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1. HME HA JJEKAPCTBEHHUSA ITPOXYKT

Yarpasac 20 mg punmupann Tabnerku
Ultravas 20 mg film-coated tablets

2, KAYECTBEH 1 KOJIMYECTBEH ChCTAB

Beaka dunmupana tabnerka ceabpxa 20 mg posysacTaThH (rosuvasiatin) xaro posyractaTun kajuuii.

IloMomHO BELIECTRO C H3BECTHO AEHCTRHE:

Besxa Tabnetka ot 20 mg cpaspxa 84,978 g J1aKT03a MOHOXHAPAT.

3a MEJIHUA CITHCHK HA IIOMOIIHHTE BELIECTBA BHXTE TOYKA 6.].

3. JEKAPCTBEHA ®OPMA

W3MRIHWTEIHA ATEHLIS NO NIEKAPCTBATA

QunMupana tabnerxa Kpamua Xapasmepucmuxa #a npogyxme - [ pusomene 1
PozosH, kprrimu ¢punmupany Tabnetkn. '
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4. KIMHWYHH JAHHHA BGAMAMP - o i
[ QOO NE ..o rirtamcsrernvanasans ..f....-.--........................

4.1 TepanesraAuns Noxa3AHAY

Jledenne na xAmepxoaecTeposemus

BrapacTuu, 1oHOIM U aeula Ha WM nax 6-roQunIHA RB3PACT C MBLPRHYHA XHnepxonecreponemMus (Tun Ila,
BKTIOYHTENNIHO XEeTEPO3UroTHA haMHiHa XHIICPXONECTEPOIEMHSA ) WK CMECEeHa IUCITHITHACMHUS (Tun IIb) karto
A0GaBKa KbM AMETATA, KOTATO PE3yJITATET OT IHETATA H APYTH He(apMaKOIOTHYHH MEPKH (Hanp. (pu3HYecKH
YTPAKHCHMS, HAMAIABAHE HA TEIJIOTO) He € 3a0BOJIMTENCH.

Bb3pacThy, 1oHOIM H fena Ha HIH Hax 0-roAMIlIHA BB3PACT C XOMO3HIOTHA pamMusTHA XHIIEPXOIECTEPONIEMUS
Karo no0aBka KbM AMETaTa, KaKToO H C APYro JHNHJONOHMKABALIO JicqeHHe (Hamp. LDL atepesa) WK KOraTo
TOBA JICYCHHE HE € NMOAXOAALIO.

IIpepennns na cLpaeuno-cLA0BH cbLORTHS

IpenoteparaBase Ha roneMH ChPACUHO-CHIOBH chOMTHS Ip1 NANUEHTH, OLCHEHH C BHCOK PHCK 33 IThPRO
CBPACYHO-CHAI0BO CBOMTHE (BK. TOuKa 5.1), KaTO AONBLITHEHHE KEM KOPHIMPAaHETO HA JAPYTH DPHCKOBH
¢raxTopH.

4.2 /{03HpPOBKa M HAYHH Ha NPAIOKEHHE

KOHCEHCYCHH PBKOBOZCTBA 32 KOHTPOJI HA XOJIECTEPONIEMHUATA.
YnTpaBac MoOxke Ia ce IpiHeMa o BesAKo BpeME Ha JieHs, CbC WK 6e3 XpaHa.

Jlewenne na xanepxonecreporemus

[Ipenopsuranara Hayanua 0osa e 5 mg K 10 mg nepopayiHo BEAHEXK AHEBHO, KAKTO MpY, BATHEHTH-RQUTC
HE Ca IpUeMany CTaTHHH, TaKa U IIPH PEMUHABAHE OT Apyr HHxuOHTOp Ha HMG-CoA pe ..;.f-.,“? H0aDyT
HA Ha4ajlHATa A03a OT JIEKAPCTROTO 3aRUCH OT HUBOTO HA CepyMHHA xonecrepon, ObAe s RSHO-D '&
PHCK M DHCKa OT MOABA Ha HEXE/AHHM PEAKLIHH KbM JIedeHHETO (BIDK no-aony). Ilpu f ot Jv**e; BENY
MOXC Na €& KOPHIHpa, KaTo Ciiel 4 CeMULM C€ MPEMHHE HA CHEABANIOTO JO30BO H ":: (B Y Bk B ,
CPaBHEHHE C MO-HUCKHTE NO3M M MpPEJBH)| MOBHIICHATA YeCTOTa Ha ChoOIIaBaHE Ha HeKEMREDeAKI '
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Rosa oT 40 mg (Bxk. Touka 4.8), mocnenHo TUTPHpaHE 10 MaKCHMANHaTa Aoza or 40 mg TpadBa na ce
NpEATIpuEMa caMo NPH NMALHEHTH C TEXKA XMIEPXONSCTEPONEMHMs © BHCOK ChpAedHO-CHA0B PHCK (0cobero
Te3H ¢ (paMuITHA XHNEPXONECTEPOIEMNA ), KOUTO HE NOCTHIAT XKEJAHOTO HHBO Ha XOJIECTEPOIT TIPH NIEYECHHE ¢
20mg ¥ npu KOHTO e ce Mpasu PYTHHHO npociaensBaHe B XOIa Ha JIEYCHHETO (BK. TOUKA 4.4). Tipu
3anouBane Ha Jieuenne ¢ 40 mg ce npenoprYBa NOCTOAHHO HAGMIONEHNE HA MAUHEHTA 0T CIIELMANUCT.

Hpesennus Ha chpaeuHO-cbAOBE CLEATAR
B npoyuBaneTo 3a noHmkasaHe Ha pHCKa OT CBPACYHO-CHAOBH CBOMTHA € H3MON3BaHa 7033 oT 20 mg (Bx.
TOUKa 5.1).

IleqnarpAauna nonynanas
Ynorpebata npu aena Tpabea na ce NpOBEXKIa caMO OT CICUHAIHACTH.

Jena n sonown Ha Br3pact 6 10 17 roaunu (cramuii < II-V mo Tanep)
XEeTepo3HIroTHA PaMIHA XHIIEPXOIECTEPOIEMHS

I1pu pena M 10HOLIM ¢ XeTepo3uroTHa haMILTHa XHNEpXONecTeposeMus OOHYANHATE HAYAIHA Jo3a ¢ 5 mg
AHEBHO.

e Ilpu neua Ha BB3pacT 6 Ko 9 roguHu C X€TCPO3UTOTHA GaMIITHA XMIIEPXONECTePOIeMHS OBHYANHMAT
A030B AHANa30H e 5-10 mg nepopasiHo BeAHbXK AHEBHO. BelonacHoCTTa | eHKacHOCTTa HA O3H Mo-
BHCOKH 0T 10 mg He ca npoy4BaHM NpH Ta3u Nonynaugus.

* Ilpu gena wa Be3pact 10 mo 17 romuuu c XETEPO3HroTHAa (aMWIHA XHIEpXoecTeponeMus
0OnyaliHMAT N030B AHANA30H € 5-20 Mg NCPopaHO BEAHLXK JHEBHO. besonacHOCTTa H edmKacHoCcTTa
Ha JI03H NO-BUCOKH oT 20 mg He ca NPOYYBaHH NPH Ta3H MOITYJIAL{HS.

TuTpupasero Tpa6ea na ce npoBexna crriacHo MHAHBHTyalTHUA OTMOBOP H NMOHOCHMOCT HA MENMATPHMHHTE
MALMEHTH, KaKTO Ce TPEenopb4Ba B NPENOPHKUTE 3a JeYeHHE HA fena (Bx. Touka 4.4). Jleuata u 1oHOmUTe
Tpa®Ba Jia ce moasnokar Ha CTaHapTHA XONECTEPOJI-MOHMKABAIA THETA NPEAM Oa C€ 3alOuHe JICUYEHHE C
PO3yBacTaTHH; AHeTaTa TPAOBA Aa ce MPOAB/DKH 110 BPEMe Ha NEYEHHETO ¢ PO3yBacTaTHH.

XOMO3HroTHa (hJaMHITHA XHIIEPXOIECTEPOIEMUS

ITpu neua Ha BB3pacT 6 no 17 roguuu ¢ XOMO3HIrOTHA (pamMHNHA XHnepXonecTeponemus, NpenopbLYNTEIHATA
no3a ¢ 20 mg BeAHEK AHeBHO. iMa orpanHuen onuT ¢ AO3H pa3TH4HK oT 20 mg npu Ta3u nomynauus.
Tabnerxara ot 40 mg He e noaxonama 3a ynoTpeda npH neaHaTpHYHY NALHEHTH.

Hela no-Manku or 6 F'OOHHH

bezonacHoctra M eduxacHocTTa Ha ynorpebara mpu geua no-Mankd ot 6 rogMHY He ca NPOY4YBaHM,
Crnenosarenso Ynrpasac He ce Npenops4ea 3a ynotpedara Npu JeHa no-Maiku OT 6 TOJHHM.

Ynorpe6a npa nanuentn B cTapyecka BLIPACT
IIpenopbusanata HavanHa f03a NpH NaUHEHTH Hax 70-rommuna Br3pact e 5mg (BX. Touka 4.4). Hpyro
KOpHIMpaHE Ha 103aTa B 3aBHCHMOCT OT BB3PACTTa HE € HeOOXO0MuMO.

Mlo3dpane npy nanwenTH ¢ 6u6peuna HexoCTATLUHOCT
[Ips naumeHTH © NeKO 40 YMEPEeHO TEXKO OBOpeyHO yBpexkmane He ce Hajara KOpurHpare Ha fo3ata. Ilpn

(KpeaTHHWHOB KIHMpBHC < 60 ml/min). Ho3uposkara ot 40 mg e NPOTHRONIOKA3AHA TIPA NAIHEHTH C YMEPEHO
TeXKko ObOpedyHo yBpexkaade. YnorpeGata Ha YirpaBac TIpH MALIMEHTH C TEXKO 650peqHo yBpexnane e
NPOTHROMNOKA3aHA 34 BCHYKH JO3HPOBKH (BXK. TouxH 4.3 1 5.2).




Paca
Ilpn nanyenTH or a3marckara paca ce Ha6mONaBa MOBHMILEHA CHOTEMHA CKCTIO3MIMA Ha MeJHKaMeHTa (BiK.
TOukH 4.3, 4.4 u 5.2). IIpenopbysanaTa MLPBOHAYAIHA 1033 NpH NAMCHTH OT a3HATCKH MPOH3XOA € 5 mg.
[Tpy Te3u nalMeHTH ¢ MPOTUBONOKA3aHO MPHIIOKEHHE Ha 1032 OT 40 mg.

I'eneTnven noaamMopdpuzem

ITocoyeHo e, ye reHotunoeere SLCO1BI (OATP1B1) ¢.521CC u ABCG2(BCRP) c.421AA ca cBbp3aHH ¢
TnoBHIIaBaHE Ha ekcriosunmsTa (AUC) Ha posyeactatiH B cpaBhenne ¢ SLCOIB1 ¢.521TT u ABCG?
¢.421CC. 3a nauMeHTHTE, 32 KOHTO € M3BECTHO, Y€ MMAT IEHOTHII ¢.521CC nnu c.421AA, ce mpenoprusa
MakcuMajlHa €AHOKpaTHa AHEBHA Ao3a oT 20 mg Vartpasac (Bk. Touku 4.4, 4.5 1 3.2).

Jlo3Hpane NPH DANHENTH, NPeAPA3NONOKEHH KbM Pa3BHTHE HA MHONATHHA
Ilpa naumeHTH ¢ mpeapasnonaraimy baxkTopn 3a PAa3BHTHE HA MHOMATHA MPENOPBYBAHATA HAYaIHA 1034 €
5 mg (Bxk. TouKa 4.4).

IIpy HAKOH OT Te3H MALMEHTH € MPOTUBOTIOKA33HO MPHJI0KEHHETO Ha fo3a OT 40 mg (Bxk. Touka 4.3).

