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- 1. HAME HA JEKAPCTBEHHMA MPOAYKT

Poasypucrar 10 mg ¢puiMupand TabneTkn
Rosuvistat 10 mg film-¢oated tablets

Posysucrar 20 mg ¢punmMupaHu TabneTKH
Rosuvistat 20 mg film-coated tablets

2. KAYECTBEH H KOJIHMYECTBEH CBHCTAB

10 mg: Besika Tabnetka canpka 10 mg posysacratus (rosuvastatin), expusaneHTy Ha 10,417 mg
po3yBacTaTHH Kaliit (rosuvastatin calcium).
IlomomiHO BEUIecTBO ¢ HIBECTHO ACHCTBHE;

Besxa taGnerka ceaspxa 90,433 mg nakTosa.

20 mg: Beaxa Tabnerka cuabpka 20 mg po3yBACTATHH (rosuvastatin), eksHBanesTHH Ha 20,834 mg
pPO3yBacTaTHH Kampui (rosuvastatin calcium).

IToMOIHO BEHIECTBO ¢ W3BECTHO ACHCTRHE:
Bcsaka tabnerka ceaspxa 180,866 mg nakro3sa.

3a ITHIHHMA CHHCHK HA IOMOIIHHTE BEINECTBA BHXKTE ToUKa 6.1.

3. JEKAPCTBEHA ®OPMA

Qunmupana rabnerxa
Rosuvistat 10 mg: po30sH, MPoALAroBaTH, HINBKHATH GWIMHPaHH TabNeTKH.
Rosuvistat 20 mg: po3oBH, KPBIIH, M3NEKHANH HUWIMHUPaHH TaONeTKH.

4. KJIAHWIHA TAHHA
4.1 TepaneBTAYHH DHOKAIAHHA

Jleyenue Ha XHIMEPXOIECTEPONEMMA
Bb3pacThy, IOHOLIM ¥ J€1a HA WK Haj| 6~TOHIIHA BL3PACT C [ThPBHYHA XHIIEPXO/IECTEPOIEMHS (THI

Ila BKIOYHMTENHO XETEPO3IUTOTHA (haMIITHA XUITEPXONECTEPOTEMHA) HTH CMECEHa AHCINTTHREMHS
(ten 1Ib) kato no6aBKka KbM JHETATa, KOTATO PE3YATATHT OT AHETATa H APYTH He(DapMaKOIOriyHH
MepKH (Hanp. GHUIHUecKH yNPpaXXHEHIE, HAMAISBAHE HA TEIVIOTO) HE € 3aJI0BOJIMTENEH.

BripacTau, FOHOINH K JELia Ha KIH Ha/J 6-TOXHIUIHA BB3PACT ¢ XOMOZHIOTHA (bamMHIHa
XHIIEPXOJIeCTEPOSIEMUA KAaTO A004BKA KbM AHETATA, KAKTO M C JIPYro JHIMAIOMOHKABAUIO JCUCHHS
(nanp. LDL ajepesa} WiH KOrarTo T0Ba JICUEHHE HE € NOoAXO0JAIN0.

IpeBeHIHA Ha CBPACHHO-CEAOBH CHOMTUA ,
[IpeaoTapaTasate Ha rOJIEMH CEPAEYHO-CHAOBH CHOMTHA NPH MALMCHTH, OLCHEHH ¢ BHCOK PHCK 32

ILPBO CHPAEHHO-CBIOBO CHOUTHE (BX. TOYKA 5.1), KaTO JOITLIHEHHE KbM KOPUIMPaHeTO Ha APYTH
pHCKOBH daxTopn.

4.2. lo3HpoBKa B HAYHH RA NPRJIOKEHHE

IIpenu 3anoysaHe Ha TEPaNHATa, NAUUEHTHT TpAGBa fa OBbE NOCTABEH HA CTaHaa
THIOHIDKABAHE HMBOTO Ha XOJECTEPOIIa, KOATO 14 MPOABIDKH ¥ [0 BPEME Ha JICHeHU
JIO3HPOBKA CE Onpenens OT HHAXBHUAYATHHTE TEPAISBTHYHH LEAH, KOMTO C€ OIpe
NpenopbKHTE HA ChBPEMEHHHTE KOHCEHCYCHH PBbKOBOJICTBA 32 KOHTPOJI HA XOUie



PosyractaTun Moxe Ja ce pueMa Mo BCAKO BpeMe Ha JeHA, ChC WK 63 XpaHa.

HeHHE NepXonecTepone -
[Ipenopvuntennara HayanHa 703a € 5 win 10 mg BeAHpX AHEBHO, KAXTO NPH MALWEHTH, KOHTO He ¢a
NPHEMAJIH CTATHHH, TaKa H [IPU NpeMEHABAHE OT APYT MHXMOHTOP HA XHAPOKCH-METHII-TTY TapH.I-
xoeHsum A (HMG CoA) penyxrazara, U300peT Ha HayanHaTa 4038 OT MEAMKAMEHTA 3aBHCH OT
HHBOTO HA CEPYMHUSA XOMECTEPON, OBACLIHA CHPASYHO-CHIOB PHCK H PUCKA OT TIOARA HA HEXEJIaHH
peakilny KbM JIedeHHeTO (K. no-gomy). [pu HeobxoauMocT ao3aTa MoXke fa ce KOPHTHpA, KaTo ce
MpeMHHE Ha CNEABAOTO 403080 HUBO cJieh 4 ceamuiM (BXK. Touka 5.1). B cpakHeHUe ¢ mO-HUCKHTE
A03H H NIpeABH] NMOBHLIEHATA YECTOTa Ha cho0HIaBaHE HA HEXCAAHU peakKLIMH NIpH no3a ot 40 mg, B
CpaBHEHHE ¢ NIO-HUCKHTE 103U (BXK. Touka 4.8), nocnefHo THTPHUpaHE A0 MAKCHMAIHATA £033 OT
40 mg Tpabsa ga ce ppepueMa caMo IIPH NALHEHTH ¢ TEXKA XHNEPXOJIecTepoNneMHs ¢ BHCOK
CHPACYHO-ChJOB PHCK (0c00eHO Te3u ¢ paMHITHA XHNIEPXOTECTEPONEMHA ), KOHTO HEe JOCTUTAT
KENTAHOTO HHUBO Ha XOJIECTEPON NpH NeueHue ¢ 20 mg ¥ P KOUTO Wie ¢€ NMPaBY PYTHHHO
[IPOC/ICAABAHE B X044 Ha jiedeHueTO (BXK. Touka 4.4). IIpy 3anouysane Ha geyuenue ¢ 40 mg ce
Nperioph4Ba MOCTOAHHO HAGIIOACHKHE RA MAIMEHTA OT CTICLHAJTHCT.

IlpeBeHiing Ha ChPAEYHO-CHIOBH CHOMTHA
B npoyuBaHeTo 3a MOHIKABAHE HA PUCKA OT ChPACHHO-CHROBY CHOMTHS € M3MoI3BanHa 103a oT 20 mg
(BoK. TOUKa 5.1).

Ileduampuyna nonyrayun
Ynorpedara npu Acua TpAOBa A4 Ce NPOBEK/AE CAMO OT CIICIHATHCTH.

Zena v xoHOIH Ha BB3pacT 6 10 17 roamam (cranmii < [I-V no Tanep)

X O3HIOTHA QaMHIHA XHIIEpXONeCTEPOIeMHS

ITpu Aeua U IOHOIIH C XeTePOMIOTHA (haMIWiTHA XUIIepXoIecTepoReMud 00Ul iHATa HAYaTHA 1034 €
5 mg AHeBHO.

+ TIpu Aela Ha BL3PACT 6 10 9 TONHHH C XSTEPOIUTOTHA GaAMHIHA XHIIEPXONECTEPONEMHS
OOUWHAalHHUAT 1030B gHana3cH e 5-10 mg nepopaiHo BeAHBX JHeBHO. besonacHocTTa M
edHuKacHOCTTa Ha 03H, NO-BHCOKHM OT 10 mg, He ca NpOY4BaHH NPH Ta3K MOIMYJIALMS,

* Ilpu gena M 1orOMH Ha Be3pacT 10 1o 17 rogusn ¢ XeTepo3drorHa paMuiHa
XUIIepXonecTeporieMHs OOHMARHKAT A030B AHana3on € 5-20 mg nepopaiHo BeHBK JHEBHO.
bezonacHocTTa M epHKACHOCTTA Ha JIO3H, NO-BUCOKH OT 20 mg, He ¢a NMPOyHBaHHU IIPH Ta3H
TOTTY 1AL,

TuTpHpaHeTo TpAOBA Aa Ce MPOBEKAA CHIIACHO HHAHBHIYATHHA OTTOBOP ¥ IOHOCHMOCT Ha |
NEAMATPHYBITE NALTHEHTH, KAKTO Ce TIpefophbyBa B NPENOPHKHTE 32 NEUCHHE HA Aelia (BK. Touka 4.4).
Hellata ¥ oHowwTe TPS6Ba Aa Ce MOAIOKAT HA CTAHNAPTHA XONECTePOsIO-TIOHIIKABAIIA AHeTa Pean

Jia ce 3anoYHe JICUeHHe ¢ pO3YBAaCTATHH; AHeTaTa Tpabsa 4 ce MPOIB/DKH 10 BpeMe Ha JISUEHHETO ¢
PO3YBaCTATHH.

XOMO3UTOTHA DaMHUITHA XHIEPXOAECTEPOIEMU

TIpu nena ¥ IOHOWIH Ha BB3PACT 6 40 |7 roaMHu ¢ XOMO3UIOTHAE GaMILTHE XHIIEPXOIECTEPOIEMHA,
IPENoPBINTEN AT 1032 ¢ 20 mg BeAHbX AHeBHO. MMa orpannueH ONHT ¢ A03H, pasinyHu oT 20 mg
NIPH Ta3H NOTynanms,

Tabnetkara ot 40 mg He € nOAXxOOMILA 33 YnoTpea MpH NeaHATPHYHE MAUHEHTH.
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i a NMPU NAIMEHTH B CTAPYECKA BHE3pacT |
[IpenopruBanaTa MePROHAYATHA A034 NPH MALHCHTH HAxX 70-roduimna Bp3pacT € 5 mg (BX. TOUKa
4.4). Ipyro xopHrypaHe Ha JO3HPOBKATA B 3aBHCHMOCT OT BH3PacTTa He € HeoOX0auMO.

Josnpane npy nauneHTH ¢ 650pedHa HEAOCTATEYHOCT -

Ilpu maupeHTH € neko Ao ymepeHo 6n6peuHo yspexnaHe ce npunarat oOH4aiiduTe fo3u. [lpu
TIALMEHTH C yMepeHOo 0B0peuHO yBpexKIaHe NpenopruBaHaTa ITEPBOHAYAIHA J03a € 5 mg
(kpeaTHHHHOB KIMpBHC noa 60 ml/min). Jo3upoBkara ot 40 mg € NpOTHBONOKAa3aHa MPH MALHEHTH C
yMepeHo 0u6pedHo yspexaane. [Ipn naimeHTH ¢ Texko Ob0peuHo yBpexkaHe ynorpedara Ha
PO3YBACTATHH € NPOTHBOIIOKAZAHA 34 BCHMKH JO30BH PeXHUMH (BXK, TOUKHM 4.3 U 5.2).

O3uUpaHe NPH NANHEHTH ¢ YePHO HO VB €

He e HaOmonasana NoBHLICHA CHCTEMHA €KCIIO3HIMA HA PO3YBACTATHH NMPH NMaLMEHTH ¢ OLICHKA 10
ckanara Ha Child-Pugh < 7. Berpexku ToBa, NOBHIIIEHa CHCTEMHA eKCIO3HLMA € HaOmoaaBaHa npH
NMaUHEHTH ¢ oleHka no cxanata xa Child-Pugh 8 u 9 (ax. Touxa 5.2). Ilpu 1e3u nauuenTu TpaA0dRa Na
C€ NperpHeMe O1ieHKa Ha Op0peuHaTa GyHKIHA (BxXK. Touka 4.4). Hama pasHM 33 NALMEHTH ¢ OLICHKa
no ckanara Ha Child-Pugh Hax 9. PosyBactatus € npamnonoxazaﬂ FIPH NANHEHTH ¢ AKTHBHO
uepHOApoOHO yBpekaaHe (BK. Touka 4.3).

Paca

IIpu mauueHTH OT a3MaTcKaTa paca ce HabmoaaBa MOBHIIEHA CHCTEMHA EKCITO3HIIMA Ha MeJHKaMeHTa
(Bx. TOukH 4.3, 4.4 1 5.2). ITpenopryusaKaTa MHPBOHAYAITHA 1032 NPH NALMEHTH OT A3HATCKY
npoH3XoA € 5 mg. [Tpu Te3u MAUKMEHTH € MPOTHBOIIOKA3aHO NPWIOKEHKE Ha J03a oT 40 mg,

['eHeTHYEH NOAUMOPOHIBEM
ITokazano e, ye renorunoeere SLCO1B1 (OATP1B1) ¢.521CC u ABCG2 (BCRP) c.421AA ca

CBBP3aHH C MOBHINABaHe Ha eKcro3uiuaTa (AUC) Ha posyBacTaTHH, B cpasHeHue ¢ SLCO1B]
¢.521TT u ABCG2 ¢.421CC. 3a naupeHTuTe, 3a KOUTO € H3BECTHO, Ye uMaT reHoTHn ¢.521CC unu

c.421AA, ce mpernopbuBa MaKCHMaHa eJHOKpaTHA JHEeBHA 1032 oT 20 mg po3yBacTaTHH (BXK. TOUKH
44,451 5.2).

O3H € MMPH NALNCHTH, 11 a3nojoKeHH KbM Ppa3BUTHEC HaA MHONIATHA

I1py manMenTH ¢ npeapa3znofaraiiy GakTopH 2a PA3BHIMTE Ha MHONATHA MPENOPLYBAHATA HAYATHA
a03a € 5 mg (BXK. Touka 4.4).

