1. HME HA JJEKAPCTBEHHI ITPOAYKT

3APAHTA 5 mg ¢unmupanu Tabnerku
3APAHTA 10 mg ¢unmMupanu Tabnerku
3APAHTA 20 mg drnmupary Tabnerku
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ZARANTA 5 mg film-coated tablets
ZARANTA 10 mg film-coated tablets
ZARANTA 20 mg film-coated tablets

2. KAYECTBEH A KOJIMYECTBEH ChCTAB

3apanTa 5 mg ¢unMHpaHd TabneTky:
Beaxa pumMupana TabneTKa ChABPKA 5 Mg po3yBacTaTHH (rosuvastatin) Kato po3yBacTaTHH KaJILHH
(as rosuvastatin calcium)

3apanTa 10 mg punmupann Tabnerxu: ;
Beska punvupana Tabnerka caaspika 10 mg po3yBacTaTHH (roswvastatin) KaTO po3yBacTaTHH KaJIlIHK
(as rosuvastatin calcium)

3apanTta 20 mg punmupanu TabieTky:
Bcska dunmupana Tabnetka cbabpika 20 mg po3yBacTATHH (FOSuvastatin) KaTo po3yBacTaTHH KaJILH
(as rosuvastatin calcium)

TIoMOIIHK BEINECTBA C H3BECTHO ACHCTBHE:
3apanTta 5 mg GunMUpany TabneTku:

Beaka gprimupana Tabnerka ¢habspxa 43,5 mg JaKkT03a MOHOXHAPET.

3apanTa 10 mg punmupany TableTKH:
Besxka dumupana tabnerka csappka 87,0 mg nakroza MOHOXHIPAT.

3apanra 20 mg ¢uiMupann TabneTKH:
Besaka puwiMupana tabnerka caappxa 174,0 mg nakToza MOHOXHIpAT.

3a ITBIHUA CITHMCHK HA MOMOIIHHTE BEIIECTRA BIDKTE TOYKA 6.1.

3. JEKAPCTBEHA ®OPMA
dunmupana Tabaerka.

3apanra 5 mg punamMupary TabNeTKH:

Benu v nowTH GeimH, KperiTH, ABOHHOU3ITEKHANH TabneTku, OT eAHaTa CTpaHa UMa BAThOHATO
penedno nzobpaxenne C33.

JuaMeThp: pHOIU3KTeaHO 5,5 mm, neGenuna: 2,7 - 3,3 mm.

3apanTa 10 mg puamMupasu TabeTky:
~ Benw win nourn 6enH, Kpurid, IBOHHOW3MEKHAH ¢uwimMupanH Tabnetku. Ot eHaTa CTpaHa HMa

BATEOHATO penedHo n3obpaxenne C34.
HMuamersp: npubmusutendo 7,0 mm, aebemna: 3,3 - 4,2 mm.

3apanTa 20 mg ¢unMupaHy TabIEeTKH:
Benn v noary Genn, KpBIvH, ABORHOM3IEKHANH GHIMHpanH TabneTkd. OT €
BUTEOHATO penedHO H3oOpaxkenue C35.

Huamernp: npudmasurenso 9 mm, acbennna: 4,2 - 4,9 mm.



4, KJHHHAYHHA JAHHH
4.1 TepaneBTHIHA NOKAIAHHRSA

Jleuenue Ha xunepxonecmeponemMun

BB3pacTHH, IOHOUIH H JICHA HA BE3pacT 6 H NOBeRe NO/IMHH ¢ ITHPBHYHA XHITEpPXOIeCcTEponeMus (THN
[Ia, ¢ HAKITMIOMEHNE HA XETEPOZHIOTHA (hAMHJTHA XHTIEPXOJISCTEPONICMHE) WA CMECEeHA THCITHTTAACMHI
(tun Hb) xaTto noGaBka KbM AMETATA, KOTATO Pe3yNTAaTHT OT AUETATa H APYTH He(apMaKONOTHIHU
MEpKH (Hanp. QH3HYECKH YNpaKHEeHHA, HAMAJIABaHe Ha TETIOTO) HE € 3a/I0BOJIHTENCH.

B13pacTHH, IOHOLIM ¥ JELA HA HIH HaJ 6-TroAHIIHA BB3PACT ¢ XOMO3HIOTHA haMITHA
XHITEPXOJIeCTEPONEeMHA KaTo J06aBKa KbM JUETATA H KBM JIPYTO JIHNHAONOHHKABALIO JIedeHHe (Hanp.
LDL adepesa) unu KOraTo ToBa JIeYSHHAE He € NOAXOAALIO,

Ilpesenyus na xapouosackyrapru cobumus

IIpeBeHLMA HA 3HAYHMH ChPASYHO-CHIOBH CHOMTHA NPK NTALMCHTH, NIPH KOUTO €€ 0O9aKBa BHCOK PHCK
IIpH MEPBO CHPACYHO-CHAOBO CHOMTHE (BXK. TOYKA 5.1), KaTO NOMBIHCHHES KBM KOPEKLMA HA IPYTH
PHCKOBH (haKTOpH.

4.2 /[Jo3upoBKa B HAYHH HA OPHJIOKEHHE

Ipeam 3anovBaHe Ha TEPaNMATa NANHEHTHT TpAOBa Aa 6B MOCTABEH HA CTAHJAPTHA AKETA 33
NOHIKABAHE HUBOTO HA XONECTEPOa, KOATO Ja NPOXBJDKH U 110 BPEME Ha JICUECHHETO.

O3HPOBKA

H360peT Ha JO3HPOBRKA CE ONMpeAena OT HHAUBHAYATHHTE TEPAliCBTHYHH LICJIH # OTTOBOPa Ha
NaijMeHTa, KOUTO CE OTPEJENIAT OT NPENOPHKUTE HA ChBPEMEHHHTE KOHCEHCYCHH PBKOBOACTEA 32
KOHTPOJ Ha XOJIECTEPOICMHATA,

Jleuenue na XUNEPXORECMEPONEMUR

Ilpenopr4BaHaTa Ha4aTHa 1033 ¢ 5 mg wiH 10 mg nepopaiHo BeAHRK AHECBHO, KAKTO IPH NAIIHEHTH,
KOHTO HE ¢4 IIPHEMAIA CTATHHH, TAKA B NPH NpeMHHaBaHe oT Apyr uHxuOuTop Ha HMG-CoA
pemykrazara. H36opbT Ha HAMAHA 1032 38BHCH OT HMBOTO HA CEpYMHHA XoJiecTepoJt, Obaenma
CHPASHUHO-CBJAOB PHCK H PHCKA OT NOABA HA HEXKE/aHH JeKapcTBeHN peakit. [Tpu HeoGXxoquMocCT
I038Ta MOXE JIa C& KOPHIHPA KATO ¢¢ NPeMHHE Ha C/IeBAIIOTO IO30BO HHBO ¢zl 4 COAMHIH (BXK.
TOUKa 5.1).

IMpeasua NOBHINEHATA YECTOTA Ha AOK/IAABAHE HA HEKCEJIAHH peaKumH NpH Jo3a or 40 mg B
CPaBHECHHE C ITO-HHCKHMTE NI03M (B:X. Touka 4.8), nocieIHO THTPHPAHE A0 MAKCHMAIHATA 1034 OT
40 mg Tpabea na ce npeaAnpHeMa camo ITPH NAallHEHTH ¢ TEXKKA XHIICPXOISCTCPOTICMHA C BHCOK
CBPACTHOCHAOB pHCK (0c06eHO Te3H ¢ PaMMITHA XHNIEPXOAESCTEPOIEMHS), KOMTO HEe JOCTHraT
KEJIAHOTO HHBO HA XOJECTEPO MpH JiedcHHe ¢ 20 mg H NPH KOHTO LIe C¢ NpaBH PyTHHHO
NMpOCACAABAHE B X044 Ha IEYCHHETO (BK. TouKa 4.4).

ITpH 3anousane Ha JeueHHe ¢ 40 mg ce npenoppYBa NOCTOAHHO HAOMOACHHE Ha NMALIMEHTA OT
CHELHATHCT.

Ilpesenyun na cvpoeuro-cov006U Cobumun
B npoyvBaHe 3a HAMANABAHE HA PHCKA OT CHP/ICYHO-CHIOBH CHOHTHA H3NO/3BaHaTa Jo3a ¢ 20 mg
IHEBHO (BX. TOUKa 5.1).

Ieouampuvna nonynayun
VYnotpebarta oT gena Tpabea 1a ¢e M3BBpIIBA CaMO 110 HAOMOACHHETO HA CNCIHAIIH

K IOHQIIM HA B ot 6 1o 17 roquHM <II-V no Tau
_mMammHa XHMIIEPXONECTePOICMHA




ITpu fena ¥ IOHOWIH ¢ GAMIIHA XANEPXOICCTEPONICMHS MPETIOPHIMTETHATA HAUATHA 1038 € 5 Mg

JHEeBHO.

. IIpn neua Ha BB3pacT 6 210 9 roguHM ¢ PaMHIIHA XHNIEPXOIECTEPOTIEMHA NPENOPHIHTCTHHAT
[030B AManasoH ¢ 5-10 mg nepopalHo BeAHbXK AHEBHO. bezonacHocTTa H eQHKaCHOCTTa Ha
NO3H NMO-BHCOKH OT 10 mg He ca mMpoy4YBaHH IIPH Ta3H HOIMyJIalHA.

. [Tpu aeua w roHOIIM Ha BB3pacT 10 go 17 ronuHu ¢ pamMiiHa XMITEPXOIECTEPOTIEMHA
NPENOPHIHTENHHUAT 0308 AUaNa3oH € 5-20 mg nepopaiHO BEAHBXK AHECBHO. be3onacHoCTTa H
ebHKACHOCTTA HA J03H NO-BUCOKHU OT 20 mg He ca Mpoy4YBaHH NPH Ta3d Momynais.

TurpupaneTo TpsaGsa Aa ce npoBexJa ChIMIACHO HHAWBHIYATHHA OTTOBOP H MOHOCHMOCT HA
NeANaTPHIHHUTE NALHMEHTH, KAKTO ce IPETNOPhYBa B NPENIOPLKHTE 38 leYeHue Ha Jelia (BK. Touka 4.4).
Heuara u roHolIMTE TPAOBA J1a ce MOUTOKAT Ha CTAHAAPTHA XOJeCTepONIo-TMIOHIKABAIIA AHETA IIPEIH
1A ¢ 3aN09HE JICYCHHE ¢ PO3YBacTaTHH; AHeTara TpabBa Aa ¢e MPOXBIDKH MO BPeMe Ha JICHCHHETO ¢
pO3yBacTaTHH.

XOMO3WTOTHA QaMHIHA XHTTepXolecTepoieMHs

ITpu fena H IOHOHIH HA BE3PAcT OT 6 A0 17 rogMHu ¢ XOMO3HIOTHA (PAMANIHA XHIIEPXOJIECTCPONICMHA
npenophYHTENHATE 1032 ¢ 20 g BeAHDHIK AHEBHO.

ITpenopbusa ce HavanHa 1034 OT 5 A0 10 mg BeAHEK AHEBHO B 3aBHCHMOCT OT Bb3pacTTa, TC/ICCHOTO
TETrJIO H NpeAXLIHA yrioTpeOa Ha CTATHHH,

TwurpupaneTo A0 MaKCHMaNTHA 1034 0T 20 mg BEAHLX JAHEBHO NPH NeIMATPHYHH NALHEHTH TpabBa na
ce MpOBeXAa CHIIIAcCHO WHAWBIAYANHHA OTTOBOP M MOHOCHMOCT, KAKTO € CTIOPEA MPENOPBKHTE 3a
NiedeHne NpH NeAHATPHYHM NAUMEHTH (BXK. Touka 4.4). Jleuara n Bp3pacTHHTe TpabBa Aa ObaaT Ha
CTaHOapTHA AMETA 34 NOHWKABaHe HA XOJIeCTepoia NpeJM 3aM09BaHe Ha ICUCHHETO ¢ pO3YRACTaTHH,
KaTo Ta3u AHETA TpAOBa Aa ce MPOAL/DKH MO BPEME HA JIEYCHHUETO.

HmMa orpaHu«eH OAT ¢ I03H, padiiiHy oT 20 mg, NpH Ta3M NOMyalHA.

Heua o-MaukH oT 6 roAHHH

Be3zonacHoCTTa H eMKACHOCTTA Ha YNoTpebaTa nmpH Jena no-MajikH oT 6 rofidHH He ¢a MpOoYy<BaHH.
CnenopareHo 3apaHTa He ¢e PenopsYBa 3a ynorpeba mpH Jena no-MajikH oT 6 TroaHHH.

Cmapuecka ev3pacm
TTpenopbyBaHaTa HaYaIHA 034 (PK NALMEHTH >70 roZHINHA BB3pacT € 5 mg (Bk. To9Ka 4.4).
JIpyTO KOpPHTHpaHEe Ha JO3MPOBKATA B 3aBHCHMOCT OT BB3PACcTTa He € HeoOXoamumo.

bvbpeuno yspesxcoare
He e HeoGX0AHMO KOpUrHpaHe Ha A03aTa [TPH NALHEeHTH ¢ JIEKO A0 YMEPCHO YBpEXKIaHe HA

666peunaTa ¢pyHkiMa. [Tpy NalMEHTH ¢ YMEpeHO yBpexaaHe Ha 6nOpeanara GpyHKums
NpeNopEYBAHATA HAYANHE /038 € 5 mg (KpeaTHHHHOB KITHPBHC <60 mL/min). Jlosuposkara ot 40 mg
€ NMPOTHBOMOKA3aHA IIPH NALMEHTH ¢ YMEPEHO yBpexaaHe Ha 6n6peunara ¢pyrkima. [1py naMenTy ¢
TEKKO YBpeKHaHe Ha Op0peunaTa ¢pyHkums ynotpebara Ha 3apaHTa ¢ MPOTHBONOKA3aHA 38 BCHYKH
JXO3HPOBKH (B, TOUKH 4.3 1 J3.2).

Uepnoopobro yspexcoane

He e HaGmoaaBaHa NOBMIGHA CHCTEMHA €KCIIO3MIMHA Ha PO3YBACTATHH IIPH NMAlIMCHTH C OLCHKA 1O
ckanara Ha Child-Pugh paBHa Ha 7 unu mo-HucKa. Brnpeks TOBa MOBHIIEHA CHCTEMHA CKCITO3HIHA €
HaGMIoAaBaHa TPH NALHEHTH ¢ OLECHKA no ckanaTa Ha Child-Pugh 8 1 9 (Bx. Touka 5.2). IlpH Te3n
nanpeHTH TpaOBa Aa ce mpeAnpHeMe M OLEHKa Ha YepHoApobHaTa GyHKImMA (BXK. TO4KA 4.4). Hama
NAaHHM 33 NAIMEHTH ¢ olleHKa no ckanata Ha Child-Pugh nan 9. 3apanTa ¢ npoTHBOIIOKa3aH NPH
NALMEHTH ¢ aKTHBHO 4YepHOApPOoOHO 3abonaBaHe (Bk. TouKa 4.3).

