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1. HME HA JEKAPCTBEHUA OPOAYKT | Kpamua xapaxmapuicmuxa Ha npogyxma - fpuranesys 1
Kom Paz, Ne ..., 'QO‘G O ’{95.{ -53(200.
Posysacratun EC ITH EM 5 mg dunmupann Tabnerku ———

Posysactatun EC 11 EM 10 mg punmmpanu tabnerkn PaspeweHue N IEL _/ 2 "ij' 7.3 03 2015 _
Posysacratun EC [TH EM 20 mg ¢punmupanu tabnerku

_ . Al dadel M "unuunuu.unu:n--./-n.u.uun-unnun-uu-n
Rosuvastatin SPM 5 mg film-coated tablets -

Rosuvastatin SPM 10 mg film-coated tablets
Rosuvastatin SPM 20 mg film-coated tablets

2. KAYECTBEH I KOJIMYECTBEH ChCTAB

5 mg: Beaka tabnerka chappika 3 mg posyBacTaTHH (rosuvastalin) KaTo po3yBacTATHH KaILki,
ITomowHO BewecTBO ¢ U3BecTHO AckcTBHe: Besaka TabneTka crabpxa 41,10 mg nakxroza
MOHOXHpAT.

10 mg: Beska Tabnerka cxabpka 10 mg po3yBacTaTHH (rosuvastatin) KaTo po3yBacTaTHH KaTLMIA,
TToMoIIHO BEINECTRO ¢ H3BECTHO AciicTBue: Beaka tabnerka cxabpka 82, 21 mg nakrosa
MOHOXH/pAT.

20 mg: Beska Tabnetka cpabprka 20 mg po3yBacTaTHH (Fosuvastatin) KaTo po3yBacTaTHH KaniHi,
INoMollHo BeLIeCTBO ¢ U3BECTHO AckicTBHe: Beaka Tabnerka cvabpxa 164,40 mg naktosa
MOHOXHJIpAT.

3a MBJIHMA CMHCHK HA MOMOLOHHUTE BEIECTRA BHKTE TOoUKa 6.1.

3. JEKAPCTBEHA ®OPMA

dunMupana TabneTKa,

Posyeacratur EC [T EM 5 mg ca 6enu, Kpbriii, ABOMHOM3ITEKHAIM, CbHJIMHpaHH TAaONETKH C
AWAMETEP 5 mm.

Posysactatud EC ITH EM 10 mg ca 6enn, kphriy, ABOHHOH3ITEKHATK, PHIMHPAHH Taﬁnemn v
nHaMeTEp 7 mm,

Posyeactratii EC IIM EM 20 mg ca 6enu, kpbriM, AB0HHOH3INBKHATH, (PHIMHPaHH TaONETKH C
AHAMETEP 9 mm,

4. KIAHHUYHHN JAHHH

4.1 TepaneBTHYIHH NOKA3AHHSA

Jiedenne Ha XHIIEPX0aecTepo/IeMHAA
Bo3pacTHH, FOHOIIH H AeLa Ha WMH Hax 1(-roamiiHa BB3pacT ¢ MBPBHYHA XHIEPXOIeCTEPONIeM
[Ta BUTIOYHTENHO XETEPO3UroTHA haMHIHA XMITEPXONICCTEPOTIEMHA ) HITH CMECEHA JUCITHIIY
(tun IIb) xato nobarka KbM JHETATA, KOraTO PE3YATATHT OT AUETATA U JAPYTH Hetbapmayﬁn
MepKH (Hanp. GU3WUECKH YIpaKHEHHA, HAMAJIIBaHE Ha TErNiOTO) He € 3a/I0BO/TUTEIEH. /
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IIpeBennud Ha ¢CbpaAeYHO-CHAOBH CHOHTHS

[IpenoTBpaTsiBaHe Ha FOJIEMH CHPACYHO-CBAOBH CBOMTHA MpPU MALMCHTH, OLIEHEHH ¢ BHCOK PHCK 34
MBPBO CHPACHHO-CHAOBO ChOMTHE (BK. TOouka 5.1), KaTO0 AONBIHEHHE KbM KOPUTHPAHETO HA OPYTH
PHUCKOBH (PAKTOPH.

4.2 [Jo3dpoBKAa H HAMHH HA NPHIGKEHHE

[Ipenu 3anouBane Ha TepanuATa, MAUHEHTHT TpaORa na ObAe NOCTABCH HA CTAHAAPTHA AMETA 33
NOHWKABAHE HUBOTO HA XOJMIECTEPOIA, KOATO Aa NPOABIDKH H IO BpeMe Ha nedenueto. H3bopsT Ha
IO3HPOBKA CE onpeaend OT HHAMBHAYAHHTE TSPanesTHIHH LIEIH, KOKTO C€ ONPEACIIT OT
NPENOPHKHTE Ha CHBPEMEHHHTE KOHCEHCYCHH PhKOBOJACTBA 32 KOHTPOJ HA XOJIECTEPOJIEMHSTA.

Pozyeacratun EC ITM EM moxke Aa ce npueMa 1o BCAKO BpeMe Ha JIeHd, Cbe HiH 6€3 XpaHa.

JleueHne HA XHDEPX0/1eCTEPOIEMHS

[IpenopruBaHaTa HaYalHa £o3a € 5 Wik 10 mg BeAHBK AHEBHO, KAKTO MPH NaUHSHTH, NpHEMATH
CTATHHH, TaKa W MpH fpeMHHaBaHe ot apyr uHxuOurop Ha HMG-CoA pemyxrasara. H36opet Ha
HaYyaaHaTa 038 OT MEAHKAMEHTa 3aBHCH OT HUBOTO Ha CEPYMHMA XONECTEPOII H €BEHTYANIEH
ChpPACYHO-CHAOB PUCK WK PHCK OT MOABA HA HEXKEJIAHH PEaKIMH KbM JICHSHHETO (BIDK MO-A0NY).
[Ipu HeobxoaMMocCT, A03aTa MOXKE a C€ KOPHTHPA, KATO C& MPEeMHHEe Ha CNeABAIIOTO AO30BC HUBO
cnen 4 ceaMuil (BX. Touka 5.1). B cpaBHeHHe ¢ NO-HHCKHTE JO3H H NMPEABRA MOBHIISHATA YECTOTA
Ha ¢hOOLIABAHE HA HEXKEIAHHM PEAKIMH 11pu 1032 oT 40 mg, B CpaBHEeHNHE ¢ NO-HUCKHUTE JO3H (BK.
To4Ka 4.8), nocneaHo THTpUpaHe A0 MakcHMaiiHaTa A03a oT 40 mg TpabBa aa ce NpeaAnpreMa camo
NPH NALMEHTH ¢ TEXKKA XHIIEPXOMECTEPONIEMAA ¢ BUCOK CBPACYHO-CBAOB pHCK {0CO0EHO Te3H ¢
(dbaMHTHa XHUNIEPXONECTEPOIEMHA ), KOUTO HE JOCTHUIAT JKENaHOTO HHBO HA XONIECTePO ApH ICYSHHE C
20 mg H NpH KOMTO LiIe ¢e NpaBH PYTHHHO MPOCJIeAABaHe B XONa Ha JieueHHETOo (Bik. To4ka 4.4). Ilpu
3arovBaHe Ha jiedeHHe ¢ 40 mg ce npenopruBa NOCTOAHHO HAOMOAeHHE Ha NALMEHTa OT CTICLIHANKCT.

IIpeBennusa #a ¢ChPAEIHO-CHAOBH CHOHTHA
B npoyuBaHeTo 3a MOHHKaBaHe Ha PHCKA OT CHPASHHO-CHAOBH CHOHTHA € H3M0N3BaHa Ao3a oT 20 mg
(Bxk. TOUKa 5.1).

IlepnaTpHiNa NONY /IAIMS
Ynorpebara npu Aena TpaOBa Aa ce MPoBeXKAa ¢aMO OT CIICLIHAJIHCTH.

Heua u 1oHomu Ha Bh3pactT 10 xo 17 rogunan ( Momueta ctanMii 11 -V nio Taxep, MOMHYETa, KORTO €4
IOHE e1Ha FOJHHA ClIe] HACTHNBAHE Ha MHPBA MEHCTPYAHA)

[Tpu geua H IOHOIIH ¢ XETEPO3HMroTHA PpaMIITHA XUTIepXoiecTepoieMus obuYaliHaTa HaYanHa 1034 €

5 mg aHeBHO. OOHYAMHHAT H030B AHANA30H € 5-20 mg nepopaHO BeAHDK AHEBHO. THTpHpaHeTo
TpAOBa Aa C€ NMPOBEkKA CHIIacHO HHAMBHAYATHHA OTCOBOP H NOHOCHMOCT Ha NEIHATPHYHHTE
TIalHEHTH, KaKTO Ce TPenophyBa B MPENOpBKHTE 3a JeueHHe Ha aela (BK. Touka 4.4). lenara u
IOHOLIMTE TpAOBa Ja ce MNOAN0MKAT Ha CTaHIAPTHA XOJIECTEpONO-TIIOHIDKABaIla AHETA NPeAM Aa ¢e -
3allOYHE JICYCHHE ¢ PO3YBACTATHH; AHEeTaTa TpAOBA Aa ce NPOALJLKM MO BpEME Ha JICYCHHETO ©

PO3YBaCTaTHH. -
besonacHocTTa ¥ ehHKACHOCTTA Ha A03H MO-BHCOKH OT 20 mg He ca MpoyvBaHK MPH Ta3 z
pi
s'f
Hena no-Majxu ot 10 ronyiu R

I Snsl
Hama nocTaThyHO AaHHH 33 6e30MacHOCTTa H e(DHKACHOCTTa Ha ynoTpebaTa npH neusfnfnpi afRH]
roguHu {Aeua Ha Bb3pact 8-10 roguHn) ¢ XOMO3UroTHA paMHIIHA xnnepxonecreponew St
Cnenosarento, Posyeacrarun EC IIH EM He ce nmpenopbuBa 3a ynoTpeba npH Aelia k\

10 roauHmu. J
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Ynorpeta 0pH DANHEHTH B CTAPYECKA BBIPACT
[IpenopruBaHaTa MEPBOHAYATIHA A03a NPH NALKEHTH Haj 70-roauiuHa BB3pacT € 5 mg (BXK. TOUKa
4.4). lpyro KopHrapaHe Ha Z03HMPOBKaTa B 3aBHCHMOCT OT BB3PacTTa HE € HeoOX0aHUMO.

Jlo3Hpane Npa nanueHTH ¢ OLOpPeYHA HEAOCTATHIHOCT

[Ipu namgeHTH € NIeKO A0 yMepeHO Ob0peuHo yBpexaaHe ce nmpuiaraT oOHuaiinuTe aosu. [Ipu
NaLMeHTH ¢ yMepeHo 60peyHo yBpekaane NpenophYRAHATA MEPBOHATANHA J03a € 5 mg
(kpeaTHHUHOB K1dpBHC oA 60 ml/min), losuposkara ot 40 mg ¢ NpOTHBONOKA3aHA NPH NALMEHTH C
yMepeHo 666peuHo yepexnaHe. [Ipu nauneHTr ¢ TexKo 6p0peuHo yBpexKIaHe ynorpedata Ha
Posyeactatun EC IIH EM e nporuBonokaszaHa (Bx. Touka 4.3 u TouKka 5.2),

Jlo3HpaHe NpH HANHEHTH ¢ TepHOAPOOHO YBpeKIaHe

He e nabmonaBaHa noBHilleHa CHCTEMHA SKCIO3HLHA Ha pO3YBAaCTAaTHH TPH MAaLEHTH ¢ OLICHKA 110
ckanara Ha Child-Pugh < 7 win no-aMcsk. Benpeku Toea, nosHilieHa CHCTEMHA SKCIIO3HIMSA €
Ha0/ofaBaHa MpH TALMEHTH ¢ OLlieHKa 1o ckanara Ha Child-Pugh 8 u 9 (ex. Touka 35.2). Ilpu Te3u
naiMeHTH TpabBa Aa  ce OpeanpHeMe olleHka Ha 6u0peunata ¢yHkia (BX. Touka 4.4), HaMa nansu
3a MALMeHTH ¢ oueHka no ckanata Ha Child-Plugh nan 9. Poayeacrarun EC IIH EM e
NIPOTHBOIOKA3aH TPH NMALMEHTH ¢ AKTHBHO 4€pHOAPOOHO yBpexkaaHe {BkK. Touka 4.3).