CenbTeTBamA Tepanns

Pozyeactarun e cyGerpar Ha pasmaunn TpaHCTIOpTepHH mpoTeuny (Hanp. OATP1B1 u BCRP). Pucknr or
MHONaTHA (BIJLIOYHTENHO pabIOMHMONK3a) ce NMOBMINABA, KOTATO Yatpapac ce mpunara eJHOBPEMEHHO ¢
OIIPCACIICHH JICKAPCTBEHH ITPOAYKTH, KOMTO MOI'AT Aa NMOBHIUAT [UT43MEHATA KOHLIEHTPALIMA HA PO3YBaCTaTHH
NMopajy  B3aHMOJCHCTBHE C TE3 TPAHCTIOPTEPHH MNPOTEHHH (Hamp. IHKIOCMOPHH M HAKOM IIPOTEa3HU
HHXHOHUTOPH, BKIIOYHTEIHO KOMOMHALIMH Ha PHTOHABHD C aTa3aHaBHp, JIONHHABHP W/HJIM TUNPAHABHD, BIK.
ToukH 4.4 u 4.5). Ha npeanuceainnTe nekapu ce MpENopBYBa a B3EMAT NMpPeABHA CHOTBETHATA JIEKAPCTBEHA
HHOOPMAaLHA, KOraTo OGMHCIAT NPHIAraHEeTO Ha TAKHUBA HPOAYKTH 3aeqHO ¢ YarpaBac. Korato € BEaMoHO,
Tps6Ba Aa ce MMAT NpeJBHI ANTEPHATHBHH JICKapcTBa U, aKO € HeoOXOAUMO, [la ce HMa MpPeaBHI BpEeMEHHO
MPCKECBAHE HA Tepanuata ¢ Yarpaeac, B cuTyaimy, xorato enHoBpeMeHHOTO NPUIO)KEHHE HA TE3H
JICKAPCTBEHH MPOJYKTH C YJITPABAC € HEM30EKHO, MON3ATA M PHCKA OT CHITPTCTBAINATA Tepanus U KOPEeKUHH
Ha fo3aTa Ha YaTpasac TpsGBa BHUMATENHO Ja ce OGMHCHST (BX. TOUKa 4.5).

4.3 IIporaBonoxkazanns

YarTpaBac e npoTHBONOKA3aH:

- TpH NAHEHTH CBC CBPBXYYBCTBHTENHOCT KBM AKTHBHOTO BEILECTBO MM KBM HSKOE OT NOMOIIHHTE
BCILECTBA, H30poeHu B TOUKa 6.1;

- TpH TIAIMEHTH ¢ AaKTHBHO 4epHOAPOOHO 3a00/ABaHE, BKIMOYHTEIHO HEYTOYHEHO, TMPOJBDKHTEIHO
TOkatiBaHC Ha CEPYMHHTE TPAHCAMHHA3M H BCAKO MOKAYBAHE HA CEPYMHATA TPAHCAMHHA3a TPH NETH HA
ropHaTa rpaHHLIA Ha HOPMATa,

- TP NAllHeHTH C TeXKO OLOPEUHO yBpekaaHe (KpeaTHHHHOR KIHPHHC < 30 ml/min);

-~ NPH MalHEHTH ¢ MHOTIATHA,

= TpH NANHEHTH, KOHTO NPHEMAT €JHOBPEMEHHO LIHKNOCTIOPHHHY;

- 1O BpeMe Ha GpeMEHHOCT, KbPMEHE M NIPH JKEHH C JETePOsieH NOTEHLMaN, KOUTO He H3TION3BAT MOAXOAAIIH
KOHTPALIENTHBHH MEPKH.

Ho3sata or 40 mg e nporHBOnOKazaHa NpH TIAIMEHTH C mnpeapasnojaramd ¢GakTopd 3a pasBUTHe Ha

MHonaTHa/pabaomuonnza. Takuea hakropH ca:

- YMEPEHO no cTeneH 6p0peuno yBpexnaHe (KpeaTHHHHOB KIHpBHC < 60 ml/min);

- XMNOTHPEOHIUIBM;

- JIHYHA WK (paMUnHa aHAMHe3a 332 HaCNeACTBEHH MYCKYJIHH 3a00/19BaHus;

- AHAMHE3a 3a TOABa HA MYCKYJIHO YBPEX[aHe 10 BPEME Ha JieYeHHE C APYTO JIEKapCTBO OT IpynaTa Ha
HHXMOMTOPHTE HA XHAPOKCH-METHI-TITyTaPHII-KOSH3HM A pexyKTazara HiH ¢ ¢dubpart;

- 3no0ynorpeba ¢ ankoxon; |

- CBCTOAHHA, IPH KOHTO MOXE Aa Ce NOBHILH ILTA3MEHOTO HUBO Ha JIEKAPCTBOTO;

- JIMIIA OT a3HaTCKAaTa paca;

- CBIBTCTBANG JieYeHHe ¢ Pubparu (BK. Touku 4.4, 4.5 4 5.2),




4.4 Cnenuannn npelynpexieAns # OpeAna3ny MepKs npu ynorpeba

bvopeyu

[Ipy nauueHTH, ACKYBARHH C TO-BHCOKH AO3H pO3YBacTaTHH, NO-KoHKpeTHo 40 mg, ¢ HabmonasaHa
TPOTEHHYPHA, KOATO € YCTaHOBEGHA MPH MICNEABAHE C TECT-JIEHTH, C MNPESIMMHO TyOy/leH TpoM3Xol H B
TIOBEHETO CITyHaH ¢ MPEXOACH HIIH HHTEPMHTEHTEH xapaxTep. [[poTesnypusTa He € JOKa3aHA A3 NpeaecTsa
OCTpO WiH nporpecuBHo OwOpeuHo zabonseaHe (BX. Touka 4.8). JloknangaHara 4ecToTa Ha CEPHUO3HM
OxOpeunn yBpenu npu nocrMapkeTMHroBaTa ynorpeba ¢ mo-BHCOKa Npu JOZMPOBKa OT 40 mg. OueHka Ha
OrOpeunara Qynxims TpsGpa na ce HanmpasH no BpPEMC Ha PYTHHHO NIpOCHeABaHe NpH MALHEHTH, 00Myalino
TpeTHpaHH ¢ 40 mg.

Cxenemna mycxyramypa

Edexru BbpXy ckeneTHata Myckynarypa (MHajrus, MHONETHS 1 O-pAAKO - pabroMHONIN3A) ca chobmasauy
IpH TMPUIOKENNE Ha BCHYKH A030BH PExHMM, ocobeno mpu mo3x max 20 mg. Muoro peAKM CIy4aH Ha
pabaomuOnU3a ca AOKIAABAHM NPH W3NIOI3BAHETO HA e3eTUMHG B koMOuHaLms ¢ uHxuOHTOpH Ha HMG-CoA
peaykrazata. He Moxke aa 6bie M3KIOYEHO thapmakonAHaAMUUHO B3aMMOZEHCTBHE (BX. Touka 4.5), u e
HEOOXOMMO BHHMAHHE TIPH KOMOHHHPAHOTO HM H3II0J3BaHE.

Kakro npu apyrure wixuburopy ma HMG-CoA PeaykTasara, NOKNIaJABAHATA YE€CTOTA Ha pabaoMuoMM3a,
acOLMHpaHa C pO3yBaCTaTHH MPU NOCTMAPKETHHIOBATA YNoTpeba, e ro-BUcoKa npH 1032 o1 40 mg.

Hzmepeare na xpeamunrxunazama

Kpearnnxunazara (CK) re Tpsatea ga ce H3MEPBA ClIe/l yCHIICHH yNPOKHEHHS WM NPH HATHYWETO Ha ApYT
MPAAUHITES Ha NoanmaBaHeTo Ha CK, koeto moske Aa 3aTpyaHyu ThiKyBaHeTo Ha pesyarara. AKO HHBOTO Ha
CK e 3HauMTeNHO MOBMIIEHO TPH W3XOAHO HMBO (>5 mBTH ropuara pomyctHMa rpaHMua), TecT 3a
NMOTBLpXAaBaHE HA pe3ynTaTa TpAOBa Na 6Le HATpaBeH B pamkuTe Ha 5-7 nuH. AKO MOBTOPHOTO HU3CAEHBaHE
TNOTBBPAM H3XOAHO HIBO HA CK >3 NuTH ropHara AoITycTHMA rpaHMIa, He TpAORA fAa ce 3anoYpa JicueHHe.

IIpedu newenuemo

Kakro u apyru puxuburopu ua HMG-CoA pexykrasara, YnTpasac TpsabBa aa 651e NpeANHCBaH ¢ 0COBEHO
BHHMaHHE TMIPH NaUMCHTH, 33 KOMTO Ca HamMue QGaKTopy, NPEAPANONAraltH  pa3BHTHE HA
MHoONaTHs/pabaomuonusa. Takusa hakTopH ca:

- OBbpeuHo yepexane;

- XMIOTHPEOUAHIBM;

- JIHyHa MM (haMIHa AHAMHE3A 38 HACHENCTBEHO MYCKY/HO 3aboJABane;

- YCTAHOBEHA MyCKyJTHA TOKCHYHOCT KbM ApYrH uHxuGuropu Ha HMG-CoA peaykrasata wiu ¢ubpatu;

-~ 3JI0yIoTpeda ¢ aKoXo;

- TIAHMEHTH Ha BB3pacT Hax 70 roamHy;

- ChCTOAHMS, TIPH KOMTO MOXeE a2 Ce¢ Habmonasa NoKkaysaHe Ha IJIA3MEeHHTE HHBA (B2K. TOUKa 5.2);

- ©AHOBPEMEHHO NpHIMKeHUe Ha GubpaTH.

Ilpa nonobuu nanmentH TpaGBa Na ce NPEABHIM OTHOLIEHHUETO PHCK/TION3a W Ja OHLAAT MOCTABEHM HOJ
KITMHMYHO HalmofleHHe. AKo M3X0IHOTO HMBO Ha CK e 3HaymTeNHo NOBHIICHO (>5 NBTH rOpHATA I'PAHULIA HA
HOpMATa), He TpAORA Na ce 3anovBa JieyeHye.

IIo speme na renenuemo
Hawmenture ce 3ans/mkaBar He3aGaBHO 44 JOKIAABAT HEODACHMMH MyCKYIHH Gonky, ycemarne 3a cnaGoct
HIH CXBallaHe, HAH-BEYe 8KO Ca CEBP3aHM C HEPA3MONONKEHHE HITH ¢debpimurer. Ipy Tesu nampenTy TpRORA
Aa ce wsmepaT nuBata sa CK. Teparmara tpaGea aa ce npexpary, ako HueoTo Ha CK e 3HAYHTEIHO MMOBHIICHO
(>S5 meTH ropHara aomyctuma FPaHKUA) WY MYCKYAHHTE CHMNTOMH Ca TE&XKH M NMPHYHHABAT €XKEIHEBHO
HepasnonokeHHe (fopd HuBoro Ha CK na e <5 mprwm ropHara HONMyCTHMA TIpaHHla). AKO CHMIOTOMHTE
H34€3HAT H HHBOTO Ha CK ce HopManu3sHpa, MoXe J1a ce HOMMCIIM 32 NOBTOPHO NIEYCHUE C POIYRATTRT

antepHaTHBeH HHXMOMTOp Ha HMG-CoA pemykrasata B Haii-HMcKa n03a non Habuipes
Habmoneuue Ha HuBoTo Ha CK npu naumeHTH 663 CHMITOMMU He € OCHOBATETHO.

HMma MHoOro peaxu aoknagu 3a HMYHOMEJMHpAHA HEKPOTH3HWpalldA MHOMIATHA,
XapaKTepH3kpa C NEpCHCTHPala MPOKCHMAIIHA MYCKYJTHA C1a60CT U NOBHIICHA Kpea



JICHCHHCTO HNW CleA CIHMpaHE HAa CTATHHUTE, BKIIOUMTETHO posyBacTaTHH. Moxe ga e Heobxomumo
AOIBIHATEIHO HEPBHOMYCKY/JIHO HIIH CEpONIOrHYHO HacieaBane. Moke na ce  HAmOscH NIeUeHUe ¢

MMYHOCYTIPECUPAIOH JIEKAPCTRA.

B KTHHHYHMTE MPOYyYBAHMA He ¢a HAGMOARAHH AAaHHU 33 MOBHILUECHH ¢pEKTH BBPXY CKEJIETHATA MyCKyJIaTypa
B MaJkaTa rpyna NauueHTH, NIPH KOHTO pO3yBacTaTHH € NMPHIIaraH ¢ ApYro CECIBTCTBALNO Jie4eHke. Bee nak,
YBEIHYARAHE HECTOTATA HA MHO3MT M MHONATHA € HaG/IOJaBaHO NPH NAWAEHTH, NOJY4YaBAUIM JApYry
HHXHOHTOpH Ha HMG-CoA PEAYKTa3aTa 3acaHO C MPOM3BOAHH HA (HOPHHOBATA KHCENMHA, BKIIOYMTETHO
reMpUOpO3HII, LMKIOCTIOPHH, HHKOTHHORA KHCENMHA, a3010BH AHTHMHKOTULM, NMPOTEa3HM MHXHOMTODH W
MaKkpOHIHH aHTHOHOTHLM. [eM(uOpoznun nmoBHIIaBa PHCKa OT MHOMATHS, aKO Ce MpHeMa eJHOBPEMEHHO ¢
HAkoH HHXHOHTOpH Ha HMG-CoA peaykraszara. [To Tasu NPUYHHA KOMOMHALIMATA MeX Ty reMGpuOpo3n 1
PO3YBAacTaTHH He € npenoprynTe/Ha. ITon3aTa OT JOTBIHHTEIHO CHIXKABAHE B JIMITHIHUTE HUBA B PE3YJITAT OT
KOMOMHHMPAHOTO NpUEMAHE HA PO3YBACTATHH M $huGpaTh Wi HUALKK TPAGBa Aa 6b1c BHUMATEHO H3YHCIIEHA
CTPAMO NOTCHUMAIHMA PHCK OT noAobHH KomGuuammH. [Ipu CAHOBPEMEHHO NpPHIIOkeHHe Ha (ubparw,
JICHCHHETO ¢ 03H 0T 40 Mg e NpOTHUBOIIOKA3aHO (BX. TOUKH 4.5 K 4.8).

