KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. UME HA JIEKAPCTBEHUA ITPOAYKT
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10 mg: Beaka Tabnerka chabpxka 10 mg po3yBacratuH (rosuvastatin), ekBuBajeHTHH Ha 10,417 mg
pO3yBacTaTUH Kanuuii (rosuvastatin calcium).

[ loMOLIHO BelecTBO C U3BECTHO JIEHCTBUE:

Bcesika Tabnerka cuaspxa 90,433 mg nakrosa.

20 mg: Bcaka Tabnerka cpabpxka 20 mg po3yBacTaTuH (rosuvastatin), ekBUBaIeHTHU Ha 20,834 mg
po3yBacTaTWH Kanuui (rosuvastatin calcium).

[ loMOIIIHO BEUIECTBO C U3BECTHO JIEUCTBUE:!

Bcsaka Tabnerka ceabpxka 180,866 mg nakro3sa.

3a ITBJIHUA CITUCHK HAa MOMOIIHUTE BelllecTBa BUXTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

OuinMHupaHa TabjieTka
Rosuvistat 10 mg: po3oBH, MpOABJITOBATH, U3MMBKHAIU PUIIMUPAHU TAOJIETKH.

Rosuvistat 20 mg: po30BH, KPBIJIH, U3MBKHAIA GUIMUPAHH TaOJIETKH.

4. KJUHHUYHHU JAHHH

4.1 TepaneBTHYHH NMOKAa3aHUA

JleyeHue Ha XUIEPXOJIECTEPOIEMUS

Bb3pacTHH, IOHOIIK M JI€la Ha WK Hall 6-TOIMIITHA BB3pacT C ITbPBUYHA XUIIEPXOJIECTEPOIEMUS (THII
[la BKJIIFOYHTETHO XEeTEpPO3UroTHA (haMHUITHA XUTIEPXOJIECTEPOIEMHUS) UITH CMECEHa IUCITHTTHAEMHS
(tun IIb) kato no6aBka KbM aMeTaTa, KOraTo pe3yaTarbT OT AMeTaTa U Apyru HedapMakoJIOrHYHHU
MEpKkM (Hanp. GU3UYECKH YITpaXKHEHUs, HaMaJIsBaHE Ha TErJIOTO) HE € 3a0BOJIUTENEH.

Bb3pacTHM, HOHOLIK W Jiella Ha WK HaJl 6-roJMIIHA Bb3pacT ¢ XOMO3MroTHa paMuiiHa
XHUIEPX0JIECTEPOJIEMHUsA KaTo 100aBKa KbM JIMETATA, KAKTO U C APYTro JIMMUAONOHUKABALLO JICYEHUE
(Hanp. LDL adepe3a) uim korato ToBa JIeYEHUE HE € MOAXOUALIO.

[IpeBeHLMs HA CbPAEYHO-CHA0BH CHOUTHS
[IpenorBparsiBaHe Ha roJIEMH ChPAEYHO-CHIOBUA CHOUTHSA MPH MALUEHTH, OLIEHEHHU C BUCOK PHCK 3a
MbPBO ChPAECYHO-CBAOBO CHOUTHE (BX. TOYKA 5.1), KaTO AOIMBIHEHUE KbM KOPUTUPAHETO HA JIPYTH

PUCKOBHU (PaKTOpH.

4.2. J03MpoBKa H HAYHH HA NMPHJICKEHHE

[Tpeawu 3anouBaHe HA TepanuATa, MAUMEHTHT TpAOBa J1a OB MOCTaBEH HA CTAHIAapTHA AUeTa
MOHWXaBaHe HUBOTO Ha XOJIeCTepoJia, KOSTO Jia MPOIbJDKHA U MO BpeMe Ha JIeUeHHUETO. I/I
JIO3UPOBKA Ce OorpeAens OT MHAWBUAYATHUTE TEParNeBTUYHHM LIEJIH, KOUTO CE€ OTPEACIIAT /a ,

MPENOPHKUTE HA CBbBPEMEHHUTE KOHCCHCYCHH PBKOBOACTBA 34 KOHTPOJI HAa XOJIECTEPO




POZ}'B&CT&THH MOXKE Ja CC IIpuCMa 1O BCAKO BPpEMC HA OCHA, CBC UITH Oe3 XpaHa.

JIcueHre Ha XUTIEpXonecTepoleMus

IIpenopbuMTeIHaTa Ha4aaHa 8032 € S Wi 10 mg BEOHBX AHEBHO, KAKTO MPH MALIMEHTH, KOUTO HE Ca
TIpHEMAITH CTATHHH, TaKa M [IpH NpeMHHaBaHe OT APYT HHXHOUTOP HAa XHIAPOKCH-METUI-TITYTapuI-
koeH3HM A (HMG CoA) peaykrazarta. U36opsT Ha HaqamHaTa 1032 OT MEAWKAMEHTa 3aBUCH OT
HHBOTO Ha CEPYMHHA XO0JIeCTepol], OBASIINA ChPACYHO-CBA0OB PHCK M PHUCKa OT MOABA HA HEXKENAHH
PEeaKLUMH KbM JIe4eHHETO (BXK. no-Aoiy). [Ipy HeoDXoMMMOCT f03aTa MOXE J1a C€ KOPHTHPA, KaTo Ce
(IpeMHHE Ha CIIEJBAINOTO XO30BO HUBO cnel 4 ceIMHLM (BXK. Touka 5.1). B cpaBHeHHe ¢ MO-HUCKHUTE
NO3M U NpeaBHA MOBHINIEHATa YecTOTa Ha Cho0maBaHe Ha HEXENTAHH peakiuy npu 1o3a or 40 mg, B
CpaBHEHHE C [TO-HUCKUTE J03M (BX. Touka 4.8), MOCNENHO TUTPHpaHE A0 MAKCHMaTHATa 71032 OT

40 mg Tpa6Ba Ja ce mpeaAnprUeMa CaMo MPH MMALUEHTH C TEXKA XUIIEPXONIECTEPOIEMHS ¢ BUCOK
CbPAEYHO-CBIAOB PUCK (0COOEHO TE3U ¢ haMMUITHA XUTIEPXONECTEPOJIEMHS ), KOUTO HE JNOCTHrAT
XEeJTaHOTO HUBO HA XOJIECTEPOJI NMpH NeueHue ¢ 20 mg u rmpu KOUTO LIE ce [IPaBH PYTHHHO
IpocieadBaHe B Xona Ha yie4yeHueTo (K. Touka 4.4). [1pu 3anouysaHe Ha JieucHHe ¢ 40 mg ce
Mpenopb4Ba NOCTOSHHO HAbMIOAEHHE Ha NALMEHTA OT ClIELIMANKCT.

IIpeBeHIIUA Ha ChPAEYHO-CHAOBH CHOUTHA
B npoy4BaHeTo 3a NOHMXaBaHe Ha PHCKA OT ChPIEUHO-ChIOBH CHOUMTHA € H3Mo3BaHa A03a oT 20 mg

(Bx. TOuka 5.1).

Ileduampuuna nonynayus
Ynorpebara npu aeua TpadOBa Aa ce IpoBeXa caMoO OT CrIELHaNUCTH.

Jlela v 1oHOIUM Ha Bu3pacT 6 1o 17 roqunn (cragut < II-V no Tanep)
XeTepo3uroTHa GaMuiHa XUIepxonecTepoieMus

Ipn rena v WHOWH ¢ XeTEPO3UTOTHA GaMITHA XHUIIepxollecTepoieMus obuualiHarta HayajiHa J103a €
5 mg nHeBHO.

« [Ilpu neua Ha BB3pacT 6 10 9 rOIMHU C XETEPO3UTOTHA HaMUITHA XHUTIEPXONIECTEPONEMUS
oOMIARHUAT 1030B AMaNa3oH ¢ 5-10 mg nepopanHo BeIHBLK AHCBHO. bezonacHocTTa U
edukacHOCTTa Ha [103M, NO-BUCOKU OT 10 mg, He ca NpOyYBaHU NMpK Ta3U NOMY AL,

« [lpu geua « oHoIK Ha BB3pacT 10 1o 17 roqMHM ¢ XEeTEPO3UroTHA HaMUIIHA
XUInepxonecreponeMun obuualiHRAT D030B IKarna3oH € 5-20 mg nepopaiHo BEAHDBXK IHEBHO.
Be3zonacHocTTa ¥ ebUKACHOCTTA Ha JO3M, NO-BUCOKH OT 20 mg, He ca MpOyYBaHH IIPH Ta3M
MOITYJIALIAA.

TwurpupaHeTo TpOBa a ce NpoBeX/a ChriiaCHO HHIAMBHIYAIHHUA OTTOBOP M MOHOCUMOCT Ha
neanaTpHUYHWTE MALUEeHTH, KaKTO C¢ MPENopbUBa B MPEMOPBLKUATE 33 JICUCHHE Ha Jeua (Bk. Touka 4.4).
Heuata ¥ roHowWMUTe TpAORA Aa Ce MOANIOKAT HA CTAHZAPTHA XONECTEPONO-TIOHHKABANIA AHETa Npeau
11a Ce 3aIO4HE JIeYeHHEe C PO3YBACTAaTHH; AUeTaTa TPAORa a ce NPoIbkHU 110 BpEME HA IEYCHHETO C
pO3YBACTaTHH.

XoMO3MTroTHA PaMHITHA XUIIEPXOAECTEPOIEMHS

[lpu aetia ¥ IOHOWIY HA BBH3PacT 6 10 1 7 TOAMHY ¢ XOMO3UTOTHA PaMUITHA XMTIEPXONECTEPOIEMHS,
NpenophrYUTEIHaTa 1032 ¢ 20 mg BeJHbX AHeBRHO. MMa orpaHHyeH ONMUT ¢ O3, pa3THYHK 0T 20 mg
TIPH Ta3H NONMyJaLms.

Tabnetkara ot 40 mg He € noaxoAAa 3a ynorpeba npu neguaTpUdHH NaUEHTH.

Jlena mo-mManku or 6 rogMHu
Be3onacHoOCTTa ¥ eDHUKACHOCTT2 Ha ynorpedara rpH Jela no Malki oT 6 roAHHH HE ca npn :
CnenosarenHo, po3yBacTaTHH He ce MpenopryBa 3a ynorpebda npy aeua no-Manku ot 6 ro#f




Ynorpeba npy DalMeHTH B CTapYeCKa Bh3pacT
IpenopbyBaHaTa ITbPBOHAYAIHA J03a NIPH TTALIMEHTH HaX 70-TOONIIHA RE3PACT € 5 mg (BXK. TOUKA
4.4). Ipyro KOpurupaHe Ha J03UPOBKATA B 3aBUCUMOCT OT Bb3PACTTa He € HeoDXoauMmo.

Llo3vpane npy naiveHTH ¢ 666peuHa HeIOCTATEYHOCT
[Tpy maumeHTH ¢ NeKo A0 yMepero OrOpedHO yBpekaaHe ce nmpunarat oouvattuure gozu. Ipu

MalMeHTH ¢ yMepeHno 6s6pedHo yBpexaaHe npenopbYBaHaTa ITbpBOHAYAIHA J03a € 5 mg
(kpeaTHHHHOB KIHpbHCE nof 60 ml/min). Joszuposkata ot 40 mg € npoTMBOITIOKa3aHa MPH MAHEHTH C
yMepeHo 060pedHo yBpexaaHe. [Ipy mauneHTH ¢ Texko Ob0pedHo yBpexaaHe ynorpedara Ha
pO3yBacCTaTHH € IIPOTUBOIOKA3aHA 32 BCUYKU JO30BH PeXXUMH (BXK. TOUKH 4.3 U 3.2).

Jlo3vpaHe Npu NalieHT ¢ YepHonpoOHO YBpeXaaHe

He e HabmoaaBana MOBHIICHA CUCTEMHA EKCIIO3MIMA HA PO3YBACTATHH NPH MANMEeHTH C OLIEHKa [10
ckanara Ha Child-Pugh < 7. Bsipeky TOBa, MOBHIIEHAa CHCTEMHA €KCITOSUIIMA € HabMofanraHa npu
[MALMEHTH C olleHKa no ckanara Ha Child-Pugh 8 u 9 (8x. Touka 5.2). [1pu Te3u natmentu Tpabra na
ce npeanpueMe oleHka Ha 6b0peqdHaTa pyHKUKA (BXK. To4ka 4.4). HaMa 1aHHU 33 MaUMEHTH ¢ OlIeHKA
no ckanata Ha Child-Pugh ran 9. Po3yBacTaTHH € MPOTHUBOIMOKA3aH IIPH MAUMEHTH ¢ aKTHBHO
YepHONPOOHO yBpexaaHe (Bx. Towka 4.3).

Paca

[Tpn nauMeHTH oT a3MaTcKaTa paca ce HadmoAaBa MOBHIIEHA CUCTEMHA eKCITO3UIMA Ha MeIUKaMEHTa
(8X. TO4kH 4.3, 4.4 1 5.2). [IpenopbuBanata MbpBOHAYATHA 4032 [IPH NALMEHTH OT a3UATCKU
npousxol ¢ 5 mg. [Ipyn Te3n nauMeHTH € NPOTUBONOKA3AHO HPUIoKEHKEe Ha Ko3a oT 40 mg.

["eHeTHHeH NOIUMOPGHIEM

IToka3ano ¢, 4ye reqotunoBere SLCOIB1 (OATP1B1) ¢.521CC w ABCG2 (BCRP)c.421AA ca
CBbpP3aHU ¢ NoBUMIaBaHe Ha excno3uumsTa (AUC) Ha posyBacTtaTuH, B cpaBHeHue ¢ SLCO1BI
c.521TT u ABCG2 ¢.421CC. 3a nauneHTUTE, 32 KOUTO € U3IBECTHO, Ye uMat reHotHn ¢.521CC nnan
c.421AA, ce npenophuBa MakKCUMaJlHa eIHOKpaTHa JHeBHA A03a oT 20 mg po3yBacTaTHH (BX. TOYKH

4.4, 4.5u35.2).

Ho3upane npy nanMedTH, NpeapaznolomkeH KbM Pa3BUTHE HA MHONATHA
[Ipy nauneHTH ¢ npeapasnonarauid GakTopu 3a pa3BUTHTE Ha MMOMATHA MpenophyYBaHaTa HayalHa
103a € S mg (BX. Touka 4.4).