Paca

TIpH nauMeHTH OT a3MaTCKaTa paca ¢¢ Hab/oaaBa NOBHILICHA CHCTEMHA EKCNOZHLMA HA MEAUKAMEHTA
(Bx. Touka 4.3, Toyka 4.4 1 Touka 5.2). [lpenopbuBaHaTa MbPBOHAYAIHA 034 MPH NallHEHTH OT
a3HaTCKH NpousxoA e 5 mg. [IpH Te3u MarMeHT! e IPOTHBONOKAa3aHO MPHIOXKEHHe Ha fo3a oT 40 mg.

I'eHeTHYeH NONEMOpdhHILM
Jloka3aHo €, ue ChIIECTBYBAT pasIMYHH eHETHYHH NMOMUMOP(PHIMH, KOMTO Ca CBBbP3aHH € [TOBHIIICHA
EKCIIO3HLMA Ha PO3YBACTATHH (BIDKTE TOUKA 5.2). 3a MalHEHTUTE, 32 KOHTO € U3BECTHO, Ye HMaT

TAKBE crelUHYeH re HOTHI, ¢¢ APeNnophbYBa Mo-HUCKA e JHOKpaTHa JHeBHa Jo3a Posysacrarun EC
IT1 EM.

Ho3upane NpH NANHEHTH, NIPSAPAINOCI0IKEEH KM PAIBATHE HA MUONIATHR
[1pu nauMeHTH ¢ Npeapasnonaraiy GakTOpH 3a pa3BHTHTE Ha MHONATHA IIPENOphYBAHATA HAYMATHA

nosa € 5 mg (BXx. Touka 4.4).

ITpy HAKOM OT TE3H MALIHEHTH € MPOTHBOMOKA3AHO MPHIOKEHUETO Ha 032 oT 40 mg (Bx. TouKa 4.3).

ConurerBaina Tepanns
PosyBactaTit e cyOcTpar Ha pasnu4H# TpaHcnioprephd npoteuHu (nanp. OATP1B1 u BCRP).
PHCKBT OT MHOMaTHA (BKIIOYMTENHO pabmoMHOMH3a) ce moBHinaea, korato Posysacrarun EC TIH
EM ce npunara exHOBpEMEHHO ¢ ONPEACIICHH JISKAPCTBEHH NPOAYKTH, KOUTO MOTaT J1a MTOBHIIAT
IJIa3MeHaTa KOHLCHTpallHA Ha po3yBaCTaTHH MOPAAH B3aHMOACHCTBHE ¢ T¢3H TPAHCNOPTEpHH
(POTEHHH (HANpP, UHKIOCIIOPHH H HAKOH NPOTEA3HH HHXHOHTOPH, BKIIOYHTENIHO KOMOHHALIMH Ha
PHTOHABHP ¢ aTA3aHABHP, JIONHHABHP W/HIH THNpaHABHP; BXK. ToUuxH 4.4 H 4.5). Koraro € BL3MOXHO,
TpaOBa 1a C¢ HMAT NPESABHA AMTEPHATUBHH NeKapCTBa K, aKO € HeoOXOOHMO, Ja Ce HMa IIPCABHL
BpEeMEeHHO NpeKbCBaHe Ha TepanuaTa ¢ Posysacrarnn EC [1M EM. B curyaiuu, korato
eIHOBpEeMEHHOTO TIPHIOKEHHe Ha Te€3H JiekapeTBeHH npoxyktu ¢ Posysactatud EC 111 EM e
HeH30EXKHO, 110JI3aTa M PHCKA OT CHITBETCTBAILIATA TEparisa ¥ KOPEeKITHM Ha fo3aTa Ha PosyBactarun EC
[T EM Tpatea pHUMaTENHO Aa ¢e 0OMHCAAT (BXK. TOuKa 4.5).

4.3 IIporusonokasanus

CBpBXUYBCTBHTEIHOCT KBM PO3YBACTATHH HIH KbM HAKOE OT MOMOLIHHTE BEILIECTBA, |
Touka 6.1. |




r

Posyeacratun EC [IM EM e nporuBonokazaH:

e [Ipu nanpeHTH CHC CBPBXYYBCTBUTEIHOCT KBM pO3YBACcTaTHH HIH HAKOE OT HOMOIIHHTE
BEU[ECTRa;

¢ [Ipd maLMEHTH ¢ aKTMBHO YepHOAPOOHO 3a00NaBaHe, BIIIOMUTEIHO HEYTOYHEHO,

NPOABILKMTEIHO IIOKAYBAHE HA CePYMHUTE TPaHCAMHHA3H H BCAKO MOKAaYBaHE HA CEPYMHHTE

TpaHCaMHHAa3H TPH IMbTH HAJ rOPHATA PaHHLA HA HOPMATA,

Ilpy naipeHTH ¢ TeXxko OBOpeyHO yBpexcaaHe (KpeaTHHHHOB KIHpBHHC <30 ml/min);

[Tpu nauMeHTH ¢ MHUONATHS;

[Ips nauyeHTH, IpUeMamM ¢ AHORBPEMEHHO LIMKJIOCHOPHH;

[To Bpeme Ha GpEeMEHHOCT, KbpMEHE H IIPH KEHH B ASTEPOAHA BH3PacT, KOHTO He H3IIOI3BAT

NOAXOAAUIH KOHTPALCITTHBHH MEPKH.

Ho3ara ot 40 mg e NpOTHROMOKA3aHA IPH MAIMEHTH ¢ nNpeapasnoaaramy GakTopH 3a pasBUTHE HA
MHonaTus/padaomuonusa, Takusa GakTOpH ca:

¢ YMepeHo no creneH 6p0peyHO yBpekaaHe (KpeaTHHHHOB KIHPBHC moa 60 ml/min);
*  XHIOTHPEOHIH3IHM,
¢ Jluuyna van dpamuIHa aHaMHe3Aa 33 HaC/ICICTBEHH MYCKY/IHH 3a601aBaHus;

e AmnaMHe3a 3a N0ABa Ha MYCKYJIHO YBpeXKIaHe 1o BpeMe Ha JISICHHE ¢ APYT MEIHKAMEHT,OT
rpynara Ha HHXHOUTOPHUTE Ha XHOPOKCH-METHII-IIYTAPUI-KOCH3IHUM A PeXyKTa3aTa;

* 3moynorpeba ¢ anKoXo;

* (CuCTOAHHA, ITPH KOHTO MOXKE A C€ TMOBUILM MIA3IMEHOTO HHBO HA MEIWKAMEHTA;
¢ JInna or a3HaTckaTa paca;

¢ CemobrcTBalllO JNedeHHe ¢ pubdpaTH (Bxk. TouKa 4.4, Touka 4.5 ¥ Touka 5.2).

44 ChnenuajdHu npegynpexacHns A NpeANa3HA MEPKH OpH ynorpeda

brvopeyu

ITpu namueHTH, NEKYBAHM ¢ NO-BUCOKK A03# Posysactarui EC 1IM EM, no-koukperno 40 mg, e |
HabnoaaBaHa MPOTEHHYPHA, KOSTO € YCTAHOBCHA NPH H3CNeBaHe ¢ TecT-JIeHTH, ¢ MPeAUMHO TyOyneH
MPOHU3XO/ H B MMOBEYETO CNyYaH ¢ NMpeXOoACH WIH HHTEpMHTeHTeH Xapakrep. He e fokasaHo
MPOTEHHYPUSTA 12 NIPEAIIECTEA OCTPO MM NPOrpecHBHo 6B6peaHo 3abonaBane (BxK. Touka 4.8).
JoknanesaHata 4eCTOTA Ha cepHo3HH OROpeyYHH YBpenH NpyU NOCTMAPKETHHIOBaTa ynotpeba € no-
BHCOKA NpH A03HpoBKa ot 40 mg. OueHka na Ou0pesmara (pyHkIMA TpAOBa fa ce HanpasH MO BpeMe
Ha PYTMHHO NpOCICASBAHE MPH NALMeHTH, o0u4aiiHo nexyBann ¢ 40 mg.

Ckenemna mycxkynamypa

Edexru BbpXy CKelleTHaTa MyCKyIaTypa (MHAIIHA, MHOTIATHA H NMO-pAAKO paGaoMHONIMN3a) ca
CHOOIIABAHM NPH TIPHIIOXKEHHE Ha BCHYKH JI030BH pexXHMH, oco0eHo nipu no3u Han 20 mg. MHoro
PeAKH CTydan Ha pabaoMHONIH3a ca JOKIaABaHH [IPH H3MOI3BAHETO HA €3¢THMHUO B koMOHHALHA C
HMG-CoA penykrazHi uaxuburopu. He Moxke aa 6p1¢ H3KmMOYEHO PapMaKOAHHAMHMHO
B3aUMOJeHCTBHE (BXK. Touka 4.5) U ¢ He06XOOMMO BHHMAaHKHE IMTPH KOMOMHMPAHOTO HM H3NON3BAHE.

Kaxkro nipu apyrutre HMG-CoA penykTasHiH HHXHOHTOPH, JOKNAIBAHATA HECTOTA HA palAOMHONH3A,
acouuupana ¢ Posysacratun EC [1M EM npu noctMapkeruHropata ynorpeda, € no-sucoka npu
Ho3HpoBKa oT 40 mg.

Himepeane na Kpeamunkunaiama

Kpeatunkunazara (CK) He TpabBa na ce u3Mepra Ciiell YCHICHH YIIpaXKHEHHA HIH OpH
IpYT NPHYHHKUTEN Ha yBenueHue Ha CK, KOeTo MOKe 12 3aTPyIHH THIKYBAHETO HA pesyl
HUBOTO Ha CK € 3HAYHTEHO NOBHIICHO NPH U3XOAHO HHBO (5 MBTH FOPHATa JOIMYCTHMA TPIHPUA] &/
TECT 3a OTBBYK/JABAHE Ha pe3ynTaTa TpA0Ba ja 6pac HanpaseH B paMKHTE Ha J-7 JHH. Axb\_ » A / sf,@‘
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HMOBTOPHOTO H3C/IEABAHE MOTBBPAM H3X0aH0 HHBO Ha CK >5 mbTH ropHarta XoMmyCTHMa IpaHHLa, He
TpsOBa Aa ce 3aNoYBa JicUeHHe.

IIpeou nevenuemo

Kakro u apyru nHxu6uropn 5Ha HMG-CoA penykrasara, Posysactatun EC T EM Tpsa6sa aa 6vae
MpeanucBaH ¢ 0CoOCHO BHHMaHKHe NpH MALHEHTH, 338 KOHTO ca Hamuue (pakTopu, mpeapasnonaraty
pa3BUTHe Ha MHoTaTUs/pabaomMuoniia. Takuea dakTopH ca:

. bulpeuno yBpexaaHe;

¢ XUNOTHPEOUIHIBM,

. JludHa MMM PpamMHIIHA AaHAMHE3a 38 HACTIEACTBEHO MYCKYIHO 3ab0naBaHe;

. YcTaHOBEHA MYCKYJTHA TOKCHYHOCT KBM ApYyrd muxuburopn na HMG-CoA penyxrasara wid
dubpatH; |

. 3noynorpeta ¢ ankoxon,

. ITauMeHnTH Ha BB3pacT Haa 70 roaHHy;

. ChCTOAHHA, IIPH KOHTO MOXKE Ja ce Habmogapa nokavusaHe Ha U1a3MEHUTE HHUBA (BXK. TOUKA

4,2,4,5u5.2);

. EanoBpeMeHHO npiioxeHue Ha ubpath;

ITpu nogo6HH naumeHTH TpAOBa Aa ce NPEABHAN OTHOINEHHETO PHCK/ION3a M Aa 6 BT NOCTABCHH
noa KIMHHAYHO HabmomeHHe. AKO H3XoaHoTO HHBO Ha CK e 3HauMTeIHO MOBHIICHO (>3 IMBTH FOPHATA
rpaHHila Ha HOpMaTa), He TpAOBa fa ce 3anouBa JIeUCHHE.,

1o epeme sia nevenuemo

IMTanmenTuTe Ce 3amB/KaBaT He3a0aBHO AA JAOKNAABAT HEOOSCHMMM MYCKYJIHM OOnku, ycelllaHe 3a
cnabocT My cXBalaHe, Hali-Be4e aKo ¢a CRBP3aHH ¢ HepasnoioxkeHHe WiH Gedpunurer. [Ipu Takuna
nampeHTH TPAOBa Aa ce uaMepaT HuBaTa Ha CK. Tepanmuara TpaOBa Aa ce NpeKpaTH, ako HHBOTO Ha