TIpH HAKOM OT T€3H MALMEHTH € NPOTHBOMOKA3aHO NPIIOKEHHETO Ha 1032 oT 40 mg (BK. TouKa 4.3).

ChrIpTcTBaNia TEpanus
PosyBactaTuH e cyGcTpat Ha pasnuyHu TpaHcnoprepHu nporeudn (Hanp. OATP1B1 u BCRP).

PHCKXBT oT MHONIaTHA (BKTIOYHTENHO pabaoMuonnsa) ce MOBUINABA, KOraTro po3yBacTaTHH Ce Tpuiara

€AHOBPEMEHRHO ¢ ONpeAeIeHH IeKapCTBEHH MPOXYKTH, KOHTO MOraT fia NOBHLIAT IJIa3MeHaTa

KOHLICHTPALMA HA PO3YBACTATHH, ITOPATH B3aHMOACHCTBHE C TE3H TPAHCIIOPTEPHH NPOTCHHH (Hanp.
LHKIOCTIOPHH K HAKOH NPOTea3Hy HHXHOWTOPH, BKJIIOYHTENHO KOMOHHALIMM Ha PUTOHABHP C©

' aTa3aHaBMp, JIONMHABKD W/HIH THNPaHABKD; BXK. TOUKH 4.4 v 4.5). Ha npeanuceamuTe fekapu ce

NPenoprYBa 12 B3eMAT Npe/IBUA CEOTBETHATA IeKapcTBeHA HHPOpMAIH, KOTATO OOMUCIAT

Npuiarase Ha TAKMBa MPOOYKTH 3a¢HHO ¢ po3yBacTaTHH. Korato ¢ Bs3MOXHO, TpAOBa Aa ce HuMaT

MpeABH/ ATTEPHATHBHY TEKAPCTRE M, aKO € HeOOX0XHMO, Ja Ce HMa NIPEeJIBHI BpEMEHHO NPEKHCBAHE

Ha TepanMATa ¢ pO3yBaCTATHH. B CHTyaluH, KOraTo eAHOBPEMEHHOTO MPUIOKEHHE HA TE3M

NeKapCTBEHW NMPOOYKTH ¢ PO3YBACTATHH € HeM30€XKHO, MOJ3aTa U PHCKa OT CHITLTCTBAWIAT :repanm H




43 IIporuBonoOKa3anns

PosyBacTaTHH € NpOTHBONOKA3AH:

*  [IpH NALMEHTH CHC CBPBXYYBCTBUTENHOCT KBM PO3YBACTATHH HIIH HAKOE OT NOMOUIHHTE
BeLleCTBA, H30poeHH B TOUKA 6.1; -

* pH NaLMEHTH C aKTHBHO Y€pHOAPOOHO 3a60dBaHe, BKIIOYHTENHO HEYTOYHEHO, HPOAB/DKHTEIHO
NOKaYBaHe Ha CePYMHHTE TPAHCAMHMHA3H H BCAKO MOKAUBAHE HA CEPYMHUTE TPAHCAMHHAIH TPH
ITHTH HAZ 'OPHATA I'PaHMLa Ha HOPMATA, ‘

*  IIpPU NALMEHTH C TeXKo OBOpeuHo yBpexaaHe {(kpeaTHHHHOB KHpPBHE < 30 ml/min);

*  IIpH NAlMeHTH ¢ MHOMNATHA, '

*  [IpH HALHEHTH, IPHEMAM eXHOBPEMEHHO LMKIOCTIODHH;

*  II0 BpeMe Ha GpeMEHHOCT, KBPMCHE M IPH KEHH B JETEPOAHA BB3PAcT, KOMTO HE U3NON3BAT
NOAXOAAIIN KOHTPALIEIITHBHY MEpPKH. |

Jozara or 40 mg e NPOTHBOMOKA3aHA TIPH NAMEHTH ¢ peApa3noiaramy (pakTOpH 3a pasBUTHE Ha
muonaTus/pabaomuonusa. Takusa ¢axropu ca:

*  VMepeHo no creneH 6p0peuHo yBpexkaaHe (KpeaTHHHHOB KIHPBHC nog 60 ml/min).

* XHIOTHPEOUIHIBM. | ’

¢ JInyna Wi (paMATHA AHAMHE3A 33 HAC/IEeCTREHH MYCKYITHH 2a00saBaHus.

* AHamHe3a 33 NMOSBa HA MYCKY/THO YBpEXAAHE N0 BpeMe Ha JICUCHHKE ¢ APYT MEAHKAMEHT OT

rpynara Ha HHXUOMTOPHTE Ha XUAPOKCH-MeTHN-DIyTapun-koeH3uM A (HMG-CoA) peaykrasara
Wik ¢ ¢pudpar.

* 3noynorpeda c AIKOXOIN.
*  CBbCTOAHMA, IIPH KOUTO MOXKE a C€ TIOBHIIH IUIA3MEHOTO HUBO HA MEHKAMEHTA.
+ JIuuoa or a3varckara paca.
+ EnsoBpeMeHHa ynotpeba ¢ ¢pubpatu.
(rK. TOUKH 4.4, 4.5 1 5.2).

4.4 CroenHAJHH NpeaynpexIends H IpeAna3id MepKH NpH ynorpeba

bvopeyu

[Tpu naLHesTH, JIEKYBaHu ¢ MO-BHCOKH A03H PO3YBACTATHH, 0-KOHKpeTHO 40 mg, ¢ HabnmonasaHa
IIPOTEHHYPHA, KOSTO € YCTAHOBEHA NPH H3CNEABAHE C TECT-JICHTH, ¢ MPEAUMHO TyOyNIeH MPOU3XON H B
NOBEYETO CITyYaH ¢ NPEXOACH WIH HHTEPMUTEHTeH XapakTtep. He € noka3aHo nporenHypHaTa Ja
NpeJImecTBa OCTPO WM NporpecuBHo Ob0peuno zabonssane (Bx. Todka 4.8). [loknaasaHara yecTora
Ha CepHO3HH OBOpEeYHH YBpeaH IIPH NOCTMAaPKETHHIoBATa yNoTpeba € I0-BHCOKA NTPH JOIUPOBKA OT
40 mg. Ouenka Ha 6r6peuHaTa QyHxiWA TPEOBa Aa ce HATIPABH IO BPEME Ha PYTHHHO NPOCIICAABAHE
MpH NALKEHTH, 061aiiHo ekyBaHu ¢ 40 mg.

Cxenemna Mycxynamypa

EdexTH BEpXy CKeNETHATA MYCKYJIaTYpa (MUAITHS, MHOIIATHA H NO-PAAX0 pabaoMuosIH3a) ca
¢H00INaBaHK NPYU OPWIOKEHHE HA BCHYKH JO30BH PeXKHMH, ocobero mpH 103u Hax 20 mg. Muoro
peaxH CTyvad Ha pabJoMHONM3a ca JOKNaABAKY MPH M3NON3BAHETO HA e3¢ THMHO B KOMOHHALMA ¢
HMG-CoA penyxrasuy uHXuOuTOpY. He MoXke na 6b¢ H3KTIO4EHO (PapMaKOANHAMHYMHO
B3aHMOJICHCTBHE (BXK. TOUKa 4.5) ¢ € Heo6X0AMMO BHUMAHKE IIPY KOMOUHHPAHOTO UM H3MOJI3BAHE.

Kakro npu apyrure HMG-CoA peaykTaznd HHXHOHTOPH, JOKIa/|BAHATA H4ECTOTa HA pabaoMHOMN3A,

acoOLIMHMpPAHa C PO3YBACTATHH MPH MOCTMAPKETHHTOBATA ynoTpeda, € Mo-BHCOKa TIpH
40 mg.

B HAK0IKO ciyvas ce cho0inara, ye CTATHHHTE MHAYLIMpPAT de novo HIH BIOLI
CHIIECTBYBALAa MUACTEHNA I'PABKC WIH OYHAa MUacTeHHd (Bxk. Touka 4.8). Ip
PosyBucTar TpaOBa Aa ce Crpe B CiTy4ait Ha B/IOlIaBaHe Ha CHMIITOMHTE. UMa
npH (NMOBTOPHO) NpWiaraHe Ha ChLH WIH pa3/IiueH CTaTHH.
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Hsmepsane na kpeamuuxunasama

Kpeatunkunasara (CK) He TpaGba Ja ce H3MepBa ciiell YCHICHH YIIPOKHEHHUA WIH IPU HANMYHETO Ha
ApYT IPHYHHHTE]I HA YBeIHUeHHEe Ha CK, KOeTo Moxke Aa 3aTPYIHH THIKYBAHETO Ha pe3ynrTaTa. AKo
HHUBOTO Ha CK € 3HauMTeTHO MOBHUICHO MPH M3XOAHO HHBO (> 5 MBTH ropHAaTa AONYCTHMA IPaHHLIA),
TECT 3a NOTBBPIKAABAHE Ha pesy/rrata TpabBa Aa Obae HanpaBeH B paMKUTe Ha 5—7 qud. Ao
NOBTOPHOTO H3C/IEABAHE NOTBBLPAH M3xoaHo HUBO HAa CK > 5 myTH ropHaTa AOMYyCTHMA IPaHHIA, HE
Tps6Ba J1a ce 3anouBa NeueH e,

- Ilpeou nevenuemo

Kakro ¥ apyru naxuburopu Ha HMG-CoA penyxrasara, posyBacTaTiH TpaOsa 1a Oblie MpeinHucBaH ¢
0CO0EHO BHUMAaHME NIPH NALMEHTH, 32 KOHTO ¢a Hafuie GaKTOPH, Mpepa3ioaraliy pasBHTHE Ha
MHOMaTHA/pabaomMuon3a. Takusa GaKTopH ca:

* OBOpeuHO YBpekKIaHe;
*  XHIOTHPEORIH3BM;
* nruHA WK GaMHITHA aHAMHE3a 33 HACTIECTBEHO MYCKYJTHO 3a60/IaBaHe;
*  YCTaHOB¢HA MYCKY/NHA TOKCHYHOCT KBM Apyrd uHxuOuTopu Ha HMG-CoA peayxrasara wim
- ¢pubpary;
* 3joynorpeda ¢ alKkoxoi;
* MAaiMeHTH Ha BB3pacT HaA 70 roauHy; |
*  CBCTOAHHA, IIPH KOHUTO MOXe Ja ce HaOmoaaBa MOKaYBaHe Ha IUIA3MEHHUTE HHBA (BXK. TOYKH 4.2,
4.5 1 5.2);

* €IHOBpPEeMEHHa ynotpeba Ha pubpaTh.

Ipu nomobuu nanuenTy TpadBa Ja ce MpeaBKMAKM OTHOLISHHETO PHCK/TION3a M a OBIaT MOCTABEHH
noz KITMHUIHO HA0MOACHHE. AKko M2X0aHOTO HHBO HA CK e 3HAYHTEHO NoBHILEHO (> 5 MBTH
ropHaTa rpaHdLia Ha HOpMAaTa), He TPAOBA a ce 3amoUBa JICUCHHE.

I1o gpeme na newenuemo

[TausenTHTE Ce 3amMBbMKaBaT He3aGaBHO N NOKIAABAT HEOOACHHME MYCKY/THU GOJIKH, yceIaHe 3a
caboCT My CXBaiiaHe, Hali-Beye ako ca CBBp3aHy ¢ HepasnonoxeHue wid PeGpunuter. [Tpu Tezun
nauneHTH TpAdBa Na ce usMepat Hurara Ha CK. Tepanuara Tpabea aa ce mpekpary, ako HHBOTO Ha
CK € 3Ha9uTeHO MOBUINIEHO (> 5 ITHTH FOPHATA AOMYCTHMA MPaHHLA) HIH 8KO MYCKY/THHTE |
CHMIITOMH Ca TEXKH H IIPHYIHHABAT SKEAHEBHO HepasnonoxkeHue (aopu HHBoTo HAa CK na e < 5 mreTH
FOpHATA OMyCTHMA IrpaHMIa). AKO CHMITTOMHTE OT3BY4aT M HHBOTO Ha CK ce HopManu3mpa, Moxe
[ia ce MOMHCIIH 3a MOBTOPHO JICUEHHE C pO3YBACTATHH IH aITepHATHBEH HHxuOKTOp HAa HMG-CoA

pemyKTaszaTta B Hali-HUCKA JI03a ol Habmonenue. PytuHao HabnoaeHue Ha nusoTo Ha CK npu
IAUHUEHTH 0e3 CHMIITOMH HE € OCHOBATE/THO.

HMima MHOrO pesiku 10KNIaNH 38 HMyHOMEAHMpPaHa HeKpOTH3Hpaina Muonatas (IMNM), kosto
KIMHHYHO Ce XapaKTePHU3MpPa C MEPCHCTHPAILA IPOKCHMATHA MYCKYIIHA CIaG0CT M IIOBMLIEHA
CepyMHA KPCATHHKMHA3A 110 BpEME Ha JICYCHHUETO HTH Clef CITHPAHe HA CTATHHHTE, BIUTIOUHTETHO
pozyBacTaTHH. MOXe 1a € HEOOXOAMO AOTBIHUTENHO HEPBHOMYCKYITHO HJTH CEPOJIOTHYHO
u3cie/iBaHe. Moxke 1a ce HaloxkH JIeYeHHE ¢ HMYHOCYNpecUpalny JeKapcTBa.

lpy KIMHMYHHTE H3MUTBAHMA He ca HABNIONABARY JAHHH 3a NOBHINEHU ebexTH BBpPXY CKEJICTHATA
MyCKynaTypa B MalKaTa rpyna nauHeHTH, IpH KOMTO PO3yBaCTATHH € MPWIAraH ¢ Apyro
CBNBTCTBALLO JIeYEHHES, Y BeIMYCHHE Ha YSCTOTATa HA MHO3HT H MHOTIATHA € HabmogasaHo, obave,
NpH IALMEHTH, NoTy4asamy Apyrd kHXHOUTOpH Ha HMG-CoA penykTasaTa 3aefHo ¢ LMIIOCTIOPHH,
MIPOM3BOAHU Ha GUOPHHOBATA KHCEMHHA, BIUTIOYHTENHO reM(puOpo3ii, HIKOTHHOBA KHCEIHHA,

al.'l--m....