ITpu HAKOM OT TE3W MaLMEeHTH € MPOTHRONOKA3AHO NIPHANIOKEHUETO Ha Jo3a oT 40 mg (Bx. Touka 4.3).

ChIbTCTBAINA TEpAlTUA

Po3yBacTaTHH € cyOCTpaT Ha pa3nuvHH TpaHcriopTepHy nporenHy (Hanp. OATPIBI u BCRP).
PHCKBT OT MHOMATHA (BKITFOYHTENHO pabaoMHOMM3a) Ce MOBUINARA, KOTATO PO3YBACTATHH Ce ITpUIara
eIHOBPEMEHHO C ONIpe/ieNIeHH NTEKAPCTREHH ITPOAYKTH, KOHTO MOTaT 13 MOBWHIAT Nla3MeHaTa
KOHUEHTPALMA HA pO3yBacTaTHH, NMOPAXH B3aHMOAEHCTBHE C T€3W TPAHCMOPTEPHU NPOTENHH (HATTP.
LMKJIOCTIOPHH M HAKOW NPOTEa3HH WHXUOUTOPH, BIUIOYNTENHO KOMOWHALIMK HA PUTOHABHP C
aTalaHaBHp, TONMMHABHP W/UITH TUITPAHABHP; BX. TOUKH 4.4 u 4.5). Ha npeanuceaumre 1ekapu ce
NpenopLYBa Aa BIEMAT NMPEABHI ChOTBETHATA JIeKapcTBeHa HHPOPMAITH, KoraTo OOMUCIST
NMpHiaraHe Ha TaKHBa MPOOYKTH 3a¢IHO ¢ po3yBacTaTHH, Koraro e Bp3MOXKHO, TpAOBa 1a ce UMart
peaBH/ AITEPHATUBHH JIEKapCTBa U, ako € HeoOX0IMMO, J1a ce UMa MPEIRUI BPEMEHHO NPEKhCBAaHE
Ha TeparuATa ¢ po3yBacTaTHH. B cuTyaln, koraTo eIHOBPEMEHHOTO NMPHIIOKEHNE HA TE3N
NIEKapCTBEHH NIPOAYKTH C pO3yBAacTaTHH € HenlbexxHo, rmos3aTa ¥ pycKa OT ChITBTCTBAILIATA TEPANUS |
KOPEKLMH Ha J03aTa Ha pO3yBacTaTHH TPAOBA BHUMATENTHO Aa ce OOMHCIAT (BXK. TOUKa 4.5).




4.3 IMporuBonokazanny

Po3yBacTaTHH € TIPOTHBOTIOKA3aH:

* NpH NALMEHTH CbC CBPbXYYBCTBUTENIHOCT KbM PO3YBACTaTHH WITH HAKOE OT IMOMOLLHHUTE
BelilecTBa, H30poeHu B Touka 6.1;

* [IpH MALMEHTH ¢ aKTHBHO 4epHOApoOHO 3ab0ngBaHe, BKIMOUHTETHO HEYTOYHEHO, NPOIBIDKHTENHO
MOKA4YBaHE Ha CEPYMHHTE TPAHCAMHHA3Y W RCAKO MOKavYBaHe Ha CEpYMHHTE TPaHCAMHHA3H TPH
I’TbTU HAJl FOpHATA PaHWLA HAa HOpPMATa,

* IpH NMaLMeHTH ¢ TeXKo 6nOpedHo yepexaaHe (KpeaTHHWHOB KIIHpBHC < 30 ml/min);

*  [pM NAUUCHTH ¢ MHOIATHUS;

*  [pd NALUEHTH, TPHEMALIN €AHOBPEMEHHO LMKIIOCTIOPHH,

* [0 BpeM¢e Ha 6peMEeHHOCT, KbPMEHE U TIPH XKEHHU B JICTEpOAHa Bb3pPACT, KOUTO HE H3NOJI3BaT
NOAXOIAILN KOHTPAUENTUBHU MEPKH.

Hozara oT 40 mg e NpoTHBOMOKa3aHa NPH MAalHEHTH ¢ NpeApasnoarainy PakTopH 3a pa3BHTHE Ha
Muonatus/padromuonusa. Takuea GakTopH ca:

*  VYwmepeHo no creneH 6p06peyHo yBpexaaHe (KpeaTHHHHOB KIMpBHC od 60 ml/min).

* XHUIIOTUPEOHIUIBM.

» Jlugna win paMUTHA aHAMHE3a 33 HACNEICTBEHH MYCKYTHH 3a00NABaHuA.

* AHaMHe3a 3a MOABA HA MYCKYJIHO YBpeXX/aHe M0 BpeMe Ha JiedeHHNE ¢ ApYT MEIWKAMEHT OT
rpynara Ha HHXHOUTOpUTE HA XHIPOKCH-METUN-TTyTapHUi-KoeH3UM A (HMG-CoA) penykrasara
unu ¢ dubpar.

* 3noynortpeba c ankoxon.

*  CbCTOAHUA, IPH KOUTO MOXKE [Ia CE MOBUILH MNAa3MEHOTO HHBO Ha MEHKAMEHTA.

* JInua ot a3marckara paca.

 EgnospeMeHHa ynotpeba ¢ pubpatu.

(Bx. ToukH 4.4, 4.5 1 5.2).

4.4 CnennananH npeAynpexIeHHs | NpeANa3HH MepKH NpR ynoTpeba

bvbpeyu

[Tpyu naumMeHTH, NEKYRAHH C MO-BHCOKH O3H pO3yBaCTATHH, NMO-KOHKpeTHO 40 mg, e HabmoaaBaHa
MPOTEHHYPHR, KOATO € YCTAHOBEHA TIPH U3CNIEBAHE € TECT-JIEHTH, C PEAMMHO TyOyneH MpOoU3X0o/ H B
TIOBEYETO CITYYaHU ¢ MPeXoJeH WM WHTEPMUTEHTEH XapakTep. He e oxazaHo NpoTenHypusTa 12
TIpEeAIIECTBA OCTPO WK nporpecuBHO 0B0peuHo 3abonasane (BXk. Todka 4.8). loxnagsanara yectora
Ha cepHo3HH OBOpeuHN yBpeaH NpH NMOCTMAPKETHHIORATA YIOTpEOa € Mo-BHCOKA TP JI03UPOBKA OT
40 mg. OueHka Ha 6pOpeunaTa PyHKUHA TpAOBA J1a ce HAIIpaBH 0 BPEME Ha PYTHHHO MPOCTEaIBaHe
IpPYU NaLHEHTH, oOHuaiiHo TekyBaHu ¢ 40 mg.

Crenremua Myckyramypa

EdeKkTy BhpXY CKeJleTHAaTa MYCKynaTypa (MUaIrus, MUONATHA M NMO-PAAKO pabJoMHonu3a) ca
CbhOOIIABAHN ITPYU NPHUIIOKEHHME HA BCHUYKH J030BH pexuMu, ocodeHo npu ao3u Haja 20 mg. MHoro
pellKy CITy4aH Ha pabaoMKronu3a ca JOKIaABAHH [TPH U3NMOJ3BaHETO Ha €3eTHMHO B koMOHMHalMA C
HMG-CoA peaykTazan naxuburopu. He Moxe Ia Obae W3kmoueHo papMakOIHHAMHYHO
B3arMOAeHCTBHE (BK. TOUKA 4.5) 1 € HeoOX0ANMO BHHUMAHME NMPH KOMOMHUPAHOTO UM H3ITOM3BAHE.

Kaxro mpu apyrure HMG-CoA peayktasHy uHXUOHTOpPH, JOKTAIRAHATA 4ECTOTa Ha pabooOMHONIN3A,
aCOLIMMpaHa C pO3yBacTaTHH MPH NOCTMAapKETUHTOBaTa ynotpeba, € mo-BUCOKa TIPH JO3HPOBKA OT
40 mg.

B HakonMKO cny4das ce cho0Iana, 4e CTaTHHUTE HHIYUMpAT de novo WK RITOLIABAT BEYE

ChIUECTBYRALIA MUACTEHUA IPaBHC UITH OYHA MHAcTEHHA (BX. TouKa 4.8). [TpunoxkeHneTo Ha
Posysucrat TpaOBa Ja ce cnipe B ¢yuyait Ha BlowaBaHe Ha cuMnTomuTe. Uma crobuieHus 3a |
npy (HOBTOPHO) MPHIIATAHE HA CHIUHMA HITH pa3/iHueH CTaTHH.
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Hamepeane na xpeamunxunasama

KpeatnikuHasata (CK) He Tpa6Ba 1a ce U3MeEpBa Clel YCHJICHH YIIpaXKHEHHWS UITH TTPH HATMYHETO Ha
IPYT NpydHHUTEN Ha yBenmdenue Ha CK, koeTo MOXe Ja 3aTpYJHH ThIKYBAHETO Ha pelyirata. AKoO
HHBOTO Ha CK € 3Ha4YMTEIHO MOBHIIEHO NPH UIXOJHO HHUBO (> 5 MBTH ropHaTa JOMMYCTHMA IpaHuLa),
TecT 3a NMOTBbPXJaBaHe HA pe3ynraTta TpabBa Aa 6bae HanpaBeH B paMKHUTe Ha 5—7 THH. AKo
[MTOBTOPHOTO H3CNieIBAHE MOTRBPAX H3XoAHO HUBO Ha CK > 5 mbTH ropHaTa JOMycTHMa rpaHiua, He
TpsabBa fa ce 3aMoyRa JICUEHHE.

IIpedu nevenuemo

Kaxro u apyrn unxubutopu Ha HMG-CoA penykrasara, posysactatvH Tpsabsa na 6pae npeanuceas ¢
0c0o0eHO BHUMAaHHE MPH NMALMEHTH, 32 KOHTO ca Hanuile (aKTOpH, npeapasnonarailyd pa3BUTHE Ha
MHonaTHA/pabaoMHoniza. Taknsa QakTOpH ca:

*  OBOpedHOo yBpexaHe;

*  XHIIOTHPEOHIHU3IBM;

* JIMYHZ WK (paMUITHA aHAMHE3a 3a HACNESACTBEHO MYCKYITHO 3af0onaBane;

*  YCTAHOBEHA MYCKYJIHA TOKCUYHOCT KbM ApYrd uHxuburopu Ha HMG-CoA peaykrazaTa uinu
¢ubparu;

* 3n0ynorpeda c ankoxorn,

* [IALMEHTH Ha BL3pacT Hal 70 roauHH;

*  CBCTOAHUA, [IPU KOHTO MOXeE J1a ce Ha0moZaBa mokausaHe Ha IJTa3MEeHUTE HUBA (BXK. TOYKH 4.2,
4.5 u5.2),

*  eIHOBPeMeHHA ynoTpela Ha pubpaTH.

[Tpn noxobHu nauMentTy TpadBa Ja ce NMpeABHIM OTHOIEHUETO PUCK/TION3A U J1a ObAaT NOCTaBEHH
oA KIWHUYHO HabmoaeHne. AKo H3X0AHOTO HUBO Ha CK e 3Ha4UTEITHO NOBHIICHO (> 5 TETH
ropHaTta rpaHulla Ha HOpMarta), He TpadBsa [1a ce 3aMoYBa IICYEHHKE,

I1o epeme Ha neyernuemo

[TauuenTiTE Ce 3ambnkaBar HezabaBHO Ja JOKTAABAT HEOOACHUMH MYCKYJTHK DONIKH, ycellaHe 3a
cnabocT WITH cXBalllaHe, Hali-Be4e ako ca CBhP3aHH ¢ HepalnonoxeHe Wik gpedpunurer. Ilpu tesu
nmaurcHTU TpAdBa ga ce u3mepAT HuBara Ha CK. Tepamusara TpabBa na ce mpexpary, ako HUBOTO Ha
CK e 3Ha9quTEeIIHO MOBULIEHO (> S IThTH ropHaTa AOMYCTHMA PAHULA) WU aKO MYCKYJTHUTE
CHMITTOMH Ca TEXKH H MPUYHHABAT €XEeIHEBHO Hepa3nonoxkeHue (1opy HUeoTo Ha CK na e <5 mmetnt
ropHaTa J0NYyCTUMaA FpaHtLa). AKO CHMIITOMUTE OT3BY4YaT ¥ HHBOTO Ha CK. ce HopManu3upa, MOXe
Ja c€ MOMMCIH 3a [IOBTOPHO JICHEHKE ¢ PO3IYRACTATUH WK anrrepHaTuBeH HHXHOUTOp Ha HMG-CoA
pelnyKra3ara B Hal-HucKa n03a nog HaGmoaerne. Pyrunno nabnronenue Ha HuBoTo Ha CK npu
nauueHTH 6€3 CHMIITOMH HE € OCHOBATEIIHO.

HMma MHOTO peaxH JOoKJIaaM 33 MMYHOMEAMHpaHa HeKpoTuanpaina Mmuonatus (IMNM), koato
KJIMHUYHO CE XapaKTEpU3upa ¢ NEPCUCTHpAILA ITPOKCUMAJTHA MYCKYIIHA C1af0OCT ¥ MOBUILISHA
cepyMHa KpeaTHHKHHA3a 110 BpeME Ha JICUEHHETO UM CIIeZl CIMPAaHE HA CTATHHUTE, BKIIIOYHTETHO
po3yBacTaTHH. Moxe aa e HeoDX0IMO AOMBIHUTETHO HEPBHOMYCKYJIHO HIH CEPOJIOTMYHO
u3cneaBare. Moxke ga ce HaloXH neueHue ¢ UMYHOCYTIpECHpaIlH JICKapCTea.