CK ¢ 3HaYUTENHO NOBUILEHO (> 5 TbTH ropHATA JOIMYCTHMA TPaHHLIR) WM KO MYCKYJTHHTE

CHMITTOMH €A TEKKH H NMPHUHHABAT exXeAHeBHO HepasnojoxkeHue (nopu HHBoTO Ha CK aa e < J mbTH

NoA ropHaTa AOMYCTHMA rpaHHLa). AKO CHMNTOMHTe H3de3HaT B HuBoTO Ha CK ce HopManH3Hpa,

MOXKE 12 C& NOMMCITH 34 MOBTOPHO JieueHHe ¢ Posyeactatun EC 11 EM unu anrepHaTHpeH

uaxubuTop Ha HMG-CoA peaykrasara B Haii-HHCKA f03a noj Habmogenue. PyTuHHo HabmoaeHuHe

Ha HuMBOTO Ha CK npH naieHTH 663 CHMNTOMH HE € OCHOBaTeNHO, UIMa MHOIO pesikH JOKNaaH 3a
HMYHOMEIUHPaHa HEKPOTH3HpAllla MHOTIATHS, KOATO KIHHHYHO C€ XapaKTePH3Hpa ¢ NepCHCTHpAIla
MPOKCHMATHA-MYCKYIHA ¢1a00CT ¥ NOBHIIEHA KPEaTHHKHHA3A 10 BpeMe HA JICUSHHeTO MTH ClIe]

CNMpaHe HA CTATHHUTE, BKIIOYHTEIHO po3yeacTaTul. Moxe Aa € HeoOX0aAMO JOMBIIHATETHO
HEPBHOMYCKYJIHO WJIH CEpOSIOTHUYHO M3cheaBaHe, Moske Aa ce HANOXH NIEYEHHE ¢

HUMYHOCYNpecHpaIly nekapceTea. [Ipy kHuuHKHTe H3nuTeaHuA Ha Posyeactatin EC [TH EM He ca
HaOmoaaBaHH JaHHM 33 MOBUILIEHH €(QeKTH BEPXY CKENIeTHATA MYCKY/IaTypa B MAJIKATA rpynia

nauueHTH, npu kouto PosyeactatuH EC [T EM e npunaraH ¢ Apyro ChIXBTCTBAIHO JI€UYEHHE.

YBenuueHHe Ha YECTOTATa HA MHO3HT M MHOIIATHA € HaOmoaaraHo obaue 1pH MaLMEeHTH,

noMy4apaiy Apyrid MHxuGHTopH Ha HMG-CoA peayxTasaTa 3aeAHO ¢ IHKNOCMIOPHH, IPOH3BOAHH HA
¢HOpHHOBATA KHCENHHA, BKIIOYHTENHO TeMPUOpPO3WI, HUKOTHHOBA KHCEMHHA, a30JI0BH

AHTHUMHKOTHLIH, NMPOTEa3HH HHXHOMTOpH H MakpoimaHy antuOnoTHim. I'eMpHOpo3un nopHinasa

PHCKA OT MHOTIATHA, aKO ¢& NpHeMa eHOBpEeMEHHO ¢ HakoH HHxHOuTOpK Ha HMG-CoA pexykrasarta.
[Topaau ToBa, KOMOHHaIMSTA MeXk Ay reMubposin u Posysacrarun EC ITH EM ne e

npenopsunteaa. [lonzata 0T AONBMIHUTENHO CHIDKABAHE B MTHIUIHUTE HIBA B PEIYATAT OT
KoMGHHEpaHOTO NpHeMaHe HA Posypactatud EC ITH EM u ¢ubparu win HuaumH Tpabea 13 &g;fm.
BHMMATEIHO H3YHCCHA CIIPAMO NMOTEHLIHAIHMAS pUCK OT moaoban koMbunaumu. Ilpu emonpme;mp ~ D s
npuioxeHHe Ha puGpary, neueHHeTo ¢ fosu oT 40 mg e npoTHBONOKasaHO (BK. Touka 4.5 ¥ oM
4.8).




He ce npenopryra ¢ IHOBPEMEHHOTO TIpHUJIaraHe Ha po3yBacTaTHH H QY3H0BA KHCEJIHMHA H 3aTOBA [10
BpEME Ha JicueHHe ¢ PY3HI0Ba KHCEIHHA MOXe N1a OBAe YMECTHO BPEMEHHO NpeKpaTABaHE Ha NpHeMa
HA PO3YBACTaTHH (BHXK TOYKa 4.5).

PosyBacratun EC [T EM He Tpa6Ba aa ce ynorpe0Gapa npu MALMEHTH ¢ OCTPH CEPHO3HH CHCTOAHHA,
NPEANOaAralid MHOIIATHS HITH Mpepasnofiarallid KbM pa3sBHTHe Ha 6B0peuHa HENOCTATEYHOCT,
BCIICACTBHE pabaoMHOIKM3a (HATIP. CENCHC, XHUTIOTOHHS, Mo/Ma OlepaliHd, TPaBMa, TEXKKH
MeTaOOMUTHH, EeHAOKPHHHH H €NSKTPOIHTHH HAPYILIEHHA HWJIH HEKOHTPOIHpaHH I'bPUOBE).

BiaHaHue BRpXY YepHUs Jpod
Kaxro npu apyra unxuburopu Ha HMG-CoA pemykrazara, Posysactatii EC ITM EM 1pabea

BHHMATEJIHO JIa C€ PUIara MpH MALKMEHTH, KOHTO PHEMAT rOJIAMO KONHYECTBO ANKOXOX WHIIH ca
uManu 3abonaBaHe Ha YepHu apod. [IpenopbuHTENHO € Aa ce HANPABAT H3CJACABAHHA HA YEPHHA
Apod npeau u 3 Mecella Cliel] 3a0YBaHE HA JICYEHUETO,

Posyeacratun EC [TH EM Tpabea na 6nae npeycTaHOBEH HIM 103aTa TPAOBa a ¢€ HAMANH, aKo
HUBOTO HA CEPYMHMTE TPAHCAMUHAZH HAJIBMIIABA TPH TETH ['OPHATA IPaHHLIa HA HOpMaTa.
JloknaxeaHaTa 4ecTOTa 3a CEPHO3HH YepPHOAPOOHH yBpeau (3AKTIOUBAIIH CE INTABHO B YBEHYEHH
yepHOAPOOHH TpaHCAMHHA3M) MIPH MOCTMAPKETHHIOBATa yroTpeda e mo-BHCOKA IMPH A03HPOBKa oT 40
mg.

[Ipu malHeHTH ¢ BTOpHYHA XHIIEPXOAECTCPONEMHS, MPHYHHEHA OT XHIIOTHPEOHAM3IBM WIH
He(PPOTUYECH CHHAPOM, OCHOBHOTO 3a00/14BaHe TpAOBa Aa ce JICKyBa IIPeH 3a1109YBaHE Ha ICYEHHE C
Poszyeactatun EC IIH EM.

Paca

DapMaKOKHHETHYHHTE MPOYYBAHHA MTOKA3BAT, YE NpH MALMEHTUTE OT A3UATCKATA Paca ¢ HANHLE 110~
BHCOKA €KCITO3HIRHA B CPAaBHEHHE C TE3H OT KaBkasKaTa (Oanara) paca (Bx. Touka 4.2, Touka 4.3 H
TOUKA 5.2).

[IpoTeasHu HHXHOGHTOPH
[MoBHIIeHA CHCTEMHa SKCTIO3UIIMA HAa PO3YBAcTaTHH € HadoaBaHa Npy MalHeHTH, TPHEMallu

PO3YBACTATHH €{HOBPEMEHHO ¢ Pa3NHVYHH NPOTEa3HU MHXHOHWTOPU B KOMOMHAIIUA ¢ PHTOHABHD.
Tpabsa aa ce oOMuCTH, KAKTO MONI3aTa OT JIUNHAONOHIKABAaHE Ype3 ynorpeda Ha PosyBacTaTHH

EC I[IM EM npu: nauuent ¢ HIV, kouTo npueMar npoTeasHyd HHXHOHTOPH, TAKa H NMOTCHIIHANA 34
NOBHIIEHA KOHUEHPALIMA Ha PO3YBACTATHH, KOTATO CE 3aMn0o4Ba TepanusiTa U e NOBHINABa A034aTA HA
PO3YBACTATHH NPHU NALMEHTH, NEKYBAHH ¢ ITPOTeasH HHXUOUTOPH. EAHOBPEMEHHOTO NPHIOKEHHE ¢
OmnpefieNeHd NpoTeasHH HHXHOMTOPH He ¢& NMpENopbUBa, OCBEH ako Kosata Ha Posyeactarud EC ITH
EM He ce kopurupa (Biwxte Touka 4.2 H 4.5).

HurepcrunHania Genoapodua donecr
Hoxnagsasu ca U30JIMPaHU CYYaH HA HHTEPCTUIHATTHA SenofpobHa SonecT NMpH NMPHIOKEHHE HA

HAKOM CTATHHH, 0cO0eHO NPH NpOABDKUTE/IHA Tepanud (Bx. Touka 4.8). KnuHuyHHTe NpoasyM Morat
14 BIUTIOYBAT AUCTIHEA, HENPOMYKTHBHA KAlLIKLA H BIOMIABAHE Ha 0610TO cheToAHME (YMOpa, 3ary0a
Ha TETJIO | TpecKa). AKO HMa MOJ03peHHe, He NAHEHTHT ¢ PasBUN HHTepeTHIMatHa 6enogpobHa
fonect, TepanuATa CHC CTaTUH TPAOBA Aa OBIe NMpeyCTaHOBEHA.

3axapen nuabet A
Hakou aokasaTencrsa Npeanoaarart, 4e¢ CTATHHHTE KaTo Kiac NOBUINABAT KPbBHATA rmuxqgg H o
HAKOU MALMCHTH, BUCOKOPUCKORU 32 pasBiTHE Ha qualet B Gbieme, MOFaT Aa JOBEAAT 10 AXOB; ? ‘*‘m
HHBO HA XHIIEPTIIMKEMHA, [TPH KOETO € MOAXOIALLO NpHIaraHeTo Ha peloBHaTa rpika, npa br i e
npu guaber. Tosu puck, ofade ce Haznea9Ba OT peayKUMATa Ha BACKYapHUA PHCK CBC CT
C/IEI0BATENHO He TPAOBa Na Obae MpHUMHA 33 CIHpaHe Ha craTHHOoBaTa Tepanus. PHckos



naleHTy (rIKoKo3a Ha raamaHo 5,6 Jo 6,9 mmol/l, uHaeke Ha TenecHa Maca >30 kg/m?, noBuieH:H
CTOHHOCTH Ha TPUMTIHLUECPUAHTE, XUITEPTOHHA) TPAORA A ce MPOCNSAABAT KAKTO KIHHHYHO, TAKA U
OHOXHMHYHO, CHIIACHO HAIMOHAJIHHTE PBhKOBOJCTRA.

B npoyuBanero JUPITER, cro0meHara 06ma yectora Ha 3axapeH guader ¢ 2,8% 3a po3yBacTaTHH M
2,3% 3a nnaue6o0, TTaBHO MpH NALHEHTH ¢ DIKOK03a Ha r1aaHo 3,6 1o 6,9 mmol/l.

[TeanaTpHuHa NOTTYIALHS
OleHsBaHeTO HA TMHEHHOTO M3pacTeaHe (BUCOYHHA), Terno, BMI (MBacKke Ha TenecnaTa Maca) H

BTOPHYHMTE MMOJIOBH Oefe3H Ha MONOBOTO CH3pABaHE MO ¢KanaTa Ha Tanner npH neaHaTpHYHH
mauueHTH Ha BB3pacT 10 10 17 ronunan, npHeMalii po3yBacTaTHH, € OIPAHHYEHO 10 ABYTONHINEH
nepuoA. Cnen ABe rOAHMHM HA TPETHPAHE N0 BpeEMe Ha MPOYYBAHETO, He € 3a0e/13aH HHKAKBB e(eKT
BBPXY pacTexa, reriioro, BMI wim monoroto ch3paane (Bk. Touka 5.1).