Paca
TIpu naLHeHTH OT a3HaTCKa paca ¢ Habmo/1asa MOBHIICHA CHCTEMHA SKCTIO3HIMA Ha JI
(sxk. ToukH 4.3, 4.4 1 5.2). [IpenopouBaHaTa HavaIHa 1034 IIPH MAlHCHTH C a3HATCKO

TTps Te3u NALWHEHTH € NPOTHBONOKA3aHO MPHJIOKEHHE Ha f03a oT 40 mg. 3o\l
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H3pecTHM ¢ca CrICHQHYHY BUAOBE FeHETHYCH NOITAMOPdH3BM, KOHTO MOTAT Jia A0BEaT A0
NOBHIIABAHE EKCITO3ULMATA HA PO3YBACTATHH (BXK. TOUKA 5.2). 33 NAUHEHTHTE, 32 KOHTO € H3BECTHO,
e HMAT TaKKBa CNICIMPHIHE BHIOBE NOMMMOpP(HIBM, CE NPErNophYBa Mo-HHCKA AHEBHA 1032
PO3YBaCTaTHH.

{lpedpasnorazawu paxmopu KeM Muonamus

IIpx nanueHTH ¢ MpeApasnonaraly (pakTOPH 3a pa3sBHTHE Ha MHOIIATHA NPENOPHIBAHATA HAYATHA
no3a e 5 mg (BX. Touxa 4.4).

[IpH HAKOM OT Te3M NALKMEHTH € MPOTHBOTIOKA3AHO NMPHIOKEHHETO Ha 1032 oT 40 mg (Bx. Touka 4.3).

Covmememeaya mepanus

Po3ysactaTvn e Cy0cTpar Ha pasnHyHH TpancnoprepHH npoteuny (Hanp. OATP1B1 u BCRP).
PHCKBT 0T MHONATHA (BKJIOYHMTETHO pabaoMuo/ms3a) ce MOBHLIABA, KOraTO PO3yBacTaTHH ce [TpHJiara
¢AHOBPEMEHHO ¢ ONPEAC/ICHH JICKAPCTBEHH NMPOAYKTH, KOHTQ MOTAT Jia TIOBHIIAT [Ia3MEHATa
KOHLICHTPALHA HA PO3YBACTATHH NMOPaJH B3aHMOCHCTBHE C TE€3H TPAHCIIOPTEPHH NMPOTEHHH (Hanp.
LIMKJIOCTIOPHH M HEKOH MPOTEa3HH HHXHOHTOPH, BKIFOUHTENHO KOMOMHALMKE HA PHTOHABHD C
aTa3aHaBHP, JIOMHHABHD W/HAW THPAHABHP; BX. TOYKH 4.4 U 4.5). Ha npeanucpammTe IeKapu ce
NpENnopPHUBA 13 B3IEMAT NMPEABHA CHOTBETHATA IEKAPCTBCHA HHPOPMAIIHA, KOTaTO OOMHCAT
NpUaraHe Ha TakKuBa NPOAYKTH €AHOBPEMEHHO ¢b¢ 3apanTa, Koraro e BamMoxHO, TpAGBa fa ce HMaT
NPESABH] AITCPHATHBHH JIEKapCTRa M, aK0 € HeoOX0IHMO, J1a ¢¢ UMa NPEABH]] BPEMCHHO MPEKBCRAHE
Ha TEPAIMATA ¢ PO3YBACTaTHH. B CHTYallMH, KOraTo eAHOBPESMEHHOTO NPHIOKEHHE Ha TE3H
JIEKAPCTBEHH MIPONYKTH C PO3YBACTATHH € HeH30eiHO, MoJ13aTa ¥ PHCKA 0T CHITBTCTBAINATA TEPArma U
KOPEKLMH HA J034T4 HA PO3YBACTATHH TPAGBAa BHHMATENHO Aa ce oOMHCIAT (BXK. ToUKa 4.5).

Ha4HH Ha NPUIQKCHHE
3apaHTa MOXE J1a Ce NPHEMa JI0 BCAKO BpeMe Ha IeHA Cbe WM (e3 XpaHa.

4.3 IlpoTHBOmOKAARMIE

3apaHTa € MMPOTHBOMOKA3AH:!

- NPH MALHEHTH CBC CBPBXMYBCTBHTETHOCT KBM aKTHBHOTO BEHIECTBO HIIH HAKOE OT MOMOIIHHTE
BemecTsa, H30poeHH B TouKa 6.1.

- MpH NALUEHTH ¢ AKTHBHO 9ePHOAPOOHO 3a00/1ABaAHE, BKIIOYHTEIIHO HEYTOUHEHO,
NPOABIDKUTETHO NOKAYBAHE HA CEPYMHMTE TPRHCAMHHASH H BCAKO MOKAYBAHE HA CEPYMHH
TPAHCAMHHAZH TPU ITETH HaZl FOpPHATA pedepeHTHA rPaHHLIA.

- NpH MALHEHTH ¢ TSKKO yBpexaane Ha Os6peuHaTa GyHKIHA (KpeaTHHHHOB KITHPBHC
<30 mL/min).

- MpPH MALHMEHTH ¢ MHOTIATHA.

- TIpH HallHEHTH, PHEMalllH €JHOBPEMEHHO codocOyBup/BeNNaTacBHP/BOKCIANPEBHP (BXK. TOYKA
4.5)

- NpH NALMEHTH, IPHEMAIIH ¢ THOBPEMEHHO I[THKIOCTIOPHH.

- O BpeMe Ha OpeMeHHOCT, KbPMEHE H IPH KE¢HH B JISTEPOZIHA Bh3PacT, KOMTO HE H3MOJI3BaT
HOAXOAALIH KOHTPALCITTHEHA MEPKH.

Josuta ot 40 mg e MPOTHBONOKA3aHA IIPH [TAUKEHTH ¢ NpeApa3noaray GakTopH 3a pasBUTHE Ha

Muonarus/pabnomuonnsa. Takupa gakropu ca:

- yYMEpEHO 110 CTeNeH YBpexKaaHe Ha OnOpevHaTa PyHKIIHA (KPpeaTHHHHOB KIHPBHC MOA
60 mL/min)

- XHIIOTHPEOUH3EM

- NMYHA UM paMKIHA AHAMEE3a 33 HACTEACTBEHH MYCKYJIHH 3a00/IKBaHuHs

- aHAMHE3a 3a [0ABA Ha MYCKYJTHO YBPeXAaHe 110 BpeMe Ha JICUEHHE C ApYT MEIHKAME
rPynara Ha HHXUOHTOPHTE HAa XHAPOKCH-METHA-IITYTapUI-KOCH3MM A peayKTa3a
pubpar

- 3noynorpeba ¢ ankoxoi

- CBHCTOSHHA, IIPH KOHTO MOXE JIa C€ TIOBHILH IUIA3MEHOTO HHUBO Ha JICKapCTB

- AIKLA OT a3HATCKATA paca

- CBITBTCTBAMIO JieueHHe ¢ ¢ubpatH.




(Bx. ToukH 4.4, 4.5 1 5.2)
4.4 CneuHajanp upeIynpeRICHAN H CICNUANHH OPEeANA3ZHE MEPKH NIPH yunoTpeba

TedcKu KONCHYU HeICERanU Peaxyuu -

[IpH nedYeHHe € po3yRacTaTHH ¢ ChoOIIaBa 3a TEXKKH KOXKHH HEXKEJIaHHM PEAKLHH, BKITIOYBAIIH
cvHApoM Ha Stevens Johnson (SJS) ¥ nexapcTeeHa peakUEa ¢ €O3HHOPHAMA H CHCTEMHH CHMITTOMHM
(DRESS), xoHTO MOX€ A8 ca XKHBOTO3ACTPAINABALIH WIIH ¢ JIETAICH M3X0A. [1pH npeAnHCBaHeTO Ha
JeKapcTBEHHA NPOAYKT MalMeHTHTe TpAOBa Aa ObaaT HHQOPMHPAHH 338 MPH3HALIMTE H CHMITTOMHTE
Ha TEKKH KOKHH peakiiy M J1a On/iaT Hab/mo(aBaHK ¢ MOBHINEHO BHUMAHHE, AKO CE NOABAT
MPH3HALIA H CHMITOMH, MOKA3aTENHH 38 TA3H PEaKiii, MpHIoXKEeHHeTo Ha 3apaHTa TpAOBa He3abaBHO
Aa c€ NPEeyCTAHOBH H La ¢¢ OOMHCIH ATTepHATHBHO JIEYCHUE,

AKO MallMEHTLT € pa3BHJ/l CepHO3HA peakiui, karo Hanpumep SJS um DRESS npu ynorpebara Ha
3apaHTa, JIEYEHHETO ¢ 3apaHTa He TpAOBa HHKOra [a c€ MOAHOBABA NIPH TO3H MAlHEHT.

bropeyu

[pH matMenTy, JeKyBaHH ¢ O-BHCOKH X034 3apanTa, no-KoHkperHo 40 mg, e HabmoaasaHa
MPOTEHHYPHS, KOATO € YCTAaHOBSHA IIPH H3C/EABAHE C TECT-IEHTH, C MPENHMHO TyOYJIeH NMPOU3XOI H B
MOBEYETO CIIyYaH ¢ IPeXoAeH WIH HHTEpMHTEHTeH xapakTep. HaMa naHHHM Jami MPOTCHHYPHATA
NpeALIeCTBa OCTPO WIH NMPOrpecHBHO 616pedaro 3abonspane (Bx. Touka 4.8). HecroTaTa Ha
ROKaBAHE HA OLIEHEHWTE KaTO CepHO3HH OBOpeuHH HexkenaHu ChOMTHA 10 BpeME Ha
NnocTMapKeTHHTOBa yroTpeba € no-eucoka npH ao3uposka ot 40 mg. Ilo Bpeme Ha pyTHHHOTO
npoclieAsBaHe Ha MAHeHTH, 0OHYTaiiHo TpeTHpanH ¢ 40 mg, TpAbpa fa ¢ MpaBH W OLICHKA Ha

6u0peunara pyHkumA.

Ckenemna Mycxyagmypa
EdekT BEpXY CKeNeTHaTa MyCKY/IaTypa (MHAITHA, MUOTIATHA H, MO-PARKO pabnoMHoNH3a) ca

cEO0IIABAHM NPH [IPUIOKEHHE HAa BCHIKM JO30BH PEXHMH ChC 3apaHTa, 0co0eHO NMPH A03H HaJl

20 mg. MHoro psaxo cydas Ha pabIoMHONN3a ca CHoGUIaBaHy nipH yrioTpeba Ha ezetimibe B
komMOHHaIMA ¢ uExuHGHTOp HAa HMG-CoA peayxraszata. He Moxe aa Oble H3KTIOUECHO
papMakoOANHAMUIHO B3aHMOACHCTBHE (BXK. TOUKa 4.5.) H € He00X0AHMO BHHMaHHE TIpH
KOMOMHHUPAHOTO MM IIpHIAraHe.

Kakro npu apyrure uaxuburopu Ha HMG-CoA penykrasarta, JoKIajBaHaTa 1eCcToTa Ha
pabnoMuOIH3a, CBHP3aHa Che 3apaHTa Mo BpeMe Ha MOCTMAPKETHHTOBaTa ynorpeda e No-BHCOKa MPH
no3upoBKa ot 40 mg.

Hespomyckynru egpexmu

B HAKONKO ciywasn ce chobIapa, Ue CTAaTHHHTE HEAYLUMpAT de novo WK BIOABAT BEYe
CBIUIECTBYBAINA MHACTEHHS TPABHC WIH OMHA MHACTEHHA (BX. Touka 4.8). Ilpunoxeruero Ha JapaHTa
Tpa6Ba /la Ce cIipe B CTydail HA BiOMIaBaHe Ha cHMNTOMHTE. FiMa ChO0LICHUA 38 PEIM/IHB NIPH
(TTOBTOPHO) NpHUIaraHe Ha CHIIHMA HJIH PalINYeH CTaTHH.

Hicredeare nHa kKpeamuHKunaIama
Kpeatuukiaaszata (CK) ne tpabsa aa ce onpeaens ciell (pH3MYMECKO HATOBapBaHe HIIH NIPH HAIWHETO

Ha Apyra napasgononobHa NpUYHHA 3a yeewdeHne Ha CK, xoeTo Moxe Aa 3aTpyaHH
HHTEPIPETALMATA Ha pe3ynrara. Ako HuBoTo Ha CK € 3HauHTeNHO NOBHINCHO HA H3XOAHO HHEO >3
ITETH HaJ FOpHaTa pedepeHTHa rpaHHLIa), IOBTOPHO onpeAensHe Tpabsa fa Obae HaNpPaBeHO B
paMKHTe Ha 5-7 aHH. AKO ce MOTBBPAH K3XoAHo HHBO Ha CK >$ ImbTH Hajl ropHaTa pedepeHTHa
rpaHuIa, JSUYCeHHETO He TpAOBa Ja 3anovsa.

IIpedu nevenuemo
Kakro u apyru naxuburopu Ha HMG-CoA penykrasara, 3apanTa Tpabea na Onae

oco0eHO BHUMaHHe MpH MALHEHTH, 38 KOHTO ¢a HATHIIC ¢aKTOpH, NpeApasnonarall
muonaThs/pabaomuonnsa. Takusa paxTopu ca:

= yBpexjaHe Ha OnOpevnaTa QyHKIHS

— XMITOTHPEOHIH3IBM

- NH¥Ha Wik (GaMITHA aHAMHE3a 38 HACAEICTBEHO MYCKYJIHO 3abonaBane




- aHAMHE3a 3a NPOABH HA MyCKyJ/THA TOKCHYHOCT KbM ApyTH HHXHOHTOpH Ha HMG-CoA

peaykrasata Wik pubpatu

- oynoTpeda ¢ ankoxos

- MALMEHTH Ha PB3pacT Hajg 70 roguHu

- CBCTOAHHSA, IPH KOHTO MO%e Ha ¢¢ HabmoaaBa TIORMIABAHE HA TUIA3MEHUTE HHUBA (BX. TOYKH
42,45u5.2)

- CBITETCTBALLO NPWIOKEHHEe Ha GuOpaTH.