[Tpu KIIHHUYHWTE U3NKTBAHUA HE ca HaOMIolaBaHK JIaHHH 33 MMOBUIIEHH €(eKTH BbpXY CKEJIETHATA
MYCKYNaTypa B MaIKaTa rpyna natHeHTH, [IpH KOMTO PO3YBacTaTHH € MpUJIaraH ¢ Apyro
CBITBTCTBAILIO JIEYCHHE. Y BEIHYEHHE Ha YecTOTaTa Ha MHO3NT U MHONaTHa € HabmonasaHo, obaue,
NpU NALUEHTH, Momyyasauy Apyru uHXxuburopu Ha HMG-CoA penykrazara 3aeiHO ¢ LHKJIOCIIOPHH,
ApOH3BOAHH HA PUOPHHOBATA KHCETMHA, BKIMOYATEITHO reM(pudpo3uit, HHKOTHHOBA KUCETHHA,
a30JTOBH AaHTUMHKOTHILIH, ITPOTEa3HU MHXNONTOPH W MaKpOmUAHHK aHTHOHOTULH. ["eMpubpo3nn
MOBHILIABA PUCKA OT MHOIIATHSA, aKO Ce MpUEMa eITHOBPEMEHHO C HAKON WHXHOuTOopH Ha HM
penykra3ara. [[opanu ToRa, koMOMHALMATa MEeXTY reMOubpo3wn U po3yBaCTaTHH HE €

KOMOHHHpPAHOTO MpHeMaHe Ha po3yBacTaTHH H GuUbpaTu win HuauuH, Tpadsa aa 6nae |
NpeneHeHa CrpsaMo MoTeHUHANTHUA pUCK OT nogobuu koMOuHauuu. [Ipy eaHoBpeMeHHE
Ha ¢ubpary, nedeHuero ¢ Ao3M oT 40 mg € NpoTHBOMNOKAa3aHO (BX. TOYKU 4.5 1 4.8).
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Po3yBacTaTHH He TpAOBa Ja ce npuiara eJHOBPEMEHHO C (y3UI0Ba KHCETHHA 32 CHCTEMHO
NPUIIOXKEHHE WITH B paMKUTE Ha 7 IHU CEI CIIMpaHe Ha JieueHHeTo ¢ Gy3unosa kucenuHa. [pu
NaLMeHTH, IPH KOUTO U3NOA3BaHETO Ha Py3U0Ba KUCENHHA 34 CUCTEMHO NMPUIOXKEHUE € 3HAYUMO,
Ne4YEeHHETO CbC CTAaTHHK TpaOBa aa Obae npeycTaHOBEHO MNpes Lelus NepHoa Ha leueHUe ¢ py3HaoBa
kucenuHa. Ma chobuienns 3a pabaoMuonnsa (BKIMOYKUTENHO HAKONKO C daTtaieH U3XOR) MpH
NalMeHTH, MpueMalnd Gy3naoBa KUCENIMHA W CTATHHMA B KoMOuHalus (BX. Touka 4.5). [Taunenrnre
TpAbBa fa ObJAT IOCHBETRAHU 1A NOTHPCAT He3a0aBHO MEANIIHHCKA MOMOIII, aK0 H3TUTBAT CHMITTOMH
Ha MYCKYJTHA crnaboct, 601Ka HITH O0JIC3HEHOCT. JIGYEHUETO ChC CTATHUHU MOXE A2 Ob/ie MOJHOBEHO
ceaeM QHU clrel IocneaHata no3a Ha ¢y3uaosa kucennHa. Ipu H3RBHPEAHH OOCTOATENICTBA, KOTATO €
HeoOX0AMMa NPoIBIDKATENHA yrioTpeba Ha ¢y3uAoBa KHCEIHWHA 32 CHCTEMHO MPUIIOXKEHWE, HanpuMep
3a JICHEHUE HA TeKKU HHPEKUVH, HEODX0IUMOCTTa OT €JHOBPEMEHHO NMPHWIOXKEHHE HA PO3YBAaCTATHH
H dy3ua0Ba KMceMHa TpabBa fa ce MpelicHW RHAWBHAYAITHO, U MMOJ CTPOT MEAHULIMHCKH KOHTPOI.

PosyBacTaTiH He TpAOBa Aa ce ynorpeOsaBa NPy MALMEHTH C OCTPH CEPUO3HH ChCTOSHHA,
npeAnonaraiyd MUONaTHA, WK Npeapasnonaraiii KM pa3BuTre Ha 6b6peuHa HeaoCTaTEYHOCT,
BCNEJICTBHE pabaoMHoNH3a (Halp. CelICHC, XUTTOTOHNSA, roJiTMa ONepalins, TPAaBMa, TeXKH
MeTab0NMUTHH, EHAOKPHHHH H €JIEKTPONIHTHH HapYUIeHUA WIX HEKOHTPOJIHPaHU I'bpuoBe).

BiusHue BbpXY YepHusa Apob

KakTto npu apyrn uaxuburopn Ha HMG-CoA peayxrasara, po3yBacTaTiH TpAOBa BHUMATENHO Aa ce
npuiara Ipyu NalgeHTH, KOUTO NPUEMAT roIAMO KONMMYECTBO anKoXon W/HJIK ¢a nManu 3adonsaBsaHe Ha
yepHUsa Ip0ob. ITpenopbuUTeTHO € 1a C¢ HANpPaBAT W3CICABAHUA HA YCpHUA Apod npeau, U 3 Meceua
cne/l 3afo4BaHe Ha eweHneto. PosysacTtaTtuH Tpabea Aa One MpeyCcTaHOBEH WM no3aTa TpadBa Ja ce
HaMalli, akO HUBOTO Ha CEPYMHHTE TpaHCAMHHA3H HAJBHILARA TPH ITHTU FOPHATA I'PaHHLA Ha
HopmMara. JlokiraaBaHaTa 9ecToTa 32 CEpUO3HT HepHOAPOOHH YBpeaH (3aKMIOYBALIH C& I'IaBHO B
YBEJITHYCHU YEPHOAPOOHH TpaHCAaMHHA3H ) [TPH NOCTMAapKETHHIOBaTa ynorpeba, € no-sMcoka npu
no3upoBka ot 40 mg.

[Tpn nauHeHTH ¢ BTOpPHYHA XUIIEPXOIECTEPOIEMHA, NIPUMHHEHA OT XHITOTHPEOUIMIBM WIH
HedpOTHYEH CHHAPOM, OCHOBHOTO 3abonssaHe TpadBa Aa ce NeKyBa NPEaH 3an0YBaHe Ha IEYEHUE C
pPO3yBAaCTaTHH.

Paca
(DapMaKOKMHETUYHHUTE MIPOYYBAHUS MOKA3BAT, Y€ MPH NMALMEHTHTE OT a3WATCKaTa paca € HamHLe I1o-

BHCOKa €KCIIO3HIINA B CPaBHEHHE C Te3H OT KaBkaskara (Oanara) paca (Bx. Touku 4.2, 4.3 u 5.2).

[Iporeasnu UHXUOUTOPHU
[ToBHIEHa cUCTEMHa €KCITO3MLMA Ha po3ysacTaTHH € HalJlojaBaHa NpH MalHeHTH, NpUEMaLIH

pO3yBacTaTHH €HOBPEMEHHO C Pa3IMUHHM NNPOTEea3Hd UHXUOUTOPYU, B KOMOHHALIUA C PHTOHABMD.
TpsabBa na ce oOMUCTH KaKTO NON3aTa OT JIMNUAONOHKKABAHE upe3 ynoTpeba Ha po3yBacTaTHH MpH
naudenT ¢ HIV, kouto npuemMar nporeasHn HHXHOATOpH, Taka U MOTEHLIMATA 33 MOBHLLIEHA
KOHUEHpALIMS HA pO3YBAaCTaTHH, KOTATO CE€ 3ano4yBa TEpANMATa U C€ NOBHILABA 103aTa Ha
pO3YyBacTaTHH TP MalUEHTH, JIEKYBaHH ¢ MpOTEa3sHH HHXHOUTOPH, EXHOBPEMEHHOTO MPHUIOKEHHE C
onpele/ieHy NpoTeazHn HHXUOUTOPH HE ce NMPEenopbhYBa, OCBEH aKO J103aTa Ha pO3yBacTaTHH HE ce
kopurupa (BX. Tabnuua 1 1 Touku 4.2 u 4.5).

HenoHOCHMOCT KbM JIAKTO3a
TTaiiHeHTH C peJKH HACTIEICTREHHN NPoOIEMH KaTo ralakTo3Ha HEMOHOCHMOCT, TOTANICH NTAKTa3eH
JehUUNT WM TIIFOKO030-ranakTo3Ha Matadbcopbiua He TpaORa 4a MpHEMaT TOBa JIEKapCcTBO.

Hurepcrimanua 6enoapobHa bonect
JoknaasaHy ca M30MHPAHU CITyYan Ha HHTEPCTHLIMAIHA Oe1oapoOHa OONECT MpU MPUNOXK
HAKOHW CTATHHH, OCODEHO MpH MPOABLIIKUTEITHA Teparus (BkK. Touka 4.8). Knuauuuure np

Aa BKITFOYBAT JHCTIHEdA, HEMPOMYKTHEHA KAULTHIA H RIOIIaBaHe HA 0OUIOTO CHCTOAHHE (YM
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Ha TerJo M TpecKa). AKO UMa MoAO03peHUe, 9 MAIHEHTHT € pa3BHII NHTepcTHIMANHA benoapobHa
6onect, TepanmuaTa chC CTaTHH TpAORA Aa 616 npeycTaHOBeHA.

3axapeH guader
HHKDH JOKA3ATEIICTBA I'IpEIlI'IOIIEI.l" daT, 4C CTAaTHHHTEC KATO KJI4AC ITOBHINABAT Kp'bBHElTEl I''THOKO3d H lTpH

HAKOH TALIMEHTH, BACOKOPHCKOBH 32 pa3BUTHe Ha Auabet B Obaeile, MOraT Ja oBeJaT A0 TaKkoBa
HWBO Ha XHIIEPTIIHKEMHS, TIPH KOETO € MOAXOAALIO IPUIIAraHeTo Ha pelOBHATA IpHXka, IIpoBekaaHa
npu nuabet. To3m puck, obade ce HAAAENABA OT PERYKUUATa Ha BACKYJIApHUA PUCK CbC CTATHHU U,
CIieJIOBATENHO, He TpAOBa a Ob/le NpUYUHA 3a CITHpaHe Ha CTaTHHOBATA Tepanusa. PHCKOBHTE
natMeHTH (IMOKo3a Ha THagHo 5,6 10 6,9 mmol/l, uaaexc Ha TenecHa Maca > 30 kg/m?, noBuIeHH
CTOWHOCTH Ha TPUTTIHIEPUANTE, XHIIEPTOHNUA) TpA0Ba fa ce MpOcieAABaT KaKTO KINHHYHO, Taka H
OMOXMMHUYHO, CEINIACHO HRITMOHATHUTE PBKOBOACTRA.

B npoyusanero JUPITER, choburenara obua vecrora Ha 3axapeH anaber e 2,8% 3a po3ysacraTtiH H
2,3% 3a nnaue6o, rNagHO MpH NMaLMEHTH C FNIOKO03a Ha rmaaHo 5,6 xo 6,9 mmol/l.

[leauaTpy4Ha nonynayus

OueHsaBaHeTo Ha THHERHOTO H3pacTBaHe (BHCOYKHA), Terno, BMI (uHaekc Ha TenecHara Maca) U
BTOPUYHHUTE NOJOBH O€jie3H Ha NOJOBOTO Ch3pABaHE MO CKanara Ha Tanner rnpy negHaTpUYHH
nanMeHTH Ha Bb3pacT 6 Ao 17 roannu, npueMauy po3yBacTaTHH, € OrPaHUYCHO 10 JBYTOAULICH
neproa. Cnen IBe roAHHY Ha TPETHPAHE N0 BpeMe Ha MPOYYBAHETO, HE € 3a0enA3aH HUKAKBB eeKT
BBPXY pacTtexka, Teriioro, BMI unu nonoroto ¢u3pasane (Bx. Touka 3.1).

B KITHHWYHO IPOYYBaHE HA Jieta U IOHOLIH, ITPUEMAIRM pO3YBACTAaTHR 32 52 CeXMULIX, MOBUIIABAHE HA
CK > 10xULN u MycKkyJIHHTE CUMITTOMM Clef] YIIPOKHEHHE WK MOBHINEHa PU3WIECcKa aKTURHOCT Ca
HabMroaaBaHN MO-4ECTO, B CpaBHEeHHE ¢ HAOMOASHWS OT KIIHHUYHY NPOYYBAHUS MPH BB3PACTHH (BXK.
TO4YkKa 4.8).

4.5 B3auMoaeticTBHE ¢ APYIrH JIeKAPCTBEHH NPOAYKTK H APYIrH (pOpMH Ha B3auMOAeiicTBHE

Eexm na ednospemenno npunazanu 1ekapcmaer npooyKkmu 8bpxy po3ysacmamun

HMuxuburopH Ha TPAHCNIOPTEPHUTE NPOTEHHH

PozyBacTaTHH € CyOcTpart Ha ofpeieNeHH TPAHCIOPTEPHHU TIPOTEHHHY, RKITIOUHTENTHO YEPHOAPOOHUS
wiirelik TpaHcnoprep OATPIB1 u ednyke Tpancnoprepa BCRP. EqHoBpeMEHHOTO MTPUTOKEHUE Ha
PO3YBACTATHH ¢ IEKAPCTBEHU MPOAYKTH, KOWTO €4 HHXHOUTOPH Ha TE3W TPaHCIIOPTEPHH NMPOTEWHH,
MOXe J1a JIOBejIe JO NMOBHINARAHE HA MJIa3MEHATa KOHLCHTPALMs Ha PO3YBAaCTATHH U MOBUILIEH PUCK OT
MuoriaTiug (Bx. Tabnuia 1 w Touxu 4.2, 4.4 n 4.5).

I{HKnocnopuH

ITpu €IHOBPEMEHHOTO MPUJIOKEHHUE Ha PO3YBACTATHH C LMKIOCIIOPHH, CpeaAHHTE CTORHOCTH Ha AUC
Ha PO3YBAaCTaTHH ca OMITH CpeaHO 7 MLTH NMO-BHCOKH OT Te3H, HabmonaBanyu npu 3npasH J0OpoBOALM,
Ha KOUTO € NpUoKeHa chulaTta 103a (k. Tabnuua 1). Po3yBacTaTUH e IpOTHBONOKA3aH NpU
MALHEHTH, KOUTO eIHOBPEMEHHO MONyYaBaT UUKIIOCTIOPHH (Bx. Touka 4.3). EZHOBpEMEHHOTO
[PUIIOKEHHE HE € TIOBIUANO INNA3MEHUTE KOHLIEHTPAUUH Ha LIMKJIOCTIOPUH.