B xIMHHYHO NpOYYBaHe Ha jcla U IOHOIIH, MPUEMALIH PO3YBAcTATHH 34 52 ceIMMLM, NOBHIIABAHE HA
CK > 1 OxULN # MycKynHUTE CHMITTOMH CJ/IE[ YTIpaKHEHHE WIH MOBHIICHA PU3UYECKA AKTHBHOCT €a
HabmogapaHK 110-4ECTO B CPABHEHHE ¢ HAOMONCHHA OT KITHHHYHH [IPOYYBaHMA NPH BB3PacTHH (BXK.
TouKa 4.8). -

HenoHocHMOCT KbM JTaKTO3a
ITanuenTH ¢ peaxy HacneICTBEHH NMPpOOJIeMH KATO rallakTO3HAa HEMTOHOCHMOCT, Lapp nakTaseH
ASPHIHT WIH CAIOKO30-TajJaKTo3Ha ManabcopOuua He TpaOBa Ja MpUEeMarT TOBa ICKApCTRO.,

4.5 B3aumojeHicTBHE ¢ APYrH AeKAPCTBEHU NPOAYKTH B APYra GopMHE HA B3AHMOAECHCTBHE

Egpexm na eOnospemenno npunoxdcen il Aexapemeenu npooyxnti espxy po3yeacmamun

Huxnburopn HA TPAHCMOPTEPHHTE NpoTennn: Po3yBacTaTHH € CyGCTpaT Ha oNpeAciieHH
TPAHCIIOPTEPHH MPOTEHHH, BKITIOYMTEIIHO depHOApoOHUA BNTeiik TpancnopTrep OATP1B1 u edimyke
tpaHcnoprepa BCRP. EqnospeMeHHOTO NTpHIOKeHHe HA PO3yBACTATHH ¢ JICKAPCTBEHM MPOIYKTH,
KOMTO ¢4 HHXHOHTOPU HA Te3H TPAHCMIOPTEPHH NMPOTEHHH, MOXKE Aa JIOBEAS A0 MOBHINABAHE Ha
J1a3MEHATA KOHLCHTPALMA HA PO3YBAaCTATHH H MOBHIIEH PHCK 0T MHONAaTHA (BK. Tabauua 1 ¥ ToukH
4.2 u44).

Hakaocnopnn: [Ipy enHoBpeMeHHOTO NpWIGKeHHE HA Po3yBacTaTHH ¢ LHKTOCTIOPHH, CPEAHHTE
croifHocTH Ha AUC Ha posyeacTaTHH ca OWIH cpeHO 7 MbTH NO-BHCOKH OT Te3M, HaOMIOXABAHH IIPH
3ApABH ROOPOBOIILIM, Ha KOMTO € TIPHJIOKEHA ChINaTa A03a (Bk. Tadmauna 1). PosyBacTaTiH €
NPOTHBOMOKA34H NPH MalMeHTH, KOWTO €AHOBPEMEHHO NMONyYaBaT UHKNOoCNOpHH {BXK, To4YKA 4.3).
EQHOBPEMEHHOTO BPUTONKESHUE HE € NOBAULIO NHATMESHUTE KOHUCHTPAIMHA Ha IIHKAOCTIOPHH.

ITporeasHn nHXHOHTOPH: BENpeKH ye TOUHUAT MEXAHH3BM Ha B3AUMOICHCTBHE HE € H3BECTEH,
€AHOBPEMEHHOTC NPHWIOKEHHE ¢ MPOTEA3HH HHXHUOHTOPH MO2Ke PA3KO Aa MOBHIIH €KCMO3HLHATA Ha
posyeactaTiH (BxX. Tabnuna 1). HanpuMep, eAHOBpeMEHHOTO npHMKeHHe Ha 10 mg po3yBacTaTHH H
KOMOHHHpPAaH HPOAYKT, CHCTOALI C€ OT JIBa TpoTeasHu uHxuburopa (300 mg arazanaeup/100 mg
PUTOHABHD ) 10 BpeMe Ha eqHO (apMaKOKMHETHYHO MPOYHRaHE NIPH 3APABH AOOPOBOIIM, C€ ACOLIMHPA
¢ IpHONM3MTENHO TpUKpaTHO HapacTBaHe Ha AUC Ha pozyBacTaThH. ENHOBPEMEHHOTO IPHITONKE
Ha Po3yBacTaTHH M HAKOH KOMOMHALIMH OT MPOTea3HH HHXHOHTOPH MOXKE 13 C& HMa Mpe/l
BHUMATEIHO NMpeLIeHABAHEe Ha KOPEKIMUTE Ha Jo3aTa Ha PosyBacTariH Ha 6asa ouaksaHg/]
[OBHILIIEHHE Ha EKCIIO3HLIUATA Ha po3yBacTaTHH (Tabnmuua | 1 Touku 4.2 u 4.4), y

Lem¢uoOpo3nI 1 APYrH JMNHAOTOHHAKABANIH NPOAYKTH: EAHOBpEMEHHOTO NPHIIO
PosyBactaTuH M reMpHOpo3Hn ¢ JoBeno A0 ABYKpaTHO noBHmeHHe Ha Cmax u AUC H



po3yBacTaTHH (BxX.To4Ka 4.4). {aunuTe oT hapMakOKMHETHYHUTE NMPOYUBAHHA, H3CAEABAINH
AEKAPCTBEHWTE BIAMMOJEHCTRHA, HE TIOKA3BAT B3auMoaeiicTre ¢ deHodubpar, HO € BEIMOXKHA NOABA
Ha (papMaKOOQHHAMMYHH B3auMoacHcTBHA, I'eMdpubposnn, perodHOpaT H OCTAHATHTE MEAUKAMEHTH
OT rpynara Ha $udpaTure H JTHIHAOTIOHH>KABALIUTE JO3H (B A03H >1 g Ha AeH) HHALMH (HUKOTMHOB2
KHCENTMHA), TOBHIUABAT PUCKA OT MOABA HA MHOMATHS IpH KOMOHHHpPaHe ¢ HHXHOHTOPH HA XHIPOKCH-
METH/-TIYTApHA-KOEH3HM A peIyKra3ara, Hal-BepoaTHO nopanH ¢akra, ye NOCTIeAHHTE MOTaT Ja
Mpeau3BHKAT NOABATa Ha TOBA YCIIOKHEHHE M nMpH MoHoTepanua. Jlosata oTr 40 mge
NPOTHBOIOKA3aHAa NMPH €AHOBPEMEHEH NIpHEM Ha ¢HOpaTH (BX. Touka 4.3 1 Touka 4.4). Ilpu Tesn
MaLMEHTH MTEYEHHETO CHINO TpAOBa Aa 3anmouHe ¢ 5 mg.

Ezernmu0: EqHoBpemenHoTo usnomspare Ha 40 mg Posysactathi u 10 mg e3eTumMut He BOIH A0
npomenn B AUC u Ha nBaTa nIpoAyKTa, KOraTo ce npuiarar npu 3apaeu aodpoeomnum, Mma 1,2 meTH
nosuteHue Ha AUC ua posyracTarul, xorato 10 mg Posypactarun u 10 mg e3eTnmub ca
MPUNOXKEHH TIPH NaLHEHTH ¢ XunepxonecrepoieMusn (Tabnuua 1). He Moxke na ce M3KmoyH
dapmMakoAMHAMHYHO B3aHMOIEHCTBHE MEKIY TAX, KOETO 14 HMa 32 Pe3y/ITaT HEXE/IaHH peakUHH (B,
Touka 4.4).

AnrHansas: EanospemMenoro npunoxenHe Ha Po3yBacTaTUH ¢ aHTHALMAHA CYCTICH3Hs, ChABKALIA
AJTYMHHHEB M MATHE3UEB XHAPOKCHL, € ACBCAO A0 HAMAIABAHE HA MNIa3MCHATA KOHLIEHTpalya Ha
pO3yBacTATHH ¢ npubaisHrenso 50%. Tosu edekr e 61n orcnabeH, KOraro AHTHALHAKTE ¢a JAaBAHH 2
yaca ciefl npueMa Ha PosyBactatud. KITHHHYHOTO 3HaY¢HHE HA TOBA B3aHMOACHCTBHE HE €
H3CIEABAHO.

Epntpomunnn: Exnospemennnsat npiem Ha PosyBacTaTHH H €pHTPOMHULIUH € AoBen ao 20%
HaManernue Ha AUC (o-t) 1 30% Hamanenue Ha Cmax Ha posysacratuiH. BzauMoaelicTeHeTO MOKE A4
€ Mpeau3BHKaHO OT NOBULISHUS YPpeBeH MOTHINTET, BC/ICACTBHE HA MMPHEMa Ha EPHTPOMHIMH,

En3znaMma oT cacremara na uaroxpoM P450: lanaure ot in vitro u in vivo NNpoyuBaHus MOKA3BAT, 4e

PO3YBACTATHH HE € HHTO MHXHOUTOD, HITO HHAYKTOP Ha turoxpoM P450 uzoeHzumure, PozyBacTaTi
e ci1ab cyOcTpart 3a Te3n u3oeH3uMH. CleI0BATENHO, IGKAPCTBEHH B3aUMOACHCTBHA pe3ynTarT oT

nuroxpoM P450-meaunpanna merabonussM He ce ouaksat. He ca HabmonagaHu KIMHHYHO 3HAYHMH
B3aHMOMEHCTBUA MEXKAY pO3yBacTaTHH M drykoHason (HHxuburop Ha CYP2CY n CYP3A4) wim
keTokoHason (MaxuOuTop Ha CYP2A6 u CYP3A4). EnHoBpeMEHHHUAT NpHEM Ha HTPAKOHA30J1
(uaxubuTop Ha CYP3A4) u posyBactarun Boau A0 28% yeenuenne Ha AUC Ha posyBactatvH. Tosa
MAJNKO YBEMHYCHHUS HE ¢ KITUHUYHO 3HaunMO, 110 Tasy npusinHa NexapcTeeHy B3auMoacHCTBIA B
CICACTBHE Ha MeTA00MHU3BM, MEAMMPaH OT LHUTOXpoM P450, He ce oyaxsar.

B3aumopnelicTBHSA, KONTO H3IHCKBAT KOPEeKIHA HA X03aTA HA PO3yBACTATRH (BXK. cbio TabaHma
I): Koraro ¢ HeoOxomumoO Aa ce npunaara PosyBacrarnH €ZHOBPEMEHHO € JIPYTH JIEKAPCTBCHH
NPOAYKTH, 332 KOHTO € H3BECTHO, Y€ MMOBHUIABAT EKCTMO3HIMATA HA pPO3YBACTATHH, AO3UTE Ha
PosyBacTaTiH TpAOBa 1a ce KOPHTHPAT. 3anMouBa ce ¢ K033 Ha Po3yBacTaTuH OT 5 mg BEAHDBK AHEBHO,
aKo 04aKBaHOTO noBUIIeHHEe Ha ekcrmosHupATa (AUC) e npudausuTeIHO ABYKPATHO MAH MO-TONAMO.
MakcuManHaTa auepHa 103a Ha PosypactatuH Tpsa0GBa Aa c€ KOpHTMpa Taka, He OYaKBaHATA
€KCIO3HIMA Ha PO3YBAacTATHH HAMA BEPOATHOCT Aa HAABMIIM TasH Ha 40 mg AHepHa xo3a
PosysactaTHH, npHer 6e3 B3aMMOJEHCTBAl JIEKapCTBEHM MpPOAYKTH, Hanp. mo3a or 20 mg
PosysactatuH ¢ remuGposun (1,9 nuty noemuenue) u xo3a ot 10 mg PosysactaTun ¢ KoMOHH;
pHTOHaBHp/aTazaHaBHp (3,1 MBTH MOBHILEHHE). S

Tabanna 1. EdexT Ha eAHOBPEeMEHHO OPHIATAH JeKAPCTBEH NPOAYKT BhLPXY excm}?;ﬁ m@ﬂ J
posyBactaTun (AUC, B HA3X0AS I pea) oT NYOIMKYBaHH KIHHHYHE NpOYIBAHHA (b T



Ho30B pexum Ha
B3aRMOCHCTBAIMOTO
JIEKApPCTBO

Ho3zoB pexHM HA

PO3YBACTATHH

npomana B AUC Ha

po3yBacTaTHH™

uxiocnopud 75 mg ABa IBTH

10 mg BeAHELK AHEBHO, 10 nHU

Ha aeH a0 200 mg ABa MBTH Ha 71 mTh g
IeH, 6 Mecena
Ataszanarup 300 mg/puronasup | 10 mg, enHoxparTHa nosa 3,1 meTH
100 mg Beausx AHEBHO, § AHH ’
Jlonuuasap 400 mg/puroHasup 20 mg BeAHDXK NHEeBHO, 7 AHH | 2,1 nbTH 1
100 mg nea nbTH Ha acH, 17
JUHH

80 mg, eAHOKpaTHa no3a
['emdnbposnn 600 mg Asa nbTH L9 meru 1
Ha OeH, 7 nHU
Enrpombonar 75 mg BeaHbxk | 10 mg, eIHOKpaTHA N03a 1,6 e ]
aHesHo, 10 auu ’
Aapyrasup 600 mg/pUTOHABUD | 10 1o pepnskc querno, 7 aHM | 1,5 meTH
100 mg npa mMeTM Ha aeH, 7 AHM
Tunpanasup 500 mg | 10 mg, eAHOKpaTHA H03a 1,4 mmi 1
/puronasup 200 mg apa 1eTH ’
Ha sieH, 11 nuu
HAponenapor 400 mg ABa MBTH | He e HamuyHO 1,4 meTH 1
Ha OeH
Hrpakonason 200 mg, seansxk | 10 mg, eRHOKpaTHA H03a 1,4 meTH 1%
AHEBHO, 5 AHH ’
Eseramu6 10 mg  BeIHBX | 10 o pepprna anesro, 14 gu | 1,2 rmoTu 1**
AHEeBHO, 14 nHuU
Do3aMMpPECHABUP 700 10 mg BexHEK AHCRHO =
mg/puronasip 100 mg nBa
ITBTH Ha AeH, 8 THH
Anernmurazap 0,3 mg 7 aHH 40 mg, 7 mum -
CunuMmapuH 140 mg, TpU MBTH ] -

JHEBHO, 3 THH

10 mg enHokpatHa J03a
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3!