KOMOHHHPAHOTO NpHEMaHe Ha pO3yBACTATUH W GUOpATH WiM HuaumH, TpsbBa |
NIpeLieHEHa CTIPAMO NMOTCHLMAIHAA PHCK OT noaoGuu koMOuHaLUHH. [Tpu enuHoBYE

a30JI0BH aHTHMHKOTHLIH, IPOTEea3HH KHXHOUTOPH W MAKPOMUAHH aHTHOHOTHLIH. I epdaGD M N
[OBMLIABA PHCKA OT MHOTIATHA, AKO CE NPHEMa eAHOBPEMEHHO ¢ HAKOH HHXHGHTffiR1I HMGLC m}“‘
penykrasaTta. [lopaay Tosa, koMGHHaumATa MeXTy reMOHOPO3HI H po3yBacTaTiiHe/ ﬂ % ;ﬁﬂ} _
npenoperYHTenHa. [1013aTa OT AOTEJIHKUTENHO CHIDKABAHE B THIMHIAHINTE HHBA @f@’a’ TS, xk‘z:}, \
a b ;{e BHHM&_IéBIHQ , ’

Ha QuOparH, neuenueTo ¢ 103M oT 40 Mg € MPOTHBOMOKA3aHO (B, TOUKM 4.5 U - \3} /}1 ,_
6 Nt f-"f'



PosysacraTi He Tpabsa Aa ce npuiara eXHOBRPEMEHHO ¢ PY3MI0BA KHCEIIHHA 33 CHCTEMHO
MPUNOKEHKHE WIM B PAMKHTE Ha 7 JIHH CNieA CIIMpaHe Ha JIEYeHHeTO ¢ Qy3HAOBAa KHCeTHHA. Tlpy
NAHCHTH, IPH KOUTO H3MOJI3BaHETO HA GY3NIOBA KHCEIMHA 33 CHCTEMHO NPHAOKEHNE € 3HAYHMO,
JIEYEHHETO ChC CTATHHH TPAGBA Aa OhA¢e MPEYCTAHOBEHO Mpe3 1IeJIAs NIepHo Ha JiedeHne ¢ (yanaosa
kucenvHa. Mma cpobimenns 3a pabaomMuonnza (BKIFOUHTENHO HAKOIKO ¢ daTaaeH HIX0A) IPH
HAUHCHTH, IpHeMAalM Py3B10Ba KHUCENVHA U CTATUHHA B KOMOHHauMA (Bx. Touka 4.5). [TaupeHTHTe
TpaAGBa 713 OBAAT OCHBETBAHH 1 MOTBPCAT He3a6aBHO MEAHLIMHCKA TOMOIL, AKO W3IIMTBAT CHMITTOMH
Ha MyCKynHa cinaboct, Honka wim GonesHeHocT. JIEYUeHHETO ¢BC CTATHHHA MOvke Aa GBbae MOAHOBEHO
CeReM AHH Ciel nocieayara 5o3a Ha ¢py3uaona kucenuna. [Ipu uspbHpeaHn 00CTOSTENCTRA, KOTATO €
He00X0ANMa TIPOXBIDKUTENHA YNOTpeba Ha QY3uA0Ba KHCETMHA 32 CHCTEMHO NPHIoKEHHe, Harpumep
3a JiedeHHe Ha TEXKKH HHPeKIHH, HeOOXOHMOCTTA OT EAHOBPEMEHHO NPWIOKEHUE Ha POIYBACTATHH
H Qy3Ua0Ba KHCEAHHA TPROBA /14 ce NpeLeH: HHAHBUAYANHO, H TIOJ CTPOT MEIMLMHCKM KOHTPO/.

Posysactatun He Tpabsa na ce ynotpebsBa Npy NALMUEHTH ¢ OCTPU CEPHO3HH CHCTOAHMA,
NpelnoIaramyd MACTIaTHA, WIH fIpeApa3noniaraliy KeM pa3sBuTHE Ha 6L0peuHa HeAOCTATBUHOCT,
BCASACTBUE pabaoMUONM3a (HAIIP. CETICHC, XMITOTOHHS, FO/INMa ONICpaHs, TPaBMa, TEXKKH
METabOIMTHN, CHAOKPHHEN M €1EKTPOIHTHH HApPYLISHHA M HEKOHTPOJIHPAHHM I'BEPUOBE).

Bauanue BepXy wepHus apod

Kaxro npu apyru uaxuburops Ha HMG-CoA pemykrasata, po3yBacTaThH TpAOBA BHHMATEIHO A CE
TIpHara Ipy DalyeHTH, KOMTO NPHEMAT TO/IMO KORHYECTBO AJIKOXO0M H/WIM ca MMalui 3a00NaBane Ha
yepHus apob. [IpenopbunTenHo € na ce HanpaeaT KacleABaH|A Ha YepHHa Apol npean, H 3 meceua
ClIE/ 3an0YBaHE Ha JieueHneTo. PosyBacTaTiu TpaGpa fa Obae npeycTaHORSH Wi Ao3aTa TpAORa 1a ce
HaMaly, ako HHBOTO Ha CepyMHUTE TpaHCAMHAHA3H HAARHIIABA TPH MHTH ropHaTa IPaHyLa Ha
Hopmara. JJoxnagBaHaTa Y€CTOTA 32 CEPHO3HH Y€pHOAPOOHM YBpeaAU (3aKTIOYBALTHA C€ TTIABHO B
YBEJHYCHH YEPHOAPOOHH TPAHCAMHHA3ZH) NIPH NIOCTMAPKETHHIOBATA YnoTpeda, € No-BHCOKa NpU
AO3NUpoBKa ot 40 mg.

IIpy nanpeHTH ¢ FTOpUYHA XHIEPXOIECTEPONIEMHUA, IPHUHHEHA OT XUNIOTHPEOHAUZBM HITH
HeQPOTHYEH CHHAPOM, OCHOBHOTO 3abondBaHe TpaOBa Zla ce 1eKyBa NPeIy 3aMOvMBaHe Ha IEYEHWE C
PO3YBaCTATHH.

Paca
DapMakOKMHETHIHHTE POYUBAHKA NOKA3IBAT, Y€ NPH NAIMEHTHTE OT A3MATCKATA paca € Hajaylle no-
BHCOKA €KCIO3MUMS B CPaBHEHUE ¢ Te3M 0T kaBKaskarta (Gsnara) paca (k. rouxu 4.2, 4.3 u 3.2).

I H buTOpH

ToBmiIcHA CHCTEMHA EKCITO3MIMS HA PO3YBACTATHH € HAb/MONaBaHa NPy NalfHEHTH, IPHEMAIy
PO3YBACTATMH €IHOBPEMEHHO ¢ PA3THYHK NPOTEa3HN MHXUOHTOPH, B KOMOUMHALA ¢ PHTOHARMD.
TpaGea a ce oGMuCIIH KAKTO 10/132Ta OT IMIMAONIOHIDKABAKE YPes YIIOTPeba Ha PO3yBACTATHH NPH
naupeHTH ¢ HIV, xoMTO NpHeMaT NpoTeasH HHXUOHTOPH, TaKa B NOTEHIIHAJA 33 NOBUIIEHA
KOHLICHPALMS Ha PO3YBACTATHH, KOIaTO CE 3aN0YBa TEPATIMATA ¥ C¢ NOBKIIABA JO34TA Ha
PO3YBACTATHH [PH NALHUEHTH, JIEKYBAHH C NIpoTeasHn MHXuGuTopy. EXHOBPEMEHHOTO NPHIOKEHHE C
onpeneNeHy NMPOTEa3HH HHXHOMTOPH He Ce MPenophyBa, OCREH AKO 103aTa Ha PO3yBacTaTHH He ce
Kopurupa (Bxk. Tabnuua 1 u Touxs 4.2 u 4.5). |

HemoHOCHMOCT KbM JIaKTO38
TMaumenTu ¢ peaku HacneACTBOHM NMPOGIEeMH KATO raflakTo3HA HENOHOCHMOCT, TOTAN

Ae(HLUHT KK FTI0K030-TaNaKTo3Ha MaTabcopOiua He TpaOBa ia MpHEMAT TOBA Jie

Hurtepetuimanua Genonpobua Gonect
JloxnazBaHy ca H30JHPAHH CTyy4au Ha HHTepcTUiaiHa Senoapobra GonecT np

HAKOH CTATHHH, 0CODEHO NPH NPONWDKUTETHA Tepars (BK. Touka 4.8). Knmmq

Ja BIUTIOUBAT AVICIHES, HEMPOAYKTHBHA KAILTHIIA H BIOIIARAHE Ha 001IOTO CLETORH
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Ha TErN0 M Tpecka). AKO UMa MOA03PEHHE, Y€ NalMeHTHT € Pa3BWI BHTepcTHIHANHA Genoapobua
Gonect, TepanusTa cbe cTaTHH TPsiGBa na Onae npeycTaHoReHa.

3axapeH guaber

Hsaxon gokaszarenctsa npelnonaraT, Y CTATMHUTE KATO K1ac MOBULUABAT KPLBHATA IJIIOKO3a K NPH
HAKOH MALMEHTH, BHCOKOPHCKORH 3a pasBUTHE Ha AuabeT B Onaelne, MOTat jia JOBeJAT AO TaKOBA
HHMBO Ha XHNCPIIMKEMHA, IIPH KOSTO € MOAXOAANIO MPHIAraHeTo Ha PEAOBHATA IPIDKA, TIPOBEXKIAHA
npH auaber. To3u pUCK, o0aue ce HaAAeNABa OT PEAYKILMATA HA BACKYTAPHUA PUCK CBC CTATHHH H,
CnenoBareliHo, He TpAOBa Ja ObIe NpHaMHAa 3a CHMpaHe HA CTATHHOBATA TepanHs. Puckosure
narueHTy (rJUoKo3a Ha I1aaHo 5,6 o 6,9 mmol/l, nanekc Ha Tenecsa maca > 30 kg/m?, nosminenn
CTOHHOCTH Ha TPHITIMUCPHANTE, XUTICPTOHHUA) TPAOBA [1a Ce NIPOCICAABAT KAKTO KIMHMYHO, TAKa H
OHOXMMUYHO, CHIJIACHO HALMOHANHHKTE PHKOBOACTBA.

B nmpoyusanero JUPITER, cnobitenara ofmia yecToTa Ha 3axapen nualer ¢ 2,8% 3a posypacTaTuf ]
2,3% 3a rnaneo, riaBHO NPV NALMEHTH C ITII0KO03a Ha I1aaHo 5,6 20 6,9 mmol/l.

TeguatpHuHg nogynalys
OueHABAHETO HA JTMHEAHOTO U3pacTRane (BHCOUMHA), Terno, BMI (Muaexc Ha TelecHaTa maca) U

BTOPUYHHTE IOJIOBH GeNle3n Ha MOJOBOTO Ch3pABaHe o ckanara Ha Tanner npH neiHaTpHYHU
NALMEHTH Ha BB3pacT 6 no 17 ropusun, npuemManmy posyBacTaTHH, € OTPAHUYECHO O JABYrOAUIICH
nieproa. Cex ABe rOAVHYN Ha TPETHPaHe N0 BPEME Ha MPOYYBAHETO, He e 3a0ena3ad HUKakbB edexr
BBPXY pacTexa, Ternoro, BMI unu nonoBoTo ¢h3paBane (Bx. Touka 3.1).

B ximEuYHO npoyysaHe Ha Jela U FOHOIIY, IPHEMAIy po3yBacTaTHH 3a 32 ceIMHIM, NOBKIABAHE Ha
CK > 10xULN H MycKYIHHTE CHMITTOMM Clle]l YITPRKHEHHE WIH NOBUILEHA (PU3HUeCKa aKTHBHOCT ca
Ha0JII0/|aBaHH [10-4€CTO, B CPABHEHHE ¢ HAOMOACHUA OT KAHHHYHH NIPOYYBAaHHS NPU BR3PaCTHU (BXK.
Touka 4.8).

4.5 BaagmojeiicTBRE C APYTR JeK2PCTBEHE NPOAYKTHE U APYTH QOpMR Ha B3anMoaeHcTBHE

Edexm na eonoapemenro npunazany nexapcmeeru npooykmu ebpxy po3ysacmanun

WExu6UTOpPH HA TPAHCHIOPTEPHHUTE IPOTCHHN
PozyBactaTiH e cyf6CTpaT Ha ONpeeneHH TPaHCTIOPTEPHH NPOTEHHY, BIIIOYHTENIHO YEPHOAPOOHHS

wITeHK Tpaucnoprep OATP1B1 u eduyke tpanciioprepa BCRP. EanoppeMenHoTo npwiokeHue Ha
PO3YBACTATHH C JIEKAPCTBEHHU MPOAYKTH, KOWTO Ca HHXUOMTOPH Ha Te3H TPAHCIIOPTEPHH NPOTEHHH,
MOXKe fia JOBEJE 0 NOBUIIABAHE Ha MNa3sMEHATA KOHLCHTPallMA Ha PO3yBaCTATHH W NMOBUINIEH PHCK OT
MHOmaTis (8. Tabnuna ! n Toukn 4.2, 4.4 u 4.5).