IIpu Te3H NAUHEHTH, PHCKBT OT JiedeHHeTo TpabBa na ce chobpasH ¢ Bh3MOKHATA 1107138, KaTO Ce
MPENOpHYBa KIWHHYHO Habmo/ieHne. Ako H3XoHOTO HiBO Ha CK € 3HauMTeIHO MOBHIIEHO (>3 MBTH
HaJl ropHaTa pedepeHTHa MpaHHLa) JieYeHHETO He TpAOBA a 3a1109Ba.

Ilo épeme na nevenuemo

Tpabea Aa ce HCKa OT NaLlEHTHTe He3aGaBHO Aa cHo6MABAT 3a NOABATA HA HEOOACHHMH MYCKYJIHH
fonks, yceriane 3a cnabocT WK KpaMITH, 0cO0SHO aKko ca CBEP3aHH C HEPasNoOIOKCHHE HITH
¢eGpunurer. IIpH Te3u nawHeHTH Tpabea na ce nicneasa HuBoTo Ha CK., Tepanusara Tpabsa aa ce
ApexparH, ako HuBoTO Ha CK ¢ 3HauHTe1HO NOBHINEHO (>5 THTH Haj ropHaTta ped)epeHTHA MPaHHLA)
WJIH MyCKYITHHTE CHMITTOMH Ca TEXKKH K NPHIMHABAT AUCKOMdopT no Bpeme Ha oOnyJaiiHaTa
akTHBHOCT (mopu HuBoTO Ha CK 1a e <5 mbTH Hay ropHaTa pedepeHTHA rpaHMIa). AKO CHMITTOMHTE
w3ve3HaT 1 HHBoTo Ha CK ce Hopmanusupa, Moxe Jia ce MOMHC/H 38 B300HOBABAHE HA JICYCHHETO
¢Be 3apaHTa WiM ¢ antepHaTuBeH uHxubuTop Ha HMG-CoA penykrasaTta, npHiarad B Hai-HHCKa
Ro3a, nox Habmoaenwe. PyTHHHOTO MOHMTOpHpaHe Ha HHBOTO Ha CK npH nauxeHTH 0e3 CHMITOMH
HE € OCHOBATEIHO.

HWma MHOrO penx cLoGleHns 3a IMyHOME/IHHpaHa HekpoTH3rpama Muonatia (HMHM) no speme
WIH CJIe]] IeueHHe ChC CTATHHH, BKMOYHTENHO posyBacTaTHH. HMHM, KNWHUYHO C€ XapaKTepHinpa
¢ POKCHMAJIHA MYCKYJIHA CJ1ab0CT M MOBHIIEHA KPEATHHKHHA3a, KOHTO NMEPCHUCTHPAT BBIIPEKH
CIUMPaHEe Ha JIEYEHUETO ChLC CTATHHH.

ITo Bpeme Ha KIMHHYHHTE H3MMTBAHMA HE Ca NOJYYEHH JAHHH 3a YBE/IH4aBaHE Ha e(eKTHTe BHPXY
CKeJIETHATA MYCKY/IaTypa B MAIKATA FpyTa NAaLHEHTH, IPH KOKTO PO3YBACTATHH ¢ NPHJIaral CbC
CHITBTCTBAINO JICHCHNHE. YBEIHYCHHE Ha YECTOTATA Ha MHO3HT H MHOMATHA ¢ HaGmoaaBano obaye npH
NALMEHTH, pHeMalun Apyry naxuOuropu Ha HMG-CoA peaykrasara 3aeaHO ¢ NpOH3BO/IHH Ha
GHOPHHOBATA KHCEIHHA, BITIOYBAIIH reMpuOposiI, LMKIOCIIOPHH, HHKOTHHOBA KHCETHHA, 430/I0BH
AHTMMHKOTHIH, TIPOTEa3HH MHXHOHTOPH H MAKPOIMIHN AHTHOMOTHLIH.

I'empubpo3nn NOBBLIABA PUCKA OT II0SBa HA MMONATHA, AKO C€ TPHEMa €THOBPEMCHHO C HAKOH
uHxuOHTOpH Ha HMG-CoA peaykrasata. [Topaay ToBa koOMOHHALMATA MEIKTY pO3YBacCTaTHH H
remM¢pubpo3ni He € npenoprunTenHa, [Ion3aTa oT JOITBJIHHTETHO NOHDKABAHC Ha THNMHAHWTE HHBA B
pesy/ITaT OT KOMGHHHPAHOTO pHEMaHe Ha po3yBacTaTHH ¢ ubpaTy Wiu HHaMH TpabBa aa Oble
BHHMATEHO NPELICHEHA CNPAMO NOTEHIWATHHS PHCK OT NoAoOHH xoMOuHaimm. 11pn 103a o1 40 mg,
CBHITETCTBALIOTO JieYeHHE ¢ PUGPATH ¢ POTHBOMIOKA3aHO (BK. TOUKH 4.5 1 4.8),

3apanTa He TpaOBa Aa ce NpHiIara eJHOBPEMEHHO C JEKAPCTBEHH NPOXYKTH 38 CHCTEMHO
NPHWIOKEHHE, CHALPXKAIINA QY3HAOBA KHCS/IHHA HIIH B PAMKHTS Ha 7 JHH CICT CTIMPAHE HA JICUCHHETO
¢ $y3uoBa KnucenuHa. [Ipy nalueHTHTe, 38 KOWTO © IPHETO, Y CHCTEMHMAT NPHEM Ha (y3n/10Ba
KHCEJIMHA € OT CBhIIECTBEHO 3HAYEHHE, ICHSHUETO ChC CTATHHH Tpabba f1a ce cripe 3a C/iHA NEPHO] Ha
neueHHe ¢ Qy3mnosa kHcelTHHA. YimMa crobineHns 3a paGaoMHONN3A (BKIOUHTEINHO C ¢aTaneH Kpai)
NPH NaLUeHTH, TpHeMaly Ta3H KoMOuHauma (Bx. Touka 4.5). IlanuenTure TpabBa na 6eaatT
NOCHBETBAHM A4 NMOTHPCAT He3a0aBHO CHBET OT JIGKap, aKo I10Ty4aT HAKAKBH CHMITTOMH Ha MyCKYJ/Ha
cnabocT, 6onka wWiH 60JIe3HEHOCT.

JeweHHETO CBhC CTATHHH MOJXE JIa 3aII0MHE OTHOBO CeJleM OHHU Cliel] IpHeMa Ha nocJIeiHATa 103a
¢y3unosa kucennna. Ilpu ussbhpeans o6CTOATENCTRE, KOraTo € HeOOXOAUMO NPOAB/DKHTENHG
CHCTEMHO pHJarase Ha ¢y3HIoBa KHCENHHA, HATIPAMED, TIPH TEXKH HHOSKIHH, HY KIS
KOMGHHMpaKO NpHjiaraHe Ha 3aparTa ¥ Gy3ugoBa KHceHHa TpabBa na ce OGMUCTH 1
BCEKH IMALMEHT M MoK BHUMATEITHO MEAHIHHCKO HabmoaeHHe, -

3apanTa He TpaOBa Aa ce ynotpeOaABa MPH NALMEHTH C OCTPH, CCPHO3IHH CBCTOAH
MMOTNATHS HITH NIPEAPA3Noaralqy KoM pasBuTHe Ha 650pedHa HEROCTATEHHOCT B



pabaomuonusa (Hanp.cencHe, XHHOTSH3MA, MOJIAMA OTIEPALMA, TPABMA, TEXKKH METAOONHTHH,
CHIOKPHHHH H CJICKTPOJIHTHH HAPYIIEHHA WIH HEKOHTPOJIMPAHH MhpPHOBE).

Brusnue evpxy vepnun 0

Kakro nipu apyru maxuburopr sa HMG-CoA penykrasata, 3apaxTa Tpa6sa BHAMATENHO a Ce
MPHJTATA [IPH MAIHEHTH, KOUTO NPHEMAT IojIIMO KOHYEeCTBO alKOX0A W/HIH ¢a HManu 3abonssane Ha
qepHHE apod.

IpenopBYHTENHO € /1a Ce HANPABAT H3C/IeABAHHA 33 OHEHKA Ha (YHKIHATA Ha YepHHA Apob npean u
3 Meceuia cnep 3amouBaHe Ha JiedeHHeTo. 3apanTa TpA6Ba fa On/e NpeycTaHOBEH WK f03aTa TpiGea
Aa Obae HaMaNeHa, ako HHBOTO Ha CEPYMHMTE TPAHCAMHHA3H HAJBUIIABA TPH ITBTH MOpHATa
pedepenTHa rpanrua. Cro0meHaTa YeCTOTAa HA CEPHO3HH HEXEIAHH PeaKiMy OT CTpaHa Ha YepHUs
Apof (cHCTOAIM Ce OCHOBHO B YBEIHYECHH TPAHCAMHHA3ZH), 110 BpEeMe HE IOCTMAPKCTHHIOBATa
ynotpeba, e no-BAcOKa npy go3ara ot 40 mg.

[1pu nauueHTH ¢ BTOPHYHA XUNEPXONECTEPONICMHUA, TIPUHHEHA OT XHIIOTHPSOHIU3IBM HITH
HepoTHYEeH CHHAPOM, OCHOBHOTO 3a0onsaBane TPAGBA Aa ce JIEKYBa Npe/Iy 3an0uBaHe Ha JICUHCHHE ChC

3apaHTa.

Paca
DapMakOKHHETHYHHTE POYYBAaHHA IIOKA3BAT, Y€ NPH MALMCHTHTE OT A3HATCKATA paca ¢ HATHIEC Mo-
BHCOKA eKCTIO3HIIHA B CPABHEHHE ¢ Te3H OT Kapkaskara (Ganata) paca (mx. Touku 4.2, 4.3 1 5.2).

Hpomeaznu unxubumopu
TToBuMieHa CHCTEMHA €KCTIO3UIMA HA PO3YBACTATHH € HaOII0aRaHa NpH MALMEHTH, PHEeMAallH

PO3YBACTATHH €JHOBPEMEHHO ¢ Pa3tHIHK MPOTEa3HH HHXHOHTOPH B KOMOHHALA C PHTOHABHD.
Tpsabea aa ce 0OMHCIH, KAKTO HON34Ta OT IHMHAONOHIDKABaHE Ype3 ynoTpeda Ha po3yBacTATHH NPH
nauHeRTH ¢ HIV, xoMTO NpHeMaT MpoTteasHH HHXHOMTOPH, Taka H MOTEHUHAIA 34 NOBHILCHA
KOHU{CHTpALHA Ha PO3YBACTATHH, KOTATO Ce 2aM09Ba TePallHATa H Ce MOBHIIABRA J03aTa Ha
PO3YBACTATHH NPH NMAUMEHTH, NTEKyBaHH ¢ NMpoTeasHy HHXHOMTOPH. He ce npenopbiisa CHIIBTCTBALIO
NPHIIOKEHAE HA ONIPESACIICHH NPOTEA3HH HHXHOHTOPH, OCBSH aKO 103aTa Ha PO3yBACTaTHH HE C€
xkopurupa (Bx. ToukH 4.2 u 4.5)

Henowocumocm Kem Aaxmosa
To3H TexapcTBEH NPOAYKT CHIBPIKA JIakT03a. JlalMeHTH ¢ peaKy HaceACTBEHH npobnemu
HEMOHOCHMOCT KBbM ra/laKTo34, ITHICH JaKTa3eH NeHIAT HIH IHOK030-TanakTo3Ha Matabcopbums He

TPsAOBa f1a ipHeMaT TOBA JICKAPCTBO,

nmepcmuyuania 6eaodpobra m
Crolmenn ca H30MHUPAHH CTY9ad Ha HHTEpCTHLHANHA OenoapobHa GosecT NpH NpHeM Ha HAKOH
CTaTHHH, 0COGEHO NPH NPONBDKATENHO JieweHHe (Bx. Todka 4.8). IIlpu3HaupTe Morar Jia BKIOUBAT
JMCHHEs, HeNPOAYKTHRHA KAILUTHIA 1 RIoIaBaHe Ha 06II0TO cheTosHHE (yMopa, oTc/iabBasHe Ha
Terno H debprmnrer). [IpH Noao3peHenye, 9e MAIMEHT € Pa3BHN HHTepcTHIMANHA GenoapobHa
fonecr, neyeHNETO Che CTaTHH TPAOBA 13 OBAE NPEYCTAHOBSHO.

axapen ouabem
Criopen HAKOHM JAHHH MOXKE Ja CE MPeATION0KH, Ye ICKAPCTBATA OT KJ1aca Ha CTAaTHHHTS MOBANIABAT
HHBOTO HAa KPbBHA 38Xap, XKaTo NPH HYKOH MAaLMCHTH, HI0KCHH Ha BUCOK PUCK OT Pa3BHTHEC HA
auMaber, MOXKe /1a NPETIH3BHKAT HUBO HA XHIEPTIIHKEMH, TIpH KOSTO € HeoOX0AKMO KITHHHYHO
npoTuBograbeTHO NeueHHe.

Boerapekn ToBa, pHCKBT € MPEBB3XMKAA OT MOHWKEHHETO HA CHJIOBHA PHCK NIpH yno'rpeﬁa HA CTaTHHH
H OpaJM TOBA He clielpa ja Gbe NPHYHHA 34 CITHPaHe Ha JICYSHHETO ¢bC CTaTHHH. 11p g m T
H3JIOKEHH Ha PHCK OT XHOepriaMkeMus (KpbBHa 3aXap Ha riamHo 5,6 no 6,9 mmol/L, AT
NOBHLIEHH TPUTTHMLEPHM, XHIIEPTOHHA), TpAOBA 18 Ce MPOCICAIBAT KITHHHIHHTE ¥
MOKAa3aTeH CBIrIACHO MECTHHTE pasnopeltn.




B wanursanero JUPITER e chobulena obuia wectora Ha 3axapeH auaber ot 2,8% npu npHeM Ha
po3yBacTUTHH H 2,3% npH npuem Ha mnanebo, npeIMMHO Npy NaUWEeHTH ¢ HHBa Ha KPbBHA 3aXap Ha
raaHo 5,6 1o 6,9 mmol/L.

IlegnaTpuaHa momynaimsa
OueHABAHETO HA JIMHEHHOTO H3pACTBaHE (BUCOYHHA), Terno, UTM (MHAeKkc Ha TenecHa Maca) H

BTOPHYHHTE TTOJIOBH GeJie3H Ha MOTOBOTO Ch3pABAHE MO cKajlaTa Ha Tanner Npk neaHaTpuyHHA
NAaLHEHTH Ha BB3pacT 6 10 17 ro/tiay npHeMaUly PO3YBacTaTHH € OTPaHHYCHO A0 ABYT'OAHUICH
neproa. Cien 2 ronHHH Ha TPETHPAHE N0 BPEME Ha MPOYYBAHETO, HE ce 3a0e13Ba HHKaKbB edeKT
BBPXY pacTexa, Ternoro, MTM wim nomoBoTo chapsisaHe (BX. TOYKA 5.1).