®exopubpar 67 mg TpH NMbTH

OHEBHO, 7 NHH 10 meg, 7 i -
Pudpammuu 450 mg Beanmk 20 mg, eAHOKPATHA 1032 PN
AHEBHO, 7 AHM ’

KetokoHazon 200 mg aABa mbTH 80 mg eHOKPATHA 1038 >
JHEBHO, 7 AHH

Onyxonazon 200 mg BeaHBX 80 mg eAHOKpaTHA 1034 —
OHeBHO, 11 nau

Epurpomuupd 500 mg yetHpw 80 mg exnokpaTHa go3a 28%|
ITBTH Ha AeH, 7 QHH

baukanmua 50 mg, TpH IBTH o
. 20 mg eqHOKpaTHa 032 47%]|

*JlanuuTe Cce MPESACTABAT B KPATHO MOBHIUABAHE MJIH HAMAJIABAHE, B CROTHOMICHHETO KOraTo
pO3yBacTaTHH CE€ MPHEMa CAMOCTOATENHO WIH B KOMOMHAaUMA ¢ APYrH Npoaykrd. Jaunure AajieHU
KaTo % OTpa3gsaT pa3jIMKaTa OTHOCHMA KBM IIPHEM Ha PO3YBACTATHH KATO MOHOTEPAIHA
[losuimenusnTa ce apeacTasaT ¢ 1, 63 NpoMaHa «», MOHMKEHHE CEe NPECTaBd ¢ |.

¥*Hakonko npoyuBaHUs 3a B3AUMOACUCTBHA €3 MPEACTABCHM TIPH pasnMuHM JO30BH PEKMMH Ha
po3yBacTaTHH,TabNIHMIaTa MOKA3BA HAK-3HAYHMOTO CHOTHOIIEHHE

Eexm na posysacmamun espxy eOHoepemeRO NpuUEManu 1EKApCMEeRu RPOOYKni

Antarouncru Ha BUTamMuH K: [logo6no Ha apyru unxuburopu Ha HMG-CoA peaykrasara,
3aITOYBAHETO HA JIeYECHHE ¢ PO3yBacTATHH HIIM THTPHPAHETO Ha 103aTa MY MPH NAUMEHTH, IPHEMAaKIH
AHTArOHMCTH Ha BUTaMHH K (xaTto BapdapuH Wi Apyry KyMapHHOBH aHTHKOATYJIAHTH), MOXKeE Ja
AOBEAS A0 nopuitiene Ba International Normalised Ratio (INR). lipexbcBaHeTo Ha JEUCHHETO WIH
HaMansBaHe Ha A03aTa Ha THTpHpaHe ¢ Po3yBactaTH MoXe 1a AoBeae Ao HaManeHue Ha INR. Ilpu
NoAOOHH CHTYALIMH CE NPENOphYIBA MOHHTOpHpaHe Ha INR.

Ilepopann KONTPARENTHBH/XOPMOH03AMECTBAINA Tepanua: EAHOBPEMEHHHAT MTPHEM Ha
pO3YBACTATHH H MEPOPaHH KOHTPALCIITHBH € I0BeNR A0 nopHilasaHe Ha AUC Ha eTHHH eCTpaaHo
U HOPrecTpen, ChbOoTBETHO ¢ 26% u 34%. Te3n moBHINeHH MIa3sMCHH KOHLICHTpAUMH TpAOBa Ja ce
B3eMaT MMOA BHHMaHHE, KOraTo ce onpezeliia A03UPOBKaTa Ha NEpOpaTHUTE KOHTpauenTuel, HaMa
(papMaKOKHHETHYHH JAHHH 32 NALHUEHTH, KOUTO MPHEMAT €JHOBPEMEHHO Po3yBacTaTHH M XOpMOHO-
3amecTBaia Tepanid. ETo 3aino, BzaumosielicTHeTO oncaHo no-rope He Tpadra ja 6b1e H3KTIOUeHO
KaTo BeposaTHO. Brnpeku Topa, TasH xomOuHaug ¢ Ouna IHpPOKO NPHAAralda oT XKeHH B KTHHHYHH
M3NHTBaHHA U ¢ 6yna Tonepupana gobpe.

JApyrn rexapcrBeHH NPOAYKTH:
Auroxcun: B3 0CHOBA Ha JaHHMTE OT CrICLUDUYHM NMPOYYBAHHA 34 H3CNEABAHE Ha JIEKAPCTBECHH
B3aUMOJECHCTBHA, HE C€ OYaKBa KIHHHYHO 3HAYHMO B3aHMOACHCTBHE ¢ JHIOKCHH,

PDy3ua0Ba KHCEAHHA

PosyeactaTiH He Tpga0Ba j1a ce npueMa eJHOBpEeMEHHO ¢ Qy3HAOBa KHceNHHA. Mma ¢1o)f
pabaOMHONH3a (BKIIIOYHTENHO baTaiHU CITydau) NP NALUEHTH, NEKyBaHH ¢ ABaTa JICKAPE
NPOaYKT2 eaHOBpeMenHo. [1py nanmuenTH, NPy KOWTO JieUeHNeTo C Py3HAOBA KRCETHHA GE
KpaifHo HeOOXOUMO, TEPAITHATA ChC CTATUHH BPEMEHHO TpA0BA Aa ce MpPEeKpaTH (AOKATO én

-,
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¢ysumopa kucenuHa). [Taupenrire TpaGBa Aa ObJAT CHBETBAHH 13 MTOTHPCAT MEAULIMHCKA TOMOLL,
BEJHAra IMOM YCeTAT KAKBUTO U Ja € CHMIITOMH Ha MycKY/THA ¢NabocT, MycKyHa onka wiH
JYBCTBHTEIHOCT. |

JledeHHETO ChC cTaTHH MOXKe Aa OBJe BE3CTAHOBEHO CeleM AHM CJIel NMocIeaHaTa Ao3a GysHaoBa
kuceNHHa. EfHOBpeMEHHO iedeHHe ¢ po3YBACTaTHH H (QY3HAOBA KHCEIMHA MOXE Aa Ce NMPOBeKa B
M3KITIOYUTEIHHU CITy4aH, KOMATo C€ Hajlara NpOaB/DKHTENHA Teparmia ¢ y3HI0Ba KHCEIMHA, HATIPHME]D.
NpH TeXKH HHQekiMU. Torasa moj3aTa oT eJHOBPEMEHHATA TEpallii C€ OLCHABA 38 BCEKH OTHEEH
cydai, pH CTPHKTHO MEAHUIIHHCKO NMPOCTIeAsBAHE.

Heduampuuna nonynayun

[Tpoyupanud 3a B3aHMOACHCTBIA ¢a MPOBEKAAHH CAMO MPH BBE3pacTHH. CTeneHTa Ha
B3aMMOCHCTBHATA B NEAHATPHYHATA NOMYNALHA He € H3BECTHA.

4,6 @epranmrTer, OpeMeHHOCT H KLPMeHe
PosyBacTaTHH e MpOTUBONIOKA3aH NO BpeMe HA OpeMEHHOCT H KbpMEHE.

Kenu B nerepoana BB3pacT TpabBa Aa mpwiaraT NOAXOAALIH KOHTPAUCIITHBHH MEPKH.

XonecTeponbT H APYTH NPOAYKTH HA XONECTEPONOBHA CHOCHHTE3 Ca BKHH 3a Pa3sBUTHETO Ha ILTOAA,
€TO 330 NOTeHUHAMHUAT pHcK OT HHxHOupaHe HAa HMG-CoA pexykrazara e no-rondM B cpaBHEHHE
¢ noy3ara oT JIEYSHHETO 110 BpeMe Ha OpemeHHOCT. M3cneaBaHuaTa PpXY KHBOTHH OCHTYPABAT
OrPaHUYEHH AaHHH 34 PENPOAYKTHBHA TOKCHYHOCT (BXK. TOUKA 5.3). AKO mauueHTKa 3abpeMenee no
BpEME Ha JIEUCHHE ¢ TOBA ICKApCTBO, NIPHEMBT TpAOBa na Obac He3a0aBHO NpeyCTAHOBEH.
PosysacTaTiH ce oTAEAS B MIIIKOTO Ha TUTBXOBE. HAMa yCTaHOBEHH JaHHM 3a OTAEAAHE B MITAKOTO
npH xoparta (Bxk. Touka 4.3).

4.7 Ed{exTH BLpPXY cnOCOOHECTTA 32 MoPHpAHE B pR0OTA ¢ MAINHHA

He ca npoBexIasu npoyUBaHUA 34 YCTAHOBARAHE HA BAWAHUETO Ha Po3yBacTaTHH BLPXY
cnocoBHOCTTA 3a wodHpaHe U padoTa ¢ MalmMHHE. B3 ocHOBA Ha dhapMakORHHAMHYHNTE CBOKCTBA, He
ce ouakBa PosyBacTatvH na nosiuse HeOnaronpuaTHO Te3H crniocobnocTH. Ilpu modupane wmm
pabora ¢ MaHHH TpAOBa f1a ce UMa MpPeABHA, Y€ MPUEMaHETO Ha JIEKAPCTBOTO MOXKE Aa NpeAH3BHKA
CBETOBBPTEK.

4.8 Hexenann neKApCTBENH PeaAKIHH

Hexxenanure nekapcTBeHH peakumH, HabmonaBaHH npH ynortpe6ara Ha PozyBacTaTvH, 0GMKHOBEHO ca
JIEKH Y TIpeXoaun. T1pu KOHTpONHpaHHUTEe KIMHHYHH H3MMTBAHUA Mo 4% OT NalHeHTHTE, JIEKYBaHH C
PoszyeactaTiH, ca MpEKBCHAMM JICMCHHETO MIOPAAH HOXENAHH PSakUMi.

Baszupana Ha [aHHHM OT KAMHWUYHH NMPOYYBaHHA W OOLOIHpeH NOCTMAapKETHHIOB ONHUT, ClIeHATA
Tabnmiia NpeAcTaBs NPOQWIHT Ha PO3YBACTATHH MO OTHOINCHHE HA HE/KEIIaHH JIEKAPCTBEHU PEaKIHH.
Hexenadnure peakiuyy, H30poeHH No-A0y ca KiacHQHIHpaHH N0 Y€CTOTa H CHCTEMO-OPraHeH KIac

(COK).
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YecroTaTta Ha HEXKeNnaHUTE peakiHl € cholpaseHa c¢he cneaHaTa KoHBeHUMA: uectd (> 1/100 mo 1/10);
HeuecTH (> 1/1 000 xo 1/100); peaxn & 1/10 000 go 1/1 000); muoro peaxu (< 1/10 000), HeussecTHa
yecToTa (He MOXe Na Obae OLCHEHAa OT HATHUHHTE JAHHH).

