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Topsakapn 3enTrea 10 mg pramupann tabnerkn

Torvacard Zentiva 10 mg film-coated tablets

2. KAYECTBEH K KOJIMYECTBEH ChCTAB

Besaxa ¢unmupana Tabnerka ceaspxka 10 mg atopsactaThH (atorvastatin), xato aTopeacTaTHH
Kamuues TpUxHApat (as atorvastatin calcium trihydrate).

TToMOLIHH BeINecTBa C H3BECTEH edeKT:
Beska dunmupana Tabletka cpabpixa 11,990 mg naktosa MOHOXHApaT.

3a MRIHUAT CIUCHK HA IOMOLLHATE BEIIECTBA BHHKTE TOYKA 6.1

3. JEKAPCTBEHA ®OPMA

QunMupaHa TabaeTka
Topeakapa 3entusa 10 mg gpunmupany Tabnerku: benu no noytu Genw, punMHUpaKkH, KpuIiH,
INBOKHOH3MLKHANK TaONeTkH. JIMAMETEPBT Ha TaGNeTKaTa € Npubnu3uTenHo 6 mm.

4. KJIMHHYHHA NAHHH

4.1. TepaneBTHYHM NOKAIAHAA

XHIepXONecTepONeMAs
Toppaxapa 3eATrea 10 mg e nokaz2aH KaTo JOMBIHEHHE KBM JHETATA 33 HAMANABAHE HA NOBHLICHHTE

o6 xomectepos (06m-C), LDL-xonecrepon (LDL-C), anominonpotent B u TpHrHUepHIH IPH
EB3PACTHH, MOAPACTBAILM ¥ neuUa HaT 10-roJHIIHA BE2PACT WK NO-TONEMH C THPBHYHA
XHIEPXONECTEPONEMHS, BKIIOTHTENHO (haMHITHA XHIIEPXONECTePOIeMHS (XETEPO3HIOTEH BAPHAHT)
H1H KOMOHHMpaHa (CMeceHa) XHIePIHNHIEMES, (oTrosapaiia va i 1la u tan IIb ot
knacaduxauuara Ha Fredrickson), koraTo epexThT Ha AueTata u ApYTUTE HedapMaKkoIOrHIHH
METOIM € HEAOCTATHYEH,

Topeakapn 3entrsa 10 mg € nokasaH ¢HIIO H 3a NOHWKaBaHe Ha obumA Xomectepor i LDL-C npu
BB3PACTHH ¢ XOMO3HTOTHA GaMUITHA XHIEPXONECTEPOIEeMHA KATO JOMBLIHEKHE KBM APYIHTE METOIH
34 MOHKKARAHE Ha TUIHIHTE (Hanp. aepesa Ha LDL), MK B cy4yaHTe, KOTATO Te3H METOOH HE Ca
HATHYHH.

NpodunakTuka Ha CEPOEYHO-CBAOBO 3a00JIBAHE

IpodiwnakTika Ha ChPASYHO-CBAOBY HHUKISHTH IPH MALNEHTH, IPH KOHTO € NPEUSHEH0, e HMaT
BHCOK PHCK 32 MBPEO ChpASYHO-CBAOBO CHONTHE (BXK. TOUKA 5.1), KaTO A0IBIAHEHHE KbM KOPEKLMATA
HA APYTH pUCKOBH PaKTOPH.

4.2. [No3snpoBKa H HAYHH HA NPHIGKCHHE
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ﬂOBEQOBRa

[Mpenu ma riomy4yu Topeakapy 3enTnsa 10 mg, nanneHTsT TpA0Ba fa GhAe NOCTABSH KA CTaHZAPTHA
HOHMKAaBAIlA XONIeCTepona ARETa H TpA0Ba A MPOIBIDKH A3 Ca3Ba TA3H AMETA [0 BDEMe Ha
nieyenneto ¢ Topsakapa 3ewtnsa 10 mg.

