢ no-eucoka excnosunua {(AUC) Ha posysactaru B ¢paBHeHue ¢ reHothnosere SLCOIBI ¢.521TT
nin ABCG2 ¢.421CC. Tosu cneundnyueH reHOTHN HE € YCTAHOBEH B KIIMHHYHATA MPaKTHKA, HO NpH
MaLMEHTH, 32 KOUTO € W3BECTHO, Y€ MMaT TAKMBA BHAOBE NOJMMOP(DHU3IMH, CE NMPENOpHHBa [0-HHCKA
JIHEBHA 7034 PO3yBACTATHH.

[leguaTprUyHa NOMYNRALIMS
JIBe (hapMaKOKHHETUYHW NPOY4YBAHHWA ¢ PO3yBaCTaTHH (npuiaraH noj ¢opmara Ha TabneTkH) npu

NeAHaTPHUYHA NALHECHTH C XeTEPO3NroTHAa QaMuiHa XunepxoecreponeMus Ha Bp3pacT 10-17 unu 6-
17 roanuu (obwo 214 nauveHTH) Mnoka3paT, 4Ye EKCIIO3ULIMATA [IPU NEAUATPUMHMUTE FMALMEHTH
H3rnexaa CpaBHHMa MWIM NO-HMCKA OT Ta3d IMpU BB3PACTHHTE NAUMEHTH. EKcnozuumAra Ha
po3yBacTaruH € Ouna npeaBuauMa MO OTHOLUEHME HA A03aTa M BPEMETO B NPOAB/DKEHHE Ha 2-
roJIMLIEH NEPHOL.

33 IlpeAKIHHHYHH JaHHH 3a 6e30MACHOCT

[IpeakNMHHYHHTE AAHHK HE IMOKA3BaT CMNELHAJEH PUCK NPH XOpa, Bb3 OCHOBAa Ha CTAHIAPTHHUTE
Mpoy4BaHusa 3a ¢apmakonoruyHa 6e3onacHoOcT, reHOTOKCHYHOCT M KaHlieporeHeH nmoreHuuan. He ca
NpOBeXAaHU crnelM(pUYHH U3cneaBaHu, oueHaBally epexkTuTe Bpxy hERG. Hexenanure peakuun,
KOMTO He ca HAbMoAaBaHH B KIIMHHYHK NPOYUYBaHHUsA, HO ¢a HabmoaaBaH NpH >XHUBOTHH, MPH HHUBA Ha
EKCIo3uLma OH3KYU A0 KIMHUYHUTE HMBA HA €KCMO3MLHMA ca ClieAHHWTE: B U3MUTBAHHA 33 TOKCHYHOCT
cnell MHOTOKPATHO TIPHWIOXKEHHE ce HaOmoaaBaT XHCTOMATONIOrHYHHA YepHOAPOOHH M3MEHEHMA, Hal-
BEPOATHO BCAEACTBHE Ha (apMaKOJIOFrHYHOTO AeficTBUE Ha pO3yBacTaTHH MPH MMILKH, MUIBXOBE U B
MO-HKCKA CTerneH B MUTbMHMA MeXyp Npd Kydera, HO HE M npu MaiMyHH. B nmombnHeHue, ce
HabMoAaBa TOKCHYHOCT NO OTHOLIEHHE Ha TECTHUCUTE NpU MalMYHH M KyueTa MNpH NMO-BUCOKH JI03H.
PernponykTHBHa TOKCHMHOCT € Hanu4yHa npH [UIbXOBe, ¢ HaMajeHHe Ha roJieMHHa, Terjao W
MPEXKMBAEMOCT HA MAJIKHUTE M ce HaOmionaBa MpU TOKCHYHM 3a MaMKaTa OO3HM, MPH KOWTO CHCTEMHAa
eKCIO3HUMA € 6na HAKOJIKO MbTH HAaJl HUBOTO HA TEPaneBTUYHA €KCTIO3HLIKAL

6. @®APMAIIEBTHUYHU JAHHU

6.1 CoHCBK HA NOMOUIHHTE BEIHECTBH

CopueBnHa Ha TabneTkara
MukpoKpUcTaHa Leayno3a

JlakT03a MOHOXHApAT

KonouneHn 6e3BojieH CWIHLMEB JHOKCHA
KpocnoeuaoH

MarHde3ueB OKCHI

Maruesues creapar

Uepren xene3en okeun (E 172)
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Oo6BuBKa Ha TabyieTkKaTa
JlakTO3a MOHOXUApAT
Xunpomenosa (E464)
Turanos auokcua (E171)
Tpuauetux

UepreH >xeneseH okcua (E172)
Xt xenelzeH okeun (E172)
Yepen xenesed oxeun (E172)
6.2 HechrBMECTHMOCTH

Henpunoxumo

6.3 Cpox na rognocr

bnucTepHH onakoOBKH: 2 roaHMHU

Onakosky ¢ HDPE 6yTunka: 2 roannu. Cnez orBapsiHe fa ce M3noa3ea A0 3 Mecela.

6.4 Cnennannd ycjioBHA HA ChbXPAHEHHE

Ha ce cvxpanapa noa 25°C, [a ce chXpaHaBa B OpUrHHATHATA OMIAKOBKA, 32 Jia C€ Npeana3y OT Bnara.
6.5 Buan cpAbpKaHHE HA ONMAKOBKATA

[Tonuamua/anymuuuni/ LDPE cywrren — HDPE u 6nucrep ¢ anymunueBo donuo.
OPA/anymunnit/PVC — anymunnesu bnaucrepu

PVC/Aclar — anymuHueru 6mucrepu
Pasmep Ha onakoskute: 14, 15, 28, 30, 56, 60, 84, 90 u 98 ¢punmupann Tabnerku.

HDPE 6yTHnka ¢ nonMnponuieHoBa Kanayka Ha BUHT, ChiIbpiKailia CYLUHTE/T
PasMep Ha onakoBkara: 28, 30, 56, 60, 84 n 90 ¢dunmupanu Tabnerku.

He Bcuuxy BHAOBE OnMakoBKM MoraT aa Obaar nycHatv B npoaaxda.
6.6 ChnennajHH Npenna3HyU MEePKH NPH H3XBLPJaASHE

Hama cneyyaaHy W3UCKBAHHA.

7. IIPATEXATEJ HA PASPEIIEHHUETO 3A YIIOTPEBA

Viatris Limited,
Damastown Industrial Park,
Mulhuddart, Dublin 15,

DUBLIN,
Hpnanaus

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA

PosysacratvH Buarpuc 10 mg punmupanu tabnerku: Per. Ne 20190091
PoaysactaTun Buatpuc 20 mg dwiMupanu tabnerxu: Per. Ne 20190092

9. JATA HA IIBPBO PA3ZPEIHIABAHE/TIOJHOBABAHE HA PA3PE
YIIOTPEBA

22




Hata Ha mbpBO paspewmasane; 18 anpun 2019 .
Jata Ha nocneaHo NOAHOBABAHE:

10. JIATA HA AKTYAJIM3UPAHE HA TEKCTA

07/2024
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