["emMbuOPO3U U APYTH JTHNUIONOHUXKABALIHY IPOAYKTU
EAHOBpEeMEHHOTO TIPUIIOXKEHHE Ha PO3YBACTATHH U reMpUOPO3UI € I0BENO 10 ABYKPATHO MOBHILIEHHE

Ha Cmex U AUC Ha pozyBacTatuH (BX. ToUka 4.4). /laHHHTE OT papMaKOKMHETHUHNTE IIPOYYBAHHA,
M3CIeABally IeKapCTBEHUTE B3auMoaeliCTBHUA, He Noka3sar B3auMoleicraue ¢ peHodpudpar, Ho e
Bb3MOXKHA 1109Ba Ha (papMakoJIMHAMHYHHU B3anMoaencTBus. [ emdpubposun, peHodpudpar u
OCTaHAIHUTE MEAHKAMEHTH OT Fpynara Ha ¢pubpaTuTe U NUMUIOMOHHKABALINTE A03H (B 1103
NeH) HUalLKMH (HUKOTHHOBA KHCENIMHA), MOBULIABAT PHCKA OT TOABA Ha MUOTIATUS [TPH
HHXHOUTOPH HAa XUIAPOKCH-METUN-TITYTAPUN-KOCH3UM A PEAYKTa3aTa, Hait-BEPOATHO )
ge MOCHASIHHATE MOTAT [1a MPESAN3ZBUKAT TI0ABATA HA TOBA YCIOKKEHUE U ITPH MOHOTE:;




40 mg ¢ NpOTHBONOKa3aHa NMPH eTHOBpeMeHeH NpHeM Ha pubpatH (BxX. TouxM 4.3 U 4.4). Ilpu Te3n
[MalMEHTH TIe4eHHETO ChILO Tp40Ba Xa 3amouHe ¢ 5 mg.

EzernMub

EsHoBpeMeHHOTO Hano3gaHe Ha 40 mg polysactatuH K 10 mg ezeTumMub, HE BOAX AO NPOMEHH B
AUC u Ha aBara npofayKTa, Korato ce npuiarat rmpH 3apaeu 100posonuH. MmMa 1,2 nkTH nosHIIEHHE
Ha AUC ua posyBacraruH, korato 10 mg posyBactatvuH M 10 mg e3eTMu0 ca PHUIOKEHH IIPH
[MaleHTy ¢ Xunepxonecreponemus (tabnnua 1). He Moxke na ce u3kmoun papMakogWnHAMHYHO
B3aUMOJIEHACTBHE MEXIY TAX, KOETO Jd MMa 3a Pe3YIITaT HeXelTaHW peakUuH (Bx. Touka 4.4).

[Iporea3uyn uHxuGHTOPU

Brnpeky Ye TOYHHAT MEXAHU3IbM Ha B3aUMOICHCTBUEC HE € U3BECTEH, EJHOBPEMEHHOTO ITPUIIOKEHHE C
MpOTEa3HU HHXHOHTOPK MOXe PA3KO Ja MOBUILIHK €KCIIO3ULIMATA Ha pO3yBacTaTHH (BX. Tabnuua 1).
HanpuMep, ¢eJHOBPEMEHHOTO NpunokeHue Ha 10 mg po3yBacTaTUH U KOMOMHMPAH NPOAYKT, ChCTOALN
ce oT ABa NporeasHy nHxuoutopa (300 mg arazanasup/100 mg puTOoHABUP) MO BpeME HaA €IHO
(apMaKOKHHETHYHO MPOYYBaHE MpH 3paBy JoOPOBOIILM, C€ acCoLUMpa ¢ MPUOITMINTENTHO TPUKPATHO
HapacTBaHe Ha AUC Ha po3yBacTaTHH. EAHOBPEMERHOTO MPUITOXEHHE HA pO3YBacTaTHH K HAKOHU
KOMOHHALMH OT NPOTE€a3HH RHXUOUTOPH, MOXE /la Ce uMa TpeABUA Cliell BHUMATENHO MpeLIEHABaHE
Ha KOPEKLMUHUTE Ha 203aTa Ha PO3YBACTaTHH, HAa 6232 OYaKBAHOTO NOBUILCHUE HA €KCNO3ULIMATA HA
po3yBacTaTiH (Tabnuua I v Touku 4.2, 4.4 1 4.5).

AHTHALIMAK
ENHOBPEMEHHOTO NPUIIOXKEHHE HAa PO3YBACTAaTHH ¢ AHTHALIMIHG CYCTICH3M, ChAbPXKalla aTYMUHUER U

MarHe3neB XHAPOKCH, € J0BEJIO 10 HAMANIABAHE Ha MJla3MeHaTa KOHLIEHTpalusA Ha po3YBacTaTHH C
npubmusurenHo 50 %. To3u edekt orcnabsa, korato aHTHALMAKTE Ce JaBAT 2 4aca clie]| IpUeMa Ha
po3yracTaTiH. KIWHHYHOTO 3HaYeHKE Ha TOBA B3aMMOACHCTBYUE HE € U3CNIEABAHO.

EpUTpOMULIHH
EnHOBpeMEHHHAT NpHEM Ha PO3YBacTaTHH H EPUTPOMHIIHH € aosel 1o 20% Hamatenue Ha AUC o

1 30% HamaneHne Ha Cpax Ha PO3YBACTATHH. B3auMoelicTBieTO MOXE Aa € NPEAN3BHKAHO OT
MOBHLIEHHA YPEBEH MOTUIIUTET, BCIIEACTBUEC HA TPHEMA HA EPUTPOMHULIKH.

EH3uMH OT cHcTEéMaTa Ha uuToxpoM P450
Pe3yITaTUTE OT in vitro W in vivo NPOYYBAHUA MTOKA3BAT, Y€ PO3YBACTATHH HE € HUTO HHXHOMTOP, HUTO

HHAYKTOP Ha qutoxpom P450 uzoenznmure. PosysactaTiH e ciad cybcTpart 3a Te3n H30EH3IUMH.
CnenorareTHO, eKapcTBEHU B3aUMOACHCTBIA, pe3yIraT oT uMToxXpoM P450-Mequupanns
MeTaboM3bM, He ce o4aksaT. He ca HabnoZaBaHW KTMHUYHO 3HAYUMU B3aUMOIEeHCTBUS MEXITY
po3yBacTtaTii U ¢paykoHazon (Mpxuburop Ha CYP2(C9 u CYP3A4), unu keTokoHazon (WHXROUTOp Ha
CYP2A6 u CYP3A4). EnHoBpeMeHHHUAT MpUeM Ha uTpakoHa3on (Muxudurop Ha CYP3A4) u
po3yBacTaTUH Boan 1o 28 % yeenuuenne Ha AUC Ha po3yBacraTHH. ToBa MalKO yBEJIWYEHHE HE €
KJIMHHYHO 3Ha¥MMo. [1o Ta3zn npUunHa, JeKapCTBEHH B3anMOaeCTBHA B CNEACTBAE HA METAbOMM3bM,
MeanupaH oT uuToxpoM P450, He ce ovakBar.

B3anmoaeicTBUA, KOUTO U3UCKBAT KOPEKLIMS Ha J103aTa Ha PO3YBACTAaTHH (BK. CHLIO Tabnuua 1)
Koraro ¢ HeoOX0auMo 1a ce Npuiara po3yBacTaTHH €JHOBPCMEHHO ¢ APYTH NICKAPCTBEHU MPOAYKTH,

32 KOUTO € U3BECTHO, Y€ TOBULIABAT €KCIIO3ULMATA Ha PO3YBAaCTaTHH, 1O3UTE HAa pO3yBacTaTHH TpAOBa
na ce kopurupat. Ha npeanucpaiiure nexapu ce npernoprypa ia B3eMart 11pe/iBU CbOTBETHATA
ITekapcTseHa HHpopMauus, Koraro OOMUCAAT NpUaraHe Ha TAKKHBa MPOAYKTH 3a€4HO C
pO3yBacTaTHH. 3aMQ4yBa Ce C A03a Ha po3yBacTaTHH OT 5 Mg BEAHBXK AHEBHO, AKO 04aKBAHOTO
nosuieHue Ha excrioznuuata (AUC) e npuOIN3UTENHO ABYKPATHO HITH TTO-TOMIIMO. MakcHManH
MHEBHA /1032 Ha PO3YBACTATHH TpdAOBa 1a ¢ KOpUrupa taka, 4e o4akBaHaTa eKCMo3ULUA Ha
PO3YBACTATHH A3 HAMA BEPOATHOCT Aa HAABMIUH Ta3u Ha 40 mg qHEeBHA 1033 pO3YBACTATUH
B3aUMOIeHiCTBAIIN NTEKAPCTBEHH NMPOAYKTH, HANMp. 103a oT 20 mg po3yBacTaTHH ¢ reMdub
ITLTH MOBUINEHHE) ¥ Jo3a 0T 10 mg po3yBacTaTvH ¢ KOMOUHALIWA PUTOHABUP/ATa3aHABHUD
TTOBHIIICHNE).




Tabnuua 1. EdexT Ha eqHOBpeMEHHO NPUAATaH JeKAPCTBEH NPOAYKT BLPXY €KCHOIHIMHATA HA
posyeactaTiH (AUC, B HH3X0aR1] pea) oT nyONHKYBaAHH KIHHHYHH NPOYYBAHHS

H030B peXKHM HA J030B pexHM HA [Ipomsana B AUC na
B3aMMOeHCTBAIROTO JEKapPCTBO PO3YBACTATHH PO3YBACTATHH
[Huknocnopud 75 mg nBa mbTH Ha AeH 10 10 mg BeaHBX AHEeBHO, 10 JHH 7.1 meth T
200 mg aBa MbTH Ha JeH, 6 Mecella
Pel:opatbemrﬁ 160 mg, BeIHLX JHEBHO, 5 mg, eVHWYHA 1032 - 3,8 mpTHR
14 1HM
Atasanasup 300 mg/puronasup 100 mg 10 mg, enuunyHa K032 3,1 o T
BeIHLXK JHEBHO, § THH
Benmaraceup 100 mg BeAHBX AHEBHO 10 mg, enuHUYHA 1032 2,7 TbTH
OmbuTtacBup 25 mg / napuTarnpeBup 5 mg, eIMHHUYHA R03a 2,6 TETH

150 mg / puronarup 100 mg BeaHbX
IHEeBHO / na3abysup 400 mg 2 nbTH
AHeBHO, 14 OHHU

['pazonpesup 200 mg/endacrup 50 mg 10 mg, ennHU4Ha 1032 2,3 muTH
BeIHDLX fHeBHO, 11 aHM

['mexanpesup 400 mg/mubpeHTacRHp 5 mg BEHBXK AHEBHO, 7 2,2 MbTH
120 mg BeAHSLX JHEBHO, 7 IHH AHH

Jlonunapup 400 mg/puronasup 100 mg 20 mg BeAHbXK AHEBHO, 7 IHH 2.1 men T
NBa ObTH Ha fieH, |17 AHu

Knonuaorpen 300 mg HaTopapsalia no3a, 20 mg, eAMHHUYHA 103a 2 met T
noce/BaHa ot 75 mg Ha 24 yaca

I"'empubpozun 600 mg aBa METH Ha 1eH, 7 80 mg, eAuHUYHA 1032 1,9 metu T
AHU

Exrpombonar 75 mg BeAHbX JHEBHO, 5 10 mg, enuHU9HA 71034 1,6 metu T
IHH

TapyHasup 600 mg/puronasup 100 mg 10 mg BeAHBX AHEBHO, 7 JAHH 1,5me T

Ba ObTH HA OeH, 7 A4HU

Tunpanasup S00 mg/puroHasup 200 mg 10 mg, enAHKYHA 1032 1,4 meti T
NBa ITLTK Ha HeH, 1| auu

HpoHenapou 400 mg aBa MbTH Ha IeH He e nanu4Ha 1,4 meti T
Htpakonaszon 200 mg BeqHBXK JHEBHO, 5 10 mg, eaAMHHYHA 103a 1,4 memit T
OHU

E3zerumu6 10 mg BeaHbX JHEBHO, 10 mg, BeAubXK AHEBHO, 14 AHH 1, 2metn 1
14 nHu

®ozamnpeHasup 700 mg/pUTOHaBUp 10 mg, equnnuHa 1032

100 mg aBa MbTH HA AeH, 8 THH

Anernurazap 0,3 mg, 7 aHu 40 mg, 7 1HH
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CunumapuH 140 mg Tpu ITbTH Ha J€H, 10 mg, exuHUYHA 1032 >
5 AHU

®enopudpar 67 mg TpH NBTU HA JCH, 10 mg, 7 qun —

7 nHH

Pudamnus 450 mg BeAHBK SHEBHO, 7 20 mg, equHU4Ha 1032 o
JTHA

Kerokonaszon 200 mg aBa MbTH HA JeH, 7 80 mg, equHuyHa 1034 —
IHH

®nyxkonazon 200 mg BeAHBXK AHEBHO, 11 80 mg, eauHUYHA 1034 —
JIHH

Epurpomuums 500 mg yeTupu NbTH Ha 80 mg, equHNYHa 1034 20% <
JeH, 7 1HH

barkanuk 50 mg TpH MLTH Ha JEH, 20 mg, efMHUYHA 1034 47% -
14 auu

* JaHHWTE, NOCOYEHH KATO X ITHTH NPOMSIHA, NMPEACTARAT NMPOCTO ChOTHOIICHHE MEXITY €IHOBPEMEHHO
MIPUIIOKEHHE U TTPUNOKEHWE HA pO3YBACTATUH CAMOCTOATENHO. JJaHHNTEe, mocoYeH! KaTo %
MpeACTARAT NIPOLICHTA PA3THKA, OTHECEH Ha CAMOCTOATEITHOTO MPUIIOKEHHWE HA PO3YBACTATHH.