Jo3ata tpafea ga 6bae HHAHBUOYATH3IHPAHA B 3aBHCHMOCT OT M3XOJHHTE CTOHHOCTH Ka LDL-
XO/lecTepona, LeITa Ha /IeUeHHETO i OTTOBOPA HA NALMEHTA KBM NIeYeHHETO.

Obuyaiinata RayanHa no3a ¢ 10 mg sefnxk aHeBHO. Kopekins Ha mo3upoBKaTa TpA0Ba Aa ce paBH
Ha MHTEpPBAIN OT 4 cenqMuIM My nosede. MakciManHaTa Ao3a e 80 mg peaHsX THEBHO.

ITvpsiuna XUNSpXorecmeponemus U CMECEHA (KOMBURUPANA) XUnepaunedumiis

HoseyeTo nauMeHTH ce noBmIABaT yenelHo ¢ Topaakapa 3entasa 10 mg BeqHBK JHEBHO.
TepanestudeH edexT ce 3abena3pa 00 2 CeAMMULH, a MAKCUMAJIEH TEpANEBTHYEH eekT ce nocTHra
obuxiHoseHo 3a 4 cenMuun. EdexTsT ce noonspika no BpeMe Ha OpoqBBKHTEHO TeYeHuE.

Xemepozuzomua pamuana xunepxonecmeporemiua

NaumenTure Tp46Ba fa 3ancysat JedeHHeTo ¢ Topeakapa 3entiea 10 mg quesHo. [losute ce
MHAHBHOYANH3MPAT U KOPHTHPAT Ha Beekd 4 ceaMuim a0 40 mg nuesno. Cnen ToRa, WM 0o3aTa
MoKe ga Obae yBeauueHa Ao MakcumMyM 80 mg nHeBHO HTH ce Npumara KOMGHHALMA OT CEKBECTPAHT
Ha MOTBYHUTE KHUCENHHK W aTopracTaTiH 40 mg eqHOKPATHO JHEBHO,

XoMO3uzOMHA QUMUIHGA XUREPXORECMEPOREMUA
Hammnu ca orpaHu4enn gaHHA (B, Touka 5.1).

Jo3uposkaTa HA aTOPBACTATHH NPH NALMEHTH ¢ XOMO3HUTOTHA QaMIUTHA XHIIEPXONECTEPOIEMHA € OT
10 oo 80 mg nueBHo (XK. Touxa 5.1). ATopRactraTiH Tpabsa na OnAe HAMON3BAH KATO AOMBIHEHHE
KBM JAPYTH JTMOHAONOHHABAIIH TePaneBTHYHH cpeacTra (Hanp. LDL-adepesa) npK Te3n nauHeHTH
HITH TPH HEBB3MOXKHOCT 32 M3M0/I3BAHE Ha TAKHBA CPEICTRA.

TTpognaxmura na cepdeunc-cvdoso 3atonneane

IIpx M3NUTBAHHATA 33 IBPBHUYHA NpodHIAKTHEA A03aTa € 6una 10 mg anesHo. MoXe 1a ca
HeoOXO0IHMH T0-BHCOKH J03H, 33 [Ia Ce MoAALpKaT HHEAa Aa LDL-xonectepona criopes HACTOALIHTE
PBKOBOJICTEA.

Iayuenmu ¢ 6vOpeyna Hedocmamvinocm
He ce nanara npoMsHa Ha mo3ata (Bx. To4uka 4.4).

Hayuwenmu ¢ weprodpobua vedocmamsyHocm

Topeakapn 3eatuna 10 mg TpaGBa Ia ce IPUIAra ¢ NOBUIISHO BHUMAHKUE NPU TALHMEHTH ©
uepHOAPOOHa HEAOCTaTEUHOCT (BXK. TOUKHA 4.4 u 5.2). Topeakapa 3entusa 10 mg ¢ NpoTHRONOKA3aH
TPM TIALMENTH C AXTHBHO uepHonpobHo 3adonspaHe (B, ToUkKa 4.3).