CTaTHHH B KoMOMHaImMA (Bk. Touka 4.5). [MaumenTure TpabBa na 6baar NochbBeTBaHM a3 NOTBHPCAT BEOHATA
MCIHLIHHCKA ITOMOIL], aKO H3ITMTBAT CHMITTOMH Ha MYCKyNHa cnabocT, Gonka winH GONesHeHoCT. JleueHHeTo
CbC CTATHHH MOXE 1a OBJE IIOIHOBEHO CEAEM AHM CJIEH MOCiIe/HATA 033 Ha ¢y3unoBa kucenuna. IIpu
H3BHHPCIHH OOCTOATENCTBA, KOraTo € Heo6XOauMa NPOABKHTENHA yoTpeda Ha (y3umoBa Kucenmua 3a
CHCTEMHO NpHIOKEHHE, HANPHMEP 32 JICYE€HHE HA TeKKH HHDEKIMH, HeOOX0qMMOCTTa OT €HOBPEMEHHO
NpHIOKEHHe Ha Yarpasac H ¢y3HAOBA KUCEIHHA TpAOBa [a C€ NpeueHH HHIWBHAYANHO, H Noj CTPOT
MEAHLIMHCKH KOHTPOIL.

YnTpaBac He TpaGBa aa ce MpuNara NPy NALMEHTH C OCTPH CEPHO3HH CBCTOAHMA, MPeaNnoIaralld MHONATHUS
WIH NpEApasnonaralit KbM passuTHe Ha OBOpeuHAa HEROCTATHYHOCT, BCIICICTBME paboomuonuza (Hamp.
CCIICHC, XHMOTCH3HA, rojiMa onepauus, TPaBMa, TEHKKH METa0O0NIMTHH, EHIOKPHHHH M CJIEKTPOJIMTHY
HapyIleHud WIH HEKOHTPOJIHPAHH ILPYOBE),

Brusnue evpxy wepnus opo6
Kaxro npun apyru vixu6uropu va HMG-CoA PeAyKTa3aTa, Yarpasac TpaGBa lja ce NpHiIara BHHMATETHO pH
NAIHEHTH, KOHTO NPUEMAT rO/IAMO KOJTHYECTBO ANKOXOJ W/IIH ¢a MMAIH 3abonsBaHe Ha YepHus ApoG.

Hpenopsunrenno € na ce manpaest H3CJIENBAHHA Ha YepHuA APO0 npeam M 3 Mecela ciel 3anouBame Ha
neueHHeTo. IlpHeMa Ha Virpaeac Tpa6ea ma 6bae IPCYCTAaHOBeH WJIH J03aTa HAMAJIEHA, aKO HHUBOTO Ha
CCPYMHHTC TpaHCAMHHA3H HA/BMINABA TPH MBTH T'OpHATA rpaHHlla Ha HopMaTta. JoxinaasaHara 4yecrora 33
CCPHOZHH YEPHOAPOOHHM YBpeAM (3aKmIOUaBallld ce IIABHO B YBENWYCHH YE€PHOAPOOHH TpaHCaMHHA3H) NPH
NOCTMAPKETHHTOBATa ynioTpela e no-Bucoxa npH Jjo3a or 40 mg.

[Ipn nanmenTH ¢ BTOpUYHA XAMCPXONECTCPOJIEMHSA, NMPHYHHEHA OT XHMIIOTHPEOHMAM3BM HIH He(poTHYEH
CHH/IPOM, OCHOBHOTO 3a60/1ABaHe TpAGBa 1a ce eKyBa NPEAM 3aNl09BAHE HA JEUCHHETO C Yarpasac.

Paca
(DapMakOKHHETHUHHTE NPOYYBAaHUA Ca TIOKA3IH, |€ NIPH NALMEHTH OT a3MATCKATA PACa € HATMLE II0-BHCOKA
CKCIIO3HLHSA B CPaBHEHHE C Te3u OT KaBKa3kara (6anara) paca (BX. Touku 4.2, 4.3 1 5.2).

IIpomeasnu unxubumopu

[TosuiieHa creTeMa ekcnosMims Ha PO3yBacTaTHH € HaONKOaBaHA IIPH NALHEHTH, npue A NOZYPISTATHH
CAHOBPEMEHHO € PA3IMYHH TIPOTEA3HH MHXHOMTOpH, B KOMOMHALHMS ¢ pHTOHaBup. Tps B N
KAaKTO TOJ3aTa OT JIHNKIONOHIDKABaHe 4pe3 ynorpeba Ha Virrpasac NpH nauveHTu ¢/HP

TIPOTEa3HH MHXMOUTOPH, TaKa M MOTEHLHANA 33 TIOBMIIEHA KOHLEHTPALHS HA pol @acTaifiis
3arotBa TEparMATa Y Ce MOBHIIABA [103aTa HA Y/ITpaBac MpPH NALKEHTH, TEKYBaHH C HPETQAFRH D o



EnHoBpeMeHHOTO MpwiokKeHMe ¢ nporeasHu HHXMOHTOPH He Ce NpeNopEYBa, OCBEH aKO 03aTa HAa Virpabac
HE ¢€ kopurHpa (Bx. Tabnuua | ¥ Touku 4.2 u 4.5).

Henorocumocm xvm aaxmosa
IaiptenT ¢ peaxu HacneacTBeHH npobneMu KaTo ralakTosna HeTMoHoCcHMOCT, LAPP-naxrazen aeduupr unn
TIOKO30-Ta)IakTo3Ha Maabcopbuma e Tpabpa na npueMar tosa JIEKapCTBO.

Humpecmuyuanna 6erodpobua 6onecm

JloxnafeaHy ca M3onMpaHH clyuad Ha HHTepPCTHLMAIHA OenoapodHa GONeCT mpH TNPHIIOKEHHE Ha HAKOH
CTATHHH, OCOOEHO MpPH MPOABDKHTENHA TEpaHs (BX. Touka 4.8). KnuuuunuTE NposBM MOXKE N BKOYBAT
AUCIIHCA, HENPOAYKTHBHA KAIUIMIA M RIIOLIABaAHe Ha OOLIOTO ChCTOAHHE (yMopa, 3ary6a Ha Terno M Tpecka).
AKO HMa NMOAO3peHHe, Ye NALHEHTHT ¢ Pa3BHI HHTEpCTHIMANHA OenoapoGHa GosecT, TepanusTa ChC CTATHHM
Tpa6Ba na 6bae npeycraHoBeHa.

3axapen duabem

Hakou pokaszatencrsa npeamonarar, ye CTATHHHTE KaTO KJIaC MOBHIUABAT KPBBHATA IIIOKO3a H NPU HAKOM
NALUCHTH, BHCOKOPHCKOBH 3a pa3BMTHE Ha AuabeT B Onaeme, Morar ma aoBeaaT A0 TAKOBA HUBO Ha
XHNEPrIUKeMHA, NPH KOETO € NMOAXOANIO MPHIATAHETO Ha PCAOBHATA IpHXKa, NpoBexKAaHa npu auader. Tosu
PHCK, 0baue ce NMpeoJoNABAOT peyKIMATA Ha BACKYJIapHHA DHCK CBC CTATHHH M CIIENOBATENHO HE TPpAGBa aa
ObAe MpHYWHA 33 CIMpaHe Ha CTATHHORATA Tépanui. PHCKOBMTE MallHeHTH (IIOKO32 HA IJ1amHO 5,6 10 6,9
mmol/l, unaexc Ha Tenecna maca>30 kg/m?, nosuieny CTOMHOCTH Ha TPUIVIMLUEPUANTE, XHIIEPTOHHSA) TPAGBa
Aa CC MPOCNEAABAT KAKTO KIMHHYIHO, TAKA M GHOXMMHYHO, CHIMIACHO HALIHOHAIHHTE PHKOBOACTEA.

B npoyusane na JUPITER, cho6imeHara o6ma 4ecToTa Ha 3axapeH auaber e 2,8% 3a poaysactaTtin n 2,3% 3a
w1auedo, rJIaBHO NpH NALMEHTH ¢ NTIOK03a Ha rmaaso 5,6 o 6,9 mmol/,

Ileouampuuna nonynayus

OueHsiBaHETO Ha JIMHEHHOTO H3pacTBane (BHCOYMHA), Teriio, BMI (uHiexc Ha TenecHarta Maca) H BTOPDHYHHTE
TIOJIOBH Desle3n Ha MOJOBOTO CH3pABAHE MO ckanata Ha Tanner TpH NCAHATPHYHM TIALMEHTH HA BB3PacT 6 10
17 ronunn, npueMalnu posyeacTaTiu, ¢ OrpaHHY€HO 10 ABYroaMileH neproa. Clen aBe TOMHM Ha TPETHPAHE
M0 BPEME Ha MpOYUBaHETO, He € 3a0enA3aH HHUKAKBB edekT BEPXY pactexa, Ternoro, BMI wiu nonosoro
Ch3pABaHe (BXK. Touka 5.1).

B K1MHUYHO Mpoy4BaHe HA qena H FOHOLIH, NpHEMaIM PO3YBACTATHH 3a 52 ceAMMIM, noBuaraHe Ha CK >
10xULN u MycKynHuTe CHMITTOMH Clien YHUPAXKHCHHE WIH NOBHILICHA PU3HYECKa aKTHBHOCT ¢a HabMIoapaHy
[10-9€CTO B CPABHEHHE ¢ HAOMIOACHHA OT KIMHUYHH NPOYIBAHHS IPH BH3pacTHH (BXK. TOUKa 4.8).

4.5 BaaumoneiicTeue ¢ qpyrn JCKapcTBeHH NPOAYKTH H APYrH GopMHA HR B3aHMOAeHCTBHE
Edpexm na eonospemenno npunazanu AeXapPCMeenU npoOYyKmu 8bpxy po3yeacmamur

Huxubnropr Ha TpancnoprepHuTe nporennn: PosyeactatuH e cyGerpar Ha onpeneneny TPaHCHOPTEPHH
NPOTCHHH, BKJIIOYATENHO YepHONpOOHMA bhTelik Tpancnoprep OATPIBI1 u emyke Tpancrmoprepa BCRP.
EaHOBpeMEeHHOTO npunokenne Ha YiTpaBac ¢ nekapcTBEHM NPOAYKTH, KOHTO ca HHXHOHTOpH Ha Te3
TPAHCTIOPTEpHH MPOTCHHH, MOXKE Aa JOBEAE N0 MOBHLIABAHE Ha TUIa3MEHaTa KOHUECHTpaLd HA PO3YBACTATHH
W MOBULICH PUCK OT MHOTIATHA (Bx. Tabmunia 1 ¥ Touxu 4.2 1 4.4).

Haxnocnopus: Ipy eAHOBPEMEHHOTO MPHIOKEHHE Ha PO3YBACTATHH ¢ LMKJIOCTIOPHH, CPEHMTE CTOMHOCTH
Ha AUC Ha posypactatH ca 6uwmu CpeAHO 7 MBTH TO-BHCOKM OT TE3H, HAGMIONABAHM NpH 3ApaBH
AOOPOBOMIM, HA KOHTO € NPHIOKEHA ChILaTa Ao3a (BX. Tabmuua 1). Virpasac e npormeonokasan npu
NALMCHTH, KOHTO €HOBPEMEHHO NOMyYaBaT UMKIOCTIOPHH (BK. TOYKA 4.3). EnHORpEMEHHOTO NpHIIOKEHHE He
€ TIOBJIHANO TUIA3MEHHTE KOHUEHTPALMH HA LIMIJIOCTIOPHH.

I'em@pubpo3n B Apyrs AANHAONOHWKABAINH HBPOAYKTH: EHOBPEMEHHOTO NPHICKEHH
H reMOuGpo3un € JOBENO 10 ABYKPATHO MOBHINABAHE HA Cmax 1 AUC Ha pozyeacTaTuH (B




HanHure or dapMakokHHETHYHHTE MPOyHBAHMA, H3CENBAINH JIGKADCTBCHUTE B3aHMOIEHCTBHA, He ca
MoKka3anM B3aUMoAeHCTBHE ¢ PeHOPUOpAT, HO e BB3MOXKHA MOSBA Ha dbapmakoaHHAMHYHY B3aHMOIEHCTEHS.
I'eMpubposun, dpenopubpar v ocranaiure JIekapCTBa OT rpynara Ha GubpaTHTE M IMIHIO-NOHMIXABAIIHTE

haxra, ye nocnequmTe MoraT ga NPCAU3BUKAT NOABATA HA TOBA YCNOXHEHHE M IPY MOHOTEPAIHS. HJo3ara ot
40 mg ¢ npoTHBONOKa’aHa NpPH CAHOBPEMEHEH IipueM ¢ (hubpatu (Bx. Touku 4.3 u 4.4), Ipu Te3u nanmentH
JICYCHHETO CHINO TPAbBa Na 2ano4ke ¢ S mg.