B xmMHHYHO MpoyvBaHe Ha Aela H OHOKIHM [IPUEMAIH PO3yBacTaTHH 3a 52 ceAMHLM, MOBHINABAHE HA
CK >10xULN u MycKyTHHTE CHMITTOMH CJIE] YIPaKHEHHE HITH IOBHIICHA (PH3MEeCKa AKTHBHOCT Ca
HaGmoaaBaHM MO-YECTO B CPABHEHNME ¢ HAOMOACHNA OT KIIMHHYHH MPOYYBAHHA MPH BE3PACTHH (BXK.
TO9Ka 4.8).

4.5 BsaumoaeiicTBHE C IPYIH JJeKApPCTBA H APYTH GOPME HA BIaRMOACHCTBHS
EdekT Ha eAHOBPEMEHHO MPUIOKEHH JICKA HH BBEPXY pOIYBACTATHH

Huxubumopu va mpavcnopmeprume npomeuny:. Po3yBacTaTHH ¢ CyOCTpaT Ha ONPEACICHH
TPAHCMIOPTEPHH POTEHHH, BKIHOUHTEHO HepHoApoSuma srTelik Tpancnioprep OATP1B1 n edmyxc
TpaHcnoprepa BCRP. EasOBpeMEHHOTO NPHAOKEHHE HAa PO3YBACTATHH C JICKAPCTBEHH NPOAYKTH,
KOHTO ca MHXHOHTOPH Ha TE3H TPAHCTIOPTEPHM IPOTCHHH, MOXE A8 JOBC/ES 10 MOBHINABAHE HA
NNa3sMeHATa KORUEHTPALMSA HA pO3yBACTATHH H TOBHIIEH PHCK OT MHONATHA (BX. To4kH 4.2, 4.4, 1 4.5
Ta6nuua 1).

Lfuxnocnopun: TIpH CHLITETCTBAILO NPHJIOKEHHE HA PO3YBACTATHH H LIHKIIOCTIOPHH, CPE/{HHTE
croiinocT Ha AUC Ha posyBactaTun ca Gunan cpeiHo 7 ITbTH MO-BHCOKH OT T€3H, HAOMOAaBaHH TP
3apaBy gobpososid (Bx. Tabnuna 1). PozyBacTaTiH € IPOTHBOIIOKA3aH NPH NAalHCHTH, KOHTO
ENHOBPEMEHHO MOTYYaBaT HKJIOCNOPHH (BK. Touka 4.3.). ChIFLTCTBAIIOTO NPHICKCHHE HE ©
NOBAMSANO MIIa3MEHHTE KOHLIEHTPAUHH Ha LIMKJIOCTOPHH,

IIpomea3snu urnxubumopu; BpIipexy ue TOUHAAT MEXAHH3BM Ha B3aMMOJEHCTBHE HE € H3BECTCH,
€AHOBPEMEHHOTO NPAJIOKEHHE ¢ NPOTeasHH MHXWOMTOPH MOXKE PA3KO A3 MOBHINH EKCIO3HIHATA Ha
posysacTaTHH (BK. Tabmiua 1). Hampamep, eqHOBpEMEHHOTO NpHaoXeHHe Ha 10 mg po3yBacTaTHH H
KOMGHHHpPAH NPOXYKT, CLCTOALL C& 0T JBa MpoTeasHy HHxHOuTOpa (300 mg aTazaHasup/100 mg
PHTOHABHP) 1O BpeME Ha eAHO GapMaKOKHHETHYHO NMpOYyYBAHE MPH 3apasy 100poBOJILH, C€ acoLMHpa
¢ MPUOHINTENHO TPHKPATHO H CeleMKpaTHO HapacTaHe, ChOTBETHO HA AUC # Ciax.
EanoBpeMEHHOTO NPHIOXKEHKE HA PO3YBACTATHH H HAKOH KOMOHHALMH OT MPOTEa3HH HHXHOHTOPH
MO2Ke /Ia C€ HMA NIPeABUJ CJIel BHUMATETHO NpeLeHABaHe Ha KOPEKIIHHTE Ha 1034aTa HA pO3yBaCTaTHH
Ha 6238 O4aKBAHOTO MOBHUICHHE Ha GKCTIO3HIIMATA HA PO3YBACTATHH (BXK. ToukH 4.2, 4.4, 1 4.5
Tabmuma 1).

Tem¢hubpo3zun u Opyzu aunudononuxcasawu cpeocmeq. CHITBTCTBAIIOTO NPHIIOKECHHE Ha
PO3yBacTaTHH ¥ reMpuOpPO3WI & ROBENO 1A ABYKPATHO NOBHINEHHE HA C mex ¥ AUC Ha po3yBacTaTHH
(BkK. TOUKA 4.4).

B13 ocHOBa Ha JaHHH OT HAapMAKOKHHETHYHHTE MPOYIBAHHA 38 CrielH(HIHU NeKapCTBEHH
B3aMMO/IEHCTBHS, He ce ouaKkBa BlaumozelicTBue ¢ peHopubpar, Ho e FH3IMOKHA NOABA HA
dhapmakoquHaMuaHH B3auMoaelicTeusn. TeMdubposun, heHopudpar u ocTaHATHTE MCIMKAMCHTH OT
rpynata Ha GuGpaTHTe M IMMHACNIOHIDKABALIMTE JO3H ( B J03H =1 g/AeH) Ha HHALMH (HHKOTHHOBA
KHCEJIHHA) NOBHINABAT PHCKA OT NOABA HA MHONATHA NPH KOMOHHHpaHe ¢ HHXHOUTOPH
METHI-TITyTAPHII-KOEH3MM A PeIYKTa3aTa, BEPOSTHO NOpaar (aKTa, 4e NOCACAHUTE
npeAM3BHKAT NOABATA HA TOBA YCIOXKHEHKE K IIpH MoHoTepamud, Jlosata or 40 m
NPOTHROIIOKA3aHA NPH CHITBTBAILO NiedeHHe ¢ HHOpaTH (BXK. Touku 4.3 1 4.4). Ilp
nedeHHETO TpAOBA Ja 3aN04YHeE ¢ 5 mg.




Ezemumu6; Ceoprersamara ynorpeba Ha 10 mg posysacratiH M 10 mg e3eTHMHO BOAH 10
nosumenue ot 1,2 meTH B AUC Ha po3yBacTaTHH NpE DauHeHTH ¢ xunepxoecreponemus (Tabmiua
1). Benpeku ToRa, He MOXe Ja ¢ H3KNIOUH (PapMakOAMHAMHYHO B3aHMOJCHCTBHE MEXKITY TAX, KOETO
A8 HMa KaTO pe3yJTaT HeXENaHH edexTH (BXK. TouKa 4.4)

Aumuayudu: EqHOBpEMEHHHAT NPHEM Ha pO3YBAaCTATHH M HA aHTHALHIHA CyCIICH3MA, ChAbpaKaina
ATYMHHHEB M MarHE3HEB XHWIPOKCHI, € I0BeN 0 HaMalleHHE Ha MJIa3MeHATa KOHLICHTPaLHA Ha
pO3yBacTaTHH ¢ okono 50%. To3u edext ¢ 6un oTcnabeH, KOTATO AHTHALMANTE €a IABAHH 2 Yaca cJiell
npHeMa Ha po3yBacTaTHH. KIIHHHUHOTO 3HaMeHHE HAa TOBA B3aMMOICHCTBHE HE € H3C/IEBaHO.

Epumpomuyun: CerbTCTBAINATA YIIOTpEOA HA PO3YBACTATHH U EPHTPOMHIIHH € JOBEI A0 HAMAJICHHE ¢
20% Ha AUC (o 1 ¢ 30% na Cpnux Ha posyBacTaTuH. B3auMoZIeHCTBHETO MOXKE Aa © NMPEAB3IBHKAHO OT
MOBHUICHHA MPEBCH MOTHIIMTET BCIICACTBHE HA MMPHEMAHETO HA SPHTPOMHILIHH.

Ensumu om cucmemama va yumoxpom P450; JaHHUTE OT UK 8UmMpo ¥ UK U0 NpOYIBAHWs NMOKA3BAT,

4 PO3YBACTATHH HE € HMTO MHXMOMTOp, HHTO MHAYKTop Ha mutoxpoM P450 wu3oeHsumwute. B
AOITLIHEHHE, po3yBacTaTHH € cnab cyGerpar Ha Tesn H30eH3MMH, [lopagu TOBa, JICKAPCTBEHH
PIAHMOACHCTBHS BCIEACTBHE HA METabONH3IEM, METHHpaH OT IMToxpoM P450 He ce ovaxsar. He ca

HabMoNaBaHH KIMHMYHO 3HAYMMH B3aUMOJEHCTBHA MEXIy PO3yBacTaTHH ¥ ryKoHa307 (HHXHOHTOP
Ha CYP2C9 u CYP3A4) wimi xerokoHason (HaxuGurop Ha CYP2A6 u CYP3A4).

Tukarpesop: Tukarpenop Mmoke aa noenuse 6x0pevHaTa eKCKpellMa Ha po3yBacTaTHH, yBeTHYaBalku
PHCKAa OT KyMYJIHPaHE HA pO3YBacCTATHH. BBIIPEKH 4e TOUYHHAT MEXAHW3BM HE ¢ H3BECTCH, B HIKOH
CIIy4ad €THOBPEMEHHOTO NPHACKEHNE Ha THKArPESIop M pO3yBacTaTHH BOAH IO HAMANABaHE Ha
Ob6pevHaTa pyHkuma, nopuieHo HUBO HA CPK H pabnomuonH3a.

B3auMoeiicTBHSA, KOHTO H3IHCKBAT KOPEKIESA Ha J038T4 HA PO3YBACTATAH (BXK. ChINO
Tabanna 1): Korato e HeobxoauMo za ce mpunara po3yBacTaTHH €JHOBPEMEHHO ¢ ApyTH
NEKAPCTBEHH NMPOAYKTH, 32 KOHTO € H3BECTHO, 4e NOBHUIABAT €KCIIO3HIMATA HA PO3YBACTATHH, JIO3HTE
Ha PO3yBacCTaTHH TPAOBA Ja ce KOpHrupar. Ha npeAnHCcBalMTe JeKapH ¢€ NpenopbhuBa J1a B3emar
NpeABHA CHOTBETHATA JIEKAPCTBEH HHGOPMAIMA, KOraTo OOMHCIST NpHIaraHe Ha TAaKHBA IIPOAYKTH
eZAHOBPEMEHHO ChC 3apaHTa. 3ano4sa ¢€ ¢ A03a OT S mg po3yBacTaTHH BEIHbXK JHEBHO, aKO
049aKBaHOTO NoBHIICHHE Ha excnosrumAaTa (AUC) e npubmsutenso ABYKpaTHO WIH T10-roAMO.
MaxkcHManHaTa JHEBHA 038 Ha PO3YBACTATHH TpAOBa Aa ¢€ KOPHUrHpa Taka, de 04akBaHata

~ eKCIIO3MLMA Ha PO3YBACTATHH HAMA BepOSTHOCT A3 HaJABHIIK Ta3d Ha 40 mg AHeBHa /1034
pO3yBacTaTHH, NpueT 6e3 B3anMoAeHCTBAIIM JEKAPCTBEHH NPOAYKTH, HANp. A03a oT 20 mg
po3syBacrarHH ¢ rempuGpoann (1,9 meTH noBHIIEHHE) H 1038 OT 10 mg po3yBacTaTHH ¢ KOMOMHaLA
aTasaHaBHp/pHTOHABHD (3,1 ITHTH NOBHILIEHHUE).

AKo ce Habmo/aBa, He JIeKapcTBeH NpoAyKT nopumasa AUC Ha po3yBacTATHH NIO-MAJIKO OT 2 MBTH,
HAYATHATA /1034 He TpAOBa Ja ce HaMaIaBa, HO TpA0Ba Ja ce MoAX0KIa ¢ BHUMAHHE, KO 103aTa Ha
Japanta ce mopuiuH Haja 20 mg.

Tabnuna 1. EdexT Ha eanoBpEeMEeHHO NPRIATAH JEKapPCTBEH NPOAYKT BbPXY €KCHOIHIHATA HA
posysactaTHH (AUC; B mu3xoAsm pea) oT NyGEKYBaHH KIHHHYHH NPOYIBRHAN

Hosrmapase 1a AUC na po3yBacTaTHH 2 WhTH HJIH N0BeY€ OT 2 UbTH

J030B peXHM HA Jl030B pexkAM Ha IIpomana B AUC* HA
B3ABMOACHCTBAMOTO JEKAPCTBO PO3YBACTATHH pO3YBacTATHH
CodocOypup/BennaTacBHp/BOKCHIIAIIpE 10 mg, equHAYHA 1034

BAp (400 mg-100 mg-100 mg) +

Bokcunanpesup (100 mg) seanbx

AHEBHO 3a 15 nHE

[Tuxnocniopan 75 mg BID nio 200 mg 10 mg OD, 10 aau

BID, 6 Mecena




Haponytamuzn 600 mg BID, § muu 5 mg, enTHHHYHA 1033 5,2 meTH T

Peropadenut 160 mg, OD, 5 mg, eIMHMYHA 1032 3.8 meTH |

14 aun |

ATtazaHaBup 30Q mg/puroHasHp 100 mg 10 mg, equHEYHA A03a 3,1 mea T
| OD, 8 nun

Benmmaraceup 100 mg OD 10 mg, eanHudHa 1032 2,7 weTH |

OmbuTacsup 25 mg/napHTanpesAp 5 mg, eAHHAYHA 1032 2,6 muTH §

150 mg/pwronasup 100 mg OD/

nazabysup 400 mg BID, 14 ouu

Tepudynomua He ¢ Hanu4Ha 2,5 me1H |

I'pazonpesup 200 mg/enbaceup 50 mg 10 mg, empHugHA 7038 2,3 me1H |

OD, 11 aum

I'nexanpesup 400 mg/mubpenracsup 5 mg OD, 2,2 meTi 1

120 mg OD, 7 numn 7 OHH

Jonunasup 400 mg/puronaeup 100 mg 20mg OD, 7 nnu 2,1 mea T

BID, 17qun

KanmaTunaut 400 mg BID 10 mg, eAMHHYHA 1032 2,1 meTH T

Knomuporpen 300 mg HaToBapBama 20 mg, equHUYHA 7038 2 metH T

Jo3a, mocAaeasaHa ot 75 mg Ha 24 Jaca

®ocramaTHHHO 100 mg aBa MeTH 20 mg, equHN9HA 1038 2,0 v T

AHEBHO

debykcoctar 120 mg OD 10 mg, eamHMYHA 1032 1,9 meTH [

I'empubposun 600 mg BID, 7 nuu 80 mg, enuHHYHA 1034 1,9mema T

Hossmarane aa AUC Ha po3yBacTaTHH N0-MAJIKO OT 2 UBTH

J030B pexEM Ha Jl030B pexkHM HA Hpomsuna 8 AUC ma

B3AHMO/ICECTBANIOTO JIEKAPCTRO PO3YBACTATHH pO3YBaCTATHH

Esrpom6Gonar 75 mg OD, 5 auw 10 mg, eAMHHYHA 1033 1,6 moTH T

Hapynasup 600 mg/puronasup 100 mg 10 mg OD, 7 aun 1,5 mete T

BID, 7 auu

Tunpanasup 500 mg/puronasup 200 mg 10 mg, exHUIHA 1032 1,4 moru T

BID, 11 aum

Hpouenapoun 400 mg BID He e Hamu4gHa

Hrpakonason 200 mg OD, 5 aun 10 mg, enHHHYHA 0038

Eszerumub 10 mg OD, 14 auu 10 mg, OD, 14 aun

Honnmxarane HA AUC BHa po3yBacTaATRH

Jlo30B peXxEM HA H030B pexaM HA

B3aWMO/IeHCTBAIIOTO JEKAPCTBO pO3YBACTATHH




Epurpomimmn 500 mg QID, 7 nau 80 mg, eqMHUHA 1032 20% 4

banxama 50 mg TID, 14 aun 20 mg, epMHNYHA 1034 47% |

Hama xnannaeo 3saa9aM edekt Bbpxy AUC choTHOMIEHHETO HA PO3YBACTATHH

J030B pexxuM Ha J 0308 pexHM HA IIpomsana B AUC‘na
BIAHMOACHCTBAMOTO AEKAPCTBO PO3YBACTATHH PO3YBACTATHH
dosamnpenasup 700 mgfpmonaﬁnp 10 mg, exHOKpaTHA 4038 ©