Cmapuecxa gw3pacm

EdukacHocTTa 1 Ge3onacHocTTa NpH NauueHTd Haa 70 roIWHH, NPHEMALLH OPEenopHYHTEHHTE 403H,
€a CXOHH € Te3H NpH obWwATA nomy AU,

Heouampuuna nonynayus

XunepxorecmeporeMus:
[Mpunaranero Ha NIEKapCcTEOTO B (IEIHATPHATa TPAOEA Ja C€ HIRBPIIEA CAMO OT CTISIHAIIHCT C OMMTB
JIeHCHHETO Ha JETCKATA XHIIEPIHNUIEMHA, KaTo NAallHEHTHTe TPAGBA Ja GBIaT MpeleHIBaHH
N0 OTHOLIEHHE HA HANPEABKA Ha JeYeHHUETO.

Ipy malMeHTH CBC XeTepO3UIoTHa (PaMiiIHa xufiepxonecTeponemus Ha 10 1 noseye T
npenopkYBaHaTa CTAPTOBA 103a aTOpBacTaThH ¢ 10 myg axesHo (B, Touka 5.1), Jozaty,
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yBelnHdH o 80 mg AHERHO CRITIACHO OTTOBOPA H MOHOCHMOCTTa. Jo3ute TpaOBa na Obaar
HHOWBUIYANH3HPAHM CTIOPEd NPeIopbINTETHATA uen Ha TevenneTo. Kopekunn Tpabea fa ce
H3IBEPIIBAT HA HHTEPBAIH OT 4 ceMMHLIH WIH NOBeye. YBenMuanaHe Ha 103ata no 80 mg nHesHo €
NOAKPENEHO ¢ KIHMHEYHY NaHHH [pH BE3PACcTHA H OrpaHHYeHH KIKHHYHH aHHY OT IPOYUBAHHA [IPH
Aeua ¢ XeTepoIUroTHa PaMuilHa Xunepxonectepoinemus (B, Touki 4.8 u 5.1).

Hanui ca orpatirienn JaHRM 3a DE300acHOCT B e(pMKAcCHOCT NPH Jena © XeTSpO3IUIDTHA (PaMIITHA
XUIIEPXONECcTEPONEMHEA 0T 6 no 10-ronHIIHa BB3PACT NOMYUYEHH NPH OTKPHUTH NMPOYYBAHHA.
ATOpBACTATHH HE CE MPENOPBYEA 33 NeUeHHe HA NauHeHTH noa 10-roguinHa BE3pact. Hannuawre
NaHHH KbM MOMEHTA Ca ONHCcaHu B Touka 4.8, 5.1 11 5.2, HO npenopeKy 3a TOIHPOBKA HE MOTaT A2
ObJaT HanpaseHH.

Hpyru nekapcTeend GopMI/KOHUSHTPALMA MOXe 1A Ca MO-MOAXOAALUM NPH Ta3H MOMyJIanya.

Hauuy Ha npunoxenue

Topeaxapn 3entrsa 10 mg e npenHa3HAueH 3a MEPOPATHO NpUNOKeHue. Beaka HEBHA no3a
ATOPBACTATHH CE JARA HABEIHEXK H MOXKe Jla ObIe pHeMaHa [0 BCAKO BPEME Ha AeHA ¢ WM Oe3
XpaHa.

Eodnospemenno npunoscenue ¢ dpyeu aekapcmeenu npodykmu

TTpu nauneHTH, NPUEMAIIM AHTHBUPYCHHUTE CPEJCTBA 34 JIeYeHue Ha XenatuT C
en6acBup/TpazonpeBHp HIIH JETEPMOBHD 32 MPOPUIAKTHKA HA LUTOMETANIOBHPYCHA UHMEKIHA
CLOBTCTRALIO ¢ ATOPBACTATHH, 103aTA HAa ATOPBACTATHH He Tpsabsa Ra npesxwasa 20 mg/neH (Bx.
ToYKH 4.4 1 4.5). Ynotpebara Ha aTOPBACTATHH He Ce MPEeNopBYBa PH NALMEHTH, NPHEMALIH
NeTepMOBHp eNHOBPEMEHHO C LHKIOCTIOPHH (BK. ToUKH 4.4 u 4.5).