Eserumu6: EnxoBpemenHoTo winomspane wa 40 mg Ynrpasac u 10 mg eserumMu6 ue poam 10 NIPOMEHH B
AUC u npu nBata npenapara, Koraro ce TipWiarat npu 3apasd nobposonuu. UMa 1,2 meTH noBHImEHHe Ha
AUC na posyBactratun, koraro 10 mg Ynrpasac H 10 mg ezetumub ca OpHJIOKEHH MPH MAUHEHTH ¢
xunepxonecteponemMus (tabamua 1). He moxe na ce m3kmoun (papMakOAMHAMHYHO B3aUMOIEHCTBYE MeXay
TAX, KOCTO [1a HMA 34 PE3YJITAT HEeXEIaHH peakiHH (BkK. Touka 4.4).

[Iporeasnn wuuxaGuropm: Benpexn uwe TouHmST MCXaHW3IBM HZ BIAHMOJEHCTBHE HE € M3BECTEH,
CAHOBPEMCHHOTO MPHIICKEHHe C MNPOTEa3sHU HHXHGHTOPH MoOxKe PA3KO JNa TOBHIUH €KCIIO3HLMATA HA
po3yBacraruH. EaHOBpeMeHHOTO npuioxkenue Ha 10 Mg po3yBaCTaTHH H KOMOHHMPAH MPOLYKT, CHCTOAL] Ce
OT ABa mpoTeasHH wuHxubHTOpa (300 mg atasaHaeup/100 mg pHTOHABHP) mO BpeMe Ha emHO
(hapMakOKHHETHYHO POyYBaHE NPU 3ApaBH JOOPOBOMLH, € aCOLMMPAHO ¢ MPHUOIHIHTE/IHO ABY- H NeT-KPaTHO
HapacTeaHe B paBHOBecHHTe Ha AUC Ha posyBacTaThH. EnnoBpeMeHHOTO npiiokenue ua YITparac 4 HAKOM
KOMOHMHAUMM OT TIpoTEeasHH HHXHOHTODH, MOXE Aa ce MMa NPEIBHA Ciiex BHHMATE/THO NPECUCHABAHE Ha
KOPEKLMHTE Ha [103aTa Ha YTpasac, Ha 6a3a OYaKBaHOTO MOBKILIEHNHE HA CKCMO3MLIHATA Ha PO3YBACTAaTHH (BiK.
Tabauua | u rouxu 4.2 ¥ 4.4).

AHRTHAIMAH: EJHOBPEMEHHOTO NpHIOkeHHE Ha PO3YBACTATHH ¢ aHTHALMAHA CYCITCH3MH, CHIbPKAWA
ATyMUHHCB H MarHe3sucB XHADOKCHI, € JOBENO [0 HAMANABAHG HA MIA3MCHATA KOHUEHTpaumsd Ha
PO3yBacTaTWH ¢ nprHONuanTeHO 50%. To3n edekr e Gun oTcnalbeH, KOoraTo aHTHALMANTE Ca JaBaHM 2 vaca
CJICA NpueMa Ha po3yBacTaTHH. KAMHHYHOTO 3HaYeHHe Ha TOBA B3aMMONEHCTRHE He e H3CII€IBAHO,

Eparomanan: Ennospemennuar TIPHEM Ha pO3YBaCTATHH M €PHUTPOMMLMH € NoBe A0 20% mOHMKABaHe Ha
AUCgpy 1 30% noHikaBane Ha Cpyy Ha PO3YBacTaTHH. B3auMoaeHcTBHETO MOXeE N2 € NpeaHsBHKAHO OT
NOBUICHHA YPEBEH MOTHIMTET, BCICICTBHE NPUEMAHETO Ha CPUTPOMMLIHH.

Enm3nMa or cHcTemata Ha naToxpom P450: [aunure ot in vitro m in vivo Npoy'BaHHA TIOKAa3BaT, ye
PO3yBACTATHH HE € HUTO HHXMOMTOp, HHTO HHAYKTOp Ha uuroxpoM P450 uzoensumure. Posyeactarun e cna6
CyOcTpaT 3a Te3H M30€H3HMH. Cnenorarenno, NexkapcTsenu B3aHMOJEHCTBHS, Pe3ynTaT OT HHTOXpoM P450-
MCAMHPaHHA METa0O0IH3bM, He ce ouakeaT. He ca Habmonasanm KITHHHIHO 3HaYMMH B3aMMOACHCTBHA MEXTy
po3yBacTaTHH H Quiykouason (umxubutop ma CYP2CY u CYP3A4) wnu kerokoHazon (MHxuOHTOpP Ma
CYP2A6 u CYP3A4). EnHoBpeMenHuAT TpHEM Ha uTpakoHa3on (nHxubuTop Ha CYP3A4) u posyeactatun
BOAH 1o 28% yeenuuenwe Ha AUC Ha pocyBacTaTiH. ToBa Manko yBelH4eHHe He € KIMHHYHO 3HauMo, Tlo
TasH NpHYHHA, NICKAapCTBEHH B3aMMONEHCTBHS BCIEACTBHE LA METabOH3LM, MeAHHpPaH OoT uMTOXpoM P450, He
Ce€ OYaKear.

BaanmopeiicTeun, KoBTO HIBRCKBAT KOPEKIHH HA X03ATA HA PO3YBACTATHH (BK. ¢bmo Tabaana 1):
Korato e neoGxomumo aa ce npuiara YIITpaBac eHOBPEMEHHO C IpYrd JIEKapCTBEHH MPOOYKTH, 33 KOHTO e
M3BECTHO, Y€ NOBHIIABAT €KCIIO3MLMATA HA PO3YBACTaTHH, NOUTE HA Ynrpasac 1psafBa aa ce KOpHIHpar.

Ha npeanucsaiuure nexapu ce NMPCTIOpeHBa la B3¢MAT NpeABHI CHOTBETHATA JIEKAPCTBEHA HHPOpMALHs,
KOraTro OOMUC/IAT NpUiIaraHe Ha TAKHMBA HPOAYKTH 3a€HO ¢ YiTpaBac. 3amousa ce ¢ 103a Ha Yorpaeac ot 5
g BEAHEXK AHEBHO, aKO OYAKBAHOTO MOBUIIIEHHE HA €KCIIO3MIMATA (AUC) e npubnusurenno ABYKPATHO MNHK
NO-rofiiMo. MakcuManHaTa nHEBHa 103a Ha Yntpasac TpaGBa na ce kopurupa TaKa, 4e OYaKBAHATA
CKCTIO3HLHA Ha PO3YBACTATMH HAMA BEPOATHOCT JIa HAXBMILM Ta3u. Ha 40 mg AHEBHA 103a YITpaBac, NpHeT
Oes BlanmopeiicTBaum ICKApPCTBCHH TIPONYKTH, Hanp. xo3a ot 20 mg Virpamac ¢ reMgu




Hdozo0B PexRAM Ha | 1030B pexxHM Ha po3yBacTaTHH IIpomsna B AUC Ha
B3IAHMOJCHCTBAIIOTO NEKRPCTBO 03YBACTATHH
Huxnocniopun 75 mg apa orete Ha | 10 mg BeAHDbX AHEBHO, 10 gHH 7,1 meTH T
AcH Ao 200 mg ABa IIBTH HA AeH, 6

Mecela

Atasanaeup 300 mg/ putoHaeup | 10 mg, SAHOKPATHA J034 3,1 meTH T
100 mg reaAH®X AHEBHO, 8 AHK _

Cumenpesup 150 mg OD, 7 apu 10 mg, eanokpatHa Ao3a 2,8 0xTH 1
Jlonunasup 400 mg/ puronaemp | 20 mg BEOHBK JHEBHO, 7 AHH 2,1 mpTH 1
100 mg, 17 nuu

Knomuporpen 300 mg | 20 mg, enHokparTua nosa 2 pTH 1
HATOBAPBAIlla A03a, TIOCIEABAHA OT

75 mg Ha 24 yaca

I'empubposun 600 mg mpa murw | 80 mg, €NHOKPATHA 1034 1,9 mptH |
HA IeH, 7 IuH

ErrpomGonar 75 mg Beamni | 10 mg, CAHOKPATHA 21034 1,6 me1H 1
JHEBHO, 5 1HH

HAapysasup 600 mg/purorarup | 10 mg BEAHBLXK THEBHO, 7 HH 1,5 ol 1
100 mg ABA ITbTH Ha el

Tunpanasup 500 mg/puronasup | 10 mg, eqHOKpaTHa 034 1,4 nbl 1
200 mg nBa bTH Ha aeH, 11 guu

Hponenapon 400 mg aga e ua | He e nanvana 1,4 meTl 1
JACH

Hrpakonazon 200 mg BeAHLXK | 10 mg, ennokpaTHa n03a 1,4 mpTH 1**
JHEBHO, 5 THH

Esetumu6 10 mg sepwsx puenno, | 10 mg, BEAHEBX NHEBHO, 14 qHH 1,2 meTH 1**
14 nun

DozamMpeHaRHp 700 | 10 mg, ennoxpatna no3a >
mg/putoHasup 100 mg nea nwTH

Ha JeH, 8 nHU

Anernmurasap 0,3 mg, 7 qnu 40 mg, 7 nau >
Cunumapus 140 mg Tpu et Ha | 10 mg, eAHOKpaTHa 1032 —

A€H, 5 DHH

Qenogubpar 67 mg TpH WETH Ha | 10 mg, 7 NHH >

AE€H, 7 DHK

Pugamnua 450 mg  pegmumxk | 20 mg, eTHOKpPAaTHA 1034 >
AHEBHO, 7 nHH

Ketokonazon 200 mg npa wstv Ha | 80 mg, ¢/IHOKPATHA /1034 >

J€H, 7 NHK

@nykonazon 200 mg meaHbk | 80 mg, eHOKpaTHA J103a ~
JAHEBHO, 11 nuu

Epurpomunyn 500 mg  werupu | 80 mg, eAHOKPATHA N03a 20%)]
ITbTH Ha JieH, 7 THU _

baukanuu 50 mg Tpu me™ Ha aew, | 20 mg, e AHOKpAaTHa J03a 47%)]

14 nuu

*[laHHHTE, TOCOYEHM KATO X ITBHTH NpOMAHA HNpEACTABAT
NPUNIOKCHUE ¥ NPWIOKEHHE HA PO3YBACTATHH CaMOCTOATe

ITPOLIEHTA Pa3/IMka OTHECCH Ha CAMOCTOSTENHOTO MPHIOKEHHE Ha PO3YBACTATHH.
[loBminaraneTo e NMpescTaBero KaTo »T", D€3 MPOMAHA KaTO ,,%, MOHMKEHHETO KATO W s

**Hakonko npoyusaHus 3a B3aMMOIeHCTBHE

NPEACTARA HAR-3HAYMMOTO CHOTHOIICHHUE.

Ca MPOBEACHH C PAMIHUHH AO3HPOBKH Y,

POCTO CHOTHOLICHHE MEXKIY €IHOBPEMEHHO

JIHO. J[aHHUTe, MOcOYeHH Kato Y% MNpeacTaBAT




Egpexm na poszyeacrmamun 8BPXY OHOBPEMEHHO NPURA2GHY RexapcmeeHu npooykmu

AHTaronucTe Ha satamun K: ITono6Ho Ha APYrd MHXuouTopH Ha HMG-CoA PERYyKTa3ara, 3aN0vYBAHETO HA
JICYCHHE C YITPABaC W1 THTPHPAHETO Ha J034Ta MY NpPH NaLHCHTH, IPHEMAIM AHTATOHHMCTH HA BUTAMMHE K
(karo Bapdapun wnm apyru KYMapHHOBH aHTHKOAIyJIaHTH), MOXe Jia JOBele IO MOBHIIARaHe Ha International
Normalised Ratio (INR). IIpexbcBaseTo Ha JIeYeHHETO WM HaMaldBaHe Ha N0aTa HA THTPHpaHe ¢ Yiarpasac

Ilepopannn KOHTPANENTHBH/XOPMOHO3AMECTBAA TePANMN: EnxospemerHuar npuem Ha Ynrpagac u
MCPOPATHY KOHTPALETITHBH € AOBeJ A0 NoBHmaBaHe Ha AUC Ha CTHHWIECTPAIHON H HOPrecTpel, ChOTBETHO
¢ 26% u 34%. Te3n noBHIEHH ITa3MeHU KOHLCHTPAlHMK TPA0Ba fa Ce B3EMAT IO BHHMaHHE, KOTaTo Ce
ONpPENC/Id NO3UPORKATa HA MEPOPATHHTE KOHTpauenTHeH. Hama (hDapMaKOKHHETHUYHH AAHHM 34 NALMEHTH,

JApyra AexapcTBenn NpogyKTh:

Hueoxcun: B3 OCHOBA Ha naHHMTE OT COCLMQHYHH NpPOYYBAHHA 3a M3C/IENBaHE Ha JIEKApCTBEHU
B3aMMOJEHCTBHSA, HE ¢ OYAKBA KIHHHYHO 3HAYHMO B3aHMOJCHCTBHE ¢ AUIOKCHH.