100 mg BID, 8 nxu

Anermurasap 0,3 mg, 7 auu 40 mg, 7 auu “>
CHmHMapHH l4d mg TID, 5 nru 10 mg, eaHOKpaTHA 1034 ©
®enodudpar 67 mg TID, 7 anu 10 mg, 7 nun -
Pudammun 450 mg OD, 7 aun 20 mg, eAHOKpAaTHA 1034 <«
Keroxonason 200 mg BID, 7 quwm 80 mg, exHOKpaTHA 1034 ©
@nyxonazon 200 mg OD, 11 auu 80 mg, eaHOKpaTHa 1034 <

* [TaHHUTE, NOCOYCHH KATO X~ITETH MPOMAHA [PE/CTABAT MPOCTO CHOTHOMEHHE MEXKY SAHOBPEMEHHO
NPHIOKEHHE H IIPHIOKEHHE Ha PO3YBACTATHH CAMOCTOSATENHO. [[aHHHTE, MOCOYEHH KaTo %
NpeACTABAT NPOLIEHTA Pa3IHKa OTHECEH HA CAMOCTOSTENHOTO MPWIOKEHHS Ha PO3YBaCTATHH.

ToBuimaBaneTo ¢ npeacTaseHo kato “T”, Ges npoMsHa KATO “65”, MOHIDKEHNETO KaTo “v”.

""HAKOJKO MPOYYBAHHS 33 B3AUMOJEHCTBHE Ca MPOBEACHH ¢ PaIMIHH JO3HPOBKH PO3YBacTaTHH,

TabnuiaTa NpeAcTaBd Hal-3HAYHMOTO CHOTHOLICHHE.

OD = Beauwx aHesHo; BID = asa muti auesHo; TID = Tpu mbTH AHeBHO; QID = YeTHpH ITHTH

JAHEBHO

AUC = uion noj KpHBaTa

CKT Ha po3 THH Bb OBPEMCHHO ITDHCM JICKa CHH I1

Anmazonucmu na eumamun K: TlonoGno Ha apyrn maxuburopu Ha HMG-CoA penykrasara,
3aMOYBaHETO Ha JICHEHHUE C PO3YBAaCTATHH HIH THTPHPAHETO Ha J103aTa MY TIPH NAIHCHTH, NPpHEMAallH
aHTArOHWCTH Ha BuTaMuH K (Hanp. BapdapuH WM ApyrH KyMapHHOBH aHTHKOAry/1aHTH), MOXKE 1a
JoBele Ao nopulieHHe Ha International Normalised Ratio (INR). IIpexkncpaHeTo Ha JICHCHHETO WIH
HAMAJIABAHE Ha 034T4 Ha PO3YBACTATHH Moxke Aa Aopeae ano HamaneHue Ha INR. Ilpu noaobun
CUTYalHH CE Npernopb4ysa MOHHTOpHpaHe Ha INR.

ITepopannu xonmpayenmueu/xopmoro-samecmeauya mepanus (X37); ERHOBPEMEHHHSAT IIPHEM Ha
PO3YBACTATHH H NEPOpaIHM KOHTPALENITHBH € J0BeN A0 nopamasade Ha AUC Ha eTHHHIECTPaxHO H
HOPrecTpeN, ChOTBETHO ¢ 26% H 34%. Te3H NOBHINSHH IUIa3MEHH KOHLIEHTpALMH TpA0Ba Ja ce
B3EMAT NOZ] RHHMAHHE, KOT4TO CE OMPE/IEIA JO3HPOBKATA HA NEPOPATTHHTE KOHTpalenTHBH, Hama
(haApMAKOKHHETHYHH JaHHH 32 [IALIMEHTH, KOHTO MpHeMaT eqHOBpeMenHo posysactaTrH 4 X3T. E1o
32100, B3aUMOJICHCTBHETO OMHCHAO MOo-Trope He TpAOBa Aa 6b/e HIKIHOUEHO KATO BEPOATHOCT.
Bynpexu ToBa, TazH koMOHHAIHA € OHTa HIMPOKO IIPAJIAraHa OT KCHH B KIIMHHYHH H3ITHTBAHHA M €
6yna TonepupaHa nobpe.

Hpyeu nexapcmeenu npodyxmu
Huzoxcun: Bp3 0OCHOBa Ha JJAHHWTE OT CICUH(PUYHH NIPOYYBAHHA 38 H3C/ICABAHE HA JlelcapcheHH

B3aAWMOACHCTBHA, HE C€ OYAKBA KIIMHAYHO 3HAYHMO B3aNMOACHCTBHE ¢ THIOKCHH.

¢e MOBHIIH NPH €IHOBPEMEHHO CHCTEMHO NMpUIaraHe Ha Gy3naosa KHCEITHHA H CRATHIHL
MexaHusMET Ha ToBa B3auMoaelicTBHe (HE3aBHCHMO JIaJIH € OT hapMaKoIHHAM ﬁﬁqri



(hapMaKoKHHETHYCH THIT WIH OT ABATa THIIA) 3acera e Herm3pecTeH. MMa cpobuienns 3a pabaoMHoH3a
(BIUTIOYHMTENHO HAKOH CiTydau ¢ daraned kpaif) opy NAUNEHTH, NOTYJaBallly Ta3H KoMOHHALHA.

AKoO e HeoOXomHMO NedeHNe ¢ Gy3HA0oBa KHCEIMHA, JICYEHHETO ¢ po3yBacTaTuH TpAbBa Na Obiie
CHIPAHO 34 IE/IHA NEePHO Ha TepanmisTa ¢ y3HI0Ba KHCE/IHHA. BrkTe ¢bio H ToYKR 4.4,

IleguaTpH4Ha notyJjanus
ITpoy4yBaHus 3a B3aUMOACHCTBHA CA MPOBEXAAHH CAMO TPH BBE3IPACTHH. CreneHnTa Ha

B3aHMOJCHCTBHATA B IEIHATPHYHATA NOMYJIalUs He ¢ H3BECTHA.

4.6 @eprHnnATeT, (PEMEHNOCT H KbPMEHE

POSYBBST&THH ¢ NMPOTHBOINOKa3aH MO BpEME HA 6PBM¢HHOCT H KBbPMCHC.

JKeHH ¢ NeTepoaeH NOTEHIMAT
/KeHu B AeTepoaHa BB3pacT TpaOBa Aa MPWIATAT NOAXOAANIH KOHTPALICITHBHH MEPKH.

bpeMeHHOCT
XonecTepoTeT ¥ APYTH MPOAYKTH Ha GHOCHHTE3ATa Ha XONECTEPOJI Ca BAKHH 338 PA3BUTHETO Ha

woga. Eto 3amo noremmananar puck ot maxuGHpane Ha HMG-CoA penykrasaTa € no-rojiiM B
CPABHEHHE C NON3aTa OT ICUSHHETO 10 BpeMe Ha OpeMeHHOCT, AKO MalHenTKa 3abpeMeHee 110 BpeMe
Ha JIe9EHHE C TOBA JICKAPCTBO, NPHEMET TpaOBa 18 6bae He3abaBHO MPEyCTAHOBEH.

Kbppmene
Po3syBacTaTHH ¢ OTAENA B MIIAKOTO Ha ITbXope. HaMa ycTaHOBEHY JaHHH 34 OTAC/IAHE B MIIAKOTO

mpH Xopata (Bx.Touka 4.3).

DepTUINTET

HMacneapaHuaTa BBPXY XKHBOTHH OCHTYPABAT OIPAHAYCHM AaHHH 38 PEMPOAYKTHBHA TOKCHYHOCT (BAK.
To9Ka 5.3).

4.7 Edexr Bbpxy cnocobnocrra 3a modupane n pabora ¢ MalBEA

He ca nmposexxaaHH Npoy4YBaHHA 33 YCTAHOBABAHE Ha BIIHAHHETO HA PO3YRACTATHH BEPXY
cnoco0HOCTTa 38 WodHpaHe u paGora ¢ MamMHKH. B3 ocHOBa Ha (papMakOAMHAMHYHHTE CBOHCTBA, HE
ce 0MaKBa PO3yBacTaTHH Jia NOBIIAAe HeGNaronmpHATHO Te3H cnocoGHoCTH, [Tpenu modupane nny
pa6oTa ¢ MamuHK TPAGBA 1a ce UMa MpeBH, Y€ N0 BpeMe Ha JIedeHHeTO Moxke Jia c¢ HabmozaBa
CBETOBBPTEXK.

4.8 Hexenand JeKapcTREeEH PeaKIHA

HexenaHuTe NeKapCTBEHH peakLMH, HabaroAaBaHH 1pH ynoTpebara Ha po3yBacTaTHH Ca JICKH K
npexoaHH. I1pH KoHTpOIMpanl KIMHAMHA H3MHTBaHMA 110X 4% OT NailHEHTHTE, JICKYBAHH C
PO3YBACTATHH Ca NMPEKbCHANM JICYCHHETO NMOpanH HexXeJIAaHH PEAKLHH.

TabnyueH CIHCHK Ha HEXENAHWUTE PEaKLIHH
BasupaHa Ha JaHHU OT KTHHHYHH NIPOYMBAHNUA H OOIIHPEH NOCTMAaPKETHHIOB OIHT, ClICAHATa

TabinLa npeacTasa NPpoGHILT Ha pO3YBACTATHH MO OTHOLIEHHE Ha HEXKE/IAHH IEKAPCTBCHH PEAKLIMA.
Hexenanure peaxiin, H36poeHH Mo-A0JTy ¢a KIacU(PHIMPAHH IO Y€CTOTa H CHCTEMO-OPraHeH Kiac

(COK).

YecToTaTa Ha HEKeIaHHTE peaKkLi ce K1acH(HIMpa ChIIACHO ClieAHaTa KoHBeHIMA: Yectn (=1/100
a0 <1/10); Heuecty (>1/1000 no <1/100), Penxu (=1/10 000 xo <1/1000); Muoro pea 00);

TaGnrna 2. HexeNlaHu JeKAPCTBERE peaknHn 0a3HpaEH HA NAHHH OT KJIH
NOCTMAPKETHHIOB ONHT



noaooen

Cucremo-opranen | Yecrn HeuecTn Peaxu Mpnoro C
KAac peAKH HeH3BECTHA
9¢CTOTA
Hapywenus na Tpomborwgrro-
Kpo8mMa i sumMgHama NCHHA
cucmema_
Hapywenus na Peaxum Ha
UMYHRHAaMQa cucmema CBPBHXYYB-~
CTBHUTETHOCT
BKJIIOYHTEITHO
aHTHOeaeM
Hapywenun na 3axapeH
eHOOKpURKAMA nmaber!
CUCTREMA
Hcuxuynu Henpecus
HAPYWEHUR
Hapywenus na 'naBofonue Ilonunespo- |Ilepudepra
Heperama cucmema | 3amailiBaHe MATHA HEeBpONAaTHA
3aryba Ha Hapyinenus
naMer Ha ChHA
(BKMIOUMTEN
HO HHCOMHHA
W KOLIMapH)
MuacrenHa
rpasuc
Hapywenun na OuHa
ouume MHACTCHHSA
Pecnupamopnu, Kauvrmina
2DBOHU U HucnHes
MeOUACMuUHAnHU
| HOPYUCHUR
Cmomauno-upesnu | 3anexk INankpearur Hunapus
HRADYUCHUR Ianene
AbaomuHan-
Ha Oonka
Xenamobunuapru [loBuirenn Krarennua
Hapyuienun qepHOAPOOHH | XemaTHT
TpaHCaMHHa-
3H
Hapywenun na [Ipypuryc CuHapoM Ha
KOJCAMA U OG6pus Stevens-
ROOKONCHAMA MbKAN Vprakapus Johnson
JlexapcTBeHna
PeaKiuA ¢
€03HHOQHITHS
H CHCTEMHH
CHMITTOMH
(DRESS)
Hapywenua na Muanrus Muonatus Aptpanrus | Hapymenus
MYCKYAHO- (BKmMIOYHTEN-
ckenemuama HO MHO3MT)
cucmema u PaGaoMuonu-
CcbeourumenHama 38
muKaH PaskncBane
Ha MYCKYJIUTe
Jlymyco-




CHHAPOM HCKPOTH3Hpa-
u[a MHONATHA

Hapywenus na XemaTypHa
6vbpeyume u
NUKOYHUME NomMua
Hapywienus na ['mHexoMac-
penpooyxmueHama THS
cucmema y 2xpoama
Obwgu napyuienus u | ACTeHHA Emem
eghexmu Ha MRCMOMO
HA NPUACHCER UL
! YecToTara me 3aBHCH OT HANTHMHETO HIIH OTCHCTBHETO HA PHCKOBH daxTopH (IMI0K032 Ha rIajHo > 5,6
mmol/l, H-TM >30 kg/m?, noeuienH cTolfHOCTH Ha TPUIIHLCPHIKTE, BHAMHE3a 32 XHIIEDTOHHA).