[ToBU1IABAHETO € NPEACTABEHO KaTo ,,T“, fe3 npoMAHa KaTo ,,«> ", NOHHKEHHETO KATO ,,J«“. **Hsakonko

[Ipoy4YBaHUA 3a B3aUMOREHCTBUE Ca NPOBEAEHH C pa3IMYHA RO3UPOBKH pO3yBacCTATHH, Tabnuuara

NpeacTaBd Hal-3HAYUMOTO ChOTHOILIECHHE.

Edgbexm na pozysacmamun evpxy ednogpeMerno npunazanu nexapcmeenu npooyxmu

AHTAroHUcT# Ha BUTaMHUH K

[Noaobuo Ha Apyrn uuxuduTopu Ha HMG-CoA penykrasara, 3a04YBaHETO HA NICUCHUE C
pPO3yBacTATHH MM THTPHPAHETO Ha Ao3ara MY MPH NALMEHTH, IpHeMallll AHTArOHUCTH Ha BUTaMMH K
(kaTo BapdapuH UK APYrd KyMapHHOBU AHTHKOATYJIAHTH), MOXE Jla JOBEE A0 NTOBULICHKUE Ha
MeXIYHapOAHOTO HopManu3upaHo choTHomeHue (International Normalised Ratio, INR).
ITpexbCBaHETO HA NEYESHUETO MITH HAMANABAHE Ha J03aTa Ha THTPHpaHe ¢ pO3yBACTaTHH MOXKe Ja
nosene ao Hamanenue Ha INR. [1pu nonobun cutyaumu ce npertops4Ba MOHUTOpHpaHe Ha INR.

[TepopaiHY KOHTPAUENITHBI/XOPMOHO3IAMECTRANA TEPANTUS
EAHOBPEMEHHHUAT NPHEM Ha PO3YBACTaTHH W MEPOPATTHY KOHTPALICIITHBM, € JOBE JO MTOBKITaBAaHE Ha

AUC Ha eTHHUI €CTPagNON ¥ HOpPrecTpen, Cb0TBETHO ¢ 26% u 34%. Te3n noBUIIEHH MTa3MEHH
KOHIEHTpaLMH TpAOBa J1a ce B3€MAT MO BHHMaHKE, KOraTo ce olipeAens A03HpPOBKaTa Ha
epopaHUTE KOHTpauenTBH. HiaMa papMakOKWHETHYHH NaHHU 3& MaUHeHTH, KOUTO pyeMar
eIHOBPEMEHHO PO3YBACTATHH M XOPMOHO-3aMecTBaina Tepanvd. ETo 3aino, B3auMoaedcTBHETO,
OTIUCAHO TO-Tope, He TpAORA 1a OBbAE MIKIMIOYEHO KaTo BEpOoATHO. BBNpeku ToBa, Tazn koMOWHALMA €
61na MUPOKO Tpriarada oT XKEHH B KIIMHUYHH UIMUTBAHUA U ¢ OUna TonepupaHa gobpe.

Apyru nekapCcTBEHH MPOAYKTH
Huzoxcun: Bb3 OCHOBA Ha JAHHHTE OT CIIeMPUIHH NPOYIBaHHA 32 U3CICABAHE HA IEKAPCTBEHHU

B3auMO1eCTBHA, HE c€ 0YaKBa KIIHHUYHO 3HAYUMO B3aUMOReCTBHE ¢ NUTOKCHH.

dy3udosa kucenruna. He ca nposexxaaHu MpoyyBaHus 3a U3ClIEIRAHE Ha B3aUMOASHCTBIA ¢
po3yBacTaTHH W (y3410Ba KHCENHHA. PHCKBT OT MUONATHA, BKIIONHTENHO pabaoMuonusa, MPAE /
ce YBEIIUYHM MpHU €AHOBPEMEHHa yroTpeba ra Py3u10Ba KNCENHHA 33 CUCTEMHO TIPUIIOKEHH u%
cTaTHHH. MexaHn3aMbT Ha ToBA B3aumoackcTeue (papmMakoaHHaAMHYHO KK hapMaKOKHHET
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H JiBeTe) € Bce olie HensnecTeH. MUMa chobitienus 3a pabnomMuonmia (BKIIOUYUTETHO HAKOMKO ¢
daTaneH U3X0a) NpH NMAIHEHTH, TIPHUEMAIIIH Ta3H KOMOHHALUA.

AKO TepanuATa ¢ QY3082 KNCETMHA 34 CHCTEMHO TIPHITOXKEHUE € HATTOXKHUTENTHA, TIEUEHHETO ©
po3yBacTaTHH TpA6Ba fa OBAE MPEKLCHATO MO BpeMe Ha NepHoRa Ha TeueHue ¢ Gy3uIoBa KHCeNWHA.
Bmxre cpiiio Touka 4.4.

[TegnaTpyiHa NonyJalus
Ipoy4BaHns 3a B3auMozelicTBNA ca IPOBEXAAHY caMo MpH BB3pacTHH. CTeneHTa Ha

B3aHMOJICHCTBHATA B NEIVATPUIHATA MOy AU HE € U3BECTHA.
4.6 MepTHANTET, OPEMEHHOCT H KbpMeEHe

Po3yBacTaTHH € IPOTUBONOKA3aH 10 BpeMe Ha OpeMEHHOCT M KbpMEHE.
XKeHu B aeTepoaHa Bb3pacT TpAOBa Ja npujaraT NOAXOIAINY KOHTPALENTHBHH MEPKH.

XonecTeponsT U APYry MPOAYKTKH HA XOIMECTEPOIOBUA OHOCUHTE3 ca BAXKHHU 32 PA3BUTHETO Ha MIIOA.
ETo 3aitto, NoTeHUWATHUAT pUck oT uHXKUOupaHe Ha HMG-CoA penyxrasaTa € mo-ronsam, B
CpaBHEHME C MoJ3aTa OT NEYEHHETO MO BpeMe Ha OpeMerHocT. H3cneaBaruara BbpXy KHBOTHH
OCUTypABaT OrpaHHYEHM JaHHHU 32 PENPOAYKTHBHA TOKCHYHOCT (B3XK. TOUKA 5.3). AKO NMalyeHTKa
3abpeMeHee 110 BpeMe Ha JieUeHHE C TOBA JIEKApCTBO, pueMbT Tpadra na 6bac HezabasHO
pEeyCTAaHOBEH.

Po3yBacTaTHH ce OTAENS B MIIAKOTO Ha MIbXoBe. HsiMa ycTaHOBEHH JaHHM 32 OTAEIISHE B MIIAKOTO

nmpH Xoparta (BX. Tovka 4.3).
4,7 EdexTn BLpxy cnocobHocTTa 32 wodpupane ¥ pabora c Mamunn

He ca npoBexaaHy Mpoy4BaHHUA 3a YCTAHOBABAHE HA BJIHAHHETO H2 PO3YBACTATUH BBPXY
crocoOHOCTTA 3a modupane u pabota ¢ MamuHW, Bb3 OCHOBA Ha dapMaKOAHHAMUYHHUTE CBONCTBA, He
ce oyakBa pO3YBacTaTHH Jia NOBJIHAE HEOIaronpuaATHO Te3u cnocobrocTu. [Ipi modupane wim
padoTra ¢ MammHU TPAORA 1a ce MMa MPEABU, Y€ TIPHEMAHETO HA IEKAPCTBOTO MOXE Aa MpeIU3BHKA
CBETOBBPTEX.

4.8 Hexenanu JeKapcTBEHH peakuHK

HexenaHuTe JlekapcTBEHH peakunu, HabmoRaBaHy Ipy ynorpebaTta Ha po3yBacTaTHH, OOWKHOBEHO ¢a
NeKH ¥ NpeXoaHK. [IpH KOHTpOoNIUpaHHTe KITHHHYHY H3TTHTBaHUA MOA 4% OT MauMeHTHTE, IeKyBaHHU ¢
pO3yBacTaTHH, Ca NPEKbCHAIM JICYEHUETO NMOPAIH HEXENIaHU PEaKLIUU.

Tabnu4eH CNUCHK Ha HEXETAHUTE PEAKLIMH

Bb3 0cHOBa Ha JaHHM OT KIMHWYHHU NPOYYBAHUA M OOLIMpPEH MOCTMAPKETHHIOB OIUT, CIeIHaTa
tabnuua npeacrasd npoguna Ha po3yBacTaTHH MO OTHOLWIEHHE Ha HEeXeJIaHU JIeKapCTBEHH peaKilvM.
HexenaHure peakunu, H36poeHH No-1011y ca KnacuPHUHPaHK 10 HECTOTA ¥ CHCTEMO-OPTAHEH KIac
(COK).

YecroTaTa Ha HEXENAHUTE peakUMK e chobpa3eHa Che Clie/IHaTa KOHBEeHUHS: wecTH (= 1/100 xo 1/10);

Hevectu (> 1/1 000 go 1/100); peaxu = 1/10 000 oo 1/1 000); muoro peaku (< 1/10 000), HenspecTHa
yecrora (He Moxe 1a Obe oleHeHa oT HATHYHUTE JaHHH ).
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Tabauna 2. Hexelanu JiekapCTBeHR peakuHu, Ha3HpaHH HA JaHHH OT KJIHHHYHH NMPOYYBAHHUSA
H MOCTMAPKETHHIOR OMMHT

Cutemo- Yectn Hedectn | Peaxn Muoro peakn Hen3BsectHa
OopraHeH Kaac YEeCTOTA
Hapywenus na TpomboLuTONEHUA
Kpeema u
aumpnama
cucmema
Hapywenus na Peakuuu Ha
uMyHHama CBPBbXYYBCTBUTEITHOCT,
cucmema BKITFOYHTEITHO
aHTHOCIEM
Hapywenus na
enQoxpurnHama | 3axapen
cucmema anaber|
Tcwxusnu Henpecus
| HaPYULeHUR
Hapywenus na [lepudepHa
Hepenama HEBpONATHS,
cucmema Hapyuienus Ha
[ maBoboine, [Tonunenponatud, |cpus,
3amMmaiteane 331?6& Ha T1aMeT (BKJTIOYUTEIIHO
UHCOMHUR U
KOLLIMapH),
MmnacTeHus
IpaBHC
Hapyuwienun na OuHa
oxume MHACTCHUA
Pecnupamopnu, Kamnuisa,
ZPDbOHU U IMcrHes
Meduacmuninu
HapyuieHul
Cmomauwiro- KoHucTunarus, ITankpeaTuT Huapus
YpeeHU ["agene,
HAPYUICHUR AbnoMuHan-
Ha Dolka
Xenamobunuapu [ToBuineHuU Abarenuua,
U HApyuwieHus YepHOApOOHH XenaTur
TpaHCAMUHA3H
Hapywenus na [Tpypuryc, CunapoM Ha
KoJcama u O6pus, Stevens-
nogxoxcHama Ypruxapus Johnson
MbKAaH '
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Hapyuwenun na ApTpairus HapyiueHus Ha

mycxyanockene | Muanrus N (T — CYXOXKHITHATA,

mHuama (BKJTIOUNTEITHO MOHAKOra

cucmema u MWUO3UT), VCIIOXKHEHM OT

CheduHumenna PaGnoMuoniusa, pynrypa,

ma mvKax Tiynyc-nogobes HmyHOMenH-

HpaHa

CHHIPOM. HEeKpOTH3Upa-
PynTypa Ha MycKy 1A MHONATUA

Hapywenua na XeMaTypus

bvOpeyume u

RUKOYHUME

nemuiye _

Hapywenua na

DPENPOOYKMUEHA [ MHekoMacTus

ma cucmema u

2bvpoama |

Obwu ACTeHHA Enem

HAPYWECHUR U

ehexmu Ha

MACMOMO HA

npURoNcCerue

'YecToTaTa Lle 3aBKHCH OT HATMYHETO WM OTChCTBHETO Ha PHCKOBH (hakTopu (II1I0K03a Ha rMagHo

> 5,6 mmol/], uHaekc Ha TelnecHa maca > 30 kg/m?, noBULIeHH CTOWHOCTH HA TPUTTIMLIEPUINTE, aHAMHE3a 32
XHITEPTOHMA).

Kakro npu apyru naxuburopu Ha HMG-CoA penykraszara, 4ecToTaTa Ha HeXKENAHUTE JIEKAPCTBEHU
peakiMM 3aBHCH OT 103aTa Ha JIEKapCTBOTO.

EdekTy BopXY 6606peunTe
[Tpu naLHeHTH, TEKYBaHH C PO3YBACTaTHH, € HA0MOAaBaHa POTEUHYPHS, YCTAHOREHA TPH
M3CTIeIBAHE € TECT-NEHTHHKK K KOSTO € C OPeIUMHO TYOYneH Mpon3xXo.

B onpeaeneH MOMEHTH OT JIe4EHHETO NpH < 1% oT mauueHTure, JexkysaHu ¢ 10 mg u 20 mg, u npu
npnbmanrenHo 3% ot nauMeHTHTE, NeKyBaHu ¢ 40 mg, ca HabmonaBaHU NPOMEHH B H3CJIeJBaHHATA
33 MIPOTEHH B YPUHATA OT OTPULIATENICH PE3YITaT UM CIeau 10 ++. He3HaYUTeNTHO OTKIIOHEH!E, B
MOCOK2 OT OTPHULIATENEH PEAYIITAT UM CNEAH KBM +, € HabmoaasaHo nipu g03a 20 mg. B nosedeTo
ClTyday MpOTEHHYPHATA HaMaJIgBa WIH OT3BYYaBa CIIOHTAHHO B ITPOLIECA HA JICYEHUETO, H HE €
AOKa3aHO Jia [pEAImecTBa OCTPO H NMPOrpecHBHO OnOpedHo 3abonaeaHe. OT npernela Ha AaHHHATE TIPH
KITMHUTHHUTE OMTUTH M NMOCTMAPKETHHIOBUTE MTPOYUBAaHUA, L0 Cera HE € yCTaHOBEHA IPUYMHHA BPh3ka
MEXAY NPOTENHYPHATA M OCTPO WITH ITporpecuBHO 6bOpedro 3abonasane.

[Ipr naLHeHTH, NEKyYBAaHH C PO3YyBaCTaTHH, € HabJoAaBaHA XEMaTyPHA, HO KIIMNHHYHWTE JaHHHU COYar,
ye yecToTara # € Hucka.