Dy3udosa xucenuna: He ca NPOBEKAAHN NPOYYBAHHA 33 H3CNEABAHE HZ B3aHMOACHCTBHA pO3yBacTaTHH H
dy3nnopa kucenuna. Kakro u 1TPH ZpYTH CTATHHH, MMOTIATHA, BKIIOYHTENHO pabIOMHOIHO3a, Ca NOKNaABAHH
OT NMOCTMAPKETHHIOB ONHT C PO3yBAacTaTHH M (y3HIOBa KHCEJIHHA, TIPWIAraiM €IHOBPEMEHHO, MeXaHH3IMbT
Ha TOBA B3aUMOZAeicTBHe (dapMakoIHHAMUYHO HIH hapMaKOKHHETHYHO, WiIH H ABETE) € BCE OIIIE HEH3BECTEH.
Hma cpobutenns 3a pabaoMuonnsa (BKIFOYHTETHO HIKOIKO C (haTanen W3XOA) NpH NauHeHTH, MPHEMALIH Ta3H
KOMOHHaLu4.

AKo TepanuaTa ¢ $y3umoBa KHCENMHA 38 CHCTEMHO NPHIOKCHHE € HAJIOXKUTENHA, JeUeHHeTo ¢ Yirrpasac

TpAOBa na 6bae npeycTaHOBEHO NO BPCME Ha NICpHOAA Ha nedeHMe ¢ (y3HI0Ba KuceTHHa. BiKTe chINo Touka
44,

Tleouampuuna nonyrayus

[IpoyusaHus 3a B3auMoneHCTBHSA ca MPOBEACIAHH CaMO IpH BB3pacTHH. CTENEHTa HA B3aMMONEHCTBHITA B
NeIUaTPHYHATA NONYIALMA HE € H3BECTHA.

4.6 DepTHIATET, GpeMeHHOCT B KbpMene
YnTpasac € IPOTHBONOKA3AH N0 BPEMe Ha BPeMEHHOCT 1 KbpMEHE.
Ken ¢ nerepoaen noreHuman Tpsa6sa aa MpUiaraT NOAXOAALNH KOHTPALIENITHEHH MEPKH.

XONECTEPONBT H APYTH NPOLYKTH HA XOJIECTEPOJI OMOCHHTE3aTa Ca BAXKHH 33 PABUTHETO Ha mioaa. Ero 3amo
HOTCHIMAIHUAT PHCK OT WHXHOWpaHe Ha HMG-CoA pemykraszara e mo-roasm B CPaBHEHHE C TOJ3aTa OT
JICYCHHCTO MO Bpeme Ha OpeMeHHOCT. Mscnensanus BbPXYy JKHBOTHH OCHIYPABAT OTPAaHHYEHHM [AHHM 3a
PENPOAYKTHBHATA TOKCHYHOCT (BXK. TOYKA 5.3). AKO HalMeHTKaTa 3abpeMeHee No BpeMe Ha JieUeHHe ¢ ToBa
JIEKAPCTEO, MPHEMBT TPAOBA fa 6bAe He3a6aBHO NpeyCTaAHOBEH.

PozyBacratin ce ekckpernpa B MnskoTo Ha muibxoBe. Hama ycraHoBeHM manHM 3a €KCKPeTHpPAaHe B MIAKOTO
TIpH XOpaTa (BX. TouKa 4.3).

4.7 EdexTn BLpXy cnocobnocrTa 33 mopupane u padora ¢ MaMHEK

He ca nporexnauu npoyupanus za YCTAHOBAIBAHC BJIMAHHETO HA PO3YBACTATHH BbPXY
mogupane u pabora ¢ MamuaK, B3 ocHOBa Ha (papMaKoAMHAMHYHHMTE CBOMCTBA HE C6
Aa MoBJMAC HEOMArOMPHATHO TE3M CIOCOBHOCTH. IIpu mwodupane wnm pabora ¢ Mz
MPEABHL, "€ NPHEMAHETO Ha JIEKAPCTBOTO MOXE N2 [IPeU3BHKA CBETORBPTEXK.




4.8 Hexenann nekapcreend peaknnn

Hesxxenannte nexapcTeenn peaxiuw, HaONoJaBaH! NpH ynotpe6ara Ha PO3yBacTaTHH, OOHKHOBEHO ca Gwiu
JIEKH H NPexXoaHH. B xoHTponupanure xauuuanm MpOyYBAHHA N0-Manko oT 4% OT NMallHEeHTUTE Ha JIeYeHHe C
PO3YBACTaTHH ca NPEKBCHAIH JIEYeHHETO NopagH HeKeNaHH cLOHTHA.

basHpaHa Ha RaHHH OT KTMHMYHH [POYYBAHHI W OOLIMpEeH MOCTMApKETHHIOB OIWT, ClIEAHATA TaGiuLa
NpEACTaBs NPOGUNLT Ha PO3YBACTATHH MO OTHOINCHHE HA HEKEIaHM NCKapCTBeHH peakumu. Hexxenanure
Peakuuy, u3bpoeH No-101y ca KNacHYULMPAHH [0 YECTOTA | CHCTEMO-OPraHeH KJIac.

YecroTaTa Ha HexenaHure CHOUTHA € ¢BoOpaseHa Che craexHata ckana: vectd (>1/100 o <1/ 10), HeuecTn
(>1/1 000 po <1/100), peaxn (>1/10 000 a0 <1/1 000), muoro penku (<1/10 000), ¢ HeHzBeCTHA YecTOTA (ot
HATTMYHHTE [@HHM He Moxe Aa Oble HarpaseHa oreHKa).

Hapyuienus na xpvema u sumpnama cucmema
Penxu: TpoMOOLIHTONEHUS

Hapywenun va umynnama cucmema
Penxu: PCAKUHH Ha CBPBXYYBCTBHTENIHOCT, BKIIIOYMTENHO AHTHOESAEM

Hapywenua na endoxpunna cucmema
Yectn: 3axapen quaber!

Hewxuynu napywenus
C HenspecTHa yectora: genpecus

Hapywenus na nepsnama cucmema

Yecrn: rnaBoboaue, 3amaiipane

MHoro penkm: NOJTMHEBPOIIATHA, 3aryba Ha naMer

C HeusBecTHa yecTOTa: NepudepHa HEBpONATHs, HAPYWICHUA HA ChHA (BKIFOYHTETHO HHCOMHMS K KOLIMApH)

Pecnupamopuu, z2pwonu u meduacmunannu Hapyuenus
C HEH3BECTHA YeCTOTa: KallIHLa, AHCIIHEA

Cmomawno-upesnu napywenus

Yectn; KOHCTHINALINA, TaZieHe, A0 NOMHHAJIHY GOJIKK
Penxu: NaHKpeaTuT

C Heu3BeCTHA YecTOTA: HAPHA

Xenamobunuapnu napywenus
Penxu: TIOBHUICHH YE€pHOAPoOHH TpaHCAMHHA3ZH
MHoro peaxu: XBITEHHLA, XENATHT

Hapywenua na xooicama u nooxoacnama muxan
Heuecrn: NPYPHTYC, OOPHBH, YPTHKAPHA
C nemapectna wecrora: Cunppom na Stevens-Johnson

Hapyuwienus na Myckynno-crenemnama cucmema u Coedunumenna MYKQH

Yectn: MHANTHA
Penxn: MHOTIATHS (BK/1. MHO3HT) H pabaoMHonusa
Muoro penku: apTpairts

C HEM3BECTHA YeCTOTA: HAPYUICHHUS HA CYXOMHIIHATA, TOHAKOra YCIOXKHEHH OT pynTypa;
HMYHOMEIHWHPAHA HEKPOTH3HPAI}a MHOTIATHS




Hapywenus na 6v6peyume u nuxounume nemuiya
MHoro penaku: XeMarTypus

Hapywenus na penpodyxmusnama cucmema u Zepoama
MHuoro pexxn; THHEKOMACTHA

Obwu napywenus u ehexmu na macmomo na NPURONCEHUe
YecTH: acreHMs
C HeM3BECTHA YeCTOTa:! eJeM

"Yecrorata me 3aBucu or HAIHYHETO HIH OTCBCTBHETO HAa PHUCKOBH QaxTopH (IMIOKO3a HA IIAZHO >5,6
mmol/l, uHaeKkC Ha TemecHa Maca >30 kg/m’, nophmwesn crolHocTH Ra TPHITIHLOEPHANTE, aHaMHE3a 3a
XHIIEPTOHHS ).

Kakro npu apyru uHxuOHTOpH Ha HMG-CoA PCAyKTa3aTa, YECTOTATA HA HEKE/TAHMTE JIEKApCTBEHHN PeaKLku
3aBHCH OT 1{03aTa Ha IeKapCTBOTO.

E¢exrn Brpxy 6u6penure

Ilpu maumenTH, nexypanu ¢ PO3YBAaCTaTHH, € HaOMmonaBaHa MPOTEMHyupHs, YCTaHOBECHA NPH H3CHEQRAHE C
TECT-IEHTHIKH M KOATO € ¢ MPEAHMHO TyGynen NPOH3XON.

B onmpegenenn MoMeHTH oT nedenneTo npu <1% ot narueHTHTE Ha 10 mg ¥ 20 mg, ¥ NpH NPHOIHIUTETHO
3% ot nanuenTHre, nNexysanu ¢ 40 mg, ca HabMoKaBaHH NPOMEHH B H3CICABAHMATA 3 NPOTEHH B YPHUHATA OT
OTPHLIATENEH PE3YNTAT WM caeam o +H-. Hesnaunrenno OTKNIGHCHHE B IOCOKA OT OTPHLIATENICH PE3YJITAT WK
ClIend KM + ¢ Habmoaaeauo mpu go3a 20 mg. B noseuero cayyan NPOTEHHYUPHATA HAMANABA MM H39E3Ba
C(TOHTAHHO B NpOLIECa HA NEYEHMETO W HE € AOKA3AHO 1A NMPEAWECTBA OCTPO M NPOTPECHBHO GBGpPeuHO
3abonssane. OT nperyiena Ha naHHUTE OT IJTHHHYHUTE POYYBaHKA U NOCTMAPKETHHTOBHS OMHT 10 CEra He e
HICHTHQHUMPAHA NPUYHHHA BPH3KA MCHKIY HPOTEHHYPHATA H OCTPO HIIH MIPOTPECHBHO 016peuno 3a6onssane.

[Ipy naumenTH Ha nevenme o YaTparac € HabmonaBana XCMATYpHA, HO KIHHHYHHTE AAHHH COYAT, Yo
YECTOTATA M € HUCKA.

E¢extn BLpxy ckenernata MYCKyaarypa
Kaxro u npu apyru HHXHOUTOpH Ha HMG-CoA PeayKTa3ata, BL3ACHCTBHA BLPXY CKeJICTHATA MYCKyaTypa

Ilorumasane HuBoto Ha CK Benencreme ua YBEIMYABAHE HA f103aTa € HAOMOLABaHO TPH MATHK Opoii
MAUMCHTH HA JICYCHHE ¢ PO3YBACTATHH, MHOKECTBOTO OT CIYyHaHuTe ca lieKd, NPexXoAHd W aCUMITTOMATHYHH.
Ako #HHBOTO Ha CK ce noBumy (>5 mbTH ropuarta rpanuna Ha HOPMaTa) IeYeHHETO TPAGBA BpEMEHHO 14 Ovne
NpeyCTAHOBEHO (BXK. TOYKa 4.4).

Edexra Bbpxy Yeprns apo6

Kakro v npu mpyru HHXubUTOpH Ha HMG-CoA PCAYKTa3aTa, yBEIIHYEHHE Ha TPaHCAMMHAZHTE CBBP3aHO C
AIO3UPOBKATA € HAOMONABAHO NPH Mambk GPOI MAlMeHTH Ha JICICHAC C PO3YBACTATMH; TO-rOJIAMA 9acT OT
CAYHEHTE Ca TCKH, ACHMITOMATHYHH K MPEXO/IHH,

CrneaHrTe HexenaHH peakuuy ca JOKIANBAHHU NPK HAKOM CTATHHH:
¢ CexcyanHa qucdyHKUMS;

* MsonupaHu cnyyau ua MHTepCTHUMATHA OenoapobHa Gonect, ocobero NPH NPOAL/DKUTENHA Tepanus
(BXx. TOuKa 4.4).