Kakro npu apyru uaxuburopn Ha HMG-CoA peaykrasara, 4eCTOTATa HA HEOXETTAHHTE JICKAPCTBEHH
peaKLMH 3aBHCH OT 1038Ta Ha JIEKApPCTBOTO.

Ecpexmu evpxy 6vbpeyume. IIpH NalMeHTH, ISKYBaHH ¢ PO3YBacTaTUH € Ha0/molaBaHa pOTeHHY i,
YCTAHOBEHA NPH H3C/ACABAHE C TeCT-IEHTHYKH H KOATO € C NPeAHMHO TyOyJIeH MPOH3XOA,

B onpeenesn MOMEHTH OT JICHEHHETO rpH <1% ot nauMeHTHTe, npueMam 10 1 20 mg u npu
npubnusnTeaHo 3% OT NallMeHTHTE, TekyBaHH ¢ 40 mg ca HabmoaBaHH MPOMEHH B KOJIHYECTBOTO
NPOTEHH B YPHHATA ([TOMYKONHYECTBERO ONPEIeNIHE) OT OTPHLATeJIeH Pe3yJITaT HIH ClieqH 1o ++.
He3Ha4uHTeHO OTIJIOHSHHE B TOCOKS OT OTPHLIATENEH Pe3y)ITaT WM CIeH KM + € HabnoaaBaHo
npH 7034 0T 20 mg. B nopeueTo cyvaH MPOTEHHYPHATA HAMAJIABA WIH H34¢3Ba CIOHTAHHO B NIpOLiEca
Ha JieqeHneTo, OT nperneaa Ha JaHHUTE NpH KIMHHIHHTE K3NUTBAHKA H NOCTMAPKETHHIOBHTE
MpOYYBAHHA J0 Cera He € HICHTHHINPAaHA NPHIUHHO-CIIE/ICTECHA BPh3Ka MEXKIY IPOTCHHYPHATA H
OCTPO HWIH NporpecHBHO 6B0pedHo 3aGonanane.

ITpu naupenTy, NeKyBaHH ¢ po3yBacTaTHH € HabmonaBaHa XeMaTypHs, HO JAHHHTE OT KNHHHIHHTC
WU3NIMTBAHUA COYAT, M€ 4eCTOTa H € HHCKA.

Egexmu evpxy cxeaemnama myckyramypa: Bp3neAcTsHA BbPXY CKENCTHATAE MYCKYAaTypa, KaTo
MHAJITHA, MHONATHA (BKJ1.MHO3HT) H pAZKO, paGaoMHOAN3a, Ca choOLIaBaHy IPH MALHCHTH, JICKYBaHH
C pO3YBACTATHH, 38 BCHIKH I03H, ¥ ocolbeHo ¢ no3u >20 mg.

Yeennuenne Ha HHBoTO Ha CK BCNeACTBHE Ha yBeNIUYMEHHE Ha 1o3aTa € Hal/ioAaBaHO IIPH MATBK
Opoii naipeHTH, NpueMainy PO3yBaCTATHH; TNIOBEYETO OT CIAYHaHTe Ca JICKH, ACHMIITOMATHIHH H
npexoasH. Ako HuBoto Ha CK ce moBHInH (>5 IbTH Hajl ropHaTa pedhepeHTHa IPAHHLIA), JIEHEHHETO
TpabBa BpeMeHHO Aa Obae npeycraHoBeHO (BX. Touka 4.4)

Egpexmu evpxy wepnua 0pob: Kaxro npu apyrn uaxuburopn Ha HMG-CoA penykra3aTa, yBeJHCHHE
HA TPAHCAMMHA3HTE, CBBEPIAHO ¢ AO3HPOBKATA, ¢ HabmoiagaHo NpH MabK Opo#l malMenTs,
MPHEMAIIH PO3YBACTATHH; MOBEYETO OT CJIydaHTe Ca JACKH, ACHMITTOMATHYHH H MPEXOAHH.

CneJHUTE HEXKENAHN PEAKLMH ca JOKIAABAHH NPH HAKOH CTAaTHHH:

- Cekcyanna JHCQYHKLA
. Wzonupanu ciydad Ha uHTEpCTHIMAnHA GenonpoGHa Gonect, oco0eHO MpH MPOXBIDKHTEIHA

TepanHd (BX. Tovuka 4.4).

a 1o
IMopumapane Ha kpeaTnHkHHa3aTa> | 0XULN ¥ MyCKy/IHH CHMITTOME CJIE/L YTIPasKHCH
bH3M9EeCKa aKTHBHOCT ¢a HaGMmoJaBaHH Mo-4eCTo B €4HO 32-CeAMHYHO KIMHWIHO TPO)




M IOHOIUY B CPABHCHHE ¢ BB3PACTHHTE (BX. ToUKa 4.4). B npyr acnext, npodmibt Ha 6€30MacHOCT Ha
PO3YBACTATHH € CXOMEH NPH JELA U IOHOIIH B CPaBHEHHE ¢ BH3PACTHHTE.

Cro0laBaHe Ha NOI03UPAHH HEXEIAHH PEAKUIHNA
CrobiraBaHeTo Ha MOAO3INPAHH HEKETAHH PeaKLIHH Cliefl paspemaBaHe 3a ynorpeba Ha JIEKapCTBEHHA

IPOAYKT € BAXHO. TOBA NO3BOJABA Ja MPOXBL/DKH HAGMOASHHETO HA CHOTHOLICHHETO NOJI34/PHCK 38
NeKapCTBEHHA NpoayKT. OT MEAMLIMHCKHTE CNICLHATHCTH Ce€ H3HCKBa 1a ChoOmaBaT BCAKa
MOAO3HPAHA HEXEJIAHA peakima ype3 M3ambIHKTEHA areHIIMs 1o nexapceTsata yiaI. ,,Jlaman I'pyes” Ne
8, 1303 Codus, Ten.: +35 928903417, yeOcaiiT: www.bda.bg.

4.9 Ilpeno3mpane

Hsama cneupapudHO Nedenne B Clyqaii Ha npexosupane. [Ipu npefosnpaxe MaienTsT TpA0Ba fa ce
JICKYBa CHMIITTOMATHYHO H [ C€ 3aMOMHAT MOAXBPAKAINH MEPKH criopell Hyxkaara. YepHoapoOHaTa
dyuxipms 1 nuBata Ha CK Tpabea fa ce cnensr. Manko e BeposSTHO XeMoaHamiara fa 6s/e ot noisa.

5., ®APMAKOJOIAYHH CBOMUCTBA
3.1 @apMaxkoaRHIMEYEE CBOKCTBA

dapmakoTepanesTHIHa rpyna: waxuburopu 1a HMG-CoA penykrasara, ATC kon: C10AAQ7

MexaHHInM Ha JICHCTBHE
PozyBacraTHH e ceneKTHBeH H kKOHKYpeHTeH uuxuburop Ha HMG-CoA penykrasara, CKOpoCT-

OTPaHMYABAIMAT €H3HM, KOHTO NpeBpsina 3-XHAPOKCH-3-METHATTYTapH/ KOCH3HM A B MEBAJIOHAT,
MpeKypcop Ha xonectepona. OCHOBHOTO MACTO Ha ASHCTBHE Ha PO3YBacTaTHHA € iepHHA Apod,
PHLEAHHUAT OPraH 3a HAMAIABaAHE HHBOTO Ha XOJECTEpol.

PosysacTaTiH yBes4asa Opos Ha vepHogpoOuuTe LDL penentopH BupXy KneTbIHaTa NOBLPXHOCT,
KATO 3ACHIIBA 3AIaBAHETO H kaTabonusma Ha LDL u uuxuGuipa uepHoapobHaTa cunrtesa Ha VLDL,
KaTo T10 TO3H HauuH HaMansea obuua 6poit Ha VLDL u LDL vacTHI.

DapMaKOTHHAMHYHY eDeKTH
PosyBacTaTuH Hamalissa nosumenus xonecrepost B LDL (LDL-C), o6mma xonecrepon (TC) n

tpurannepuante (TG) 1 nopumasa xonecrepona 3 HDL (HDL-C). Toif ceino noHmkasa ApoB,
xonecrepon u3ssH HDL, xonecrepona 8 VLDL, Tpurnemepuaure 858 VLDL 1 ypennaasa ApoA-I
(Brokce Tabnuua 3). PosyeactaTiH noHIbKaBa M CHOTHOMEHHETO Xoectepon B LDL/ xonecrepon B
HDL, o6m xonectepon / xonecrepon B HDL 1 xonecrepon u3sbH HDL (non HDL-C)/ xonectepon B
HDL un ApoB/ApoA-L.

OTtroBop Ha Z03aTa NPH NAMEHTH ¢ MLPBHYHA Xunepxonecreponemua (T Ila # I1b) (kopurupan
CpeZieH NPOLIEHT Ha NPOMSHA CNIPAMO H3XOJHOTO HHBO):

Ta6anna 3. OTroeop Ha A03aTa NPH BANHERTH ¢ TLPBHYHA XKNepxoaecTepoiemus (Ton [la B
TIb) (xopBrupan cpelen UPOLREHT HA HPOMSHA HA HIXOAHOTO HHBO)

Mosa | N |LDL-C | O6m-C | HDL-C | TG | meHDL-C | ApoB | ApoA-I

IInayebo | 13 -7 -5 3 -3 -7 -3 0
S mg 17 -45 -33 13 -35 -44 -38 4
10 mg 17 -52 -36 14 -10 48 -42 4
20 mg 17 -35 -40 8 -23 31 -46
40 mg 18 -63 -46 10 -28 -60 _'54

TepaneeTuHHAT edexT ce 2abeia3pa B paMKHTE Ha | CeIMHILIA OT HAYAJIOTO Ha JIe4e
MAKCHMAITHHA OTTOBOP Ce [OCTHra A0 2 ceaAMHLIH, MaKCHMATHHAT OTTOBOP OOMKHOBE
KBM 4-Ta CeIMHLIA U Ce NORTBKA ClIe TOBA.




Ha eDHKACHOCT K 0e30macHOCT

PosyBacTaThH € edeKTHBEH NPH BB3PACTHH JIHIA CTPANALIM OT XHIIEPXOMESCTEPOIEMHA ChC WK Oe3
XHIIEPTPHTITHLIEPHAESMHAS HE38BHCHMO OT PacoBa NMPUHAMIEKHOCT, MOJ HIH BB3PacT H MpH CHCLIMAIHH
rpYMHM KATO AHAGETHLNM MITH MaLMeHTH ¢ GaMHIIHA XUTIEPXOTIECTEPOIEMHA.

O600mennTe naHHM OT KIMHUIHHTE MpoyyeaHnd oT (a3a Il nmokassar, ue po3yBacTaTHH €
e(eKTHBEH NpH JieYeHHe Ha royiiMa J9acT oT naupeHTtH ¢ THI Ha u [Tb xunepxonecreponemus (cpeaHa
H3XoaHa croiHOCT Ha xonectepon B VLDL okono 4,8 mmol/L) cnopen onpeaeneHnTe oT
Esponefickara O6mHocT no ATepocknaeposa npruennn ctoifHocTn (EAS; 1998); okono 80% ot
nauMeHTHTe Ha 10 mg ca AOCTHIHANH JXKeNaHUTe CTOMHOCTH Ha xopectepon B VLDL (<3 mmol/L)
cnopea EAS.

B eano Mama6HO npoydsaHe ¢ HOpCHpaHO THTPHpaHe Ha Ao3aTa 435 naumenTH ¢ haMH/IHA
XETEPOIHIOTHA XHIIEPXOJIeCTEpoieMKA ca JjeKyBaHH ¢ 20 mg no 80 mg. BeHukH A03UPOBKH NOKA3BaT
NOJIOMKHTENICH ePEKT BHPXY JMITHAHATE MIOKA3aTe/IH H JOCTHraHe A0 MPHIEHHTE LS/IH Ha JICYCHHETO,
Cnex nocturaHe Ha AHesHa 11038 ot 40 mg (12 ceamuano aeveHue), xopecrepon B LDL Hamanssa ¢
33%. Tpunecer H Tpu npoueHTa (33%) OT NALMEHTHTE JOCTHTAT NMPENOPBYBAHUTE B PEKOBOACTBATA
Ha EAS croiiHocTH Ha xopectepon B LDL (<3 mmol/L).

B eano oTBOpeHO NpoyuBane ¢ GOPCHPaHO THTpHpaHe Ha 03aTa MpH 42 nalyeHTa (BKnoYBamo 8
NEeAHATPHYHH NALMEHTH) ¢ XOMO3HIOTHA GaMIUTHA XUIIEPXOJIECTEPOICMHA Ca OTHETCHH Pe3yJITaTHTE
oT mpHeMaKe Ha 20 - 40 mg posyBacTaTuH. KaTo Lsno B rpynara cpeaHOTO MOHHKCHHE Ha
xonecrepon B LDL e 22%.

[IpH KIIHHHYHH H3MMTBAHKMA ¢ orpaHr4eH Gpoill maluMeHTH po3yBaCcTaTHH NOKA3Ba aINTHBHA

e HKACHOCT NPH HaMaJIABaHe Ha TPUTIMLIEPUAMTE, KOTaTo € NpHeMaH B KoMOuHawms ¢ geHodpuOpat H
YBeJIHIEHHE HA HUBOTO Ha xosecrepon B HDL B komOuHalMa ¢ HAaLMH (BX. TOYKA 4.4).

B enno MHOTOLEHTPOBO, ABOHHOCIANO, WaLe6o-koHTpomupaHo npoyusane (METEOR), 984
MALMEHTa MEXKIY 45 U 70 roAMHH ¢ HHCHK PHCK 38 HCXeMHYHA Gonect Ha ChpueTo (AedHHHPAHO KaTo
Framingham puck <10% 3a 10 roauss), cbe cpeaen xonecrepon 8 LDL 4,0 mmol/L (154,5 mg/dL),
HO Ch¢ CYOKIMHMYHA aTePOCKIIePO3a YCTAHOBEHA Ypes H3MepBaHe ficOeTHHATA Ha KapOTHAHATA
unTHMa Means (Carotid Intima Media Thickness) 6axa paHnoMusupasy Ha 40 mg po3yBacTaTHH
BEAHEK JHEBHO HITH rutaneso 3a 2 roquey. Po3yBacTaTHH 3HAYHTEIHO 3a0aBH NPOTPeCHATa A0
MaxcHMauHaTa CTORHOCT Ha CIMT Ha BcHuks 12 MecTa Ha KApOTHIHHTE apTepH# B CPABHCHHE C
ruane6o -0,0145 mm/romana [95% nosepurenen uarepean -0,0196, -0,0093; p<0,0001]. IlpomsnaTa
COPAMO M3XOIHHTE CTOHHOCTH 38 PynaTa Ha posysacTaTHH € -0,0014 mm/romina (-0,12%/roanna
[HecurandHKaHTHO]) B cpaBHeHHE ¢ rpynara Ha nnanebo ¢ nporpecus oT +0,0131 mm/romnnxa
(1,12%/ronmna [p<0,0001]). He e nemoHcTpHpaHa IHPEKTHA B3AHMOBPB3Ka MEKIY NOHWKCHHETO Ha
CIMT ¥ MOHHMKEHHA PHCK OT ChPACYHOCHAOBH CuOHTHA. [TomynauunsTa B npoyusadero METEOR ec
HHCBK PHCK OT HCXeMiHa O0JiecT Ha ChPUETO H HE € NMPEACTABHTEIHA 3a TapreTHaTa rnoynalya Ha
posyBactatuH 40 mg. Jlo3a ot 40 mg Tpabsa za ce NpeAMHCBAT CAMO TNIPH NAUMEHTH ¢ TEXKa
XHIIEPXONIECTEPONIEMHA C BUCOK ChPIIETHOCHA0B PHCK (BXK. TOUKA 4.2).