- gle{JIOCHO pPYH

IIpu exHOBPEMEHHOTO NPIWIOKEHHE HA PO3YBACTATHH ¢ LHIUIOCTIOPHH, cpeanuTe cToiHocTH Ha AUC
Ha PO3yBACTaTHH ca OHIIK CpeqHO 7 ITHTH MO-BHCOKH OT Te3H, HaOMOnaBaHu NPH 3paBH JoOpOoBOJILH,
H& KOHTO € NIPIWIOXKEHAa ChIaTa 103a (B, Tabnuila 1), PozysacTaTuH € NpOTHBONIOKA3aH NIPH
NMALHEHTH, KOWTO €AHOBPEMEHHO MONY4aBar UHKACCNOPUH {BX. Todka 4.3). EnHoBpeMeHHOTO
INPUNOIKEHHE HE € MOBNMAIO INAa3MEHNTE KOHIICHTPALME Ha LHKTOCTIOPHH. |

[emMpuOpO3KUA ¥ APYITH JHNUIOTIOHIKABAIIK OIPOAYKTH
EnHoBpeMEHHOTO NPWICKEHHE Ha POZYBACTATAH H reMpubposui € AoBeno A0 NBYKPATHO MOBHKIICHHE

Ha Cnax 1 AUC Ha po3ysacTaTiH (BX. TOHkA 4.4). annure or tl)apMaKOKHHETH'-IHHTG npo HBaHHﬂ._.

BH3MOMKHA NIOABA Ha dapMakoIHHAMIMHH Bsanmoneucmm. Temdmbposun, deH
OCTRHANTHTE MEJUKAMEHTH OT Ipynara Ha GUOpATHTE W JIMIHIOIOHKABALINTE
AE€H) HUALMH (HHKOTHHOBA KUCE/INRA), ROBMIIABAT PUCKA OT IOSRA HA MUONIAT
HHXMOHMTOPH HA XHUIPOKCH-METUI-TITy TAPUII-KOSH3HM A peayKTasara, Hal-BepQaTHO 11
Yye IIOC/IEHUTE MOTaT Ja NPeAH3BUKAT NOJBATA HAa TOBA YCIOKHEHNE U IIPH MOH "if: Satin



40 mg e NPOTHBOINOKA3aHA ITPH eIHOBpeMeHeH npueM Ha ¢ubpatu (Bx. Touku 4.3 u 4.4). [Ipu Tean
NMAalMeHTH JICUEHHETO ChIOO TpAOBA fa 3aMno4He ¢ 5 mg.

¥

EzeTuMu

EnnoepeMeHHOTO H3nmonsBade Ha 40 mg posyeactatiH v 10 mg ezeTuMub, He BOAM X0 NPOMENH B
AUC u Ha aBara NpoAyKTa, KOraTo ce NpuiaraT npy 3apasu gobposonuu. UMa 1,2 meTy nosunienne
Ha AUC na posysacTarus, korato |0 mg posysactatud ¥ 10 mg e3seTuMBO6 ca NPUAGKEHH NPH
NALMEHTH ¢ Xunepxoaecteponemus (Tabumuna 1). He Moxe aa ce H3kmoun GapMaKoxHHaAMHIHO
B3aMMOACHCTBHE MEXAY TAX, KOCTO A& HMA 33 Pe3yJITAT HEXKENAaHH peakUy (BX. TO4Ka 4.4).

[IpoTeainm nHXWMOHTOpU

BBIpeKH Y€ TOUHHAT MEXAHH3BM Ha B3GHMOAEHCTBHE HE € H3BECTEH, €JHOBPEMEHHOTO JIPUIO)KECHHE C
NpoTeasHy HHXHOUTOPH MOXKE PA3KO Ja TIOBHIIM EKCHO3HI[HATA Ha po3yBacTaTHH (B:xK. Tabnuua 1).
Hanpumep, eaHoBpeMeHHOTO npraoxenye Ha 10 mg po3yBacTaTHH U KOMOMHUPAH NPOIYKT, CHCTOA
ce OT ABa nporeasnd HHxuburopa (300 mg arasasasup/100 mg pHTOHABHp) MO BpeMe Ha €IHO
dapMakOKHHETHYHO NPOYYBaHE NPH 3APaBH AOCPOBOILM, C€ aCOMKKPA ¢ NPUOTH3ATEITHO TPHKPATHO
HapacTBane Ha AUC Ha posyBactaTHH. EAHOBpEeMEHHOTO NPHIOKEHHE HA PO3YBACTATHH ¥ HAKOH
KOMOMHALIMM OT NPOTCA3HH HHXHOHTOPH, MOXE /I3 Ce HMA MPeABH/I CJIe BHUMATETHO [IpeLieHABAHE
Ha KOpEeKIHHTE HA 103aTa HA PO3YBACTATHH, HA (6a3a O4aKBAHOTO IMOBHIICHHUE HA KCIIOIHIMATA HA
posyBactaTHH (TabiHua | ¥ Touxu 4.2, 4.4 1 4.5).

AHTHaUMOH

EnHOBpEMEHHOTO NMPUIOKEHHE Ha PO3YBACTATHH C aHTHAUHAHA CYCNEH3HA, ChABPKAINa ATyMUHHUER U
MAarHe3HEB XHAPOKCHA, € JOBEIo A0 HaMaJdBaHe Ha IUIa3MeHaTa KOHLIEHTpallksa Ha PO3YBAcTaTHH
npuSausutenno 50 %. Tosn edekT oTcnabBa, KOraro aHTHaLMAKTE CE JIABaT 2 Yaca c/en npHema Ha
po3yracTaTHH. KIHEUYHOTO 3HaueHHE Ha TOBA B3aMMOAEHCTBHE HE € H3CIeABaHo.

EpHTpoMuitiy

EAnHOBpeMEHHHAT NPHEM HA PO3YBACTATHH H ePUTPOMULIMH € nosend ao 20% HamaneHre Ha AUC .,
1 30% Hamanenne Ha Cgyc Ha po3yBacTaTHH. BianMoaelcTBHeTO MOXe 13 € IPEIU3RUKAHO OT
NIOBMIIEHKA YPEeBEH MOTWIHTET, BCIISACTEHE HA MPHEMa Ha EPHTPOMHLIHH,

EH31MH OT cHcTeMaTa Ha UHToxpoM P450

PesynratdTe ot in vitro M in vivo npoyYBaHMA NMOKA3BAT, Y€ PO3YBACTATHH HE € HETO HHXHOUTOP, HHTO
HHAYKTOp Ha IIUTOXpOM P450 w3oeH3umuTe. PosyRacTaTH e ¢ab cyOcTpar 3a Te3H M30CH3HMM.
CrenoBaTennHo, 1eKapCTBEHH B3aMMOAEHCTBHA, PesyNITaT oT uMToXpoM P450-meauupanus
MeTabonu3pM, He ce ouaksar. He ca HaGimonaBaHy KTHHHMYHO 3HAYUMH B38HMOACSHCTBHA MEXTY
posyBactaTiH ¥ ¢rykoHa30a (iaxuduTop Ha CYP2C9 s CYP3A4), HnH kKeToKOHA307 (MAXHOUTOD Ha
CYP2A6 u CYP3A4). ExnoppemensnaT nprem Ha urpakosason (muxuburop Ha CYP3A4) u
po3yBacTaTiH Boay 10 28 % ysemyuenue Ha AUC Ha poaysactaTiH. TOBa MIKO yBE/IMUYEHHE HE €
KITHHAYHO 3HaYHMO. o Ta3u npHyuHa, IeKapCTBCHH B3aUMOACHCTBHA B CJICACTBHE HA META0OIUIBM,
MeOHHpaH oT uuToxpoM P450, He ce ouakear.

B3anMOJeHCTRHA, KOWTO M3IUCKBAT KODPEKIIMA Ha 103aTa Ha PO3YBACTATHH (B, ChII0 Tabnauiia |
Koraro e HeoGxoaumo a Ce Mpuiara po3yBacTaTHH €THOBPEMEHHO ¢ APYTH JICKaPCTBEHH MPOAYKTH,
33 KOMTO € M3BECTHO, Y€ MOBHINABAT €KCIO3ULIMATA HA PO3YBACTATHH, JO3UTE HA PO3YBACTATHH TPAOBA
lia ce KopHryupar. Ha npeanucsaiure aexapy ¢e Npernops4ea Aa B3eMaT MPEABHA ChOTBETHATA
JeKapCTBEeHa HHdopMaLua, Korato OOMHCIIAT NpUNaraHe Ha TaKHBa POAYKTH 3a8QHO €
PO3YBaCTATHH. 3aIT04BA CE C 4034 Ha POSYBACTATHH OT 5 mg BEXHBX JHEBHO, aKO OYAKBAHOTO |
noBHuleHue Ha excriosmpiara (AUC) e npubanzuTeHo JByKpaTHO WIH NO-TO
IJHEBHA 1033 HAa PO3YBACTATHH TPAOBa Ja ce KOPUrUpa Taka, Y& OHAKBAHATA €
PO3yBaCTaTHH Ja HiAMa BEPOATHOCT Aa HaJABHIIM Ta3H HA 40 mg JHeBHA 103 acTaTHH, TP
B3AHMO/IeHCTRALIN JeKAPCTEEHM MPOAYKTH, HAnp. 032 oT 20 mg posyracTatye d reifduGposin ( Lol
bTH TIOBHLIEHHE) H 1034 OT 10 mg po3yBacTaTHH ¢ KOMOHHALMA PHTOHABH aﬂaeanp (3 1 mmf
NOBUIIEHHE ). “-& AN A
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Tabauna 1. Edext B2 eHOBpeMeHBO NPAJATAH JCKAPCTBEH NPOAYKT BhPXY eKCHO3HNMATA HA
posysacraTul (AUC, B ausxoasm pea) o1 oy auxyBann KINHNYHE NPOYIBARNY

J030B pexEM HA J030B peXHM HA IIpomsana 8 AUC Ha
R3AHAMOXEHCTBADIOTO JEKAPCTBO PO3YBACTATHH PO3YBRCTRTHH
Hussrocniopun 75 mg sBa metH Ha Jed A0 10 mg BeawsxK AHEBHO, 10 HHM 7,1 mete T
200 mg npa meTH HA OeH, 6 Mecelia
ﬁempad:eﬂnﬁ 160 mg, BeaAnEX QHERHO, S mg, enMHUYHA 1034 3,8 myTH
14 nHu
Arazanapup 300 mg/puronasup 100 mg 10 mg, eaynmyna goza 3,1 w1
BEOHBXK AHEBHO, 8 nun
Bennatacsup 100 ng BeaAHnK RAHEBHO 10 mg, enuHUYHA 0033 2,7 IeTH
OmbutaceBup 25 mg / napuranpeBup 5 mg, eAHHUYHE 2034 2,6 NTH
150 mg / puronasup 100 mg peaHsk
nuesHo / nasabysup 400 mg 2 meTH
adeBHo, 14 auu
I'pasonpesup 200 mg/enbaceup 50 mg 10 mg, exmHKuYHA fo3a 2,3 npTH
BEAHBXK AHEBHO, 11 aHuU
I'nexanpesup 400 mg/mubperracenp 5 mg BeAHEK JIHEBHO, 7 2,2 NBTH
120 mg penubx qHEBHO, 7 NHU AHH |
Jlonunasup 400 mg/puronasup 100 mg 20 mg BeAHDX JHEBHO, 7 NHH 2,1 aeru T
IBa ITLTH Ha Jen, 17 quu
Knonugorpen 300 mg naroBapsaiiia 103a, 20 mg, enMHNYHA {034 2 mera T
nocnegraHa ot 75 mg Ha 24 yaca |
Femdubposun 600 mg apa nvTH Ha AeH, 7 80 mg, enuHHYHA 1034 1,9 mota T
JIHH |
Entpombonar 75 mg BEAHLK JHEBHO, 5 10 mg, equHudHAa 1038 1,6 myu T
JTHH |
Hapyuaeup 600 mg/puronaeup 100 mg 10 mg BegHBX AHEBHO, 7 AHU 1,5 metu T
IRa ITHTH Ha JIeH, 7 OHH
Tunpanasup 500 mg/puronasup 200 mg 10 mg, eaMHEYHA no3a 1,4 mota T
ABa MbTH Ha AeH, 11 aHn
Tlporenapos 400 mg ABa ITHTH Ha JeH He ¢ nanuuna 1,4 motn T
Hrpakouason 200 mg seausx AHEBHO, 5 10 mg, emuHU4HA 1032 1,4 myma T
JHH
Ezerumu{ 10 mg Beansk AHSBHO, 10 mg, Benyk JHEBHO, 14 OHY 1,2 ot T

14 auu

dozamnperasup 700 mg/pUTOHABHP
100 mg nea mbTH HA AcH, 8 AHK

Anermurasap 0,3 mg, 7 a4u

10 mg, exHHUYHA RO33

40 mg, 7 nHH

10




CunumMapux 140 mg Tpu IIBTH Ha JAeH, 10 mg, enuHH4Ha 1032 >
> AHH

®denopubpar 67 mg TPH IrbTH Ha NEH, 10 mg, 7 nquu

7 nHd

Pudpamnun 450 mg BeAHEARK JHEBHO, 7 20 mg, egHHIYIHA 1034 I
IHH

Keroxonason 200 mg asa muTH Ha AcH, 7 80 mg, ennHHuKa 8032 «
IHH

DnaykoHazon 200 mg BeaHbX AHEBHO, 1! 80 mg, enMHUYHA 1034 >
IHH

EpurpoMHuuH 500 mg 4eTHPY ITbTH HA 80 mg, eqMHUHA 034 20% +
OeH, 7 nHn

BankanuH 50 mg TPy ITHTH Ha JeH, 20 mg, eqUHUYHA 1034 47% ¥
14 nuu

* JlaHHHTE, NOCOYEHH KATO X ITHTH NpOMAHa, PEACTARAT MPOCTO CHOTHOLIEHNE MEXIY €JHOBPEMECHHO
NPWIOKEHHE U MPUIIOKeHHE Ha PO3YyBaCTATHH caMOCTOATeNnHO. JlanHuTe, TocodeHH KaTo %
NpeACTABAT NPOLECHTA PAIHKA, OTHECSH HA CAMOCTOATEIHOTO NPHIOKEHHE Ha PO3YBACTATHH.