EdekTu BbPXY CkenerHaTa MycKyarypa
Kakto npu apyru unxuburopn Ha HMG-CoA peaykrasara, Bp3ieiCTBUA BLpPXY CKEJIETHATA

MYCKYyJlaTypa KaTo HeyCno)KHEHa MHANITUs, MAONATUA (BKTIOYUTEIHO MUO3UT) U pabaoMHonuig
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ACUMITTOMAaTHYHH. Ako HNBOTO Ha CK ce noBUImH (> 5 ITETH ropHata rpaHila Ha HOpMarTa),
nedeHneTo TpadBa BpeMEHHO Aa Ce NPEeYCTAaHORH (BX. Touka 4.4).

EdexTH BLpXY HYepHUA aApob
Kaxro npu apyru uaxubutopu Ha HMG-CoA peayxrasara, yselM4eHUe HA TPaHCAMUHA3HTE,

CBBP33aHO € AO3UPOBKATa, ¢ HabMOAaBaAHO NPHU MATBEK Opo#t MAlMEeHTH Ha pO3yBAaCTATHH; NO-roinsMa
YacT OT CIy4aHuTe Ca JIEKH, ACHMITTOMATHIHK ¥ MPEXOIHHN.

CregHuTe HeXENaHW peakMHy ca JOKIaJIBaHU NMPH HAKOW CTAaTHHH:
* (CexcyalHa RUCOYHKIIUA,
» H3onupaHu cnydau Ha MHTEpCTHUHAIHA OenoApobra bonecT, 0co0eHO TIPH MPOTBIKHUTEIHA
Tepanus (BXK. To4uka 4.4).

JloksaiBaHaTa yecTora Ha pabaoMuoIN3a, Cepuo3HY YepHOAPOOHH yBpeAH (OCHOBHO - YBEJIIHYECHH
yepHoApoOHH TpaHCAaMHUHA3M) € [10-BUCOKa NTPU A03UpoBKa OT 40 mg.

[leauaTpuyHa HOMyNaUMs
[TosHuaBaHe Ha KpeaTHHKMHA3aTa > 10 MbTH HAD HOPMATA H MYCKYJIHU CUMITTOMHM Clell YIIpaXKHEeHUs

HITH TIOBHILISHE QH3HYeCka aKTUBHOCT ¢a Ha0Mmo4aBaHU No-4ecTo B €4H0 52-CeAMHYHO KIIMHUYHO
MPOYYBAHE Ha Relia K IOHOWMK, B CPaBHEHUE ¢ Bb3pacTHUTE (BX. TOuKa 4.4). [lo oTHOUIeHHe Ha
npoguna Ha 6e30nacHOCT Ha pO3YBacTATHH € CXO/AEH IpH AeLia ¥ KOHOLIH, B CPABHEHHE C
Bb3PACTHHTE.

Crobuiarane Ha MOJO3IUPAHH HEXETIAHY PEaKIHU

CrobuIaBaHeTo Ha NOJO3IUPAHK HEXETAHH peakluM ciie]] pa3pelaBaHe 3a ynorpeba Ha neKapCTBEHKA
IIPOAYKT € BakHO. ToBa Mo3BoiABa J1a NPOIbIAH HabMIOAEHHETO Ha CHOTHOMEHHETO TT0T3a/PUCK 32
NeKapcTBeHHA MpoAYKT. OT MEMIIMHCKHTE CNIELHATUCTH C€ U3HCKBA Ja choDMAaBaT BCAKa
NOAO3MPaHA HEXENaHa peakumd 40: M3mbaHHUTENHA areHUud 1Mo 1ekapeTraTa yii. ,Jlaman ['pyes”

Ne 8, 1303 Codwun, Ten.: 359 2 8903417, yebealit: www.bda.bg

4.9 IIpeno3supane

HsaMma cienndudHO JIedeHne B cydail Ha ripexo3upane. [1pu mpeaosupane, naudeHTsT TpAOBa aa ce
NneKyBa CUMITTOMaTHYHO M 13 C€ 3allOYHAT MOAXBLPXKAMMK MEPKH criopel HyxaaTta. YepHoapobHara
¢yuxims v HuBara Ha CK Tpg6Ba jxa ce cieadar. Manko e BeposTHO XeMoAHanu3aTa Aa Obae oT Nonsa.

5. OAPMAKOJIOT'TYHHU CBOUCTBA

5.1 dOapMakoAHHAMHYHH CBO#CTRS
dapmakorepanesTHHa rpyna: unxuduropy Ha HMG-CoA peaykrasata, ATC koa: C10AAQ7

MexaHu3bM Ha aAelicTBHE

P03yBacTaTHH € CEJICKTUBEH U KOHKYpeHTEeR MHXHOUTOp Ha HMG-CoA penykrasara,
CKOPOCTOrpaHM4YABAILMAT €H3UM, KOUTO NPEeBpbILa 3-XUAPOKCU-3-METHITIIYTAPHI KOCH3UM A B
MEBAJIOHAT, IPEKYPCOp Ha xonectepona. OCHOBHO Bb3eHCTBHE pOo3yBacTaTHH OKa3Ba BbpXy 4
npo0, OpraHbT, B KOWTO C€ U3BBPIIBA HAMAIABAaHE HUBOTO HA XOIIECTEPOIL.

Po3yBactaTuH yBenu4ara 6pos Ha depHoapobHuTe LDL peuenropy BhpXY KIETBYHATA
KaTO 3acCHiIBa noeMaHeTo U Katabonuama Ha LDL u uuxubupa sepaoapobHaTta CHHTE3a
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NAUIIONIPOTERHN ¢ MHOT'O HUCKA IUTTHOCT ( VLDL). I'lo T031 HaunH po3yBacTaTHH HaMalaBa oOwmns
6poit Ha VL.DL u LDL gactuumu.

MdapMakOIHHAMWIHHY €DEKTH

Po3syBsacTatvH HaManaBa nopuuiecHus LDL-xonectepon, obtus XonecTepos ¥ TPHITULEPHIUTE U
nosumaba HDL xonecrepona. Toit ¢bizo Taka moHKHXkaBa anonunonpotedH B (ApoB), He-
BUCOKOILTRTHHA Xomectepon nonHDL-C, VLDL-C, VLDL-TG u yBenru4asna aronuiionporenH A-l

(ApoA-I) (Bx. Tabmua 3). PosysactaTun rnnoHukana u csoTHotenuata LDL-C/HDL-C, ¢ o6
C/HDL-C u He HDL-C/HDL-C u cvotHOWEHHATa ApoB/ApOA-IL.

Tabaurua 3. O1roBOp HA 103aTA NPH NAUHEHTH ¢ TLPBHYHA XHMepXoaecTepoaemMus (THN 1la n
IIb) (xopuIHpaH cpeleH NPOUERT KA NPOMAHA OT H3X0JHOTO HHBO)

Ho3a N LDL-C Obwm-C HDL-C TG HeHDL-C ApoB ApoA-l
IInanebo 13 -7 -5 3 -3 -7 -3 0
5 17 -45 -33 13 -35 -44 -38 4
10 17 -52 -36 14 -10 -48 -42 4
20 i7 -55 -40 8 -23 -51 -46 5
40 18 -63 -46 10 -28 -60 -54 0

TepaneBTHIHHAT OTTOBOP KBM JICIEHHETO ¢ PO3YBACTATHH ce 3a6ensA3Ba 1o | ceaMHLa OT HaYanoTo
Ha TepamuaTa K 90% oT MAKCHMATHAA OTTOBOP Ce MOCTHUra 10 2 ceaMHUIN. MakCHMATHHUAT OTTOBOP
0OWKHOBEHO C€ TIOCTHTa KbM 4-Ta CeAMHMLA U Ce MOAIbpXKa Clie]] TOBa.

Knnnuana eduxacHocT B 6e3onacHocT

PosysacTaTui € e(eKTHBEH NPH BH3PACTHH XOpa, CTPANAIH OT XHTIEpXolecTeponeMis, CbC WK 6e3
XHMEPTPUTITHLIEPHAEMHSA, HE3aBUCHMO OT PacoBa NMPUHAIEXRHOCT, MO WK Bb3PacT, H TIPH
CMELIHATHH IPYITH KaTO AHA0ETHIM WIH MALUHEHTH ¢ GaMHITHA XHIIEPXONEeCTEPONEMHS.

Obobmenure nanuu ot ¢aza Il Ha KTHHUYHHTE MPOYYBaHHUA MOKa3BaT, 9¢ PO3yBaCTaTHH € eeKTHBEH
[pK JICYCHHUE HA rojiaMa 4acT oT nauueHTHTe ¢ THN lla u 1Ib xunepxonecreponemMus (cpeaxa W3XoaHa
croiHocT Ha LDL-C okoso 4,8 mmol/l), cnopen onpegesenuTe ot EBponeiickara oOMHOCT Mo
atepockiiepo3a (EAS; 1998). Okomno 80% oT naunenTure, fekysaHy ¢ 10 mg, ca JOCTUTHANHU
xenaHuTe crodHocTd Ha LDL-C (< 3 mmol/l) cnmopen EAS.

B eqHo MamabHo nmpoy4BaHe ¢ GopcHpaHO THTpUpaHe Ha fio3aTa 435 nauMeHTH ¢ XeTepO3UroTHA
(paMUIHA XUTIepXonecTeponeMus ca nexyeanu ¢ 20 mg no 80 mg. Bcuuku 103UPOBKH NTOKA3BAT
TIONOKHUTENEH Pe3YNTAT BbPXY JHNMHAHNTE NToKa3aTenn. Crnex A0CTHraHe Ha AHeBHa fo3a oT 40 mg
(12-ceamuuHo neuenue), LDL-C namanssa c 53%. 33% ot nauMeHTHTE DOoCTUraT CTOMHOCTUTE Ha
LDL-C cnopexn EAS (< 3 mmol/1).

B eHO OTBOPEHO NMpoy4BaHE ¢ GOPCUPAHO THTPUPAHE HA NO3aTa MPH 42 NAUHECHTH (BKITIOYUTENHO 8§
neAUaTPUHHH NTALUMEHTH) C XOMO3HIOTHA (paMHITHA XHIIEPXONECTEPONEMH, Ca OTHETEHH

pe3ysraTHTe OT npHeMaHe Ha 20-40 mg po3ysacraTii. B obwara nonynauus cpeaHOTO MOHHXKEHHE
Ha LDL-C e 22%.

[Tpu KNTMHUYHK WIANUTBAHUA C OrpaHU4YeH Opoli MauueHTH po3yBacTaTHH MTOKa3Ba aIWTHRHA
e(peKTUBHOCT NpH HAMANIABAHE HA TPUITNHLEPHANTE, KOraTo € pueMaH B koMOuHauus ¢ peHopnudpar
H yBenndeHue Ha HUBoTO Ha HDL-C B xoMOuHauus ¢ HuauuH (Bxk. Toyka 4.4),

B e1HO MyNTTHLEHTPORO, AROHHO CIAMNO, NIanebo-KOHTPONNPAHO KITUHHYHO TPOYYBAHK
984 naumenTn Mexty 45 1 70 TOAVHK ¢ HUCEK PHCK 33 HCXEeMHYHa 60MecT Ha ChplLe
kato Framingham puck < 10 % 3a 10 1) 1 ¢s¢ cpexer LDL-C 4,0 mmol/] (154,5 mg
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CYOWIMHHUUHA aTEPOCKIISPO3a, YCTAHOBEHA IPE3 H3MEPBaHE Ha AcOCTUHATA HAa KapoAUAHATA WHTHMA
Memus (Carotid Intima Media Thickness, CIMT), ca panaoMmusipanu Ha 40 mg po3yBacTaTHH BEIHBX
JAHEBHO WIH 11anebo 3a 2 roguHu. Po3yBactatiH 3HaYATETHO 3a0aBA [TPOrpecHATa Ha MAKCUMAITHOTO
CIMT Ha BcudkM 12 MecTa Ha XKapOTUIHUTE apTepHH B ¢cpaBHEeHHE ¢ anebo -0,0145 mm/roguna
(95% CI -0,0196, -0,0093; p<0.0001). IIpoMsaHaTa cripsMo U3XOXHUTE CTOWHOCTH 32 rpynara Ha
po3yBacrtaTuH ¢ -0,0014 mm/roanna (-12%/roanHa (HeCUrHRPHUKAHTHO)), B CpaBHEHHE ¢ Tu1anedo
rpymnata ¢ nporpecus ot +0,0131 mm/roguna (1,12/roguna (p<0.0001)). He e neMoHcTpupaHa
IUPEKTHA B3aUMOBPb3Ka MEXIY [MOHMXECHNETO Ha HUBaTa Ha CIMT ¥ NOHIkKEHHA PUCK OT CHpPACHHO-
cBA0BH ¢uOuUTHA. [TomynamuaTa B mpoyuBaneTo METEOR e ¢ HUCBK pUCK OT HcxeMudHa HosecT Ha
CBhpPUETO ¥ HE € TIpeJCTABUTENTHA 33 TAPTeTHATA TIOMYTALlMA Ha po3yBacTaTuH 40 mg.

Ho3uposkata oT 40 mg TpaOBa &a ce npeanncsa ¢aMo IpH NallueHTH € TEXKa XHIIEPXOJIeCTEPOIEMHUS,
¢ BUCOK CHpPAEYHO-CBIOB PUCK (BX. TOUKA 4.2).

[Tpoyusanero JUPITER (the Justification for the Use of Statins in Primary Prevention: An
Intervention Trial Evaluating Rosuvastatin) n3cnensa edekra Ha po3yBacTaTHH (PO3yBacTaTHH
Kaluit) BbpXy NoABaTa Ha MONEMH aTEPOCKIIEPOTHYHI ChPASYHO-Ch0BH ChOuTHA npu 17 802
MBke (> 50 roqunu) u xeHu (> 60 rogunn).

YYacTHUUHMTE B IPOYYBAHETO ¢a paHIOMH3UpaHU Ha Tauedo (n=8901) unu posysacraruu 20 mg
BeAHDbXK AHEBHO (n=8901) 1 ca mpocieacHH 3a CpelcH 1epuon oT 2 FTOAUHM.