ITpoyusane JUPITER (Justification for the Use of Statins in Primary Prevention: An Intervention Trial
Evaluating Rosuvastatin) m3cnensa edexra Ha po3yBacCTaTHH BBPXY MOABATa HA FONCMH
aTEPOCKIIEPOTHYHH CHPACYHO-CHAOBH csOuTHA npH 17 802 MExe (=50 roauHH) H XKeHH

(=60 rogunm).

Y4aCTHHLHTE B TIPOYYBaHETO Ca PAHAOMHE3HpaHH Ha runaue6o (n=8901) uwm posysactariH 20 mg
Be/IHbAK AHEBHO (n=8901) 1 ca mpocNieieHN 3a CPelieH NePHOA OT 2 FORHMHH.

Konuenrpauuure Ha LDL-xonectepona ce noHmwkasat ¢ 45% (p<0,001) 8 rpynara Ha po3yBacTATHH B
cpaBHEHHE ¢ IuTanebo rpynara,

ITpu post-hoc aHanM3 Ha BHCOKO-PHCKOBa FPyTa OT jiMua ¢ 6asuveH puck no Opamunram >20% (1558
NALA) UMa 3HAYHTENHA peayKIMa B KOMOMHHpanaTa KpaitHa TOYKA OT ChpACHHO-CHI0BA CMBPT,
HHCYJIT  MHOKapaeH uudapkr (p=0,028) npH JieueHke ¢ po3yBacTaTHH ciapAMo rwiaueto.
AGCONOTHATA PeNyKLMA Ha PHCKA B HHBOTO Ha ChOHTHATA 3a 1000 nampenTo-ronuny ¢ 8,4
CMBPTHOCT € HEMPOMEHEHa B Ta3H BHCOKO puckosa rpyna (p=0,193). I1pu post-hoc argri
PHCKOB& NOArpyTIa oT Juua (9302 nuua o610) ¢ H3X0AEH PHCK 1o PpaMHHIaM =5 %/(eREFp?

CBPACYHO-CHOBA CMBPT, HHCYJIT H MHOKapZieH uHbapkT (p=0,0003) npu ne4enne 13YBA |
cnipaMo mnanebo. AGCOMmOTHATa peAyKMa Ha PHCKA B HUBOTO Ha crOHTHATS € 5, 1\3d] g)nahnw
roanHK, O6maTa CMEPTHOCT ¢ HEMPOMEHEHA B TA3K BHCOKO-PHCKOBA IPyna (P‘-’O,O*.H S
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B npoyusanero JUPITER 6,6% ot niuara ¢ po3ysacTaTHH i 6,2% oT 1Huara ¢ nnanebo ca
MPEKPATHIIH IIPHEMA Ha H3CJIeIBAHOTO JISKAPCTBO NOpaH HexenaHo ceouTue. Hak-qecTure
He)KENaHH CHOMTHA, KOKTO Ca ZIOBEITH A0 NpeKpaTaBaHe Ha JedeHneTo ca: MHamrus (0,3%
po3yBacTaTHH, 0,2% mane6o), kopemna 6onka (0,03 posysactarus, 0,02% nnaue6o) u o6pus (0,02%
posyBacTathH, 0,03% mnane6o). Hali-uecTure Hexxenanu crOHTHS ¢ HUBO IIO-IONIIMO H PaBHO Ha
mwianebo ca HHQekIMKU Ha MUKoYHKTE METHINA (8,7 posysacTaThH, 8,6% nnauebo), HasopapuHTHT
(7,6% po3sysacrarnH, 7,2% maue6o), 6onka B repba (7,6% posysactaTun, 6,6% mnauebo).

IleawaTpHaHAa NOIYIAIIAA

B eaHo ABOHHO-CIANO, PAHAOMH3IHPAHO, MyITH-IEHTPOBO, INale6o-KOHTpOnUpano, 12-ceAMHUIHO
npoyusane (n=176, 97 0T MBXKH 10J H 79 OT XKeHCKH 11011), nocaeasaHo ot 40-cexmuano (n=173, 96
OT MBXKKH ITOJ1 H 77 OT JEHCKH NOJT), OTKPHTO, (paza THTPHpPAHE HA []03aTa Ha PO3yBACTATHH,
NALHEHTH Ha BB3pacT 10-17 roaunu (cranmii [I-IV no Tanner, MoMuveraTa noHe 1 roanHa cnen
HAYAJIOTO HA MEHCTPYALHATA) C XETEPOIHIOTHA PAMIIHA XHITePXO0NeCTCPOICMHA NTOTyJaBaT
posyBacTaTHH 5, 10 wm 20 mg wm nnanebo aHeBHO 3a 12 ceAMHLH H /il TOBa BCHYKH NOJy4aBaT
po3yBacTaTHH AHEBHO 3a 40 ceamuuy. B HauanoTo Ha npoydpaHeTo npubmusurento 30% ot
namerTHTe ca 10-13 rogumuan 1 npubausurenHo 17%, 18%, 40% 1 25% ca crorseTHO B cTagun I,
II1, IV u V no Tanner.

LDL.-xonecTeporsT e noHwkeH 38,3%, 44,6% u 50,0% cnoTBeTHO OT posyBacTaTus 5, 10 u 20 mg, B
cpasHeHHe ¢ 0,7% 3a mwnaue6o.

B xpas Ha 40-ceIMHMHOTO, OTKPHTO, LEJISINO THTPYBaHe NpoydBaHe, I03HPaHe 0 MAKCHMYM 20 mg
BeAHBK JHERHO, 70 ot 173 naumentu (40,5%) ca nocTurianu uenra 3a LDL-xonecrepol oT no-Manko
ot 2,8 mmol/L.

Cnen 52 ceaMuI HAa H3CIEABAHOTO JIEYEHHE, HE € YCTaHOBEH HHKAKEB €(DEKT BLPXY PacTexa,
ternoro, HTM unu nonosoto cn3pasane (BX. Touka 4.4). Tosa npoy4sase (n=176) ne e
NPeAHA3HAYCHO 38 CPABHABAHE HA PEAKH HEXKEJIAHH JICKApPCTBEHH PeaKIHH.

Po3yBaCTaTHH € NPOYYBAH CHIIO B ¢AHO 2-TOAMITHO OTKPHTO KIIMHHYHO IIPOYYBAHE C THTPHpAHE HA
J03aTa A0 JKeJaHaTa 1o3a npu 198 Aena W IOHOIIH ¢ XeTepo3uroTHa PaMHITHA XHITEPXOIeCTSPOJIEMHUA
Ha BB3pacT 6 no 17 roguuu (88 MomueTa ¥ 110 Momuuera, craguit mo Tanep <II-V). HaganHaTa nosa
NP BCHMKH NALMEHTH ¢ 5 mg po3yBacTaTHH BENBK AHEBHO. [TpH nallHeHTHTE Ha BB3PacT 6 10

9 rogunn (n=64) nosata Moxke Aa ce TUTPHpPA 40 MakcuMaTHa fo3a 10 mg BeaOHEXK JHEBHO, a IMPH
nalyeHTH Ha BB3pacT 10 a0 17 rogusu (n=134) ao makcumManna a03a 20 mg BeaHbK JHEBHO.

Cnen 24 meceua Ha AevdeHue ¢ po3ypacTaTvH, LS Ha cpeaHus npoueHT Ha Hamanenwe Ha LDL-C
CIPAMO M3XOMHATA CTOMHOCT e -43% (u3xoaHo HHBO; 236 mg/dL, Meceu 24: 133 mg/dL). 3a Bcaxa
BB3pacToBa rpyna, LS Ha cpennus npouent Ha HaManernne Ha LDL-C cnpsamo H3xoaHaTa CTORHOCT €
-43% (u3xomHo HMBO; 234 mg/dl, Meceu 24: 124 mg/dl), -45% (u3xomuo HuBO: 234 mg/dl, mecen 24:
124 mg/dl), n -35% (u3xomHo HuBO: 241 mg/dl, mecen 24: 153 mg/dl) BBB BE3pacToBHTE rPyNH 6 N0
<10, 10 no <14 u 14 no <18 croTBETHO.

PosyBactatH 5 mg, 10 mg 1 20 mg QOCTHTaT CHIRO CTATHCTHYECKH 3HAYHMH CPEAHH MMPOMCHH
CTIPAMO H3XOAHO HHBO 32 CIICAHHTE BTOPHYHH NOKA3ATENM Ha JIHNWHTe ¥ manonporennure: HDL-C,
TC, ne-HDL-C,LDL-C/HDL-C, TC/HDL-C, TG/HDL-C, e HDL C/HDL-C, ApoB, ApoB/ApoA-1.
Bcdka OT Te3u NPOMEHH € B N10C0Ka Ha NoAOOpeH JIMITHIACH OTTOBOP H €€ NOJUTEPAXA B NPOAB/DKCHAC
Ha 2 FOJAHHH.

He ce yctTaHoBsBa edekT BBPXY pactexa, Ternoto, MTM HIH noxoBOTO CH3pABANE CIIC
nedeHHe (BX Touka 4.4).

Po3yBacTATHH € NPOYUeH B pAHAOMH3IHPAHO, ABORHOCIATIO, MNALeb0-KOHTPOIHpaH

KPBCTOCAHO NpOyUBaHe, ¢ 4033 20 mg BeAHEXk AHEBHO cripamo nmauebo npy 14 ne
BB3PAcT oT 6 A0 17 roaHnH) ¢ XoMO3HroTHa ammiHa Xunepxonecreponemus. [po
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posysactatuH 10 mg, eqHa KpecTOcaHa (Pa3a, KOATO BKIIOYBA NEPHOX OT 6-CeAMHIHO JICHEHHE ©
posyBacTaTthH 20 mg, npeIecTBaHA WIH TIOCTIEABaHA OT 6-CEAMHYHO JICYeHHE ¢ m1anedo u
noAurkpxKamia 12-cenmuana asa, npe3 KOSTO BCHYKM MALMEHTH A NEKyBaHH ¢ po3yBacTaTHH 20 mg.
IlaHeHTHTe, KOMTO NOCTEIBAT B MPOYYBAHETO HA TEpalid ¢ e3¢THMHO WM adepesa, NPOAL/DKABAT
JICUEHHETO CH TMpe3 LIeHA NePHOA Ra MPOYyIBaHETO.

Craructrueckd 3HauuMo (p=0,005) nomnxasane Ha LDL-C (22,3%, 85,4 mg/dl wnu 2,2 mmol/l) e
HabmoaasaHo ciex 6 CEAMMIIM Ha JiCUeHHE ¢ po3yBacTaTuH 20 mg B cpaBHEHHE ¢ muianeto.
CTaTHCTHYeCKH 3HaYHMO NoHwkasaHe Ha o6m-C (20,1%, p=0,003), ne-HDL-C (22,9%, p=0,003), u
ApoB (17,1%, p=0,024) e nabmoaasaro, Habmoxnasano e ¢smo nonmwkaease Ha TG, LDL-C/HDL-C,
o6m-C/HDL-C, ne-HDL-C/HDL-C n ApoB/ApoA-1 cien 6 ceaMHip Ha TIEYEHHS € PO3YBACTAaTHH

20 mg B cpapHeHEe ¢ twianebo. [TormnkasaneTo Ha LDL-C caen 6 ceaMuiM Ha JIEYEHHE C
po3yBacTaTHH 20 mg, NOCACABAHO OT 6 CEAMHIM Ha NieyeHMe ¢ manebo, ce 3ana3pa B paMKHTE Ha 12-
CeIMMYHO HENPEKHCHATO JIeYeHHE NPH ACLa H FOHOIIH ¢ XOMO3MIOTHA aMmuHa
XHnepxonecreposnemus. Crnea 6 cenMuUM Ha neueHHe ¢ 40 mg ciaen THTpyBaHe €4MH NalHeHT HMa 1o~
HaTaThIIHO NoHwkasane Ha LDL-C (8.0%), 06m-C (6.7%) u He-HDL-C (7.4%). Ilo ppeme Ha
MPOIB/DKHTETHO OTBOPEHO JIUEHHE ¢ pocyBacTaTHH 20 mg B nporb/pkeHHe Ha 10 90 cexmuim npu 9
OT Te3H NalupeHTH, NoHmkeHrneTo Ha LDL-C ce noyrspsxa B uHTepBana or -12,1% no -21,3%.

IIpu 7°™ oueHABAHH AeLA H IOHOIIM (Ha BB3pacT oT 8 fo 17 roZiMHH) ¢ XOMO3HroTHA (JaMIIHA
XHIIEPXOSCTEPOIEMHS OT OTBOPEHOTO NMPOYYBaHe ¢ GOPCHPAHO THTpHpaHe (BX. TI0-TOpE),
npoueHTHOTO noHiwkeHHe Ha LDL-C (21,0%), o6m-C (19,2%) u ve-HDL-C (21,0%) ot HaxoaHOTO
HHBO Clef 6 CeIMMLM Ha NIeYeHHE ¢ po3yBacTaTHH 20 mg € B ChbOTBETCTBHE ¢ Te3H, HaO/IOIaBaHH B
MOCOYEHOTO NO-Tope NPOoy4BaHe NpH Aelia H IOHOMIH ¢ XOMO3HI0THa GaMHITHA
XHICPXONECTEPONICMHSA.