Tabnuden CORCHLK HA HEXKENAHUTE PEAKHHH

CucreMo-opraHeH YeceTH HeuecTn Penxu MHoro peaku C HeH3BECTHA
KJ1ac YecToTa
Hapymienus Ha TPOMOOLIUTONEHNS
KpBBTa H NTHMdHATA
CHCTEMA
HapymieHus Ha Peakipiu Ha
UMYHHATa CHCTEMa CBPBXUYBCTBUTEIHOCT,
BKTIOYHTEIIHO
aHIHOEAEM
Hapymeuus na 3axapen
eHOKPUHHATA auaber !
CHCTEMA
[Teuxuinu HenpecHs
HapyileHus
Hapyuenna Ha I"'nasoGonue, ITommuuesponarus, | IlepudepHa
HEepBHATa CUCTEMA 3aMaiiBaHe 3aryba Ha HEBPOMIATHA
naMerTa HapyIlIcHHE Ha. .
ChHA |
(BRITIOUHTETHO
OescnHue H
KOUIMapH)
PecrmpaTopHmu, Kamnuua,
rPBAHYU K AUcnHes
MEAHACTHHAIIHH
HApYIIeHUA
CroMalHo-4YpeRHH KoHcTHnauus, ITanxpearur AHApHA
HapyLIEeHHS NpHIOLIABAHE,
KOpeMHa
Oosika
XenatoOunuapHu [ToprmeHH KBIATCHHIA
HapYILICHHS yepHOoApoOHH XeNnaTHT
TpaHCAaMHHAa3H
Hapymenns na Copbex, CuHnpoM Ha
KOXKATA H obpus, CruenHC-
MOAKOKHATA THKAH YPTHKAPHA JUKOHCBH
HapyuieHue Ha MHUANTHA Msonarus apTpanrus Hapymenue Ha-
MYCKY/IHO-CKEJICTHATA (BKSIIOMMTEIHO CYXOKIITHATA,
CHCTEMA H MHO3HT) MOHAKOTa _
CHEAMHHUTETHATA paéaomMuonusa MIPHAPYKEHO C -
TBKAH

HapyureHus Ha

OBbpeunTe H
MAKOYHUTE ITBTHILA

Hapyinenus Ha
BB3NPOHIBOAMTENHATA
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CHCTEMA H I'bpHATA

O0mu HapynIeHHA H | aCTeHHS eeM
edeKkTH Ha MACTOTO
HA NPHIMKEHUE

'YecroTara e 33BUCH OT HATHYHETO MITH OTCHCTBHETO Ha PUCKOBH QakTopH (TIOKO3a Ha riaaHo > 5,6 mmol/l,
HHAEKC Ha TenecHa Maca > 30 kg /m’, noBHuIeHH CTOMHOCTH HA TPHITIHLICPHAMTE, AHAMHE3A 33 XHIISPTOHHA)

Kaxro npu apyrn uaxuburopu Ha HMG-CoA peaykrazara, 9eCcTOoTaTa Ha HEXE/IaHUTE JIEKAPCTBEHH
peakiMH 3aBHCH OT [03aTa Ha JISKapCTBOTO.

Edextn 8bpxy 0nopenure: [Ipn nanments, nexyrann ¢ PosyBacraTii, € HabmoaapaHa NpoTeHHypHA,
YCTaHOBEHA MPH H3CEABAHE ¢ TECT-ACHTHYKH H KOATO € ¢ MPeAUMHO TyOYJIEH NPOH3XOA.

B onpeaeneHn MoMeHTH OT niedeHueTo 1pH <1% ot naumeHThTe Ha 10 mg 1 20 mg, u npu
npubausuTenHo 3% oT nauweHTHTE, NeKyBaHu ¢ 40 mg, ca HabmoaaBaHH MPOMEHH B H3C/ICABAHUATA 32
NPOTEHH B YPHHATA OT OTPHUATENEH Pe3yNTaT WIH CNeAH A0 +. HeaHaTHTEMHO OTKIOHEHHE B ITOCOKA OT
OTPHLATENEH PE3yJTAT WK cieq kbM + ¢ Habmogasano npu Ao03a 20 mg. B nosevero caydan
NPOTEHHYPHATA HAMANABA HIH H34e3Ba CIIOHTAHHO B IpOLIECa HA JICHSHHETO H HE € A0Ka3aHOo Aa
npeAmecTsa OCTpo U nporpecuBHo 6B6peuHo 3abonaeane. OT niperneaa Ha AaHHUTE NpH KAHHHYHITES
OIKTH H MOCTMAPKETHHIOBUTE NMPOYUBAHUA, IO Cera He € YCTAHOBEHA MPHYMHHA BPh3ika MEKRY
NpOTEUHYPHATA H OCTPO WIH NporpecHsHO 666peuno 3abonsapane.

Ilpn naupeHTH, nexysaHu ¢ PosyBacTaTiH, € HAOMOAapaHa XeMaTypHA, HO KTHHHYHHTE JAHHH COYaT, Y&
YyeeToTara i € HHCKA.

EdexTn BLpIY cKelerHaTa MycKyaarypa: Kaxro npu apyru uaxuOuropu va HMG-CoA pexyxrasara,
BB3IACHCTBHA BBPXY CKeNEeTHATA MYCKYNATYPA KaTO HEYCIOKHEHA MHAITHA, MHOTIATHA (BIJIOMHTEHO
MHO3MT) H pabAOMHONN3A, CA YCTAHOBEHH IIPH NALMEHTH NEKYBAHH ¢ PO3yBacTaTHH BB BCHUKH
TEpaneBTHYIHH JO3H, 0co0eHO B 1031 HaA 20 mg.

YeenuueHue Ha HUBOTO Ha CK BCIeACTBHE Ha YBeAUUESHHE HA 103aTa € Habmogasano npH Mamek Gpoii
MalHeHTH Ha pO3yBacTATHH; MHOKECTBOTO OT C/IYUAHTE €A JIEKH, MPeXOAHU U aCHMITTOMATHYHH, AKOQ
HHeoTO Ha CK ce nopvimM (> 5 MBTH ropHaTa rpaHilia Ha HOpMara), JeYeHHeTo TpaOBa BpEeMEHHO N1a ce
peycTaHOBH (B, TO4Ka 4.4).

EdexTu Bupxy yepaus Apo6: Kakro npu apyrn unxuburopu Ha HMG-CoA penykrasarta, yBeTHUCHHE
Ha TPAaHCAMHHAZHTE CBHP3aHO ¢ JO3HPOBKATA ¢ HA0IONABAHO NPH MATBK 6pofli nareHTH Ha
pO3yBacTaTHH; [10-roJIAMa YacT OT CIIyYaHTe ¢4 JIEKH, ACHMIITOMATHYHH H IIPEXOMHH.

ClieqHATE HEXKEAHH PeaKIH ¢a AOK/IAABAHH NPH HAKOH CTATHHM:

. Cexcyanua AUCHyYHKLIHA;

. Hzonupanu ciydaum Ha uHTEpCTHIMANHA Senoapobua Gonect, ocobeHo NpH
[IPOABJDKUTENHA Tepanua (BxK. Touka 4.4);

. HapyumeHue Ha CyXOKUIHATA, OHAKOra YCAOKHSHY ¢ pynTYpa,

JoknagsaHaTa 4ecTOTa Ha paGIOMHONH3a, CEPHO3HH YepHOAPOOHU yBpeaH (OCHOBHO - YBETHYEHH
yepHOAPOOHH TpaHCAMHHA3H) € NO-BHCOKA MPH A03HpoBKa OT 40 mg.

Tlennarpuuna nomynanun: ITopumarane Ha kpeatunkuHazara >10xULN 1 MycKynHH CHMITTOMH Ciieq,
YIIPAKHEHHS WK DOBUIICHa Gu3nyecka aKTHBHOCT ¢a HAOMONABAHH 0~-4eCTO B eHO S2-CeAMHYHO

KTHHHYHO NPOyYBaHe HAa ACLA H IOHOIIH B CPaBHEHHE ¢ BB3PACTHUTE (BXK. Touka 4.4). B ap
npoduIBT Ha HE30TMacCHOCT HAa PO3YBACTATHH € CXOACH MPH AELA M IOHOUIH B cpaBHeHHe c’

CrobniaBaHe Ha NONO3HPAHHE HEKEJAHH PeaAKIAH i
CpofIaBaHeTo HA MOAO3ZUPAHU HEKENAHH PEaKUUN CReN paspelltaBaHe 3a yrlo'rpeﬁa é

NpoAYKT € BakHo. ToBa 103B0AARA 1a NPOAB/DKH HAGIOACHHETO HA CHOTHOIIEHHETO!
NIEKapcTBEHUA NPOAYKT. OT MEIMIMHCKHTE CIIELHMANNCTH C€ H3HCKBA a ChOOIIABaT B

A ﬁ;
HeXKEJIaHA PeakiHg Ipes. 2 ’THYBW%
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4.9 Ilpepozupane

HaMa crnenuduyHO NeueHue B cnyyaii Ha npegosupade. [Ipy npexosnpaHe NalHeHTHT TpAOEa Aa ce
NeKyBa CHMITOMATHYHO M Ja Ce 3anoYHaT NOAAbpXKaLl¥ MEpKH cnopea Hyxaara. YepnoapobHata
dyHuMa 1 HuBaTa Ha CK TpabBa aa ce cneasar. Manko € BepoATHO xeMoaHaauiata jia 6bae or fonsa,

5. @®APMAKOJOI'HMYHH CBOUCTBA

5.1 DapMaKoTHRAMHTIHH CBOHCTBA

dapMakoTepanesTHIHA rpyna: nHxuouropu Ha HMG-CoA penmyxrasara, ATC xoq: C10AAQ7
MexaHH3LM HA JeicTBHE:

PosyBacTaTHH € cenleKTHBEH M KOHKypeHTeH MHxubuTop Ha HMG-CoA peaykrasara,
CKOPOCTOTPAaHHYABAILMAT €H3UM, KOHTO NpeBphIla 3-XUAPOKCH-3-MeTHATAYTAPIWT KOCH3UM A»
MEBAJIOHAT, NPeKypcop Ha xoectepona. OCHOBHO Bh3ACHCTBHE pOo3yBacTATHH OKa3Ba BHPXY YSPHHA
Apod, OPraHbT, B KOWTO ce M3BHPINBA HAMANABAHE HHBOTO HA XOJIECTEPOIL.

PosyeactaTtuH yBenu4asa 6pos Ha yepHoapobHuTe LDL pevenTopu BbpXy KA€ThYHATA NOBLPXHOCT,
KAaTO 3aCHIBA NoeMaHeTo H katabonuaMa Ha LDL u nuxuGupa sepHonpobGHara cunresa Ha VLDL. [o
TO3HM HAYHH PO3YBaCTATHH HamanaBa oOuusa 6poid Ha VLDL u LDL yacTuum.

PapMaKOTHHAMHYHH ePeKTH:

Posyeacratud HamManaea nosumenus L DL-xonecrepon, 001mma xonecrepot H TPHIITHUEPHAHTE H
noeuwasa HDL-xonecrepona. To#i csuio nonmwxkasa ApoB, non-HDL-C, VLDL-C, VLDL-TG u |
yeenuuasa ApoA-I (px. TaGmuna 3). Posysactarun nonskasa H csoTHowmeHuara LDL-C/HDL-C, o6
C/HDL-C, non HDL-C/HDL-C u ApoB/ApoA-.

Tabanna 3. OTropop Ha 103aTa OpH NANHEHTH ¢ NLpBHYHA XHnepxoaecTeponemus (tuen Ila u IIb)
(KOPHTHPAH cpeleH NPONEHT HA NPOMANA OT H3X0AHOTO HHBO)

Ho3a Opoii LDL-C | O6m HDL-C | Tpuaraune- | Non- Apo-B | ApoA-I
X0JIecTepo pRAH HDL C

Inauebo | 13 -7 -3 3 -3 -7 -3 0

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

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

20 17 -85 -40 8 -23 -51 -46 5

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

TepaneBTHYHHAT OTTOBOP KbM NIeueHUETO ¢ PosyBacraruH ce 3abena3pa Ao 1 ceAMHIA OT HAYAIOTO HA
TepanuaTa u 90% ot MakCHMAaNHKA OTTOBOpP C€ NOCTHIA M0 2 ceAMHIKM. MakCHMANTHHAT OTTOBOP
OOHKHOBEHO ¢€ NOCTHIa KbM 4-Ta CEAMHLIA H C€ MTOAXBPKA ClIe] TOBA.

e LN T1
.-f"" _...--"

Knaaun4dHa epHKACHOCT H 0e30IIacHOCT: AT nO ﬁp
Posysacrarun e eheKTUBEH NPH BBIPACTHH XOPA, CTPAAAIIN OT XUTIEPXONeCTepPOneMus, Ch¢) mﬁ@ﬁﬁa-
XHMEPTPUINHLUCPUAEMHUSA, HE3ABUCHMO OT PacoBa NPHUHAAIEKHOCT, MO HIH BE3PacT, H npgl @ '
rpynH KaTo AWabeTHIH WiN Nal|eHTH ¢ PaMMTHa XHIIEpXOIeCTCPOIEMUs.
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croitnoct Ha LDL-C oxono 4,8 mmol/1), copea onpegenennre ot EBponetickara obLmocT no
arepockieposa npuiieasH croiHocTH (EAS; 1998). Okono 80% or nanmenture Ha 10 mg ca gocTHUrHamM
enanure ctoiiHocTd Ha LDL-C (<3 mmol/1) cnopen EAS.