Konuenpauunte Ha LDL-xonectpona ca noHH»xeHH ¢ 45% (p<0.001) B rpyrnara Ha po3yBacTaTHH B
CpaBHEHHE ¢ aledo rpymara.

[Ipu post-hoc aHanm3 Ha BUCOKO-PUCKORA I'PYTIa OT JIMLA ¢ Oa3uueH puck no Framingham > 20%

(1 558 nuiia), KMa 3HAYMTENIHA peaAyKIHMA B KOMOWHUpaHaTa KpaliiHa TOYKAa OT ChPAEYHO-ChI0BA
CMBPT, MHCYIT U MUoKapaeH nHpapkT (p=0.028) npu nedeHne ¢ po3yBacTaTHH, CIpAMo mianedo.
ADBCOMIOTHATA PEAYKIIUA HA PHCKA B HUBOTO Ha ChOUTHATA 33 1 000 naumenTo-rogqunu € 8,8.
ToranHaTa cMBpTHOCT O€llle HENpOMeHeHa B Ta3u BUcokopuckosa rpyna (p=0.193). [Ipu post-hoc
aHa/Iu3 HA BUCOKOPHUCKORA noArpyna ot audua (9 302 nuua ob1uo), ¢ #3X0oAHAa OLICHKa HA pUcKa = 3%
(eKkcTparoJUpaH aa BKIIOYH IHLA Had 65 roarMHy), UMa 3Ha49UTElIHA peayKLna B KOMOMHHApaHaTa
KpaliHa TOYK4 OT ChpAEYHO-ChA0BA CMbPT, HHCYJIT U MUOKapaeH uHdapkT (p=0.0003) npu neueHunero
C pO3yBacTaTHH cnpsaMo ianedo. AGCOIOTHATA peayKIKMA Ha pUCKAa B HUBOTO Ha cwOuTHATa ¢ 5,1 3a
1 000 maneHTO-roAWHY. ToTANHATA CMBPTHOCT € HENIPOMEHEHA B Ta3W BUCOKO-PUCKOBA IPyIa
(p=0.076).

B npoyusaneto JUPITER 6,6% or nuiata ¢ posyBacrarud u 6,2% ot JiMuara ¢ nnanedo npekpaTiiIu
IIpUEMa Ha M3CIICABAHOTO JIEKAPCTBO MOpaay HexeNaHo ceOuTHe. Hait-uecTire HeXenaHu ChONTHA,
KOUTO Ca JOBENM O MpeKpaTaBaHe Ha nedeHueTo ca: Muanrus (0,3% posyeacratuH, 0,2% nnanedo),
xopemHa 6onka (0,03% posysacratuu, 0,02% nnauebdo) u 06pus (0,02% pozyeacratun, 0,03%
nainebo). Hall-yecTuTe Hexenanu ChOUTHA ¢ HUBO IO-TOJIAMO U PpaBHO Ha Taledo ca MHPEKLUH Ha
NMUKOYHMTE MbTHLIA (8,7% po3yBactaTuH, 8,6% mnauebo), HazopapuuruT (7,6% posyeactatuH, 7,2%
nnauedo), bonka B repba (7,6% po3ysacTaTuH, 6,9% minaiedo) u muanrvs (7,6% po3yBacTaTiH, 6,6%
nnauedo).

[lenuaTpuyHa nomnynaiys
B eano gBoHHOCATIO, paHAOMU3HPAHO, MYJITHLEHTPOBO, INaLebo-KOHTponupaHo, 12-ceAMHUUHO
npoy4saHe (n=176, 97 0T MBbXKKH NOJ ¥ 79 OT XKEHCKU 11011), nocaeaBaHo oT 40-ceAMUYHA, OTKpUTa
thaza C TUTpHpaHe Ha 103aTa Ha po3yBacTaThH (N=173, 96 oT MBXKHU NN U 77 OT XKEHCKH NON),
naureHTy Ha Bu3pact 10 go 17 roqunn (cranuii 11-V no Tanep, MoMuueTa noHe 1 roauHa cien
HAYalOoTO Ha MEHCTPYAllMATA) C XETEPO3UroTHa (paMMUIIHA XHNEPXoJlecTeposIeMus, NOTy4aBaT
posyBacTaTHH 5 mg, 10 mg unu 20 mg unu nnauedbo THEBHO 3a 12 ceaMuiy, a cnell TOBa BCUYKH
HONMy4aBarT po3yBacTATHH JHEBHO 3a 40 ceamul. B Ha9anoTo Ha Mpoy4BAHETO MPUOTUIUTEITH
OT nauueHTUTe ca 10 10 13 rogumuu ¥ npubansutenHo 7%, 18%, 40% u 25% ca ceoTBeT
craguit 11, 111, IV u V no Tauep.
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LDL-xonecreporsT ce moHuxana 38,3%, 44,6% u 50,0% ot poszysacTaTuH 5 mg, 10 mg u 20 mg,
ChOTRETHO, B cpaBHeHue ¢ 0,7% 3a nnatebo.

B kpas Ha 40-cenMHYHATA OTKPHUTA (a3a ¢ TUTPUPaHE JI0 NPULIETHA CTOWHOCT, € I03UpaHE JI0
MakcHMyM 20 mg seaHbX AHeBHOo, 70 ot 173 naunenTu (40,5%) ca MOCTUrHAA NpULETHATA
croitHocT 3a LDL-xonecrepon ot mo-manko ot 2,8 mmol/l.

Cnen 52 ceAMULIK Ha M3CNEABAHOTO ICIEHNE HE € YCTAHOBEH HUKAKLB €eKT BhpXY pacTexa,
teraoto, BMI unu nososoro ch3pasane (Bx. Touka 4.4). Tora nmpoydsare (n=176) He ¢
npeAHa3HavueHo 3a CpaBHABAHE HA PEIKH HEXENAHU JICKAPCTBEHH PEAKLIUHU.

Po3yBacTaTHH € MpOy4BaH CbIUO B €AHO 2-TOAUILIHO OTKPHTO KIHHUYHO MpOYyUBaHe, C THTPHpaHe Ha
103aTa A0 XenaHaTta go3a, npu 198 feua ¢ xerepoanrotTHa paMuiIHa XUnepxonecreponeMus Ha
Bb3pacT 6 A0 17 roounu (88 Mmomueta n 110 momuuera, craanii no Tanep < lI-V). Hayannara nosa
PpH BCUYKU NALMEHTH € S mg po3yBacTaTUH BEAHBK AHEBHO. [IpU nanueHTUTE HA BB3pacT 6 10 9
roauHn (n=64) n03aTa MoXe Ja e TUTpUpa A0 MakCUMaJIHa 1033 10 mg BEAHBbX JHEBHO, a [IpU
nalueHTH Ha BL3pacT 10 a0 17 rogwau (n=134) no Makcumaina nosa 20 mg BeAHLXK JHEBHO.

Cnen 24 Mecena Ha JledeHHe ¢ po3yBacTaTHH LS Ha cpeanus npoiieHT Ha HamaneHue Ha LDL-C
CITPAMO H3XO0AHAaTa cToiHOCT e -43% (3xoaHo HMBO: 236 mg/dl, Mmeceu 24: 133 mg/dl). 3a Bcaxa
Bb3pacToBa rpyna LS Ha cpenHns npoueHT Ha HamaneHre Ha LDL-C cripsMo H3XoaHaTa CTOWHOCT €
43% (n3xoaHo HUBO: 234 mg/dl, Mecenr 24: 124 mg/dl), -45% (n3xoxHo HuBo: 234 mg/dl, Ha Mecery
24: 124 mg/dl), n -35% (u3xonHo HuBO: 241 mg/dl, meceu 24: 153 mg/dl) BEB BR3PaCTOBUTE IPYIH 6
no <10, 10 10 < 14 u 14 po < 18, cCLOTBETHO.

PosysacraTuH 5 mg, 10 mg u 20 mg A0CTUraT CblIO CTATHCTHIECKH 3HAYUMHU CPEIHH IIPOMEHH
CIIPAMO U3XOAHO HHBO 33 CIEQHUTE BTOPHYHH NOKa3aTen Ha TMIKRAuTe H sunornporenHure: HDL-C,
TC, ve-HDL-C,LDL-C/HDL-C, TC/HDL-C, TG/HDL-C, ne HDL C/HDL-C, ApoB, ApoB/ApoA-1.
Bcaka OT Te3W MPpOMEHU € B IMOCOKA Ha MOAOOPEH JTUITHACH OTTOBOP M CE MTOANBPXKA B NPOIbIKEHIE
HA 2 TOAUHH.

He ce ycraHoBsBa eekT BbPXY pacTexa, ternoro, MTM unu nonoBoTo cwhipaBaHe cnell 24 Mecela Ha
neveHHe (BX. ToUKa 4.4).

Po3yBacTaTHH € Npoy4eH B paHAOMH3HpaHo, ABOHHOCIANO, M1aLue00-KOHTPONHPaHO, MHOTOLIEHTPORO,
KpPBCTOCAHO NMpoyuBaHe ¢ A03a 20 mg BeAHDBXK AHEBHO, CIIpAMO miauedo npu 14 aeua y oHOWH (Ha
BB3pacT 6 10 17 roaMHN) C XOMO3UroTHA PaMuUIIHa XUnepxonecreponeMus. [IpoydusaHero Bkio4sa
aKTUBHA 4-CCAMUYHA BCTBNUTEIHA (a3a Ha JUCTA, 10 BpEeMe HA KOATO MALMEHTHTE Ca NEKYyRaHU ¢
posyBacTatuH 10 mg, enHa kprcrocaHa (a3a, KOSTO BKIHOYBA IEPHO OT H-CEIMUYHO JIEYEHME C
po3yBactaTiH 20 mg, npeauiecTBaHa WM MOCTEARAHA OT O-CCIMHUUHO JICYEHHE ¢ Nialedo u
noaanpxkamara 12-ceamMuana (asa, npe3 XOATO BCHUKU IMALMEHTH Ca JIEKYBaHH ¢ pO3YBacTATHH

20 mg. [TauueHTHTE, KOUTO MMOCTHIIRAT B MPOYYBAHETO HA TEpanua ¢ €3eTUMUD HITH adepesa,
NMPOALIIKABAT JICYCHUETO CH NPE3 LUETUS NEPHOI HA TPOYUBAHETO.

Cratuctiaecky curuigukanTHo (p=0.005) v KTHHWYHO 3HAYMMO HamaneHue Ha LDL-C (22,3%,
85,4 mg/dL unu 2,2 mmol/L) ce Habmonasa ciex 6 ceIMHLK Ha NiedeHue ¢ po3yeactatuH 20 mg, B
CpPaBHEHME C TUTalefo NpH Aela W IOHOMHK ¢ XOMO3UIOTHA PaMIITHA XHIIEPXOeCTepOieMHUs.,
CTraTHCTUYECKH 3HAYUMHU Hamanerud B odmua xonecrepor (20,1%, p=0.003), veHDL-C (22.9%,
p=0.003) u ApoB (17,1%, p=0.024), ca HabnroxaraHu cien 6 CeIMUIN HA TeUEHUE C pO3yBacCTe

CpaBHEHHE ¢ TuUianedo, npu geua H woHowd. Hamanenuero va LDL-C cnen 6 cenmuim §
po3yBacTaTvH 20 mg, nocneaBaHo ot 6 ceAMMUM Ha edeHHE ¢ Iaucho, ce 3amnaspa B
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| 2-ceAMHYHO HEMPEKBCHATO JICUCHHE MIPH AeLa M IOHOWW ¢ XOMO3UTOTHA daMILTHA
xunepxonecrepoieMus. EQWH nauueHT e MMan no-HaTaTsiIHO nonimkasade Ha LDL-C (8,0%),
O6uC (6,7%) u ne-HDL-C (7,4%) cnen 6 ceaMudno nedeHue ¢ 40 mg cren moBUIIaBaHe Ha J03aTa.

[To BpeMe Ha pasiIMpeHO OTBOPEHO MPOYUBAHE, MPH 9 OT Te3H nauveHTH Ha 20 mg po3yBacTATHH 3a
He nosede oT 90 ceqmuuy, HamManaeaHeTo Ha LDL-C ce 3anassa 8 paMkuTe Ha -12,1% 10 -21,3%.

IMpu 7-Te olleHABaHH JeLa 1 IOHOIHN (Ha Bb3pacT 8 10 17 rouHu) ¢ XOMO3UroTHA (haMHITHA
XHUIIEPXOJIECTEPONIEMHUS OT OTBOPEHOTO NPpoyYBaHe ¢ GOpCHPaHO THUTpHpaHe (BXK. NO-rope),
npoueHTHoTO NNoHMXkeHue Ha LDL-C (21,0%), 0bmi C (19,2%) u neHDL-C (21,0%) ot n3xoaHoTto
HHWRO, clieq 6 ceAMULIM Ha iedcHUe ¢ po3yBacTaTHH 20 mg, € B CbOTBETCTBHE C Te3M, HAOMO1aBaHN B
[OCOYEHOTO IO-FOpe MPOYYBAHE IIPH AELd U IOHOMY ¢ XOMO3UTOTHA paMMITHA
XHUIIEPXONECTEPONEMHUS,

EBpornelickara areHius no jJekapcraara ocBo00XAaBa OT 3aABIDKEHHETO 32 MIPEAOCTABAHE Ha
pe3yIITATHTE OT NMPOYYBAHMATA C PO3YBACTATHH MPU BCUYKH MOATPYITH OT NMEANATPUIHATA IOy TaLiUs
3a JIeYeHHE Ha XOMO3UTOTHA (paMUITHA XHUIIEpXOoJecTepolieMHs, MbPBHIHO KOMOUHUpaHa (CMeceHa)
THCITUITMOEMHSA U 32 TIPOQUTAKTHKA Ha ChPAETIHO-CHAOBUTE ChOUTHA (BXK. ToUKa 4.2 3a HHPOpPMaLHA

OTHOCHO yTI0Tpe0a B neguaTpuaTa).

5.2 PapMaKOKHHETHYHH CBOHCTBA

A6copbuns
MakcHManHH Iia3MeHy HHBa ce JOCTUraT S5 yaca cliell NepopantHo npueMane. AOCONOTHaTa

OuOHANHYHOCT € npudnusurenno 20%.