4.3 TlporaBonokazaHHA

Toppakapa 3extHea 10 mg e npoTHROMOKAAH TPY TAUMEHTH:

. CBC CBPBXUYBCTBHTETHOCT KBM AKTHBHOTO BEILECTBO HJTH KBM HAKOE OT IIOMCIUHHTE BELIESCTRA,
H36poeHH B Touka 6. 1.

» C aKTHBHO YEPHOAPOGHO 3abonaBane HIH HEHIACHEHO NEPCHCTHPALLD TOBHIICHHE Ha
CEPYMHHTE TPAHCAMHHA3H, HAAXBBPIALIO 3 IBTH FOPHATA rPaHHUA HA HOPMATA.

e 1o Bpeme Ha GpeMeHHOCT, KbPMEHE 1 TIPH XKeHH © JeTepOAeH NOTEHIMAN, HelpHIArally
NOAXONAIIH MEPKH 33 KOHTpauenuus (Bk. To4ka 4.6).

) JIEKYBaHH ¢ AHTHBHPYCHHTE CPSACTBA 3a JIEYEHHE HA XenatHT C riexanpesup/ muOpeHTacBHp

4.4 CroenHansH npelynpeKICHAA W NPeANAIRA MePKA NPk ynotpe6a

YephoApoOHo yBpEKAaHE

Tpabpa na ce HanpasaT YepHoNPoGHH (yYHKLUMOHANHY TECTOBE NPEIM 3AMOYBAHE HA IEYEHHETO U
MepHOIMYHO cnefl Toka. IIpH NAlMEHTH, NP KOWTO BEIHUKHAT OIUTAKBAHHA WM CHMIITOMH,
npeanenarals 4epHoApoGHO YEpeKIaHe, Te3H YepHOAPoOHH GYHKLUKOHAIHE TECTOBE Ca
3aIBIDKMTENHH. . [Tal[HEHTH, NPH KOHTO ce MOBHIUAT HHBATA HA TPAHCAMHHA3HTE, TpaGBa Oa Obaar
KOHTPOMHPAHHU 10 H34e38aHE Ha OTKIOHEHUETO (OTKIOHEHHATA ), AKO MOBHILEHHETO HA
TPAHCAMHHA3NTE, HAAXBRPIIALWO NOBEYES OT TP IBTH FOPHATA rpaHHia Ha HopMata (ULN),
NepCUCTHPa, Ce MPEnophYRa HAMANABAHE HA [03aTa WK NpeyCcTaHOBSBaHe Ha npuema HA Topsakapn
3eutnsa 10 mg (B, Touxa 4.8).

Topsakapn 3entnpa 10 mg TpaGea na ce NpHIAra npeANasNKeo NPpH NAMHEHTH, KOUTO KOHCYMHPAT
3HAYWTEMTHH KOIHIECTBA AKOXON WHIIH MMAT aHaMKe3a 3a yepHoapoGHo 3abonasane.