Joknanpanara vecrora na pabaoOMHOIN3a, CepHO3HH HEPHOIPOOHH yBpexkaaHua (OCHOBHO BEIHYEHH
“€PHONPOOHM TPaHCAMHHA3K) € T10-BHCOKA TIpH I03KpPOBKa OT 40 mg. ~




KIHHAYHO MPOYYBAHC HA €A W FOHOIIH B CPaBHEHHE C Bb3pacTHuTe (Bxk. Touka 4.4). B apyr acnexr,
NpodWILT HA HE301aCHOCT HA PO3YBACTATHH e CXONCH IIpH RENa H IOHOIIH B CPABHEHHE C BB3PacTHHTE.

CrobinaBane Ha NONO3NPAHY HEXENAHH PEaKIIMY

ChobmaBaneTo Ha NONO3IMPaHH HEXeE)TaHY PCaKUWK ceq paspelllaBaHe 34 yNoTpeOa Ha NEeKapCTBEHKA
MPOAYKT € BAXKHO. 10BA MO3BOJIABA A4 NPOTE/DKH HAGTIOACHHETO Ha CHOTHOLOSHHETO TMON3a/PHCK 3a
AICKapCTBCHHA NPORYKT. OT MEAHUHHCKHTE CTICHHATUCTH Ce H3HCKBa fia Cbo0LIABAT BCAKA HOAO3HpaHA
HEXENaHa peakiud JUPEKTHO Ha!

Hamsnuurenna areHups no nekapersata (UAJD)

ya. laman I'pyes 8,

Cogus 1303,

Ten. +359 2 8903417

en, noma: bda@bda.bg

yeOcaiT: www.bda.bg

4.9 IIpenosnpane

Hsma cnewduyno nevenve B ciyual Ha npejosupane. Ilpu npenosupade nammenTsT TpAOBa Aa ce ncKyBa
CHMOTOMATHYHO H Aa C€ 3aNO4HAT [OAXBPIKAIIH MEPKH CIIOPE HyxnaTta. UpHonpoGHara pyukims 1 HuBaTa
Ha CK tpsabea ja ce cnensar. Manko BCPOATHO € XeMOAMaIH3aTa Ja Obae OT monsa.

5. PAPMAKOJOIHUYHH CBOMCTBA
5.1 PapMaKOAHHAMEYHHE CBOHCTBA

QapmakorepaneBTHYHA Tpyna; nHxuGuTOopu Ha HMG-CoA penyxrazara, ATC xon: C10AAQ7

Mexanu3nMm Ha feficTBHe

PocyBactaTMH ¢ cenekTHBew wu KOHKypeHTeH uHXuOuTOp Ha HMG-CoA pepykrasara, CKOpOCT-
OTPaHHYaBAIUs €H3UM, KOWTO MpeBpHIa 3-XHAPOKCH-3-METHNTTTYTAPH KOEH3HM A B MEBAJIOHAT, IIPEKypCop
Ha xonecrepona. UCHOBHO BB3JCHCTBUE PO3YBACTATHH OKas3Ba BBPXY 4epHHA Opob, OPraHeT B KOHTO ce
H3BBPUIBA HAMATABAHE HHBOTO Ha XOJICCTEPOIT.

Posysactatn ysenuuasa Gpoa Ha “epHoapoOHuTe LDL peuentopu BepXy KieThunarta TMOBBPXHOCT KATO
SaCHIBa MoeMaHeTo W KaraGonusma Ha LDL u mexu6upa uepHoapobHaTa cuHTe3a Ha VLDL xato no tozm
HaiMH Hamanaea oOus 6poii na VLDL u LDL uacTummu,

QapMakoIMHAMHYHK edhexTn

PocypacTaTun HamansBa nOBHILEHHS LDL-xonecrepon, o6uua xonecrepon u TPHITIHUCPMAWTE M NMOBHIIABA
HDL-xonecrepona. To# cbimo taka noHwkasa ApoB, seHDL-C, VLDL-C, VLDL-TG u yBenudaBa ApoA-I
(Bk. Tabnuua 1). PosyeactaTun noHmwxapa u ¢boTHOWEHUATa LDL-C/HDL-C, 06m C/HDL-C, neHDL-
C/HDL-C u ApoB/ApoA-L

Tabanna 1 Otroeop Ha no3ara MPH NAlMEeHTV C MBPBMYHA XHNepxonecTeponemus (tun Ila u IIb)
(KOPHIUpaH CpesieH NPOUESHT Ha TIPOMSHA OT HIXOIHO HHBO)

Ho3za N LDL-C | O6m-C |HDL-C (TG | neHDL-C ApoB

Inanebo | 13 -7 -5 3 -3 -7 -3

5 17 ~45 -33 13 -35 -44 -38
10 17 -52 -36 14 -10 -48 -42
20 17 -55 -40 8 -23 -51 -46

40 18 | -63 .46 10 28 |-60 54 2 @00 o

TepaneBTHYHUAT OTrOBOP KBM JCYEHHETO po3yBacTaTHH c¢e 2abenda3sa mo |
Tepanuara ¥ 90% ot mMakcumanuus OTroBOp ¢¢ NOCTHra 110 2 ceamuim. Makcuma
C& NMOCTHIra KbM 4-Ta CeIMHIA 1 C€ MOJUIBPKA CIIe/l TOBA.




Knuumuna edHKacHOCT U Ge30nacHOCT

PoszyBacratun e eduxacen npu BB3PACTHH XOpa, CTpajaillli OT XHIEPXOJECTEPONIEMHH, ChC WIH 6e3
XHIIEPTPHITTHIEPHACMHSA, HE3ABHCHMO OT PacoBa MPHHAUIEKHOCT, NOJ WK BB3PacT, H NPH CNELMATHH TPyIH
KaTO JHAGETHLIM HIH NALMEHTH ¢ haMITHA XHIIEPXONECTEPONIEMHUA.

O6obmenure gaunn or T $aza Ha xIHEHUHETE NpOyHBaHHsA TIOKA3BAT, 4€ PO3yBACTATHH € eHKaceH mpH
JIEYCHHE Ha rongMa 4acT ot naumeHTH ¢ TMn Ila u IIb XHNIEPXOJIecTeponeMus (CpeHa H3XOOHA CTOMHOCT Ha
LDL-C oxkono 4,8 mmol/l), cnopen onpeneneHute oT Eeponelickara QSmMoCT 1o ApTepockiepos3a MpHLIEeIHH
croiHocTH (EAS; 1998). Oxono 80% ot naumesTHTe Ha 10 mg ca JOCTUrHANH XKeJTaHHTEe CTOoHHOCTH RHa LDL-
C (<3 mmol/1) ciopen EAS.

B eano mMamabho mpoyusane ¢ dbopcupano Tpetnpake na go3arta, 435 nawmenTH C X€TEPO3UIOTH2 (PaMIITHA
XHIEPXOIECTEPOIEMHA Ca teKyBaHH ¢ 20 mg go 80 mg. Beauku AO3HPOBKH MOKa3BaT MOJOKHUTENEH Pe3yATaT
BBPXY JIMMHOHUTE nokasaTesd. Cnell AOCTHTaHe Ha AHEBHA 1034 ot 40 mg (12 cenmuvno sevyenne), LDL-C
HaMayaBa ¢ 53%. 33% ot maumMeRTHTE NOCTHI AT cTolHOCTHTE Ha LDL-C cnopen EAS (< 3 mmol/l).

B enno orBopeto npoyurane ¢ ¢opcupano TuTpupase ua g03aTa NpH 42 NauWeHTa ¢ XOMO3HIOTHA (haMuHa
XHUIIEPXONECTEPONEMHA €a OTYETEHH PE3YJITATHTE OT npueMane Ha 20-40 mg posysacratun. B ofmara
NoNynaims CPeAHOTO NoHWkKasane Ha LDI.-C e 22%.

B xmHuunM npoyusanus ¢ orpaumuen Opoif nalMeHTH Po3yBACTATHH NOKA3BA ANHTHBHA ehHKacHOCT npu
HaMalliBaHe Ha TPHIITHUEPHIHUTE, KOTaTO € NPHEMAaH B KOMOHHALIHS ¢ ¢eHoGubpaT ¥ NoBHmaBaHe HUROTO HA
HDL-C B koMOuHaUMS ¢ HMaIHH (B3K. TOuKa 4.4).

B enno MYJITHUEHTPOBO, ABOIHO-cNIANO, TTAlEe00-KOHTPOIMPAHO KITHHHYHO npoyusave (METEOR)
984 naumenta Ha BhapacT Mekay 45 u 70 FOMMHHM ¢ HUCEK PUCK 3a HCxeMHYHa GosiecT Ha CHpLETO
(reduunpano kato Framingham puck <10% 3a 10 r) u cuc cpeanu LDL-C 4.0 mmol/ {154,5 mg/dl), HO cne
CYOKITMHIYHA aTepPOCKIEPO3a, YCTaHOBeHa dpes Hsmepeane Ha CIMT (Carotid Intima Media Thickness), ca
pannoMusupaHH Ha 40 mg po3yBaCTATHH BEAHDK JHEBHO WM mwiauebo 3a 2 rogunn. PosyBacrarun
SHAYMTENHO 3a0aBA nporpecusTa Ha MakcHMatHOTO CIMT Ha BCHYKH 12 MecTa Ha KapoTMAHHTE apTepHH B
CpasHcHH ¢ mauebo -0,0145 mm/roamwa (95% CI -0,0196, -0,0093; p<0,0001). Tpomsnara crpamo
M3XONHATE CTOHHOCTH 34 PO3YBACTaTHH Ipynata e -0,0014 mm/rogusa (-12%/ronuua (HecuruudrkanTHO)), B
CpaBHCHHE C mnanebo rpynara ¢ mporpecus or +0,0131 mm/romuma (1,12/roguua (p<0,0001)). He e
ACMOHCTpHpaHa JTUPEKTHA B3aMMOBPB3KA MEXIY NOHHkaraHetro Ha CIMT umBaTa M NOHHXXEHHA PHCK OT
CbPACIHO-CBIAOBH ChOMTHA. [lonynauuara B npoyusanero METEOR e ¢ HHCBK PHCK OT HCXeMHYHa D0onecT Ha
CBPLETO ¥ HC € NPCACTABHTENHA 32 TapreTHaTa NOMyJanps Ha posysacTatiH 40 mg. Jlosuposka or 40 mg
TpsaOBa Ja ce NpeNNnKCcea CaMo NPH NALMEHTH ¢ TeXKa XHMCPXOIECTEPONEMHA ¢ BUCOK CHPACYHO-CHIOB PHCK
(BX. TOuKka 4.2).

Ipoyusanero JUPITER (the Justification for the Use of Statins in Primary Prevention: An Intervention Trial
Evaluating Rosuvastatin) uscnenpa epekTa Ha posyBacTaTHH (pO3yBacTaTHH Kani) BepXy MosiBaTa Ha
FOTICMH aTepOCKIICPOTHYHH ChPAEUHO-CHAOBH CLOHTHA TipH 17 802 Mbke (>50 FOMHHK) H XeHH (>60 rogunm),

Y4acTHHUMTE B MPOyuBaHETO ca PaHIOMHU3HpaHH Ha rutaue6o (n=8 901) win posysactarun 20 Mg BEeAHBEXK
axeBHO (n=8 901) 1 ca npocnenenu 3a cpeaen NepHOA OT 2 TOAHHH.

Konuenrpanuure Ha LDL~xonecrepona ca nonmxenu ¢ 45% (p<0,001) B rpynata Ha posyeacraTiH B
CpaBHEeHHe ¢ mauebo rpynara.

[Ipu post-hoc aranus Ha BHCOKOPHCKOBA Ipynia oT JHLa ¢ 6asuuen puck no Framinghom >20% (1 558 muma) e
HMAJIO 3HAYMTCIIHA peAYKUHA B KOMOWHHpaHara KpaliHa TOYKa OT CBPAEYHO-CHAOBA CMEPT, MHCYAT M
MHOKapzeH uHpapkT (p=0,028) npu neyenne ¢ PO3YBAaCTaTHH CIPAMO Muiane6o. AGCOmOTHATE PeMKLINI HA
PUCKa B HHBOTO Ha ChOMTHATA 33 1000 naMenTO-rOIMAEN € GHia 8,8. Torannapys, ox QHa
HENPOMEHCHA B Ta3H BUCOKOPHUCKOBA foarpyma (p=0,193). [Ip# post-hoc ananus Ha // OROPAL) OBA QR G
OT JHua (9 302 nuua 061m0) ¢ H3X0AHA OLICHKA HA pucka >3% (excTpanonupan na i H, ﬁn o3pal !
HAZ 65 roAMHH) € HMANO 3HAYHTETHA PeAYKLHA B KOMOHMHHpaHAaTa KpatiHa TOYKa o7 Spfle U
5o ey




HHCYJIT H MHOKapaeH HHpapkT (p=0,0003) npu neuenmero ¢ PO3yBacCTaTHH CNpsMo naauebo. AGcomoTHaTa
PEYKLMA HA PHCKA B HHBOTO Ha CHOHTHATA € Gwia 5,1 3a 1 000 NauMeHTo-ronHHE. ToTamHaTa CMBPTHOCT €
OHia HETIPOMeHEHa B Ta3H BHCOKOPHCKOBA rpyna (p=0,076).