Paznpenenesue

Po3yBacTaTHH ¢¢ TOeMa OCHOBHO OT YepHUA Apod, KONTO € OCHOBHOTO MSICTO HAa CHHTE3MPAHE Ha
xonectepona u otnensHe Ha LDL-C. ObembT Ha pasnpeaeneHue Ha po3yBacTaTHH € NMPUONIU3UTENHO
134 1. Po3yBacTaTiH € CBbp3aH ¢ MIa3MEHHUTE NPOTEHHH, NpeAUMHO andyMuHa, NpUOIH3UTENHO B
90%.

buoTpaHchopMallUs

MeTabomu3MbT Ha po3yBacTaTHH e orpadudeH (okono 10%). In vitro npoyuBaHus Ha MeTalonnama ¢
H3IOI3BAHE HA YOBCIIKH XEMATOLWUTH [TOKA3BAT, 4€ po3yBacTaTHH € cnad cybdcrpar 3a uuroxpoM P450
obycnoseHna MetabomuzesM. CYP2C9 ¢ 0CHOBHUST H30€H3UM, KOHTO y4yacTBa B MeTabolin3Ma Ha
po3yBacTaThH, a 2C19, 3A4 u 2D6 yuactrar B mo-Manka crerneH. OCHOBHUTE MeTaboNUTH ca
N-zecMmeTitn 1 naktoH. N-gecMmerit € okomo 30 % 1o-Majiko akTHBEH B CPABHEHHE ¢ pO3YBAaCTATHH,
JIIOKATO JIRKTOH Ce CYUTA 33 KNTHHWYHO HeakTNBEH. Po3yBacTaTHH onpeacns noreye ot 90% ot

aKTUBHOCTTA Ha LMpkynupawmung HMG-CoA unxnburop Ha peaykrasara.

EnTUMHHHKpaHE
[TpubmusuTento 90% oT po3yBacTaTHH ce ENMMHUHUPA KATO HEITPOMEHEHO JIEKapCTBO ¢ dekanunTe
(abcopbupano u Heabcopbupano nekapcTBeHO BEUIECTBO), KATO OCTAHANATA YacT Ce eKCKPeTHpa C
ypuHaTta. Oxoso 5% ce eKckpeTHpa HENpOMEHEH B ypHHaTa. [InasMEeHHAT NTONyXKUBOT € 0koNo 19
yaca. [[n1a3sMeHNSAT MONYXKUBOT HE CC YBEIHYABA C YBENMU4YaBaHe Ha fo3ata. CpeaHUST I1a3sMeH
KIUPBHC € npubnusutenno S0 nutpa Ha yac (koeduLMeHT Ha Bapuabuntoct 21,7%). Kakro npu
APYTH KHXUOUTOPH Ha pelyKTa3aTa UepHOAPOOHOTO NoEMaHe Ha po3yBacTaTHH BKITIOYBA
meMbpanHua npeHocuten QOATP-C. To3u nmpeHoCHTEN € BaskeH 33 YEpHOApoOHOTO eNMUMHIHH
pO3yBACTATHH.

JInueliHocT/HennHeiHOCT
CucTeMHAaTa EKCMTO3HIINA Ha PO3YBACTATHH CE YBEJTHIaBa IMPONOPLHHOHAITHO HA MPHEMaH

Hsama npomsHa 8B GapMakoKWHETHYHWTE NapaMeTPH NIPH MHOTOKPAaTHO JO3UpaHe.
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Cneyughuunu nonynayuu

B1n3pacT 4 non

Bn3pacTTa MM ONLT HAMAT KITHHUYHO 3HAYUM e(eKT BhpXY $apMakOKMHETHKATA Ha PO3yBacTaTHH
TIpu BB3pacTHH. ExcrioanumsTa npy Jela U IOHOWHK ¢ XETEPO3UrOTHA (PaMHITHa
XHUIIEPXONECTEPONIEMHS H3TJIEKAA CPABHIMA UITH MO-HUCKA OT Ta3M [IPH BB3PACTHU TMALIMEHTH C
TUCITATHAEMHN (BX. ,, [ leanaTpyiHa nomynaums’’ rmo-goimy).

Paca

dapMaKOKWHETHYHHTE MTPOYHBAHMA MOKA3BAT, 9¢ MPU KHANWBUIN OT a3UarcKaTa paca (AMOoHIMY,
KuTaluy, QUIHNAHLN, BUCTHAMIMA U Kopelln) ce HaOmoaBa IBYKpaTHO TTOBHINABAHE B CpeIHATa
AUC u Cpax, OTKOJIKOTO TIPH MHXMBHUIAH OT KaBKaskara paca. [Ipu unauiiuy e vanuue nopuiasaHe Ha
AUC u Cnax 1,3 maT. He € u3BecTHO KakBO € 3HAaYEHHETO Ha PaKTOPUTE Ha OKOJTHATA Cpela U Ha
reHeTHYHHTE PAKTOPH 3a NTogBaTa Ha Te3H pa3inHKki. EauH momynauuoHes papMakOKHHETHIEH aHAIN3
MOKa3Ba, e MeXTY UHAWBHANTE OT KARKA3KaTa M OT YepHaTa paca HAMa KIMHHYHO 3HA9YHMH
Pa3THYUA.

bupeuHa HEAOCTATHLYHOCT

B enHo npoyuBaHe Ha JIMla € pa3nvyHa cTeneH Ha 0b0peuHo yBpexaaHe, JI1eKoTO 40 YMEPSHO
61L0peuHo 3a00NsaBaHe He e [TOBIHAJIO MTA3MEHHUTE KOHLICHTPALKMYH HA PO3YBacTaTHH UAN HA HETOBUA
N-necmeTin MetabonuT. JInua ¢ TexkO yBpekiaaHe, obaue, (kpeaTHHHHOB KNUpLHC < 30 ml/min) ca
MMaNH TPHKPATHO YBEJIHYEHHE HA IUIa3MEHATA KOHLEHTPAaUKA, B CPABHEHHE ChC 3ApaBU 10OPOBOILHM
¥ JE€BET TbTH N0-BHCOKAa KOHUEHTpauus Ha Metabonuta N-gecMeTH 1. PaBHOBECHUTE NIJTa3MEHH
KOHLIEHTPALUHA Ha PO3YBaCTAaTHH IIPH NaLMEHTH Ha XxeMoananuia ca npubnusurenko 50 % no-BUCOKK
B CpaBHEHHE ChC 3IpaBU 10OpOBOIILIN,

HepuoapobHa HEAOCTATLYHOCT
B eaHO NMpoy4YBaHe Ha JIWLIA C pa3lIMYHA CTENEH Ha 9epHOAPOOHO yBpeXAaHe He ca MOTyvYeHH JaHHH

3a [TOBHINEHA EKCTIO3ULIMA HA pO3YyBacTaTHH NPpU naumeHTH ¢ pe3yarat no Child-Pugh 7 uma no-
HUCHK. [TpH ABaMa nmaumeHTH ¢ TeXKOo YepHoapodHO yrpexaaHe (pesynrar no Child-Pugh 8 u 9)
CUCTEMHATa eKCNO3WINSA ¢ 6ia yBenvieHa Hali-MaJTKo ABa [TbTH B CpaBHEHUE C JIHUA C [T0-HHCHK
pesyrrat 1o Child-Pugh. HaMa ganuu 3a nauueHTH ¢ peaysrar rno Child-Pugh wan 9.

["'eHeTHUYECH MONUMOPPUILM

Hucnosuurara Ha HMG-CoA peaykTrasHUTE HHXHOUTOPH, BKIIOYHTENHO PO3YBACTATHH, € CBhp3aHa C
tpancnoprepuute nporedin OATP1IB1 u BCRP. [Ipu nmauneHTH ¢ reHeTHYEH NOTUMOpPHU3EM Ha
SLCOI1B1 (OATPIB1) w/unu ABCG2 (BCRP) uMa pUCKk 0T nosuilaBaHe Ha eKCIIO3UINATA Ha
po3yBacTtaTiHH. MHnusuayaned nonuMopgusbm Ha SLCOIB1 ¢.521CC u ABCG2 ¢.421AA e cBbp3an
¢ npubausutenno 1,7 mbTH no-eucoka excnosuuua (AUC) Ha pozysacTaTUH unu 2,4 mMbTH NMO-BUCOKA
EKCMO3KLMA, CHOTBETHO, B cpaBHeHuUE ¢ reHoTHnoeTe SLCOIBL ¢.321TT uwnu ABCG2 ¢.421CC,
ToBa crielMPUIHO reHOTHITH3IUPAHE HEe € YCTAaHOBCHO B KIIHHHYHATA [TPaKTHKA, HO NIPH NMAlMEHTH, 32
KQWTO € W3BECTHO, Y€ UMAT TE3H THIIOBE MOTUMOPHHUILEM Ce NpernopbvBa MNo-HUCKa AHEBHA 1032 Ha
PO3YRAaCTATHH.

IlenuaTpudHa MONyJIAIMA
JIBe hapMakOKHMHETHYHH MPOYYBAHHS C PO3YBacTaTHH (Mpuiarad rnox gopMara Ha TableTky) pH

NeaHaTPUYHH NALMEHTH C XETEPO3UTroTHE (paMiiTHa XHIIepXonecTeponeMus Ha Bb3pacT 10 go 17 umm
6 no 17 roguuu (06mo 214 mauneHTH) NOKAa3RaT, Y€ CKCMO3ULMATA TIPU NIEAUATPUIHWTE TTAUNEHTH
M3raexka CpaBHUMA UJTY TIO-HUCKA OT Ta3W MPU BB3PACTHUTE NMauueHTH. ExCrio3numara Ha
pO3yBacTaTUH ¢ OKa MpeaABUIUMA IO OTHOLIEHHUE HA J03aTa H BPEMETO B MPOAB/IKEHKE HA
2 TOJMILEH TIEPHUOA.

3.3 [IpeakTHHEYHHA JaHHH 33 GezonacHoOCT
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[TpeAKTMHWYHHTE JaHHU HE Ca MOKA3aJM CMELHANIEH PUCK TIPH XOpa, Bb3 OCHOBA Ha CTAHAAPTHUTE
npoy4BaHHg 3a 6e30I1acHOCT BBPXY OCHOBHUTE CUCTEMH, TeHOTOKCUIROCT, KaHUSPOreHeH TOTEHLIHAIT.
He ca mpoeexaanu crieunpyuHu HacieapaHus, oucHasamu epekture BapXy hERG. Hexenanure
peakiLHn, KOUTO He ca HabmoaaBaHW B KIIMHHYHH NPOYUBaHHA, HO ca HabmoaaBaHy NIpY KUBOTHH,
NpH HYUBA HA EKCTMO3ULIMA OITU3KH 0 KTHHUYHHTE Ca CIEAHHTE: B H3NUTBAHKA 32 TOKCHYHOCT Clejl
MHOTOKPaTHO MPHIIOKEHNE c€ HabmonasaT XHCTOMATONOIWYHY YEPHOAPOOHH H3MEHEHH,
BCIICICTBUE HAa papMaKONOTHYHOTO JCHCTBHE HAa PO3YBACTATHH MPH MUILIKH, IUTEXOBE H B NO-HHCKA
CTeneH B XITBYHHA MEXYP TIPH Ky4eTa, HO He W npu MaiimyHH. B fomreiiHeHue, ce Habmonasa
TOKCHYHOCT TI0 OTHOLIEHHE Ha TECTHCHTE NMPH MaliMYHH U KyJeTa MPH MO-BHCOKHM JO3H.
PenipomyKTHBHA TOKCHYHOCT MMpH TUTBXOBE, 3a KOATO Ce ChH 10 HaMaNleHHUTe roIEeMHHA, TeTJIO ¥ -
IPEeXHUBAEMOCT HAa MATTKUTE, c€ Habnofasa MpH MaTEPHOTOKCHYIHH JO3H Ha CUCTEMHA eKCIO3UIINA,
HAKOJIKO ITbTH HaJ HHBOTO Ha TEPANEBTHYHA EKCIOZHLIMA.

6. ®APMAIIEBTUYHH JAHHH

6.1 ChniichK Ha NOMOILIHATE BemecTBa

Axpo Ha Tabnerkara:

JlaxTo03a 6€3BORHA

MukpokpycTanHa uemyio3a
KpocnosuaoH

Konosuaou

Tanxk

Konounen 6e3soicH CHNIHIIHER JTHOKCH]
Harpuer creapun ¢gpymapar

(DHIIMOBO MMOKPUTUE HA TabierKkara:
JlakTo3a MOHOXHZpAT

XunpoMeosa

TUTaHOB IUOKCHUI
TpuaneTus
YepeeH XKeAe3eH OKCHL

6.2 HechBMeCTHMOCTH

Henpunoxumo.

6.3 Cpok Ha roanocT

3 roavHH.

6.4 CrieunajiHy yCJI0BHA Ha CLXPAHEHUE

To3u JIekapcTBEH MPOAYKT HE K3UCKBA CTICLIMAITHE YC/IOBHA 3a ChbXpaHEHUE,

6.5 Bua ¥ cLaLpKaHHe Ha ONAKOBKATA

6.6 CrieHaJaHH NpeanasHu MepKR [IPpH H3XBLPJAAHE # paboTta
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Hew3non3saHUAT JIeKapCTBEH MPOAYKT HIIH OTHAXRYHHTE MaTepHATH OT Hero TpAbBa J1a ce HAXBBPNAT
B CHOTBETCTBHE C MECTHHTE W3UCKBAHUA.

7. IIPHTEXATEJI HA PASPEIIEHHETO 3A YIIOTPEBA

Codapma AJl,

yn. Unuencko woce 16,
1220 Codus,

brarapus

3. HOMEP(A) HA PASPEIUEHHETO 3A YIIOTPEBA

Per.Ne:10 mg — 20210162
Per.Ne:20 mg - 20210163

9. AATA HA ITBPBO PAZPEHIABAHE/TIOMHOBABAHE HA PAZPEHIEHHETO 3A
YIIOTPEBA

JaTta Ha mepBO pa3zpemanane: 15.06.2021 r.

10. HATA HA AKTYAJIHIUPAHE HA TEKCTA

ABryct 2025 .

22