[penoTBparseane Ha HHCYIT Ype3 ArPECHBHO HAMANJBAHE HA HUBATA Ha xonecrepona ((Stroke
Prevention by Apgressive Reduction in Cholesterol Levels (SPARCL))
Post-hoc aHamH3 Ha cyGTHIIORETe MHCYNTH NpU RanueHTy Ge3 KopoHapHG ChpaeyHo 3abon
(KC3), xouto ca GHITH ¢ HACKOPO NMPEKAPAH HHCYIIT HITH TPAH3HTOPHA HCXEMHYHA ATAKa
NoKa3al No-BHCOKA YecTOoTa Ha XeMOPardueH HHCYIIT [PH NALMEHTHTE, 3aII0YHAIM C aT
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80 mg cnpamo mrane6o. MopyllieH pHeK ¢ 0T0ENA34H NPSIHMHO OPH NAUHEHTHTE C PEIXOASH
XEMOparHyeH HHCYIT HIH TakyHApeH HH(apKT NpH BKIIOYBAHE B IIPOYYBAHETO. 32 IALHEHTHTE C
MpeAXoAeH XeMOParndeH HHCYNT MIH TaKy HapeH HHBapKT GanaHChT MEKIY PUCKOBETE H MON3HTE OF
aTopBacTaTHH 80 mg e HecHrypeH H MOTEHUMATHUAT PUCK OT XEMOParudeH HHCYIIT Tpabea aa Gbae
BHHMATENHO [IPELEHEH IPeaM 3aMovuBaHe Ha TepanAaTa (Bx. Touka 5.1).

EdekTn Bbpxy ckenerHara MyCKynaTypa

ATopsactatuH, kakTo u gpyrute HMG-CoA-penykrasnu muxHOUTOPH, B peIKH CTYYaH MOTaT 14
3aCerHat CKeleTHATA MyCKy1aTypa H Ja HPHYKHHE MUAArHA, MHOIUT M MHOTIATHA, KOHTO MOTAT 14
nporpecipar 10 pabI0MHONH3A - MOTEHLUHAHO KUBOTO3ACTPALIABALIO CHCTOAHNE, XapaKTePH3HPAILo
CE CBC 3HAYHTEIHO MOBHILSHHE HA HHBATa Ha KpeaTnHKHHazaTa (KK) - (> 10 mbTh Hax ropHa rpaHuia
Ha HOpMaTa), MHOITIOOHHEMHA H MHOTTIOOHHY pHA, KOHTO MOTAaT X0 J0BeaT Ao Ob0peuna
HEJOCTATBYHOCT.

o Bpeme 1 cned AeYeHNe ¢ HAKON CTATMHM ca OHNA ZOKNATBAHH MHOTO PEAKH CITyHaH Ha HMyHHO-
MeaHupaHa HekpoTudHa Muonatia (IMNM). IMNM knuandHO ce XapakTepH3Hpa ¢ NpoIbDKHTETHA
MPOKCHMAITHA MYCKY/Ha cnabocT H IOBMIISHH CepyMHH HHBA HAa KPEaTHH KHHA3ATA, KOMTO
NEepCHCTHPAT BLIPEKH NPeKPaTABAHETO Ha NIEUEHHETO ChC CTATHHH, MONoKuTeHO aHTU-HMG CoA
PeAyKTa3a aHTHTATO W MOIOGPEHHe ¢ HMYHOCYNIPECHBHU CPENCTBa.

Hpedu nevenyemo
ATopsacraTHH TpA0Ba Ia ce H3N0M3Ba BHHMATETHO NPH MAMMEHTH C MPeApasnoNaramy GaKTopH 3a
paboomuommsa. Husara Ha xpeatiHbochoxnnazara (CPK) TpsabBa 1a ce uscnedBaT NpeaH 3an0usaHe
Ha JICYeHHE ChC CTATHH B CIICIHHTE CYYaH:
— GObOpeyHO yBpexXIaHe,
—  XHTIOTHPEOWINIBM;
— TiepcoHanHA WIH (aMHIHA AHAMHE3a 3a HACNIENCTBEHH MYCKYJIHH HapyIUIeHHA,
— aHaMHe3a 33 MYCKYMHa TOKCHYHOCT OT CTATHH Wi ¢ubpart;
— aHaMHe3a 33 YepHoapoOHO 3adeaBane WHITH yrnoTpeba Ha 3HAYHTEIHH KOMUYECTBA aTKOXOJ,
— [pY HaUWEHTH B cTapuecka Bp3pact (> 70 r.) Tpadea na ce UMa npeasrA HEOOX0AUMOCTTA OT
TOBA W3CIEIBAHE B 3ABHCHMOCT OT HAMMMUETO HA APYTH akTopH, npeapainonaramy KM
pabmoMHOMH3A;
— KOrarto € BE3MOMHO IMOBUIUABANE HA N1a3MEeHUTe HHBa, HATP. [PH B3aUMONSHCTBUS (BK.
TOYKa 4.5) W CMenHagHi HOMy/IalHH, BKIL. FreHeTHYHH CYOIOMyalyH (BXK. ToUKa 5.2).