EsponelickaTa areHLps [0 JICKapcTBATa OCBOOOKAABA OT 3aABDKCHHETO 3a NMPEAOCTaBAHE Ha
pe3yNTATHTE OT MPOYYBAHHATA ¢ pedePEHTHHA JICKAPCTBEH NPOAYKT, CHABPXKAII pO3yBACTaTHH NPH
BCHMKH MOATPYIH OT I¢AHATPHYHATA TIOMYIAIMA 34 JiedeHHe HA XOMO3HTOTHA GaMH/IHa
XHMEPXOJIECTEPONIEMHS, ITHPBHYHO KOMGHHHpaHa (CMeceHa) AMCITHITHAEMHA U 3a MPOQWIAKTHKA Ha
CBPAEYHO-CHAOBHTE CHOHTHS (BXK, TOYKa 4.2 33 HHGOOPMAIIHI OTHOCHO YNoTpeOa B [IeAHATPHATA).

5.2 DapMaAKOKHHETHYHH CBOHCTBA

Ab6copbiua
Maxcumanay nnasMeHd HHBA Ce JOCTHTAT MpHONMH3HTENIHO 5 9aca ciie/] NEPOPaTHO NpHeMaHe.

AbcomoTHaTa OHOHANHYHOCT € NpHOmA3KTeNHO 20%.

Pasnpencnehue
Po3yBacTaTHH ce NoeMa OCHOBHO OT 4epHHA Xpo0, KOATO € OCHOBHOTO MACTC HA CHHTE3HPAHE Ha

XOJNECTeposia H OUHCTBaHe Ha Xopectepona B LDL. OGemsT Ha pasnpe/ie/iecHHe Ha PO3YBACTATHH €
npubnusurenno 134 L. PosysacTaTii € cBBp3aH ¢ MIA3MEHHTE NPOTEHHH, NpeaMMHAC anbyMuHa,
npubnusnTenro B 90%.

bu OpM
MeTaGoaH3MBT Ha pO3yBacTaTHH e orpaHmteH (nmpubmasurenno 10%). In vitro npoy4saHud Ha
MeTaloJH3Ma ¢ H3NOJI3BaHe HA YOBEIIKH XeNAaTOLMTH NOKA3BAT, 9€ PO3YBaCTATHH € HEMOIAXOAALL
cyGeTpart 3a uuToxpoM P450 ofycnonen Merabomuassm. CYP2C9 ¢ OCHOBHAAT H30€H3HM, KOHTO
y4acTsa B MeTabonu3Ma Ha po3yBacTaThH, a 2C19, 3A4 u 2D6 y4acTsar B HO-Majika CTEMCH,
OcxoBHETE MeTabonuTH ca N-ge3MeTi 1 TakToH. N-ge3MeTHn e okono 50% no-Manko akiueeH B
CpaBHEHME C PO3YBACTATHH, JOKATO JAKTOHA C€ CUHTA 33 KIIHHHYHO HeaKTHBEH. PoszyBacTa
NpeACTaB/IABa nosede o 90% OT AKTHBHOCTTA HA LWHPKYIMpalus HHXHOHUTOp Ha

penmyKTa3arta.
Envumunupare

[Tpubnnanrenno 90% ot po3yBacTATHH C¢ ¢TMMHHHPAT KaTO HEIIPOMEHEHO i€
(eweTogmo ce ot abcopbupano u HeaGeopOupaHO aKTHBHO BEINECTBO), KATO




eKCKpeTHpa ¢ ypuHaTta. Okoso 5% ce eKCKpeTHpa HelmpOMEHEH B ypuHaTa. [1nasMeHHAT NOyXKHBOT €
okon0 19 gaca. BpemeTo Ha NOMYKHBOT He Ce YBEMHYABA MPH MO-BHCOKH A03H. CPe/IHUAT I1a3MeH
KIMpPBHC € npuOnH3uTendo 50 marpa/uac (xoeduimeHT Ha BapuabumHocT 21,7%). Kakro npu apyrH
nHxHOHTOpK HAa HMG-CoA penykrasara, 4epHOApoOHOTO MoeMaHe Ha po3yBacTaTHH BITIOYB2
MemGpannua npesocuren OATP-C. Tosu nmpeHocHTeN € BadkeH 3a HepHOAPOOHOTO eTHMUHHpAHE Ha

PO3YBaCTATHH.

JINHeHHOCT
CHcTeMHATa SKCIIO3HIIMA Ha PO3YBACTATHH C€ YBEIMYABA NPONIOPLMOHAIHO Ha TPHEMaHAaTa A03a.
Hsama npoMsina BB apMaKOKMHETHYHHTE APAMETPH ITPH MHOTOKPATHO JI03HPaHe.

Creyuannu 2pynu nayuenmu

Bvapacm u non; Be3pacTra Wid MoJia HAMAT KIHHHTHO 3HAYHM e(eKkT BhpXY PapMaKOKHHETHKATa Ha
PO3YBACTATHMH TIPH Bh3pacTHH. ExcnosuipaTa npu Aella H IOHOLIK C XETepO3HroTHa (aMuliHA
XHIIEPXOJIECTEPOIEMHA H3IJIeXKd CPaBHHMa HJIH MO-HACKA OT Ta3H MPH BB3PACTHH NAIlHCHTH C
pucumeMud (BK. “TleqaaTpudHa OMyIanMsa’” no-a0ay).

Paca; DapMaKOKHHETHYHHTE IPOYYBAHHA IIOKA3BAT, Y€ [IPY HHAUBHAM OT A3HATCKATA paca (ATMOHIH,
KHTaillM, QUIHIHHLEH, BHSTHAMUM H KOpe#liH), ce Habmoaasa 2-KpaTHO NOBHINABAHE HA Cpe/iHATA
AUC # Cpyx, OTKOJKOTO NMPH HHAMBKAM OT KABKA3KATA paca; IpH HHAMALM ¢ HANMLE MOBHIIABAHE Ha
cpeaHaTa AUC u Cpax 1,3 meTH. [TonmynatmoHHu papMakOKHHETHYCH aHaIu3 TIOKa3Ba, 1¢ MEKITY
HHAMBHJIHTE OT KaBKasKaTa H YepHATA paca HAMA KIHHHYHO 3HAYHMH PaljIHiHs.

bvbpeuno yepeosicoane: Tlo Bpeme Ha KIMHWMHO NMPOYYBaHE NPH JIHIA C pas3/IH4Ha CTENEH Ha
yBpexaaHe Ha On0peuHaTa QyHKIMA, ICKOTO 10 YMEPEHO YBPEXIAHE HE € FIOBJTHANO [UIA3MCHHTE
KOHLICHTPALIHM Ha PO3YBAaCTATHH WIH Ha HeroBuA N-geaMerun Merabomut. Jlkia ¢ TeXKo yBpexnaHe
Ha OpOpevnaTa GpyHkiums obave (CrCl <30 mL/min) ca umanm 3-kpaTHO yBENHUEHHE HA [JIA3MEHATA
KOHLIEHTPALMA B CPaBHEHHE CBC 3ApaBH A0GPOBOLM H 9 ITbTH NO-BHCOKa KOHLEHTpaumsi Ha N-
Re3MeTH MeTabosuTa. PaBHOBECHHTE IUIa3MEHH KOHLIEHTPAUMH Ha pO3YBacTaTHH IPH NALMEHTH Ha
XeMOIHaNH3a ¢a NpHOIH3HTENHO 50% NO-BHCOKH B CPABHEHHE CHC 3APaBH Z0GPOBOJILIH,

Yeprodpobuo yepescoane: B KITHHMMHO POyYBaHE MIPH JIMLA ¢ PANIHYHA CTENICH HA YePHOAPOOHO
YBpEXIAaHE HE ¢a NONyYeHH AAHHH 3a NOBHILEHA EKCTIO3HIMA HA PO3YBACTATHH ITPH NMALHEHTH C
pesyirrar no Child-Pugh 7 unu no-Hucek. Benpeku ToBa, pH asamMa nauueHTH ¢ pesyaraT no Child-
Pugh 8 u 9 cncremnara excnoanims € Griia ypenuvena Hali-MaJIKO 2 IThTH B CPaBHEHHE ¢ JIM1A ¢ 110-
HHCHK pesystrar no Child-Pugh. Hama nasmm 3a naupenty ¢ pesynrat no Child-Pugh nag 9.

Tenemuven norumopguzvm: Incniozmmara Ha HMG-CoA peaykrasauTe HHXHOUTODH, BIIFOYHTEIHO
PO3YBaTCTATHH, € CBbp3aHa ¢ TpaHcnoprepaMTe npoTenHH OATP1B1 u BCRP. Ilpa nanneHTH ¢
reneTHdeH noauMoppusem Ha SLCO1B1 (OATP1B1) w/wm ABCG2 (BCRP) HMa pHCk 0T
TIOBHIIABAHE HA eKCIIO3MLMATA Ha posyBacTaTHH. MHmmerayanen nonumopdusem Ha SLCO1BI
¢.521CC u ABCG2 ¢.421 AA e cBBpaaH ¢ no-Bucoka ekcnosuua (AUC) Ha po3yBacTaTHH, B
cpasHenHe ¢ reHorunosere SLCO1B1 ¢.521 TT unu ABCG2 ¢.421CC. Tosn cnempududeH reHOTHIT HE

€ YCTAHOBCH B KJIHHHYHATA MPAKTHKA, HO 38 NALMEHTHTE, 34 KOMTO ¢ H3BECTHO, Y€ HMAT Te3H BH/IOBC
NOAMMOPPHIEM, Ce NPENOPHYBa NO-HUCKA JHEBHA 1033 PO3YBaCTaTHH.

ITeduampuuna nonyrayus: nee papMakOKHHETHYHY NPOYIBAHHS C PO3YBacCTATHH (NpHIaraH noj
¢opmata Ha TabeTKH) NP NEAHATPHYHHA NALMEHTH ¢ XETEPO3HIOTHA QaMHIHA
XurepxosecTeponeMus Ha sbapacT 10-17 wnu 6-17 rogusn (o6imo 214 nainueHTH) NOKa3par, 9e
eKCTIO3ULIMATA TIPH NeAUATPHIHHTE NALMEHTH H3TTIEXa CPABHHMA WJIH TI0-HACKA OT

J03aTa H BPEMETO B MPOAWIAKCHHE Ha 2-TOAHIIEH MEpHO/.

5.3 IpeAKIHHAYHE NaHHA 33 6esonacHocT
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[Ipe RKIHHHYHHTE JaHHHM HE €& MOKA3a/lH CIIelHANICH PHCK IIPH XOpa Bb3 0CHOBA Ha CTaHapTHHTE
Npoy4YpaHHA 3a 6€30MaCHOCT, FTeHOTOKCHYHOCT H KaHUEGporeHeH moreHuHai. He ca mposexxaaHH
crieH$HYHH M3cleBaHHsA, olleHABaInH edexTHTe BEpXY hERG. Hexenanure pexaumi, KOHTO HE €2
Ha0/mo lapadH B KIIHHHYHH NPOYYBAHHA, HO Ca HaOMOAaBAHHM TIPH XXHBOTHH ITPH HAB2 HAa CKCTIO3HIIHA
OMU3KH [0 KIHHHYHHTE Cca CICAHHMTE. B HINHTBAHHA 38 TOKCHIHOCT CJIEH MHOTOKPATHO MPHIOKCHHS
ce HabmIO[aBaT XMCTONATONIOrHYHH YepHOAPOOHH H3MEHEHHS B CJICACTBHE Ha (HapMaKONOrHiHOTO
JAcHCTBHE Ha PO3YBACTATHH NPH MHUIIKH, IUTBXOBE H B MTO-HHCKA CTENCH B ATBUHHA MEXYP IPH
KY4€Ta, HO He H [IpH MaiiMyHu. B nomsinenue ce Habmonasa TOKCHYHOCT 1O OTHOIIEHHE HA
TECTHCHTE NMPH MaHMYHH H KyJeTa NPH NO-BHCOKH A03H. PenIpoXyKTHBHA TOXCHYHOCT NPH MUTBXOBC,
33 KOSITO C€ CH/H MO HAMAJICHHTE FOJIEMHHA, TEerIO H MPEXXMBAESMOCT Ha MaJIKHTe c¢ HabmoAaBa MpH
MaTepHOTOKCHYHH JIO3H HA CHCTEMHA €KCIO3HLIMA HAKOJIKO ITETH Hall HHBOTO Ha TepaleBTHYHA
EKCIIO3HIIMA.

6. GAPMANEBTHYHM JAHHU

6.1 CoHchK HA DOMOIUIHHTE BEHIECTRA

Cupyecuna ra mabaemxama.
Marne3nes creapar

MukpokpHcTansa nemynosa (tvn 12)
Marse3neB XHAPOKCH]L
KpocnosuaoH (THIT A)

JlakT03a MOHOXHApAT

Iloxpumue na mabremxama.
Turanos aroxkeua (E171)

Maxkporon 3350

Tank

TonUBHHAIOB AITKOXON

6.2 HecbhBMecTHMOCTH

HenpnoxuMmo.

6.3 Cpox ua rogaoct

3apanTa 5 mg, 10 mg u 20 mg puMupanu Tabnetku: 3 roaHHH.

6.4 CoenHajHE YCIOBHS HA ChXPAHEHNHE

Ha ce cpxpaHsaBa B OpUrHHANHATA ONMAKOBKA, 34 Aa C€ NpPEIasH OT CBeT/AHHA.
To3n snekapcTBeH NPOAYKT HE H3HCKBA CHICLHAJIHA TeMIIEPATYPHH YCIIOBUA 38 CHXPAHCHHE.

6.5 [lanHH 32 ONAKOBKATA
3apanTa 5 mg uIMHEpaHd TabneTku

Tabnerxure ca onakoanH B 6mucrep (PA/AIWPVC/Alu), coaspxam 28, 30 i 56 GprnMupaHH
TabJNIeTKH, B €AHA CrbBacMa KapTOHEHA KyTH4.

3apanTa 10 mg punmupanyn rabnerxu, 3apanra 20 mg puiIMHpaHH TabneTkH
tabnerkure ca onakoeany B 6aucrep (PA/Alw/PVC/Alu), ceabpxam 28, 30 win
TaOMeTKH, B €AHA CI'bBACMa KApPTOHEHA KYTHA.

He BCHUKH BHAOBE ONAKOBKK MOFAT Ja ObJIaT MycHATH B MpoaaxOa.

6.6 ChnennaiHRB NpeANa3’HH MEPKH NPH HIXBLPJIANE



Hsama cienmanHy H3HCKBAHMA,

7. IPHTEXATEJ HA PAZPENIEHHETO 3A YIIOTPEBA

Gedeon Richter Plc.
1103 Budapest,

Gydmrdi at 19-21.

YHrapus

8. HOMEP(A) HA PAIPEIIEHHETO 3A YIIOTPEBA
5 mg: 20100155

10 mg: 20100156
20 mg; 20100157

9. JATA HA OHPBO PAPENIABAHE/TIONHOBSBAHE HA PAZPEIHIEHHETO 3A
YHOTPEBA

10.03.2010/09.09.2015

HJATA HA AKTYAJIN3IAPAHE HA TEKCTA