[TOBHIIABAHETO € MPEACTABEHO KaTO ,, 1, 663 NpoMsHa KaTo ,,«”, NOHIMKEHHETO Kato ,,+”. “"Hakonko

ApOYMBAHHA 33 B3aHMOLEHCTBHE Ca NPOBEAEHH ¢ Pa3IHYHK JO3HPOBKH POIYBACTATHH, TabnHuaTa

MpeAcTaBs Hal-3HAYHMOTO CHOTHOWEHHUE.

Epexm na posysacmamur avpxy eOHOSPEMERHO NPUAGZANRY AEKAPCMBEHU NPOOYKMU

AHTaroHucTH Ha BUTaMHH K
IonobHo Ha apyru uHXHOKTOpK Ha HMG-COA penykrasara, 3arnousaHeTO Ha JICUECHHE ¢

pO3YBACTATHH HIH THTPHPAHETO HA J03aTa MY NpH MALMEHTH, NPHEMALY aHTaArOHHCTH Ha BUTaMHH K
(xaTo BapdapHH UK APYrH KyMapMHOBH ABTHKOATYJIAHTH), MOXKE Ja A0BEAE O NIOBHIICHHE HA
MEeXKIYHAPOAHOTO HOpManu3upaHo csotHowenue (International Normalised Ratio, INR).
[lpexnbcraneTo Ha JICUCHUETO MM HAMANABAHE HA [1038Ta HA TUTPHPAHE ¢ PO3YBaCcTaTHH MOXCE Aa
aoBeae no Hamanenue na INR. Tipy nogoOhH curyalpy ce ipenopb4ysa MoHuTOpupae Ha INR.

IIBQQEEJIHH mﬂ:;:pa_uemgn/xopmouogamegg:gama TCPAITHA

EaxoBpeMeHHMAT DpHEM Ha PO3YRACTATHH W NNEPOPAITHY KOHTPALICIITHRH, € NOBEN JO MOBHUlaBane Ha
AUC Ha eTHHHJI ecTpagHOI B HOPrecTpe, CBOTBETHO ¢ 26% 1 34%. Tean noOBHILICHH TIa3MEHH
KOHLICHTpalMK TpAGBa fa ce B3eMaT 10/ BHUMAaHHE, KOTAT0 c¢ Onpeaesis JO3HPOBKATa Ha
nepopayHUTe KOHTpauenTHBU. HamMa GapMakxoKiHeTHIHH AaHHH 33 MALUEeHTH, KOHTO MpHOMaT
EAHOBPEMEHHO PO3YBACTATHH K XOPMOHO-3aMeCTBaIua Tepanui. ET0 3a110, B3aUMOIEHCTBHETO,
ONMCAHO MIC-TOpe, He TpAOBa Aa 6ble H3KTIOYEHO KATO BEpOATHO. BBIpekn ToBa, Ta3u KoMOHHaIuI €
OWwia IIMPOKO NpWilaraHa OT XXeHW B KTHHHYHHE H3THTBaRHA H € Onna TofepupaHa noope.

I'M JICKAa H 0

Huzoxcun: Bp3 0cHOBa HA JaHHUTE OT CHCUMGHIHN NIPOYIBAHNS 33 H3C/ICIBAHC HA IEKAPCTBEHH
o~ -
B3aMMOZEHCTBHS, HE C& OYAKBA KIIMHHUHO 3HAYMMO B3aHMOJCHCTRHE C IATOKCHH. -7 ¢

Dyzuoosea xuceauna: He ca NpORSKIAHH NMPOYUBAHHS 32 H3CIEABAHE Ha Bsaumoneﬁcmuh c j:,, 3 e
pO3YBaCTATHH M QY3UOOBA KHCENMHHA. PUCKET OT MHONATHA, BKIIIOYHTEIHO paﬁ,ubMannaa, M@Ke* ij,a
ce YBe/M4H NPU eAHOBpeMeHHa yroTpefa Ha ¢y3uaoBa KHCETHHA 32 CHCTEMHO hpnnomeuﬂe Wy B
cTaTHHU. MeXaHH3MET Ha TOBA B3auMonelicTsye (hapMakogMHaMuHO HTH dapih xomumnq,)ﬁlﬁ
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H ZiBeTe) ¢ Bee oule HersBecTeH. MimMa cpobmennd 3a paGaoMmonnsa (BRIIOYHTENRHO HAKOJIKO ©
daraneH H3XOH) PH NAMEHTH, PHEMAIIHM TA3K KOMOHHALNA.

AKO TepanuaTa ¢ Py3HIAOBA KHCETHHA 328 CHCTEMHO NPWIOKEHHE € HATOXHTEIHE, TSYCHHETO ¢
po3ysacTaTuH TpAOGBa a O1le NPeKLCHATO MO BpeMe Ha IEpHOAa Ha ACHCHHE ¢ PY3HI0BA KHCEJIMHA.,
Bipxre ¢bino Touka 4.4,

eaua Ha 110

IIpoyuBaHud 3a B3auMOAcCTBIA Ca NPOBEXKIaHN CAMO MIpK BE3pacTHH, CTeneHTa Ha
B33MMOACHCTBISTA B NEANATPUYHATA TIONMY/ALHS HE € H3BECTHA.

4.6 PepraanTer, 6peMEHBOCT H KbPMEHE

PosyBacTaTHH € mMpOoTHBONOKa3aH 1O BpeMe Ha OPeMEHHOCT H KEPMEHE.
XKeHH B ieTeponHa Bp3pacT TpaOBa Aa NpWiarar HOAXOAALH KOHTPaUeNTHBHE MEPKH,

XoMecTepoaLT | APYTrU NPOSYKTH Ha XONECTepOIoBHA GHOCHHTE3 Ca BRKHH 32 Pa3BHTHETO Ha IUI0AA.
Ero 3a1li0, noTeHUHANHAAT puck oT uHxubupane Ha HMG-CoA penykrasara € no-rouim, B
CPaBHEHHE ¢ IT0138Ta OT JICUEHHUETO IO BpeMe Ha OpeMeHHOCT. H3CneABaHUATA BEPXY XKHBOTHM
OCHTYPABAT OIPAHUYEHH NaHHM 3a PEIPOAYKTHBHA TOKCHYHOCT (BXK. TO4Ka 5.3). Ako mauyeHTKa
3abpeMeHee o BpeMe Ha JieUeHue ¢ TOBA JIEKapCTRO, IpueMbT Tpabea aa 6bae HezabaBHO
NPEYCTAHOBEH.

PosysacTaTHH ce oTAENR B MJIAKOTO Ha INTEXOBe. HaMa ycTaHOBEHHM JaHHH 3a OTACNAHE B MIIKOTO
Ipd Xopata (BK. Touka 4.3).

4.7 Edextn 8bpxy cnocofnocrTa 3a modupane u pafora ¢ MRIGHHRA

He ca nposekaaHH mpoyyBaHUA 38 YCTAHOBABAHE Ha BIMAHHETO HA PO3yBACTATHH BBPXY
criocobHOCTT2 38 mothupane ¥ paboTa ¢ MamMHU. B3 ocHoBa Ha QapMakoXMHAMKYHHTE CBOWMCTBA, HE
Ce 0YaKBa PO3YBACTATHH 4 [TOBNHAES HeONaronpwiITHO Te3M cnocobHocTH, Iipn wodupade win
pabota ¢ MaluMHK TPAOBA Ja Ce HMa NIPEABKI, Y€ [IPHEMAHETO Ha JeKapCTBOTO MOXE a NPEAU3BHKA
CBETOBBPTENK.

4.8 Hexenagn NeKapCTRERA peakina

Hexenanure nexapcTBeHy peakuuy, HabmonasaHd npy ynorpebara Ha po3yBacTaTUH, OOMKHOBEHO ca
IeKH ¥ npeXoaHu. [Ipu KOHTpONHpaHUTe KTHHHMHH H3NHTRAANA NoJ 4% OoT NaLeHTUTE, IEKYRaHH ¢
PO3YBACTATHH, Ca NPEKBCHANY JICUEHNETO NOPANH HEKETAHH PCAKIHH.

TabauueH Cruchk Ha HEXENAHUTE PEaKIIH

B13 ocHOBA Ha JaHHM OT KJIMHMYHH NPOYYBAHMSA ¥ OCIUHpPEH TOCTMAPKETHHIOB OIIHT, CJEHATA
1abnuna npeacragsa mpodHiia Ha po3yBAaCTATHH 10 OTHOLUCHHWE Ha HeXeJIaHH JICKApCTBCHH peaKLHH.

HexxenaHuTe peakud, H30poeHH no-a0/y ¢a knacHGHIHPaHU NO YECTOTa M CHCTEMO-OPTaHEH Kiac
(COK).

YecToTaTa Ha HEXEIAHHTE pealcmm ¢ cpo0paseHa Che cne):uia'ra KOHBCHIMA: YECTH (> 1{}0 no 1/ 10),

YeCTOTa (He MOXe Ja Ople oueHe.Ha OT HATHYHHTE ,ElaHHH).
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Tabnpna 2. Hexenann JekapcraeHn peaknun, GASHpARN Ha JAHHE OT KIAMKYRHE NPOYyIBANAS
H ROCTMaPKETRHIOB ONBT |

YeceTn

Caremo- Heuectn |Peaxn Mmuoro peaxn HeunspecTHa
OpPraues Kaac JeCcToTA
Hapywenus na TpomboruronenHa
Kpoema u
aumnama
cucmema
Hapywenus wua Peakuuy Ha
uMyHHaMAQ CBPBXUYBCTBHTEMHOCT,
cucmema BKJIIOUHUTEIHO
AHTHOCEM
Hapywenua na
eHookpurHama | 3axapeH
cucmema nuaberl
lcuxuunu | Henpecus
| HApYuleHua
Hapywenua na [Tepugepna
Hepexama HEBPONATHA,
cucmema ‘Hapywenns Ha
I'narobosme, IMonuHeBponaTvs, | crphg,
3amaiipane 3aryba Ha NaMeT | (BUIIOUHTEITHO
HHCOMHHA H
KOIIMapH),
Muacrenus
_ TPaBHC
Hapywenua na Ovna
oyume MHACTEHUA
Pecnupamopnuy, Kaunnua,
2DBOHN U HucrHes
MEQUACTURATHU
| HADYWEHUAR
Cmomawro- Koncrunaips, [Tanxpearut Huapns
YpesHu lanene,
Rapyuwenus AbaoMunan-
Ha 6onxa
Xenamobunuapy | [oBHIICHH XKepareHuna,
U HAPYUERUR YepPHOAPOOHH XenaTur
TPaHCAMHHAMM
Hapywenus na IIpypwuryc, CHHAPOM Ha
KOHNCAMA U O6pus, Stevens-
NOOKOXCHATA Ypraxapus Johnson
MbKaH
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Hapywenu na | Aprpanris Hapymienns Ha

mycxyanockene | MHaTTHs MuonaTHs CYXOKMIHATA,

mHuama (BKIIIGUHTETHO | TOHAKOTa

cucmema u MHO3HT), . | YCHOMKHEHM OT

CHEQUHUMENHA PabromMuonusa, pYHiTypa,

ma muwKaM HmMyHOME M-
Jymyc-nogoben Hpana
CHHIIpOM, HEKpOTH3Hpa-
Pynrypa Ha MycKyn 1@ MHOTIaTHA

Hapymenm Ha Xemartypus

6vOpeyume u

RUKOYHUME

nomuige

Hapywenua na

PenpooOyKmMueHa T'unexoMacTun

ma cucmema u

2ypoama

Obwu Actenns Enem

HapYwieHusR u

ehexmu na

macmomo Ha

RPUROICERUE

"JecroTara wie 3aBHCH OT HATHYMETO WM OTCHCTBHETO HA PHCKOBH JakTOpPH ([/TI0K032 Ha [1AJHO

> 5,6 mmoV/1, nupeke Ha TenecHa Maca > 30 kg/m?, noaxiueHu CTOHHOCTH Ha TPUNIMLICPUANTE, aHAMHE3A 328
XUNEPTOHMA ).

Kaxro npu apyru uaxnduropn a1a HMG-CoA penmykrazara, UeCTOTATa HA HEXKETAHUTE JICKAPCTREHH
peaxiH 3aBMCH OT J03aTa Ha JI€KapCTBOTO.

" Edexrn Bupxy On6penmre
ITpn nanuenTH, Nexypany ¢ pO3yBacTaTHH, € HA0MONABAHA IPOTEHHYPHUA, YCTAHOBEHA ITIPH
M3clieBaHe C TECT-ICHTHYKYU U KOSATO € C IpeAHMHO TyOysieH npoHu3Xon.

B onpeneneHHd MOMEHTH OT JieHeHHETO NpH < 1% oT nalineHTHTE, NekypaHu ¢ 10 mg u 20 mg, u mpu
npubauzaTendHo 3% or nalmeRTHTE, IeKyBaHH ¢ 40 mg, ca HabmogaRaHH MMPOMEHHU B UIC/IeABABMATA
3a MPOTEHH B YPHUHATA OT OTPULATEICH Pe3yITaT Wi cneay go ++, Hesnauntenno oTkionenue, B
IOCOKA OT OTPHLATENIEH Pe3yATAT WK Clieii KbM +, € HaOnoaapado ripy A03a 20 mg. B nopeveto
CITy4ay NMPOTeHHYPHUATA HAMAIABA HIH OT3BYYaBa CIIOHTAHHO B NIPOLECa Ha NEYCHHETO, U HE €
AOKa3aHC A2 NPEAIIECTBA OCTPO H NporpecHsHo Ob0peuHo 3abomarane. Ot nperiiena Ha JaHHHTE NPH
KTHHUYHUTE ONHMTH U NOCTMAPKETHHIOBHTE MPOYYBAHUA, /10 CET'a HE € YCTAHOBEHA NPUYKHHA BPH3IKa
MEXRY IPOTSHHYPHATA H OCTPO WIH TIporpecusHo 0p0peuHo 3abo/siBaHe.