B eano MamabHo npoyusaHe ¢ GopcHpaHO THTPHPAHE HA N03aTAa, 435 NALHEHTH ¢ XETEPOIHIOTHA
damMuTHa XUNIepXonecTeposiceMu ca iekyBaHH ¢ 20 mg no 80 mg. BeHuxe 103HpOBKH 110Ka3BaT
MOMOXKHATENICH PEe3yNTaT BEPXY JIMNUAHUTE niokasarerd. Crien RocTHrane Ha AHeBHa Ao3a ot 40 mg (12-
ceamuuHo aedeHue), LDL-C Hamansasa ¢ 53%. 33% ot nalHeHTHTe JOCTHraT croifHocTUTe Ha LDL-C
criopex EAS (<3 mmol/1).

B exHo oTBOpEHO MpoyupaHe ¢ (popcHpaHO TUTpHpaHe Ha J03aTa NpH 42 NaLHEHTH ¢ XOMO3HTOTHA
tamMiIHa XMIIEpPXOoJiecTepoIeMHs ¢a OTYETEHH pesyaraTure oT npHemaHe Ha 20-40 mg Posysactatun. B
ob1ara nonynaua cpegHoto noHwkeHue Ha LDL-C e 22%.

[Tpy KIMHHYHY U3NHTBAHHMA ¢ orpaHudeH Opoii naupeHTH, PO3yBacTaTHH NOKa3Ba AXHTHBHA
e)eKTMBHOCT NMPH HAMAABAHE HA TPUTIHLEPHANTE, KOraTo € NpHeMaH B koMOuHawpa ¢ pernodudpat u -
yBeJIHueHHe Ha HuBoTo Ha HDL-C B koMOunaiya ¢ HuauuH (BK. Touka 4.4).

B eaHo MyITHLIEHTPOBO, ABOIHO ciAno, maueSo-koHTponupato wHaHYHO npoyusane (METEOR),
984 nauwmenTu Mexay 45 u 70 roguHU ¢ HUCHK PHCK 33 HexeMudHa Gomnect Ha chpueto (NedHHHPAHO
karo Framingham puck <10% 3a 10 r.) 1 ¢bc cpesed LDL-C 4,0 mmol/1 (154,5 mg/dl), Ho ¢Be
CYOKNMHHYHA aTEPOCKIIEpO3a, yeTaHOBeHA upe3 namepsane Ha CIMT (Carotid Intima Media
Thickness), 6axa panaomusupanu Ha 40 mg po3yBacTaTHH BEAHEXK JHEBHO WK IIane0o 3a 2 NO/MHH.
PosyBacTaTiH 3HaUHTENHO 3abasu mporpecuaTa Ha MakcHmanHoTo CIMT Ha Bcuuxu (12 MecTa Ha
KAPOTHAHHTE ApTEPHH B cpasHeHue ¢ mnauedo -0,0145 mm/roauna (95% CI -0,0196; 0,0093;
p<0,0001). HpomauaTa cipAMO W3XOAHHTE CTOHHOCTH 3a Ipynara Ha posysacratus ¢ -0,0014mm/roauna
(-12%/roauna (HecHrHuHKAHTHO)), B CpaBHeHHe ¢ manedo rpynara ¢ nporpecus ot +0,0131
mm/roguna (1,12/roaquna (p<0,0001)). He ¢ reMoHcTprpaHa AUPEKTHA B3aHMOBPB3Ka MEXKIY
NOHMWKeHHEeTO Ha HiBaTa ta C1MT H MOHHKEHUA PHUCK OT CHPACYHO-CHAOBH cBOHTHA. [lomynatmara B
npoyuBaHeTo METEOR e ¢ HHCHK pHCK OT HeXeMHYHA G0ECT Ha CHPHETO H He € NMPEACTaBHTETHA 33
TapreTHaTa nonynaimsa Ha PosypacratHd 40 mg, losuposkarta oT 40 mg Tpabea aa ce MpeANHCBa CaMo
NpH MALHEHTH ¢ TEXKA XHIISPXOJIeCTEPONEMHS ¢ BHCOK ChPACYHOCHAOR pHCK (Bx. TouKa 4.2).

l'[pqunaﬂe'ro JUPITER (the Justification for the Use of Statins in Primary Prevention: An Intervention

Trial Evaluating Rosuvastatin) uscneapa edekra Ha PosyeactaTHH (po3yBacTaTHH KallHi) BBPXY
NOABATA Ha F'OJIEMH aTePOCKICPOTHYHH ChPACYHO-ChROBH CHOHTHA mpH 17 802 Mbxke (>50 roguHu) u

xkeHH (> 60 roguHu).

Y4acTHHMLMTE B NPOYYBAHETO Ca paHAOMHU3UpaHH HA Wwiauebo (n=8901) umu posypactaTtus 20 mg
BefiHbXK AHEBHO (n=8901) 1 ca mpocNeIcHH 3a CPEACH NEPHO OT 2 MOIHHH.

Konuenpanuure Ha LDL-xonectpona 6axa nonmskenu ¢ 45% (p<0,001) B rpynmata Ha po3yBacTaTHH B
cpaBHeHHe ¢ m1auedo rpymara.

[Ipu post-hoc aHai3 Ha BHCOKO-PHCKOBa Ipyna ot Juia ¢ 6asideH prck no Framingham >20% (1558
nUNA) MMalie 3HAYHTENHA peyKUMa B KOMOHHHUpaHATa KpaiftHa TOYKa OT ChPACYHO-CHA0BA CMBPT, |
MHCYNIT H MHOKapaeH HHbapxt (p=0,028) npu neveHHe ¢ po3yBacTATHH COPAMO naaebo. Aﬁcomoma'ra
peqyKLHA HA PUCKA B HUBOTO Ha chOHTHATA 32 1000 nanmenroronuuu 6eme 8,8. ToTagHatd€M

fellle HENpoOMeHeHa B Ta3H BucokopHckoBa rpyna (p=0,193). [Tpu post-hoc axanus gt Budox

ﬁ i _-'éﬂu p

HaJ 65 roaHHH) UMAalLe 3HAYHTE/HA PEAYKLHA B KOMGMHHpaHaTa KpaiHa Touka ¢ 55
d; TARL -'..-l )il *

CMBPT, HHCYJIT H MUOKapaeH uHpapkT (p=0,0003) npu neyennero ¢ posynacram




B npoyusaneto JUPITER 6,6% ot nuuaTa ¢ po3yBacTaTiH K 6,2% OT JIMIiara ¢ ranedo npexpaTixa
npHEMa Ha H3CIEABAHOTO JIEKAPCTBO TIOPagH HexelnaHo crburre. Haill-uecTure Hexkenanm chOHTHA,
KOHTO JOBEAOXA IO MpeKpaTaABaHe Ha JeucHuero 6axa: muanrua (0,3% posysacrarun, ,2% nnaue6o),
kopeMHa 6onka (0,03% posysactaris, 0,02% nnane6o) u o6pus (0,02% posyeacratus, 0,03% nnauebo).
Haii-uecTure HexkenaHu ¢EOHTHA C HHBO NO-TONIAMO H paBHO Ha IUiale6o 6axa uHpeKkHH HA MHKOYHHTS
meTHIA (8,7% posysactaTiH, 8,6% mnaue6o), Hasodapunrur (7,6% posyeacrarun, 7,2% mianedo),
Gosnka B repba (7,6% posysactaTu, 6,9% mwiane6o) u muanrua (7,6% posyBactaTiH, 6,6% miane6o).

lleaHaTpytiHa HOMy Al

B eano aBOHHOCAANO, paHOIOMH3HPAHO, MYJITHIIEHTPOBO, INTale00-KOHTPOIHpaHo, 1 2-ceaMHUHO
npoy4uraHe (n=176,97 oT Mb3KKH NIOJ1 M 79 OT 3KEHCKH TTON ), MOCHeABaHO oT 40-ceqMHIHA, OTKpHTA ¢aza
C TUTpUpaHe Ha J03ara Ha po3ysacTarH (n=173,96 oT MEXKKH ITON U 77 OT >KEHCKH ION), MALMEHTH Ha
Bb3pacT 10-17 roaunu (crapmii I1-V no Tauep, MoMutera rione 1 roauHa clief HAYANOTO HA
MEHCTPYAlMATA) ¢ XETEPO3UroTHA GaMUITHA XHNEpXoNecTepoieMHUd Noay4yasaxa posysacraTid 5 mg, 10
mg Wik 20 mg wiu nnaedo gHeBHO 3a 12 ceAMHLM, a cieql TOBA BCHYKH NOMyYaBaxa po3yBacTaTHH
AHEBHO 32 40 ceaMutM. B HayanoTo Ha npoy4uBaneTo npubmusurenHo 30% ot nauueHTHTe Oaxa 10-13
roAUIIHE ¥ npubnusurenno 17%, 18%, 40% u 25% 6axa croreetHo B craamii 11, 111, IV u V no Tauep.

LDL-xonecteponsT Getite noHwken 38,3%, 44,6% u 50,0% ot posyBactatiH 5 mg, 10 mg 20 mg,
CBOTBETHO, B cpaBHeHne ¢ (,7% 3a mauebo.

B kpas Ha 40-ceqmuuHaTa oTKpHTa ¢asza ¢ THTpHpPaHE A0 MPHLIEIHA CTOHHOCT, ¢ A03HpaHE A0 MAKCHMYM
20 mg Beauwxk AneBHO, 70 ot 173 mawkentn (40,5%) ca mocTHrHaNH npHieaHara croiiHoct 3a LDL-
XOJIECTEPOII OT Mo-MaiKo ot 2,8 mmol/l.

Crien 52 cenMULIM HA H3CIICHBAHOTO NIEYeHHE He Gelne YCTAHOBEH HHKAKBB e(eKT BBPXY pacTexa,
terinoro, BMI unu nonoeoto cr3paeane (Bk. Touka 4.4). Toea npoyusaHe (n=176) He Gemme
NMpeIHA3HAYCHO 34 CPABHABAHS HA PEIKY HEXKENaHM ICKAPCTRCHH PEaKItMM.

5.2 d@apMaKOKHHEeTHYHH CBOHCTERA

A6copbums
MakCHMaJTHH [UTa3MEHU HHBA Ce& JIOCTHMTAT S Yaca clie/l MepopalHO npueMaHe. AGCOMoTHATA

OHOHAIMYHOCT € npubnnsurenao 20%.

Paznpesenenue: Po3syBacTaTHH ce HOEMa OCHOBHO OT YEpHHSA Jpod, KOKWTO € OCHOBHOTO MACTO Ha
CHHTE3HpaHe Ha xonecrepona U oTaeaaHe Ha LDL-C. O6eMsT Ha pasnpeAciicHHE Ha po3yBacTaTHH €
npubnusurenHo 134 L. PozyBacTaTHH € CBBP3aH C IUIA3MEHUTE ITPOTEHHH, NIPEAHMHO aTOYMHHA,
npudnusuTenHo B 90%.

Buorpancdopmaitia: MetaGoansMbT Ha po3yBacTaTHH € orpaHHueH (okoio 10%). In vitro npoyvuBatus
Ha MeTalo/IM3MAa ¢ M3MOM3BAHE HA YOBEILKHA XENATOLHTH [I0Ka3BaT, Ye PO3yBacTaTHH e cnab cybcTpar 3a
uutoxpoM P450 obycnosenus metabonuzsm. CYP2C9 € 0CHOBHHAT H30€H3MM, KOHTO y4acTsa B
meTabomu3Ma Ha posysactatat, a 2C19, 3A4 u 2D6 yuacTBat B o-Maska creneH. OCHOBHUTE
merabonuru ca N-gecMeTHII H 1aKToH. N-frecMeTin € okono 50% no-Manko akTUBEH B CpaBHEHHE ¢
PO3YBAaCTATHH, OKATO JIAKTOH CE CUMTA 3a KTHHHYHO HeakTHBeH. Po3yBacTaTHH onpeaes noBede oT
90% ot akTueHOCTTA Ha UHpKYyIHpamua HMG-CoA uHxHOHTOp Ha peayKTa3ara.