B mpoyusasero JUPITER 6,6% or nuuara Ha JedeHHe ¢ po3yBacTaTHH M 6,2% oOT nMijaTa Ha fiedeHue ¢
mianeto ca MpPeKpaTWwiM MpHeMa HAa KACNENBAHOTO JICKApCTRO, MOpaan HexenaHo cvOuTHe. Hali-uecTure
HeXeNaHH CHOMTHA, NOBENM N0 NMPEKPATABAHE HA JEYCHHETO ¢a GIIM’ MHanrua (0,3% posysacratun, 0,2%
mnaunedo), kopeMHa Gonka (0,03% po3ysactatud, 0,02% nnaneGo) # obpue (0,02% posypacTtaTHn, 0,03%
mane6o). Hali-uecture Hexenann ch6MTHS ¢ HHBO TO-FONSMO H paBHO Ha mnauedo ca Gwnm uHpekuMM Ha
THKOUHHTe mbTHa (3,7% posyBactatun, 8,6% nnaue6o), HasodapuHruT (7,6% posyBactatun, 7,2%
wiauebo), Gonka B repba (7,6% posyBacTatuH, 6,9% mnanebo) m muanrua (7,6% po3yBacTaTvH, 6,6%
mranebo).

IeanaTpuyuna nomynanas

B enxoO aBOMHO-cIATIO, PaHIOMH3HPAHO, MyNTHLECHTPOBO, IaNe00-KOHTPONHpaHo, 12-cenMmmino NPOy4BaHE
(n=176,97 ot MBxXKH MON H 79 OT JKEHCKH noxn), nocneasaHo or 40-ceqmuvna, OTKpHTa (paza ¢ THTpHpaHe Ha
A03aTa Ha posyBacratuH (n=173, 96 oT MbxKH o1 1 77 OT IKEHCKH non), MauHeHTH Ha BB3pact 10-17 roaunu
(cranuii II-V no Taxep, MOMMueTa TOHE eHA rOAMHA CIIEQ, HAYANOTO HA MECHCTPYALMATA) ¢ XETePO3HIOTHA
daMHIHa XHNEpXonecTepoaeMus NOmyvaBaxa po3yBacTaTHH 5, 10 wmm 20 mg wiM mnane6o mHeBHO 3a 172
CCOMHMUM, & CNe[l TOBa BCHYKH I10yd4aBaXxa pPO3YRACTATMH NHEBHO 3a 40 CeAMHLUN. B Hauansoro Ha
NpoyuBaHeTo NprOMU3HTENHO 30 % OT nauueHTHTE 6axa 10-13 roguuuy u npubnusurenno 17%, 18%, 40% u
25% 6axa crotBeTHO B eTagumii I ITL TV 1 V 1o Tanep.

LDL-xonecreponst Getite nommxen 38,3%, 44,6% u 50,0% or posysacrarun 5, 10 u 20 mg, CbOTBETHO, B
cpaBHenue ¢ 0,7% 3a rnanedo.

B xpas Ha 40-cenMHYHOTO, OTKPHUTO, ENAMO TUTPUpAHE, MpOy4BaHe, RO3HPAHE N0 MAaKCHMYM 20 mg BeaHLK
IHeBHO, 70 ot 173 naumenty (40,5%) ca nocTHrHAMK uenta 3a LDL-xonecrepon or no-manko ot 2,8 mmol/l.

Caen 52 ceamuiy Ha M3cleqBAHOTO JICYCHHE, He Gele ycTaHoBeH HUKaKbB edext BBPXY pacTexa, TErjoTo,
BMI unu nonoBoto crspapaHe (k. TouKa 4.4). ToBa mpoyuBane (n=176) ne Geme npeJHa3HAYeHO 134
CPaBHABAHC HA PEAKH HEXKEJIAHH JICKAPCTBCHH pPeaxiiyH.

PosyeacTaTiH € NpoyuBaH chimo B €QHO 2-FOIHIIHO OTKPHTO KJIIHHWYHO NpOYYBaHe ¢ THTPUPAHE HA [103aTa 10
JKenaHara nosa npu 198 nena ¢ xereposurorha (haMHIHA XHITEepXOnecTeponeMHUs Ha BB3pacT 6 a0 17 roguuu
(88 momuera m 110 mommvera, cranuii no Tanep <II-V). Havannata 1038 MpH BCHYKH MALMEHTH € 5 mg
PO3YBACTATHH BCAHBK AHEBHO. IIpH mammpeHTHTE Ha BB3pacT 6 1o 9 romuum (n=64) moszara Moxke Ha ce
THTpHPa 00 MakCMManHa Ao3a 1)) mg BeAHLXK QHEBHO, a TIpH NaLMCHTH Ha BB3pacT 10 go 17 rogusm (n=134)
A0 MakCHMaiHa no3a 20 mg BeIHbX JHEBHO.

Cnen 24 mecena Ha neueHue ¢ PO3YBacTaTHH, LS Ha cpenHus npoueHt Ha HamaneHue Ha LDL-C CHpAMO
H3XONHaTa CTOHHOCT e -43% (u3xomHO HMBO: 236 mg/dl, Mecens 24: 133 mg/dl). 3a Bcska BR3pacTOBa rpyma,
LS Ha cpennns npouenT Ha Hamanenue Ha LDL-C CHIPAMO H3XOAHATa CTOHHOCT € — 43% (M3xoaHo Huro: 234
mg/dl, mecen 24: 124 mg/dl), -45% (u3x0mHO HHBO: 234 mg/dl, 124 mg/dl), u -35% (M3x0mHO HMEO: 241
mg/dl, mecen; 24: 153 mg/dl) Bra Bb3pacToBuTe rpynu 6 ao <10, 10 5o < 14 1 14 10 <18 chOTBeTHO.

Posysacratun 5 mg, 10 mg u 20 Mg AOCTHIAT CBHINO CTATHCTHYECKH 3HAYHMH CPEAHH MPOMEHH CIIPAMO
M3XORAHO HHBO 34 CJICIHHTE BTOPHYHM NOKA3aTENM Ha JHITHIATE H Jmnonporeunyre; 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. Beska oT Tesu TIPOMEHH

© B IOCOKa Ha IOAOOPEH NTHANAEH OTIOBOP H CE OAXBPAKAE B MpOABJDKEHHE Ha 2 TOOUHH.

He ce ycranomsea edekr pupxy pacrexa, Ternoto, MTM unu nonosoto cwipasane cnen 24 mecena ua
JACYCHHE (BX. TOUKa 4.4),

PosyeacTaTUH e mpoyuBan B PaHROMH2UpAHO, ABOHHOCAANO, IWIaUueSO-KOHTpON
KPBCTOCAHO MpoyyBaHe C N103a 20 Mg BEAHBXK AHEBHO, CIIPAMO Miane6o npu 14 ne
OT 6 A0 17 roauuH) ¢ xomo3urotHa dammwmna XHnepxogectepoiemMus, [Ipoyusan



CCAMHYHA BCTBHITHTENHA (a3a HA [HETA, 110 BpeMe Ha KOSTO MALMEHTHTE ca JICKYBaHH € podyBacTaTHH 10 mg,
€AHa KpBCTOCaHa (ha3a, KOSTO BKIIOYBA MEPHOA OT 6-CeaMHMHO NeYeHue ¢ po3yBacTaTHR 20 mg,
NMPCAMECTRAHA WIK MOCNEABAHA OT 6-CeIMHUHO JieYeHHe ¢ ruiauebo M noAxbpxkamara 12-ceqmuyna dasa,
fIpe3 KOSTO BCH'KH MALMEHTH Ca JIEKYBaHH ¢ po3yBacTaTiH 20 mg. [TanmenTrTe, KOMTO MOCTHNBAT Ha Tepanus
¢ e3¢eTHMHO WM adepesa, NPOTHDKABAT TCYEHHETO CH pe3 LUEInd NEPHO Ha NPOYYBAHETO,

CraracTuueckn CUrHHQUKaHTHO (p=0.005) H KIHHIYHO 3HAYHMO Hamanenne Ha LDL-C (22,3%, 85,4 mg/dL
unu 2,2 mmol/L) ce Habmonaea cinex 6 ceqMMI Ha, eYenye o po3yBacTaTtHH 20 mg, B cpaBHeRMe ¢ miaue6o
NPH J€La M IOHOIUH C XOMO3HIOTHA amunua XHIepxonecreponemMua. CTatuCTHYECKH 3HAYHMH HAMAICHUS B
obuma xonectepon (20,1%, p=0.003), HeHDL-C (22.9%, p=0.003) u ApoB (17,1%, p=0,024), ca
HabNMoONaBaHH clesl 6 CeAMMIM HA NeueHue C po3yBacTaTiH 20 mg B cpaBHEHHE ¢ IUTaLe50 NPH Qelia ¥ IOHOmH
C XOMOSHMIOTHa (amuiaHa XHnepxonecreponemus. ITOHIDKaBaHe CBIIO Taka <¢¢ HabmozaBa Ha
TPHIITHUCPHANTE, ChoTHOWEHHATa LDL-C/HDL-C, 061 C/HDL-C, ueHDL-C/HDL-C 3 ApoB/ApoA-I creg 6
CCAMHIIHM Ha neYieHHe ¢ po3yBacTaTHH 20 mg, B cpaBHEHHe ¢ Iwiauebo, npu Aeua u ronomu. HaManenuero Ha
LDL-C cnex 6 ceamuum Ha neucHue ¢ posyBacTaTHH 20 mg, mocneAsaHo or 6 ceaMHIM Ha NeueHme ¢
mnane6o, ce 3anasea B paMKHTe Ha 12-CeqMUYHO HENPEKECHATO JICYSHHE NMPH eIl H IOHOIIM ¢ XOMO3UMIOTHA
haMHITHa XHTIEPXOECTEpONeMHs,

Ilpp 7-te oueHspanm nema M roHOWM (Ha en3pact 8 g0 17 romuHM) ¢ XOMO3HrOTHA (amMmIHa
XMIICPXOIECTEPOTIEMHA OT OTBOPEHOTO MpOY4BaHE ¢ (OpCHpaHO THTPHpaHe, MPOLCHTHOTO NOHIDKEHHE Ha
LDL-C (21,0%), o6m C (1 9,2%) u seHDL-C (21,0%) ot usxoanoto HHBO, CiieA 6 CCAMHIIH HA JeUEHHe C
posyBacTaTiH 20 mg, € B ChOTBETCTBHE ¢ Te3H, HA6MmoNaBaHy B XMIIEPXONECTEPOIEMHUH.

Espornefickara arenuys no nexapcreara OCBODOXKaBa OT 3aTBIDKEHHETO 33 MPEIOCTABIHE HA pe3ynTaTHTe OT
TIpOYHBaHUATAa € PO3IYBACTATHH MPH BCHYKH NOATPYNH OT NEAHATPHYHATE IIOMYJIAUMA 3a JeHYeHHE Ha
XOMOSHIOTHA (haMKITHA XHIIEPXONECTEPONEMHus, MEPBHYHO KOMOHHHMpaHa (CMeceHa) AMCIMITHIEMMS M 3a
NpOYUIAKTHKA HA CBPHEYHO-CHACBHTE CBHOHTHS (BK. Touka 4.2 3a MHPOPMALIME OTHOCHO ynorpeba B
NeaHATpHATA).

5.2 PapMaKOKEHETHYHNE CBOHCTBA

Abcopbups

MakcHMamHu MIa3MeHN HUBA e JOCTHraT 5 uaca CJIEI mepopancH npueM. AGCOMOTHATA GHOHATHYHOCT e
npubnusuTenHo 20%.

PasnpeneneHue

Posysacratiu ce noema ocHOBHO oT YEPHHA APOO, KOHTO € OCHOBHOTO MACTO Ha CHHTE3HpaHEe Ha XOJIecTeposa
H oTaeare Ha LDL-C. OGeMsT Ha pasnpenenenne na PO3yBacTaTHH ¢ mpubmusuTenuo 134 1. PosysacTtaTun e
CBBP3AH C ITa3MEHUTE NPOTEHHK, NIPEAUMHO ANGYMHHA, NPHOTHZHTENHO B 90%,

Metabomn3ssm

MerabonuamMbT Ha po3yBacTaTHH e orpannyen (okono 10%). In vitro npoyuBanus Ha MeTaGogH3MA C
HIMOM3BAHC Ha YOBELIKM XEMaTOLMTH MOKA3BAT, ue PO3yBAaCTaTHH e cnab cy6eTpar 2a umroxpom P450
obycnoeen MeraGomzem, CYP2C9 e 0CHOBHUST H30CH3HM, KOHTO y4acTka B MeTaboIH3Ma Ha pPO3YBACTaTHH,
a 2C19, 3A4 u 2D6 yuactear B no-mManka cremen. OcHoenuTe MetaGonuTH ca N-1ecMeTHT M aKTomH. N-
ACCMETHI € OKOMO 50% rmo-Manko aKTHBEH B CpaBHEHMe C PO3yBaCTaATHH, JOKATO JIAKTOH C€ CYMTa 33
IJIHHHYHO HeaKTHBeH. Po3ypacTaTuH omnpenenss moseye or 90% ot AKTHBHOCTTA HA LMPKYNMHpaIms
uHxubuTOop Ha HMG-COA penykraszara.