Ilpu naivesTH, NeKyBaHH ¢ PO3YBACTATHH, ¢ Ha0MOIaBaHa XeMaTypus, HO KJIIHHUMHUTE J3aHHHA COYAT,
Ye 4ecToTaTa M € HUCKA.

Edextu CKeJleTHaTa MyCKyaaTypa
Kaxro npu apyry naxuburopu Ha HMG-CoA penykrasara, e3aclicTBHA BHPXY CKENETHATA
MYCKYJIATYPa KaTO HEYCHOKHCHA MHANTMA, MMOTIATHA (BKIIFOUMTEHO MUO3UT) U pabaom

YCTaHOBEHH IIPH NAIMEHTH NEKYBaHU ¢ PO3YBACTATHH — BEB BCHYKH TePANieBTHYH
R03¥ HajJ 20 mg,
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ACHMITTOMATHYHH. AKo HuBoTO Ha CK ce mopuumm (> 5 mbTH ropHaTa rpaHMia Ha HOpMAaTa),
TeYEHHETO TpADBA BPEMEHHO Ja ce NpeyCTaHoBH (BxK, Touka 4.4).

€KTH BEDXY UepHHd
Kaxro npu apyrn naxuburopy sa HMG-CoA pemykrasara, yBelHUEHHE HA TPAHCAMHHAZHTE,
CEBLP3aHO ¢ AO3UPOBKATA, € HabmoAaBaHO [pH MalbK Gpoii NALMEHTH Ha pO3yBacTATHH; TIO-TONAMA
YacT OT CIIYYAWTE CA JIEKH, ACUMITTOMATUYHM | IIPEXOHU.

CnegHuTe HeXCAAHH PeakLHY €8 ZOKIIAABAHH NIPH HIKOM CTATHHH:
* Cekcyanna quchyHKums. |
*  Hsopnpanu ciywau Ha uHTepcTunManHa Genoapobua Gonect, 0co0eHO NPH NPOABILKUTENHA
Tepanmus (BxK. Touka 4.4).

Hoknansanara 4ecToTa Ha pabaoMHONIM33, CEPHO3HM YepHOAPOOHH YBpeRH (OCHOBHO - YBEIHUEHH
4E€PHONPOOHY TpPaHCAMHMHA3H) € IO~BUCOKA TIPH JO3UPOBKA oT 40 mg.

Heanatpuyuna nonynanumg |
[foBHIIABaHE Ha KpEeaTHHKHHAATA > 10 ITBTH Hag HOPMATA ¥ MYCKYJIHY CHMITTOMH CJIe] YITpaXHEHUS

HIH NMOBHIIEHA PH3MYECKA aKTUBHOCT ¢a HaO/oaraHy [I0-4eCTO B €AHO 52-CEAMHYHO KAHHIIHO
MPpOy4YBaHEe Ha ACLa@ H IOHOLIH, B CPABHEHUE ¢ BB3pACTHHTE (BiK. TOUKA 4.4). [10 OTHOILEHKE Ha
npopmia Ha He30NacHOCT HA PO3YRACTATHH € CXO/SH MPH LA H IOHOUIM, B CPaBHEHHE ¢
BL3pacTHHTE.

CpobuiapaHe Ha NONOIMPAHM HEXKEAAHH PESKIIHH
CrobmaBaneTo Ha NOJO3KUPAHN HEWeESIaHHU PeaKLMK ClIeA pa3peliapaHe 3a yioTpeta Ha JieKapCTBeHNA

MPOAYKT € BakHO. TOB2 MO3BONABA 4a NPOIBKK HAOMIONEHHETO Ha CHOTHOLIEHHETO NMOA3A/PHCK 33
JICKAPCTBEHUA NPOAYKT. OT MEAULMHCKHUTE CTICLHANHCTH C€ H3HCKRA Ja CEODIABAT BCAKA
NIOZIO3MPaHA HeXKeslaHa peakuus o: imeanvTenda areHuns no ekapersara yi. ,, {amsad lpyes”™

Ne 8, 1303 Codus, Tea.: 359 2 8903417, yebeadr: www. hda.bg

4.9 Ilpenoiapane

Hama coeuududno nedenne B ciyvaii Ha npeno3upase. Ipy npemo3upate, nauyeHTHT TpAGa Ja ce
NEeKYBa. CHMITTOMATUYHO Y [1a ce 3alovHAT NOAAbPKAIH MEPKH crioped Hy»AaTa. UepHoapobHara
¢ynxuug ¥ Husara Ha CK T1pabea na ce caexar. Manko € BepoaTHO XeMOIMain3aTa Aa 6bae ot nomsa.

5, OAPMAKOJOTHYHHA CBOMCTBA

S.1 PapMakoHEAMHYRHE CBOHicTBA

®apmaxoTepaneBTH1HA rpyna: nHxuOuTopH HAa HMG-CoA pegykrasarta, ATC xox: C10AAQ7

MexanusuM Ha feficTBue N
PosyBacraTiH € celeKTvBeH U KOHKYpeHTeH HHXxnOuTop Ha HMG-CoA pegykrasa

CKOPOCTOTPAHUYABAUTHAT €H3HM, KOHTO IIPEBPBINA 3-XUIPOKCH-3-METHIIITY TAPHII KOSH
MEBAJIOHAT, NPEKYPCOP Ha XojecTepona. OCHOBHO BB3ACHCTBHE PO3YBACTATHH OKa3
ApoD, OprayveT, B KOHTO e H3BLPUIBA HAMATABAHE HUBOTO Ha XOJECTEPOIL.

PosyBactarun ysennuasa Spos Ha uepnonpoSnure LDL peuenrops 8npXy KieTs
K4TO 3aCHIBA NTOEMaHeTo M KaTaboamsma Ha LDL n unxubupa veproapoduara ¢
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JIATIONPOTEHHH ¢ MHOTO HucKa rsTHOCT (VLDL). Tlo T03W Ha4MH po3yBaCTATHH HAMANABa oOmus
Opoit Ha VLDL u LDL wacram.

dapMaKQIHHAMHYHH cheKTH

Po3yBacTaTRH Hamanapa nopHimeHus LDL-xonecrepon, o01us XONECTEPON H TPUTITMLEPHANUTE H
nopuiiasa HDL xonecrepona. Toi chmio Taxa noHmxasa anonunonporen B (ApoB), He-
BUCOKOILTTHHA XonecTepos nonHDL-C, VLDL-C, VLDL-TG u ysesnyaBa anonunonpotert A-J
(ApoA-I) (k. Tabnuna 3). Posypactatin nommkaba #H ceoTHomenuara LDL-C/HDL-C, ¢ obm
C/HDL-C u ne HDL-C/HDL-C u croTHOmEenHITa ApoB/ApoA-lL.

Tabauna 3. OTrosop Ra X03aTa NPR HANHENTA ¢ WHPBHYAA XHOCPXoecTepoaemus (Tan a B
ITb) (xopurapan cpefcH OponeRT Ha NPOMAHS OT BIXOAHOTO HABO)

HKoaa N LDL-C O6m-C HDL-C TG  reHDL-C ApoB ApoA-I
Yhiauebo 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 17 -55 -40 8 -23 -51 -46 5
40 18 63 -46 10 28  -60 540

TepanieBTHHHHAT OTTOBOP KBM JICYEHHETO C PO3YBACTATHH ce 3abeiizBa 7o 1 ceAMHIA OT HAYAIOTO
Ha TepanuATa H 90% OT MaKCHMAJIHHA OTTOBOP Ce MOCTHra A0 2 CeAMUIHM. MaKCUMATHMAT OTIOROP
OOHKHOBEHO C€ MOCTHra KBM 4-Ta C€IMHKILA W ¢e MOLILPKA CJIE] TOBA.

Knunyuna edukacHoct M 6e30nacHocT

Po3yBacTaTHH ¢ e)eKTHBEH [IPH BH3PACTHH XOPA, CTPAJAIIH OT XUIIEPXONECTEPOIeMHus, ChC HitH 6e3
XHMIIEPTPUITIHLICPUACMYSL, HE3ABHCHMO OT PacoBa NPHHANJIEIKHOCT, IO WM BB3PACT, H ITPH
CIICLMATIHM IPYIY KaTto JuaGeTui WM NalHeHTH ¢ PaMIITHA XUTIEPXONEeCTEPOIEMHUS.

O6061menuTe ganuH ot dasa IIl Ha KTHHHYHKWTE NPOYYBAHNS IIOKA3BAT, YE PO3YBACTATHH € €eKTHBEH
NPH JedeHHe Ha ronaMa Yact ot nanuenTure ¢ Tun Ila ¥ IIb xunepxonecreponemus (cpelHa U3X0JHA
croitnocr Ha LDL-C okono 4,8 mmoVl), cnopea onpenenennte o1 EBponeiickara oOmHOCT 1Mo
arepockiieposa (EAS; 1998). Oxono §0% or nanmerTnTe, Nnekypann ¢ 10 mg, ca JocTHrHAIH
xenaunre croiHocT ua LDL-C (< 3 mmol/]) cnopen EAS.

B enno MamabHo npoyusaHe ¢ GOpCHpaHO TUTPUPAHE Ha [03aTa, 435 MalMeHTH ¢ XeT¢PO3HTOTHA
dbamuHa XxHnepxonecTepoaemMus ca TeKysaHu ¢ 20 mg ao 80 mg. BcHHKU f03MPOBKH MOKA3RAT
MOJIOMKHUTENEH Pe3yNTaT BHPXY JIMIHAHATE rokazareny. Ciel JOCTHraHe Ha HeBHa 1034 oT 40 mg
(12-ceamuuno nedenue), LDL-C Hamanasa ¢ 53%. 33% OT NauydeRTHTe JOCTHIAT CTOMHOCTHTE Ha
LDL-C cnopea EAS (< 3 mmol/1).

B e4HO OTBOPEHO rrpqunaﬂe, ¢ $hopcHpano THTpHpaHe Ha N03aTa NpH 42 NaMeHTH (Blcmoqmnno 8
NeAHATPHYHH MAIHEHTH) ¢ XOMO3HIOTHA PaMITHA XUTIEPXOJeCTEPOIIEMHA, €2 OTYCTEHH

pe3yaTaTdre ot npueMane Ha 20-40 mg posysactarHH. B o0mara nonynauns CpeHOTO MOHWKEHHE
Ha LDL-C e 22%.

[Tp# KIMHUYHK W3NHMTBAHKSA C OTPaHHYeH OPOH Nal¥eHTH, po3yBacTaTHH NOKA3Ba a\UTHBHA

B enHo MyaTHIUCHTPOBO, ABORHO CANO, TaLS60-KOHTPOJAMPAHO KITHHHYHO MPO
984 navpeHTH MeXAY 45 H 70 rogMHEH ¢ HHCBK PHCK 38 uCXeMHUYHA OONECT Ha Ch 1
kato Framingham puck < 10 % 3a 10 r.) u ¢sc cpeaen LDL-C 4,0 mmol/l (154,5 ;
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cyOKIMHHYHA aTepoCcKiIepOo3a, YCTaHOBEHA upe3 H3MepBaHe Ha gefennHaTa Ha KapOoANIHATa HHTHMa
meaus (Carotid Intima Media Thickness, CIMT), ca pasgoMusspanu Ha 40 mg po3yBacTaTHH BEAHBK
AHEBHO WNH m1aiebo 3a 2 roguuu. Po3yBacTaTHH 3HaYHTENHO 3a0aBs NPOTPecHATA HA MAKCHMATHOTO
CIMT na BcHykH 12 MecTa Ha KapOTHAHHTE ApTEPHH B cpasHeHUe ¢ wianedo -0,0145 mm/roauna
(95% CI -0,0196, -0,0093; p<0,0001). ITpoManaTa CNPAMO MIXOAHHTE CTOMHOCTH 34 IPYyIaTa Ha -
posysactatuH € -0,0014 mm/roauna (-12%/roauna (HecurHIUKAHTHO)), B CpaBHeHKE ¢ Inauebo
rpynara ¢ nporpecus ot +0,0131 mm/ropuna (1,12/romana (p<0,0001)). He ¢ aeMmolcTpHpana
JHMPEKTHA B3aHMOBPE3KA MEXKIY NTOHIKeRneTo Ha HuBata Ha CIMT H noHmwkenHs pyucK OT ChpAEUHO-
cpaoBu cx0uTHA. [lonmynaimsara B npoyusanero METEOR e ¢ HuCBK pHCK oT HCXeMiriHa O60necT Ha
CHPUETO H HE € NPeICTARHTENHA 3a TAPreTHATA NOMy/IanMA Ha po3yBactaTHs 40 mg.

Hosuposkara ot 40 mg Tpabsa na ce HpenanucBa CamMo MPH NALUHCHTH ¢ TeXKKA XHIIEPXOJECTEPOICMHUA,
¢ BUCOK CHPACHHO~CHAOB PUCK (BXK. TouKa 4.2).

[Ipoyusanero JUPITER (the Justification for the Use of Statins in Primary Prevention: An
Intervention Trial Evaluating Rosuvastatin) u3cnensa edexra Ha po3syBacTaTuH (po3yBacTaTHH
KamuMil) BepXy NMOARATA HA IOJIEMH ATEPOCKISPOTHYHH CHPASYHO-CBAOBH CHOMTIA Npu 17 802
MBxe (= 50 ronuuy) n xenn (2 60 ronuuu). -

YuacTHHUHTE B IPOYYBAHETO €4 PAHNOMH3NpAHH Ha ianeto (n=8901) wnu posysacratux 20 mg
BeHbXK AHERHO (n=8901) 1 ca npocneneHu 3a CpeAcH EpUoO OT 2 rOAHHM.

Konsnenpaunure Ha LDL-xonecrpona ca nouwxenu ¢ 45% (p<0,001) B rpynara na po3yBacTarvii B
CPaBHEHME C m1auedo rpynara.