Enumunupane: [Mpubnusuremso 90% ot po3yBacTaTHH ¢ MIMMHHHPAT KaTO HETMIPOMEHEHO JICKAPCTRO ¢
dexamute (abcopbuparo H HeabcopOHpaHO JIEKAPCTBEHO BELISCTRO), KaTo OCTAHAJIATS

4acT Ce EKCKpeTHpa ¢ ypuHaTa. QKoo 3% ce eKCKpeTHpa HeIIpOMEHEH B YPHHAT? e
MIOMYXKHBOT € OK0/0 19 yaca. [InasMEHHAT MOMYXKHBOT HE CE YBETHYABA C YBE
CpeAHHAT IUIa3MeH KINUPBHC € mpubnusutento 50 nurpa Ha dac (KoedHiHe
21,7%). Kakto npu apyrn HHXHOGHTOPH Ha pefyKTa3aTra 4epHOAPOOHOTO MOEMAS HePO3Y]
BxmouBa MemOpantms npedocuten OATP-C. To3u npeHocuTen € BaXeH 3a 4g --- HIOGHATO:,
eNUMHMHHpaHE Ha pO3yBaCTATHH. | W o
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JlunenHocT/HeMMHEHHOCT: CHCTEMHATA €KCIO3HIHA Ha pO3YBaCTaTHH C€ YBE/IHYABA ITPONOPLUHOHANTHO Ha
npueManara xo3a. Hama npoMana spg papMakOKHHETHYHHUTE NapaMeTpr NpH MHOTOKPATHO AO3HPAHE,

Cneyupuunu nonynavuu

Bnipact B Hoi: BB3pacTTa Wi nonsT HAMAT KNHHHYHO 3HAYHM edeKT BhpXY PapMakoKHHETHKATa Ha
pO3YBACTATHH NMPH BB3pacTHH. PapMAKOKHHETHKATa Ha pO3YBAacCTATHH IpPH BB3PACTHH U JeLia ¢
XeTepo3HroTHa GaMHIHA XUNEPXONECTEPONIEMHA € CXOJHA C Ta3H Ha BB3pacTHHTE A0OpoBoLM (BXK.
»lleAnaTpHYHa nonyfauua" no-gony).

Paca: ®apMakOKHHETHUHHTE MTPOYMBAHHA NOKA3BAT, 4e NPH HHAUBHIH OT a3HATCKATA paca (AMOHLH,
KT, GUIHNHHIM, BUSTHAMLM H KopeiiliH) ce HaOnronaea IBYKpaTHO noBHINaBaHe B cpeaHara AUC
H Cmax, OTKOJIKOTO NIpH HHAHBUAHM OT KaBKa3Kkarta paca. [lpn unauiing e samuue nosumasane Ha AUC u
Cmax 1,3 mpTH. He ¢ H3BECTHO KaKBO € 3HaUeHHETO Ha GaKkTopHTe Ha OKONIHATA Cpe/la U Ha FeHETHYHHTE
¢aKkTOpH 3a NoABATA Ha Te3H pa3iukd. Eaun nonynauponeH papMaKOKHHETHYCH aHAIH3 NOKA3B4, Y€
MEXIy HHOAUBHAWTE OT KABKA3KATA M OT YEPHATA paca HAMA KIMHHYHO 3HAYHMH pa3IH4HA.

Bnipeuna HegocTaThUHOCT: B €4HO NpoyuBaHe Ha JIHIA C pasiiH4Ha cTeneH Ha ObOpedro yBpexiane
IIEKOTO 10 YMepeHO OBOpeuHo 3abonaBaHe He € MOBNHANO IUTA3MEHHTE KOHIIEHTPALIMH Ha pO3YBacTaTHH
HJIH Ha HeroBHsa N-necMern meTtabonut. JIuua ¢ Texko yepexaaHe, obaye (kpeaTHHUHOB KnupsHC <30
ml/min) ca UMaTH TPUKPaTHO YBEIHYCHHE Ha MIA3MEHAaTa KOHLIEHTpalluA B CPaBHEHHE CBC 3PABH
noOpOBONLH H A¢BET ITBTH MO-BHCOKA KOHIIEHTpalMa Ha N-aecMeTin MeTaboyiTa. PasHoBecHUTE
IUTa3MEHH KOHLIEHTPALMKA HA PO3YBACTATHH MPH MALMEHTH Ha XeMOoAHa/Iu3a ca mpubmmsutenHo 50% mo-
BHCOKH B CpaBHEHHE ChC 3ApaBH J0GPOBONLM.

Yepuoapobna HeAOCTATLYHOCT: B ¢qHO NMpoyuBaHe Ha jHla ¢ pasiiHyHa CTENEH HAa YePHOAPOOHO
YBpEKIaHe He ca NONYYEeHH JAaHHHU 3a NMOBHINEHA €KCHO3HIIHA Ha PO3YBAacTaTHH IIPH MALHEHTH ¢ pe3yATAT
no Child-Pugh 7 unu no-nucek. [Ipu ABaMa naLMeHTH ¢ TEKKO YepHOAPOOHO YBpesKNaHe (pe3ysITar no
Child-Pugh 8 u 9) ciicremHara ekcriosruusa € 61ia ypenuseHa Haif-Maiko iBa ITHTH B CPABHEHHE C JTHIIA
¢ no-Huchk pesyntar no Child-Pugh. HaMa navuu 3a nauieHt! ¢ pesyntar o Child-Pugh nan 9.

I'eneruuen nommopduzem: Jucnosumkata Ha HMG-CoA peAykTasHUTEe HHXHOMTOPH, BKIIOUHTENHO
pO3YBAacCTaTiH, € CBBhp3aHa ¢ TpancnopTepHuTe nporerntin OATP1B1 u BCRP. llpyu nmammeHTH ©
reserideH nomuMopdu3eM Ha SLCOIBI (OATP1B1) w/unu ABCG2 (BCRP) uMa puck or nosuiuasase
HA KCTIO3HLIMATA Ha posyBacTaThH. MHausHayanen nonuMopduasm Ha SLCO1B1 C.521CC u ABCG2
C.421AA e cebp3aH ¢ npubmmsutenno 1,7 meTH no-sucoka excnozuipa (AUC) Ha po3yBacTaTHH WIH 2,4
MBTH MO-BHCOKA €KCMIOZHLKA, CHOTRETHO, B cpaBHeHHe ¢ reHoTHrioBere SLCOIBI C.521TT unu ABCG2

CA421CC.

IleauaTpRYna HonyJaanHd; Aee GapMaKOKHHETHYHH MPOYUBAHHA C PO3YBACTATHH (NPHJIAraH o
¢opMaTa Ha TabneTKN) NpH NEAHATPHUHH MALHEHTH ¢ XETEPO3UroTHA (PaMHIHA XHITCPXOIECTEPOIEMHA
Ha BB3pacT 10-17 roxHHM MOKa3BaT, Y& CKCIOSHUHATA NPH NEAHATPHUHHTE MAIHCHTH H3TTIOKIA
CpaBHHMA WK NO-HHCKA OT Ta3H NpH BB3PACTHHTE NALUeHTH. 3aTOBA HE CE€ OUAKBA TOMAMO OTKIOHCHHE
NpH CpaBHABAHUTE A03H.

53 IlpeakansdvHu JaHHAR 3a Ge3omacHocT

[peaxnuHUUHWTE JAHHH He Ca MOKA3aJIH CeLManeH pUCK MPH X0pa Bb3 OCHOBA HAa CTAHAPTHAUTE
MpOy4YBaHHA 3a 06€30MaCHOCT BbPXY OCHOBHHTE CHCTEMH, F€HOTOKCHYHOCT, KAHIICPOTCHEH nmmman He
Ca MPOBCKAAHH cHeLMHYHH H3CKEABAHNS, oLeHaBalH edekTHTe BupXy hERG. Hexengume peakiudy,
KOHTO He ca HaGITIOJABAHH B KIMHHYHH MPOYYBAHNA, HO ¢ HaGITIOIaBaHH TIPH XKMBOTHI Qi i i’%
eKCTIOIMIMA GIM3KH [0 KIMHUYHUTE ca CIEAHKTE: B H3IHTBAHKA 32 TOKCHHHOCT C/I64l MHJ OKPITHE. Qg, .
NpHACKEHHE ce HaOMOAaBaT XHCTONATONOIHYHH YepHOAPOOHH H3MEHEHHS, B cne.m#pﬁ Ha,,-a‘fi‘ L)
¢apMaKoIOrHIHOTO JeHCTBHE Ha PO3YBACTATHH [IPH MHILIKH, TUTEXOBE H B MO-HHCK |

MeXyp NpH KyueTa, HO He H IIpH MaliMyHH. B ZombnHeHHe ce HaGMOIABa TOKCHYH




KOATO CC CBHAH 10 HAMAJICHHATE roJIicMHHA, TErAO H IPEKHBACMOCT HA MAJIKHTE, C€ Habmonapa NnpH
MATCPHOTOKCHYHH JO3H Ha CHCTEMHA CKCTIO3ZHIINA HAKONKO ThTH HAX HHBOTO Ha TEpanceBTHYHa
CKCHIO3HNNA.

6. S®APMAIEBTHYHU JAHHH

6.1 CnHcbK HA HOMOIHHTE BEIMECTBA

Hapo ua TabaerkarTa

JIymunpec ® (nakrosa Monoxuapar, nosuacx K 30, kpocnopH/ioH)
Ilenynosa Ha npax

KonoBuioH

KonouaeH, 0e3801¢H CWIHLIMEB JUOKCHI

Maruesuer creapat

Oo0BaBKa Ha TAGAETKATA

Onanpaii® I 85018422 ([yacTHuHO XMAPOAHM3HPAH TOMMBHHIIOB AIKOXO0M; MAKPOToJl, TUTAHOB JHOKCHA,
TANK])

6.2 HecbBMECTHMOCTH

Henpunoxxumo

6.3 Cpoxr ma rogHocT

3 roausn

6.4 ChnenuajHH YCT0BHA HA ChXpAHEHHE
Ha ce cbXpaHaBa B OprHHaNHATa ONAKOBKA 34 3alllHTa OT CBETIHHA,
6.5 DBuawucoaAbpkaRHe HA ONAKOBKATA

Tabnerkure ce npenocrapapat B 6aucrepH oT KOMOHHHpaHO OPA-Alu-PVC ¢donuo, 3aneuaranH ¢
ATYMHHHEBO (OITHO.

Posyeacrarun EC ITH EM 5 mg punmupanu Tabnerku:
Hanwunu onakoBku ot 7, 14, 15, 20, 28, 30, 50, 60, 84, 90, 98, 100, 154, 196, 252 TabneTku.

Posyeacratun EC [T EM 10 mg ¢puaMupanu Tabneriu:
Hannuau onakoBKk# ot: 7, 14, 15, 20, 28, 30, 50, 60, 90, 98, 100, 154, 196, 252 tabneTku.

PosyBacrarux EC ITH EM 20 mg ¢puaMupanu Tabnerku:
Hanuunu onaxkoBku ot; 7, 14, 15, 20, 28, 30, 50, 60, 90, 98, 100, 154, 196, 252 TabneTky.

He BcH4KM BUAOBE OMNAKOBKH Morat fa 6baaT mycHaTH B mpoAaxbda.

6.6 CrhenHa/HH NpeANA3HA MEPKH IPH H3XBbpAAHe H paboTa

CBOTBCTCTBHEC C MECTHHTE H3HCKBAHHA.
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7. MMPUTEXATEJI HA PASPENIEHMETO 3A YIIOTPEEBA
Stada Arzneimittel AG

Stadastrasse 2-18
61118 Bad Vilbel

["epmanus

8. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA
Posyeactatin EC [TH EM 5 mg - Per. Ne 20160198
PosyBactatud EC [TH EM 10 mg - Per. Ne 20160199
Posypacrarud EC ITH EM 20 mg - Per. Ne 20160200

9. JATA HA ITBPBO PA3SPEIIABAHE/TIOAHOBABAHE HA PASPEINIEHHMETO 3A
YIIOTPEBA

22.06.2016
10. JATA HA AKTYAJIM3HPAHE HA TEKCTA

IOnu 2016
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