EnHMHHHpaHe

NOJYXHBOT HE C€ YBREIMYABA ¢ YBEIMYABAHE HA NO3aTa, Cpelnuar nnasmen xinps
50 muTpa Ha uac (koeduienT Ha BapHabwiHocT 21,7%). Kaxto npu Apyru uuxu6
4E€PHOAPOOHOTO TIOEMAHE Ha PO3YBACTATHH BKIIOYBA MeMOpaHuus npenocures QOATP-
BKEH 32 YCPHONPOOHOTO €TMMHHHpAHE Ha PO3YBACTATHH,



JIuneitgoct/HenuEeHOCT
CucreMHaTa eKcrnioauims Ha PO3YBACTATHH Ce YBEIHMAaBa MPONOPLUMOHAIHO HA IIpHEMAHATa A03a. HaMma
IIPOMAHA BBB (PapMaKOKHHETHUHNTE napameTpH IPH MHOTOKPaTHO ZO3HPAHe.

CoenuanHm NONyJIaLMK

Bv3pacm u non

BrapacTra WM nosa HAMAT KIMHHYHO 3HAYMM edexT BBpXy (apMAKOKHHETHKATA Ha PO3YBACTATHH npwM
BB3PacTHH. (DapMAKOKMHETHKATA HA PO3YBACTATHH TIpH BBIPACTHH H Jela C XEeTepoIUroTHa daMmiHa
XHIICPXONCCTEPOieMHs Oellle CXONHA ¢ TA3H Ha BL3PAaCTHHTE nobposomuu (Bx. ,,Ilemuarpuuna nomynaug
no-a0ny). |

Paca

DapMaKOKHHETHYHHTE NPOYYBAHHSA NOkaspaT, 4€ NMpH MHAHBHAM OT a3MATCKATAa paca (ANOHLM, KUTAHIM,
(HUINNHHLM, BHeTHaMLM H KopeHuy) ce Habmopnaea ABYXpaTHO NOBMWIABAHE B cpearHata AUC u Cp,
OTKOJKOTO NpH MHAMBHAM OT KaBKkaskarta paca. IIpu MHAMHLMTE e HANMIE MOBMINABANe Ha AUC u Cpy 1,3
meTH. He € w3BecTHO kakeo e 3HaueHMETO Ha thakTOpHTE HA OKOJIHATA Cpela M Ha reHEeTHYHHTE ¢akTopn 3a
oiBaTa Ha TE3H pa3nMKKH. Enun nomynammonen (hapMakoOKNHEeTHUYEH ABATH? NIOKA3Ba, Y€ MEXJTy HHIAHBHINTE
OT KaBKa3KaTa W OT 4epHaTa paca HAMA KIHHHIHO 3HAYHUMHM Pa3/THuKs.

bvbpeuna nedocmanvunocm

B enuo npoyusane Ha 1uua ¢ paznuuna crenes na OuOpeuHo yBpexnane nekoro no YMEPEHO Texko 6n6peuno
3abonABane He € MOBIHAIO ILIA3MEHHTE KOHUCHTPAllMKH HA PO3YBACTATHH WIH HAa HEroBHs N-IecMeTHn
MeTabomuT. JlMua ¢ TekKo yBpexaaHe obaue (KpeaTHHHHOB KIHPHHC <30 ml/min) ca HMmau TPHKPATHO
YBCIHYIEHNE Ha NA3MEHAaTa KOHUEHTPAlMA B CPaBHEHHe ChC 3/paBH ACOpOBONLM M JeBeT MBTH Mo-BHCOKA
KOHLCHTpauMs Ha N-gecMeTnn MeTabonnta. PABHOBECHHTE ILIA3MEHH KOHLCHTPALHY HA PO3YRACTATHH MpH
MALWCHTH Ha XEMOAMANN3a ca PUGIH3MTENHO 50% HO-BHCOKH B CpaBHEHME Che 3ApaBy 706poBOLM.

HUepnodpobra nedocmamvunocm

B exno mpoyuBaHe Ha NMua ¢ pasnMuHA cTeneH Ha HEPHOAPOOHO yBpEKIAHE He Ca MONYYEHH NAHHH 32
NMOBHIMICHA €KCTIO3HIIMSA Ha PO3YBACTATHH IIPH NALMEHTH ¢ PE3YIITAT M0 Child-Pugh 7 wnu no-uucsk. Bee naxk,
MpH NBaMa NalMEHTH C TeXKO YepHOAPOGHO yBpexkIaHe (peaynarar no Child-Pugh 8 u 9) cucremuara
CKCNO3HLMA € OMTa yBenHyeHa Hali-ManKko 1Ba IbTH B CPaBHEHHC € JIHLA ¢ NO-HUCBK pe3yrraT no Child-Pugh.
Hsama nannn 3a naunentn ¢ pesymrar no Child-Pugh nan 9.

I'enemuven nonumopguzom

Mucnospmmsra sa HMG-CoA PEAYKTa3HHTE HMHXHOHTODH, BKMOYHTENHO PO3YBACTATHH, € CBEpP3aHa C
TpaHCnoprepuuTe nporeMHH OATP1B1 u BCRP. TlpH naieHTH ¢ TeHeTHYeH nomMopdu3sM Ha SLCO1B1
(OATPIBI1) wunu ABCG?2 (BCRP) mma puck or noemmapade Ha €KCNO3HIIMATA Ha PO3YBACTATHH.
Hunusunyanen nomamopduzem Ha SLCOIBI1 ¢.521CC 1 ABCG? C.421AA e cbp3aH ¢ npubauzaTento 1,7
TETH NO-BUCOKaA excnioznumst (AUC) Ha posyeactatuH M 2,4 mMETH NO-BMCOKA CKCIMO3HIMA, CLOTBETHO, B
CpasHeHHE C reHoTHnoBeTe SLCOIBI ¢.521TT wnin ABCG?2 ¢.421CC.

Ienuarpauna nonyaanmsa: nse (papMaKOKUHETHYHH MPOYYBAHUA C po3yBacTaTHH (Npuaarad noa gopmara
Ha Ta0AETKH) MPH MEeAMATPHYHH HAUHMEHTH C XCTEPO3UTOTHA (PaAMHITHA XHTIEPXOJIECTEPONEMHS Ha BB3pacT 10-
17 wnu 6 -17 roguun (o6wo 214 MALMEHTH) MOKAZBAT, Y€ EKCIIO3ULHUSTA NpU NEAHATPMYHHTE MNalUeHTH
H3NIEKAa CPaBHUMA MK TTO-HHCKA OT Ta3H MPH BB3PACTHH TAUNEHTH. ExcnosuuusaTa Ha po3yBacTaTHH € Guia
NPEABHIMMA 11O OTHOLIEHHE HA J03aTA H BPEMETO B NPOABKCHHE HA 2-TORHIUCH MIEPHOT,

5.3 IlpeakJnnAYHEA Jannn 3a Ge3onacHocT

IIpeaknUHAYHNETE JaHHH He ca TOKA3aMH CHeMATeH PHCK IIPH XOpa BE3 OCHOBA HA CTAHAAPTHHTE MPOYYBAHUA
32 0e30MaACHOCT BBPXY OCHOBHHTE CUCTCMH, FéHOTOKCHMHOCT, KaHIEpPOoreHeH noreHuman. He. o

CMEUMOMYHH H3CHEHBAHMA, OLICHAIH ebekrure BBpXy hERG. Hexenanure peaxus
Ha0/II0AaBaHH B KITHHHYHM [POYYBaHMS, HO ¢a HaGOIaBaAHK TPH XHBOTHH MPH HHUBA 4 %
A0 KNIHHHYHUTE Ca Clie/IHUTE: B M3NUTBAHMA 32 TOKCUYHOCT cliefl MHOT'OKPATHO NpUiIdiadty
XHCTOMATONOTHYHH 9ePHONPOOHH W3MEHEHHS, BCIIEACTBHE HA (ApMAKONOTHYHO Jel




NIpH MHLIKH, TUIBXOBE M B NO-HHCKZ CTETIEH B MTHUHUS MEXYp NpH Ky4eTra, HO HC H NpH MaliMyHu. B
AOMBIHEHHe C¢ HAOMOMaBa TOKCHUHOCT MO OTHOWIEHHE HA TECTHCHTE MPH MaHMYHH M Ky4eTa IpH NOo-BMCOKH
7034. PenpoayKTHEHATE TOKCHYHOCT NpH IUTBXOEE, 3a KOATO C€ ChAM 10 HAMAJICHHTE T'OJIEMMHA, TETIO W
HPEKHBACMOCT Ha MAIKMTE, Ce HabMOaABA NpY MATEPHOTOKCHYHH 103H Ha CHCTEMHA eKCITO3MIHA HAKOJKO
MhTH HaJ HEBOTO HA TEPANICRTHYHA €KCTIOIHLIMS.

6. PAPMAIIEBTHYHH JAAHHHA
6.1 Couchbk B3 DOMOIERATE BeIIleCTBA

Adpo na mabremxama
JlakTo3a MOHOXHApAT
Kanuuer kapGonart
MuxpoxpHcTanua nemynoza
Kpocnosunon
XHAPOKCHIPOIMWILETYTO3a
Marnesues creapar

Obsusra na mabremicama |
Komukoat IR Sunset Yellow
Komukoar IR White 11

Komukoar IR Carmine

Obeusxa na mabremxama 2
Koaukoart Protect
Tank

Cscmae na Konuxoam IR Sunset Yellow
Konuxoar IR

Konuaon VA 64

TuraHOB IMOKCHT

Kaonmn

Hartpues naypuncyadar

CBHCET XBATO

Cvemas na Koauxoam IR White J]
Konuxoar IR

Komuznon VA 64

TuraHoB MHOKCHA

Kaonun

Harpuer maypuncyngpar

Cwvcmae na Konuxoam IR Carmine
Komuxoar IR

Konunon VA 64

TuranoB nHokcun

Kaonun

Harpuer naypuncyndar

Kapmuu

Cvemas na Koauxoam Protect

Ionu(BununoR ankoxo) — MONHECTHIICHIVIMKOIN, NPUCANEH ChIIOJIHMEP
[Tonmu(BunmNOB ankoxon)

CHIMKOHOB THOKCHA




6.2 HecsrmecTamocTn

Henprnoxumo

6.3 Cpox ra roamoct

3 rogHHH

6.4 Coenmaingm yenoBns Ha chxpanenne
Jla ce crxpansiBa Ha MACTO, HEIOCTHIHO 32 feLa,
Aa ce cpXpaHABa B OPHIHHANHATA ONAKOBKA,

Ma ce cxxpansapa nog 25°C.

6.5 Bun B chbabpikanne Ha OnNAKOBKATA

Bicrepu ot Al/Al domuo

30 prnmupann Tabnetku / 2 6nmcTepa / 1 KyTHs (15 dunmupanu rabnerxu / 1 Onucrep)
90 drnmupann Tabneriy / 6 Gamctepa / 1 kytis (15 Gunmupanu Tabaerxu / 1 Gmucrep)

He Bcuuky BHIOBE onakoBKR MOXe 1a 6baar ITyCHATH Ha masapa.
6.6 Chnenmannu npeanasnn Mepku NPH HIXBLPJISHE
Hama cneumanyy n3ncksanHg 3a H3XBLPJIAHE.

Heusnonssanuar nexapcreen NPOAYKT HIIH OTHAABYHATE MAaTepHAIM OT Hero TpaGBa na ce H3XBBPJIAT B
CBOTBETCTBHE ¢ MECTHHTE HIHCKBAHHA,

7. HPATEXATEJ HA PASPEIEHUETO 3A VIIOTPEEA

HOBEJTI ®APMA EOOJ

yi. "OkonoBprered mpT" Ne 36

Codus 1415, briarapus

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEEA

Per. Ne: 20180088

9. AATA HA NOBPBO PAZPEIMNIABARETIOAHOBABAHE HA PASPEIIEHHETO 3A
YIIOTPEBA

HaTa Ha mypBo paspemasane 32 ynotpeba: 12.04.2018 r.

Hata Ha nocnegno nogHossABane:

10. AATA HA AKTYAJIMBAPAHE HA TEKCTA

03/2023