[Tpu post-hoc aHaNH3 HA BUCOKO-PHCKOBA Ipyna OT Jikua ¢ 6aswveH puck no Framingham > 20%

(1 558 nuna), nma 3HauMTENHA peRyKuKa B kKoMOMHHpaHaTa KpaHHa TO4Ka OT ChpACYHO-CBAOBA
CMEPT, UHCYAT U MuOKapaeH uridapkr (p=0,028) npu newenne c pozysacraTu, cripaMo nnanedo.
AGcomoTHATa PeaYKIMA Ha pHCKA B HEBOTO Ha chOuTHATa 32 | 000 naumeHTo-roaqHy € 8,8.
ToranHaTa cMBPTHOCT Gellie HeIPOMEHEHA B Ta3H BHCOKOpHCKkoBa rpyna (p=0,193). Iipu post-hoc
AHATH3 Ha BHCOKOPHCKOBa HOArpyNa oT JuLa (9 302 mina ofio), ¢ U3X0AHA OLUCHKA Ha pHCKa = 3%
(eKCTpanONUpPaH 12 BIIIOYH JHUA HAK 65 TOHHN), HMA 3HAYHTE/IHA PEAYKUHNA B KOMOHHHpaHaTa
KpaiiHa TOUKa OT ChpASYHO-ChI0BA CMBPT, HHCYNT U MMoKapaeH usidapkt (p=0,0003) mpH jieueHHeTo
¢ PO3YBAaCTATUH cupAMO mauedo. AGCOMOTHATA peAYKIUUS Ha pHCKa B HHBOTO Ha CHOWTHATAa € 5,1 32
1 000 nanmenTo-rogyud. ToTannaTa CMEPTHOCT € BEIIPOMEHEHA B Ta3y¥ BHCOKO-PHCKOBA rpyna

(p=0,076).

B npoyusanero JUPITER, 6,6% ot nunara ¢ posysactaThH H 6,2% ot nxuara ¢ iwanedo apekparniy
npueMa Ha M3CIEABAHOTO JIEKAPCTBO MOpaid Hexenano cxbutne. Hali-uecTrTe HeKeNnaHH CHOUTHA,
KOHTO €2 JJOBEJIH J0 MPEXPATIRaHe Ha NeueHueTo ca: muanrus (0,3% posysacratud, 0,2% niane6o),
xopeMna Gonka (0,03% posyacrarus, 0,02% nnauebo) u obpus (0,02% posysacraruy, 0,03%
mane6o0). Hail-uecTure Hexenady ¢hOMTHA ¢ HHBO [O-TONSMO M PaBHO Ha nanedo ca HHEKINH HA
muKouHHTe NETUIA (8,7% posysacratus, 8,6% wiauebo), Hazodapurrur (7,6% pozysactarku, 7,2%
wiaucbo), 6onka B repda (7,6% posysacraru, 6,9% mwnanedo) 1 muanrud (7,6% posyBacratiH, 6,6%
wianedo).

Heanarpuyna nomynauus
B enHO ABOHHOCIIANO, PAHAOMH3HPAHO, MYJITHLERTPOBO, INALIC60-KOHTPOIUPAHO, | 2-CeaMHYHO

npoy4usase (n=176, 97 0T MBKKH 101 ¥ 79 OT KEHCKH [0}, MOCIEABaHO 0T 40-ceAMHUYHA, OTKpUTA
¢haza ¢ TUTpUpaHE Ha J03aTa Ha PposyBacTarH (=173, 96 0T MBEXKKH MO W 77 OT JKEHCKH 1101},

nayuenTH Ha Bp3pacT 10 0o 17 roauuu (craauii I1-V mo Tanep, MoMuuera none 1 rogsHa cnezu

HAYAJIOTO HA MEHCTPYALHATA) C XETEPO3HIOTHA HDaMIITHA XHIIEPXONECTEPONEMH, NO o
posyBactatyd 5 mg, 10 mg nay 20 mg wnu nnanedo qHeBHO 3a 12 ceaMUuUn, & cex WKN, ., N
TONy4aBaT po3yBACTATHH AHEBHO 38 40 ceaMuuy. B Hauanoro Ha npoy4yBaHero np aﬁg THO :
oT mauuenTuTe ca 10 1o 13 romumuwy u npuGnsuTenHo 17%, 18%, 40% u 25% off dsofeetno & »,
cramuii IT, I, IV 1 V no Tanep. S S AT g
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LDI.-xonecreponsT ce nonwkaea 38,3%, 44,6% u 50,0% ot poaynacramn 5mg, 10 mg u 20 mg,
~ CBOTBETHO, B CPaBHEHHE C 0,7% 3a mwayebo.

B kpas na 40-ceamuynaTa oTKpUTA (paza ¢ THTpUpaHe A0 NpHIENHa CTORHOCT, ¢ AO3UpaHe RO
MakcHMyM 20 mg BegHExX AHEBHO, 70 oT 173 naunenty (40,5%) ca nocTHrHANH MpUIIEHATA
croioct 3a LDL-xonecrepon ot no-Manxo ot 2,8 mmol/1.

Cnen 52 cepMuiy Ha M3CIEABAHOTO JIEYEHUE HE € YCTAHOBEH HHKAKEB €PEKT BHPXY PacTexKa,
Ternoto, BMI v monoBoTo ¢r3pasane (8. Touka 4.4). Topa npoyusane (n=176) ne e
NpegHasHaueHO 3a CPaBHARAHE HA PEAKU HeXKENAHH JICKAPCTBEHU PeakIuy,

Po3yBacTaTiH e Npoy4YsaH ChHIO B eJHO 2-rOAMLUIHO OTKPUTO KIHHHYHO ODpOoyYBaHe, ¢ TUTPUPaHe Ha
Ao3ata [o xenaanara Ao3a, npu 198 neua ¢ xereposuroTHa daMwiIHa XUNEpXoneCTePONeMKA Ha
BE3pacT 6 1o 17 ropuny (88 momuera u 110 momuuera, craanit no Tauep < 11-V). Havanuara noza
[IPH BCHYKH TIALMEHTH € 5 mg po3yBacTaTHH BeIHbX AHeBHO. [Ipu naumeHTHTe Ha BB3pact 6 1o 9
roavHu (n=64) no3aTa MOXKe a ce TUTpHpPa 40 MakCHMamHa Ao3a 10 mg BefHBXK JHEBHO, a MpH
nawenTty Ha Bu3pact 10 no 17 rogunm (n=134) g0 MakcumanHa no3a 20 mg BEAHBK THEBHO.

Cnen 24 Mecelia Ha JICUCHHE C PO3YBACTATHH, LS Ha cpeiHMA MPOLICHT Ha HaMaaeune Ha LDL-C
CIPAMO U3XOMHATA CTOHHOCT € -43% (MaxoxHo HEBo: 236 mg/dl, Mecen 24: 133 mg/di). 3a Beaka
pBIpAcTORA rpyna, LS Ha cpenuus npouenT Ha HaMmanenue Ha LDL-C copAMo H3X0AHATA CTOHHOCT €
43% (uzxoano Huso: 234 mg/dl, mecens 24: 124 mg/dl), -45% (w3xonHo HuBo: 234 mg/dl, Ha Mecen
24: 124 mg/dl), u -35% (u3xonno HUBO: 241 mg/dl, mecerr 24: 153 mg/dl) BpB BB3pacTOBHTE TPYIH 6
go < 10, 10 no < 14 u 14 no < 18, croTBETHO.

Posysacratus 5 mg, 10 mg u 20 mg AOCTUTAT CHUIO CTATUCTHYECKH 3HRYHMH CPeIHH NPOMEHU
CIPAMO H3XOLHO HHBO 32 CIIEJHIATE BTOPHYHM [OKA3aTeNy Ha unuaure u innonporensure: HDL-C,
TC, ne-HDL-C,LDL-C/HDL-C, TC/HDL-C, TG/HDL-C, ne HDL C/HDL-C, ApoB, ApoB/ApoA-1.
Bceska OT Te3H NPOMEHH € B NOCOKA HA NOA00pEH NUNKACH OTTOBOP M Ce MOAALPKA B npo,umeﬂne
Ha 2 TOAHHM.

He ce ycranosasa edexT BPXY pacTexa, Ternoto, UTM wiu ronosoTo chipasade ciied 24 Mecena Ha
nevenure (BxK. Touka 4.4).

Po3ysactaTiy € IpoyueH B paHAOMHU3NPAHO, ABOHHOCIIANO, MNaledo-KOHTPOIHPaHO, MEOTOLIEHTPOBO,
KPLCTOCAHO MpOYyuBake ¢ A03a 20 Mg BeAHBXK AHEBHO, cApaMO manebo npH 14 nena U 10HOLUM (Ha
BB3PACT 6 210 17 roguHM) ¢ XOMO3WroTHA pamMuIHa xunepxonecreponeMus. {Ipoyusanero BirouBa
aKTHBHA 4-CeIMMYHA BCTHIMTENHA (a3a Ha JHETa, IO BPeMe Ha KOSTO NAIMEHTHTE ¢4 JICKYBAHH ¢
posyBacTaTuH 10 mg, eHa KpbcTOCcaHa $ha3a, KOATO BKIOYBA NEPHON OT 6-CEAMHUHO JIEHESHHE ¢
posyBactatdd 20 mg, npeAticcTBaHa WK IOC/IeABAHA OT 6-CeAMIYHO NeyeHHe ¢ nauebo H
noaaepaamarTa 12-ceamuuna ¢aza, npes KOATO BCHUKH NAlHCHTH Ca IeKyBaRH ¢ pO3yBaCcTaTHH

20 mg. [TaumenTHTE, KOHTO [TOCTHIBAT B NPOYYBAHETO HA TepanHa ¢ e3eTUMHO U adepesa,
NPONLDKABAT TEUSHHETO CH IIpe3 LCIUA NEPHOA Ha NMPOoyYBAHETO,

Craricratiecku curdnduxantio (p=0.005) 1 wmanyso 35auyumo Hamanenue Ha LDL-C (22,3%,
85,4 mg/dL wim 2,2 mmol/L) ce HaGmonasa cies 6 ceIMHULH Ha JIeYeHHE ¢ po3yBacTaThH 20 mg, B
CpaBHEHME ¢ Iiate6o nNpu Aela H IOHOMIM ¢ XOMO3KIoTHA (DaMMIIHA XHIEPXOIECTEPOICMHUA.
CraTicTHYECKH 3HAYMMM HaMalleHks B oomud xonecrepoi (20,1%, p=0.003), neHDL-
p=0,003) u ApoB (17,1%, p=0,024), ca nabmronasanu ciel 6 ceaMuIM Ha JICUCHHUES
20 mg B cpaBHeHue ¢ TUIauedo MpH Acia U I0HOMM ¢ XOMO3HIOTHA (PaMIUTHA XHIE D)
Iomwkasane crilo ce Rabmogasa Ha TpHIMIepUAUTE, ChoTHOWMEHHATa LDL-C HL*Ciiéﬁ i
C/HDL-C, seHDL-C/HDL-~C u ApoB/ApoA-I cnea 6 ceamuup Ha nieYeHUe © podyEacraTuH 20 Tg,.B1
cpaBHerHe ¢ wiauebo, npy xelia 1 onoud. Hamanenuero va LDL-C crien 6 cenMimu fmsﬂeqaﬂﬁ gy

po3yBacTaTuH 20 mg, nocaeABaHo 0T 6 ceAMULH Ha JedeHHe ¢ nanebo, ce 3anas3pa B Bam{iﬁ“e HA .y
e E
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12-cegmuynO HeTIpeKBCHATO JIEUeHHE NIPY Jena W IOHOMN ¢ XOMO3UIOTHA (haMILTHa
XxunepxonecreponeMus. EARH HALHEHT € HMaJ HO-HATaTpuINO NoxibkasaHe va LDL-C (8,0%),
O6mC (6,7%) u He-HDL-C (7,4%) caen 6 cenmuaHo neuenue ¢ 40 mg caen moBHIIABaHe Ha JO3aTA.

[To ppeMe Ha pasIMpeHO OTBOPEHO MpOyYBaHe, NpU 9 OT Te3H nauueHt Ha 20 mg PO3YBACTATHH 32
He noseye oT 90 cenmunmv, HamanaBaseTo Ha LDL-C ce 3anazsa B pamkure Ha -12,1% g0 -21,3%.

Ilpu 7-1e onenABany Aelia ¥ FOHOMH (Ha Bb3pacT § a0 17 roanHm) c xoMozurotTHa GaMunna
XHIIEPXONECTEPONEMHS OT OTBOPEHOTO IpoyuBaHe ¢ Gopcupano THTpHpaHe (BXK. HO-rope),
npoueHTHoTO nNoHmwkenue Ha LDL-C (21,0%), 06 C (19,2%) 1 neHDL-C (21,0%) ot uw3xoanHoTo
HUBO, CIeA 6 CeAMHUM Ha JieueHue ¢ poysacTatud 20 mg, € B CHOTBETCTBUE ¢ Te3H, HabMmoaapany B
MIOCOYEHOTO MO-rope NPoyYBaHe NPH Jeua ¥ IOHOIIM ¢ XOMO3UroTHA haMunHa
XHIIEPXONeCTePOICMHAA.

Epponelickara areHIMA o ACKApCTRATa OCBOOOK12BA OT 3a/L/DKEHHETO 3a [IPeJOCTaBAHE Ha
PE3YATATHTE OT NMPOYHBAHHATA ¢ POIYBACTATUH IIPH BCHUKM NOATPYITH OT IEAHATPHYHATA [IOITYJIALNA
3a JISUCHHE HA XOMO3HIOTHA GaMHIHA XHIIEPXOAecTepoeMus, ITHPBUYHO KoMOHHHpaHa (CMeceHa)
AUCIIMITHAEMHEA U 32 NPOPHIAKTHKA Ha CHPAEYHO-CHAOBHTE CBOHTUA (BXK. TOuKa 4.2 33 MHpOpMAalKA
OTHOCHO yrnioTpe0a B lienarpuara).

3.2 OApMAKOKHHETHYHE CBOHCTBA

AGcopbuna
Makchumanuy TUTa3MeHH HHBA Ce JOCTUTaT S uaca ciel NepopanHo npHeMane. AGcomoTHaTa
OuoHanuuHoOCT € npubnusuredo 20%.

Pas ejieHyue
Po3ypacTaTiH Ce NoeMa OCHORHO OT HepHRMA Ap00, KOMTO € OCCHOBHOTO MSICTO HA CHHTE3UPAHE Ha
Xonectepona u otaenske Ha LDL-C. O6eMBT Ha pasnpesenesye Ha po3yBacTaTHH € NpHOIM3HTENHO

134 1. PosyBacTaTHH € CBBP3aH C IMIa3MEHHTE NPOTEMHH, NPEAHMEO AN0yMHHa, TPUOIU3HTENHO B
90%. -

buotpancdopmaumd

MeTabonH3MBT Ha pO3yBaCTaTHH € orpaHnucH (okono 10%). In vitro npoy4uBanHa Ha MeTabonusMma ¢
M3N0M3BaHe HA YOBEUIKH XCNATOLMTH TOKA3BAT, Ye PO3YBacTaTHH e cnal cyberpar 3a nuroxpom P450
obycnosenus MetabonuybsM. CYP2CY e OCHOBHUAT HIOCH3HM, XKOHTO y4acTsa B MeTabonu3Ma Ha
posyBacTatHH, & 2C19, 3A4 u 2D6 yyacrsar B no-Manka creneH, OCHOBHWTE METabOHTH Ca
N-necmernn u nakToH. N-gecMmeTiun € okono 30 % no-Manko aKTHBEH B CPaBHEHHE ¢ pO3YBACTATHH,
[OKATO AAKTOH CE€ CUHTA 3a KIMHHYHO HeakTupeH. PoaysactaTi onpesiens nosede ot 0% or
akTHBHOCTTA Ha nMpKymupauya HMG-CoA uuxuburop na peyxrasara.

Enpmunupane
[Ipubnusurento 90% oT poO3yBACTATHH CE€ ETHMUHMPA KATO HEIIPOMEHEHO JIEKapCeTBO ¢ dekanuure

(abcopbupano u HeabeopObrpano lexapeTBEHO BEUIECTBO), KATO OCTAHANIATA 94CT C€ CKCKPETHPA €
ypuHara, Oxos10 5% ce eKCKpeTHpa HeMpPOMEHEH B ypuHata. I11a3sMeHHAT NOMYKHBOT € OKoo 19
yaca. InasMeHmIT NOTYKHBOT He Ce YBeJJHYABa ¢ YBeNuvaBaHe Ha fozara. CpeaHHAT N1asMeH
KIMPBHC € Nipubmusarento 50 anrpa Ha 4ac (xoePHIHEHT Ha BapuabunHocT 21,7%). KaKTQ MpH
APYTH HHXHOMTOPM HA pPellyKTa3aTa YepHOAPOOHOTO MoeMaHe Ha pO3yBacTaTHH BKJ

f{:‘\ P s o ™
i

pO3YBaCTaTHH.

JIMHEMHOCT/HEANHEHHOCT 41\\ 2 1_‘-'.;;‘.1-,5.’:: S
CHCTEMHATa SKCTIO3MIMA HAa pO3YBACTATHH ¢ YBENH4aABa NPOMOPUHOHATIHO Ha npuemauam ﬁoaa

Hsama ripoMana BuB GapMAKOKHHETHMHHTE NapaMeTpH NpH MHOI‘OKpaTHO J.loaupaﬂe\ '7@6 fﬁfﬂ(ﬁ i i
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Creyughuunu nonyrayuu

Br3pact # non

Bb3pacTra HIH NOABT HAMAT KIHHHEHO 3HAYHM €(eKT BrpXy (PapMakoKHHETHKATa Ha pO3yBaCTaTHH
IpH BB3pacTHU. EKCNIO3HLIMATA MPH Iela ¥ IOHOUIH ¢ XETepO3HroTHa GaMwiHa
XHIICPXOICCTEPOIEMHA M3TNEKIa CPABHMMA WIM NO~HKCKA OT Ta3| NIPH BL3PACTHH NALEHTH ¢
AHCIMnHAeMu (BX. ,,Jlenuarpudna nomynauua” 0o-H0may).

Paca

PapMaKOKHHSTHYHHTE APOYUBAHUA NOKA3BAT, Ye NPH HHAMBHIM OT a3parckara paca (ANoHIH,
KUTadLM, QHIUNKAHLA, BUETHAMLH B KOpeiiM) ce HadroAaBsa XBYKpaTHO NOBUINARAHE B CpEAMATA
AUC H Cyax, OTKOJIKOTO IPH KHAMBKAH OT KaBKazKaTa paca. [Ipy MHAWALY € HaTMIe NOBHINABAHE HA
AUC # Cax 1,3 meTi. He e H3BECTHO KaKBO € 3HAYCHHETO Ha (paKTOPHTE Ha OKOJTHATA CpEe/ia U Ha
reHeTH4YHUTe (PaKTOPH 3a NOABATa Ha Te3H pasiuku. EquH MomynauHoHeH (papMaKOKMHETHYEH aHAITH3
TIOKa3Ba, ve MeKIy VBIHBUAWTE OT KABKA3ZKATA U OT YEpHAaTa paca HAMa KIHHUYHO 3HAYHMH

pasnuyus.

Brfipeura HEROCTATLYHOCT

B eano npoyusaHe Ha JTMUA © pa3idUHa CTENEH Ha OBOPEYHO YBPEXKNaHE, JIEKOTO A0 YMEPEHO
6pOpeqno 3a00onsBaHe He € NOBNHATIO TUIa3MeHUTe KOHUSHTPALKH Ha PO3yBacTaTHH HJIH H3 HeTOBHA
N-gecMeTit MeTaboauT. JIHNa ¢ TeXKO yBpexake, obade, (KpeaTHHHHOB KTHpBHE < 30 mi/min) ca
MMay TPHKPATHO YBelIHUeHHE Ha MUTa3MEHATa KOHUGHTPALMA, B CPABREHHE CBC 3ApaBH A00pOBOILM
M JieBeT ITBTH NO-BICOKA KOHLEHTpalHa Ha MeTabonura N-necmeTin. PaBHOBECHHTE [1a3MEHH
KOHUEHTPAIKH Ha PO3YBACTATHH IPH NAUMEHTH Ha XeMoAnanu3a ca npudbausutento 50 % mo-BUCoKH
B CPaBHEHHE CBC 31paBH AOOPOBOIILIH.

YeprnoapobHa HEROCTATEHHOCT

B e1HO nNpoyyYBaHe Ha NHLIA ¢ pa3liHyYHA CTENeH Ha YepHOApobHO YBpEXKAaHe He ¢a MOJYyUeHH JAHHN
3a [IOBHIICHA €XCTIO3HLIMA HA pO3YBACTATHH ITpu NMAauMenTy ¢ pesyntar ro Child-Pugh 7 wim no-
HHUCHK, TIpu ABaMa MALMEHTH ¢ TEXKO HepHOoApoOHO yrpexnade (pezynrar no Child-Pugh 8 u 9)
CHCTEMHATA eKCMO3ulKA € Oua yBenuueHa Hai-ManKko ABa TbTH B CPABHEHHE C JIHLA € NO~-BHCHK
pesyarar no Child-Pugh. Hama nannm 33 nauuenty ¢ pesyarar no Child-Pugh nan 9.

[eHeTHYEH NONMMOPDHIBEM

Hucniossupara Ha HMG-CoA peayKTazEnTe MHXHOHTOPH, BKIIOUUTENHO PO3YBACTATHH, € CBBP3aHa C
TpaHcnoprepunte nporersd OATP1B1 # BCRP. IMp nauueHTH ¢ reHeTHYeH NoauMoppussM Ha
SLCOI1B1 (OATP1B1) w/wiu ABCG2 (BCRP) rima pHCK OT NMOBHIIABAHE Ha CKCIIO3HUMATE HA
posyBactatud, MHausuayanen nomumopdussm Ha SLCO1BI1 ¢.521CC u ABCG2 ¢.421AA ¢ cBbp3aH
¢ npuGamanTenHo 1,7 mbTi no-BAcoka excnosuiiug (AUC) Ha po3yBacTaTHH WM 2,4 BTH NO-BUCOKA
eKCIIO3MLINA, CHOTBETHO, B cpasHenue ¢ reHotunosete SLCO1B1 ¢.521TT wnn ABCG2 ¢.421CC.
Toea cneuddHIHO FeROTHIH3HUPAHE HE € YCTAHOBEHO B KIIMHMYHATA NPAaKTHKA, HO NPH IAUNCHTH, 3a
KOMTO € U3BECTHO, e UMAT Te3d THIOBE NOMHMOpPQHU3IBM CE NpenopbyBa NO-HUCKA JHEBHA 1033 Ha
pPO3YBACTATHH.

lennatppriba nonynauvs - -
e thapmakoxHHETHYHM NPOYURAHHA ¢ PO3YBACTATHH (Npunarad nox popmara Ha TabaeTku) mpH

NeAMATPUYHY NALHEHTH ¢ XeTepo3HroTHa daMIiHa XunepxoiecTeponeMus Ha BbapacT 10 no 17 nm
6 10 17 rogunu (0610 214 naunenTH) nNoxasear, 4ye eKCro3HIMATa NPH NeIHATPHIHUTE MALHeHTH

H3TACKAA CPABHHMA HMJTH NIO-HMCKA OT Ta3H NPH Bb3PACTHUTE NAUHEHTH. Excnosn
PO3YBACTATHH € Ouna MpeABUAUMa 10 OTHOLICHHE Ha 03aTa K BPEMETO B NIPOJl
2 FOOMINEH NEPUO.

5.3 IpeAxkTHARYAE aHHD 33 HE30NACHOCT
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IpeaxnnnuynATe NAHHK HE €3 NOKA3TH CIICLMAaNeH PUCK TIPH Xopa, B3 OCHOBA Ha CTAHAAPTHMTE

- TIPOY4BaHHA 33 HE30TIACHOCT BBPXY OCHOBHHTE CUCTEMH, FT€HOTOKCHYHOCT, KAHIEPOTCHEH TNOTEHLHA.
He ca nposexaanu cneumdpHyHA macneapanmn, oneHssami edexture pupxy hERG. Hexenannre
PeaKi{HH, KOWTO He ca HabmoaasaHH B KAHHHYHK NPoyuBaHHA, HO ca HAOMIORABAHH NIPH XKMBOTHY,
NPH HHBA HA €KCMO3MLKA ONTM3KM N0 KIMHWIHHATE Ca CJIEJHUTES: B M3NHTBAHUA 32 TOKCHYHOCT Clex
MHOT'OKPATHO MPHIIOKEHHE ce HabMoJaBaT XHCTONATONIOTHYHH YepHOAPOOHH U3MEHCHHA,

. BCIEeACTBHE HA (hapMAKOJIOFMYHOTO ASHCTEME HA PO3YBACTATHH NpH MHIIKH, (LTEXOBE H B NO-HHUCKa
CTeleH B ATHYHMA MEXYp [P Ky4eTd, HO He # npu maliMyHn. B nontinenue, ce Habmoaasa.
TOKCHYHOCT IO OTHOLICHME HA TECTHCHTE NPK MaiMyHH U Ky4eTa MpH No-BUCOKH JO3H.
PenpoaykruBHa TOKCHYHOCT MPH [LTEXOBE, 38 KOATO €€ CH/IM ITO HAMAJIEHHTE TONIEMMHA, TETIIO U
PEKHBAEMOCT HA MATIKMTE, ¢ Habonasa nNpy MaTepHOTOKCHYHM JO3H HA CHCTEMHA €KCTIO3HLINA,
HAKOJIKO ITTH HAJl HUBOTO HA TEPANCBTHUHA EKCIIO3HIINS.

6. ®APMANEBTIMHY JAHHH

6.1 Crnpcsk 22 NOMONIAHTE BeIIECTBA

O Ha 1abn a:

JlakTo3a GesponHa

MHKpOKpHCTATHA HeTY03a
KpocnoBuioH

Konosunou

Tank

Kononzaeu ODe3poieH CHINIIMER THOKCHI
Harpues creapun yMapar

QUAMOBO TOKPUTHE Ha TabJeTKaTA!
JlakTo3a MOHOXHMApAT

XunpomMeosa
TuTaHoR nHokcHun
TpuaueTvd

YeppeH jxeNe3eH OKCHI

67.2 HecbBMECTHMOCTH

Hetupunoxumo.

6.3 Cpok 1a rogaocr

3 romuHu.

6.4 Cnenaannn yYC)10BHS HA CHXPAHCHUE

Toan JIEKApCTREH NPOAYKT HC H3UCKRA CTICHHANTHH YCITOBHA 38 ChXPAHCHHC.

6.5 BHJ H ChABPKARHE HA ONAKOBKATA

6.6 Cpenuainy npeana3ny MEPKH NPH HIXBLPJsAHe € padoTa
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Hexsnon3BaHBAT JIEKAPCTEEH NPOAYKT Wi OTNAXHLYHHTE MATEPHANH OT Hero TpaGBa ja ce HIXBBPIAT
B CHOTBETCTBUE C MOCTHHTE H3MCKBaHUA.

7. HPUTEXATEJI HA PABPENNIEHUETO 3A YIIOTPEBA

Codapma A/l,

yia. Knuedcko woce 16,
1220 Copus,

Boarapus

8. HOMEP(A) HA PARPEINIEHUETO 3A YIIOTPEBA

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

9. JATA HA TBPBO PAIPEINABAHE/MIOAHOBABAHE HA PASPEIHEHHUETO 3A
YIIOTPEBA

Jlara Ha mepBo paspewiasade: 15.06.2021 r.

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA

Maprt 2023 T.
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