B TakuBa cuTyalMH TpAGEA 43 CE NPEUSHH PHCKA OT JICYEHHETO CIPAMO Fh3MOKHKUTE [TO/I3H H C&
TIPENOPBYBA KIUHHYHO IPOC/IEABANE,

He Tpa6ea na ce 3anousa nevenne, ako uaxoguute Huea Ha CPK ca snauutenHo noHueHy (> 5 bTH
Ha/l rOpHa rpaHiLia Ha HOPMATa).

H3mepsane Ha kpeamunrkunazama (KK)

Kpeatunkunaszata (KK} ve TpabBa na ce uacnensa cnen sHauumo Gu3nuecko HATOBAPBAHE MK MPU
HATHYHETO Ha BEPOATHA AITEpHATHBHA NpHunHA 3a yeeamdeHnero Ha KI, Tt kaTo HHTEpipeTaunaTa
Ha pe3yNTAaTHUTE B TAKHBA CIyHaH € 3aTpydHeHa. AKo HixogHHTE cTofinoctu va CPK ca aHauuTeHO
NOBHINECHH (> 5 'BTH HAJ rOpHA IPaHMIIA Ha HOPMATa), HHBATa TpAOBa Ja ce M3MEPBAT IIOBTOPHO B
paMkuTe Ha 5 10 7 IHH, 3a DA CE NOTBBPAAT PE3yITATHTE.

o speme na nevenuemo
- IManuentuTe Tpa6Ba na 6bAAT NpeaynpeAeHH BEOHATA 03 CHOOLIABAT 34 [10ABA HA MYCKYJIHH
G0NKH, KpaMIIH WIH cnadocT, 0co0eHo B CIYHaHTe, KOraTo TOBa € MPHAPYKEHO ©

HEpa3noNoXKeHHe HIH MOBHIIEHHE Ha TEMIIepaTyparTa.

- Tpadea aa ce u3cnensat Hrepata Ha CPK, ako ce nogedr TakHBa CHMIOTOMH TI0 BpeMe Ha
TepanuATa ¢ aropeactaTiH. HeoGxoanmo e mpexpatapane HA TepanHaTa, ako ce yCTaHo
Te3H HHEA Ca 3HAYHTEITHO MOBHIIEHH (> 5 IETH Haj ropHa rpaHHIA HAa HOpMAaTa).
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- Tpabsa Xa ce 0OMHCHY IIpeKpaTSBAHE HA JIEYEHHETO, aK0 MYCKYJIHHTE CHMIITOMH ¢4 TEXKKH H
TIPEIH3BHKBAT HOCTOAREH TucKoMbopT, TopH M B cydaute, korato CPK ca nopHimenn o < 5
IIHTH HaJ FOPHA TPAHMLA HA HOPMATA.

- AXo cumnTomuTe oTyMAT B Husata Ha CPK ce HopMann3upar, Moxe Ha ce 0OMHCIH
HOBTOPHO BK/TIOYBAHE HA aTOPBACTATHH /M 3aII0YBAHE HA TEPANHS ¢ AITEPHATHBEH CTATHH
[IpH H3M0I3BaHe Ha HAl-HUCKATa 1034 H CTPHKTHO MOHHTOPUpAHE.

- IpuemMsT Ha aTopBacTaTHH TPADBa Ja b peyCTAHOBEH, KO € HAMUIE KITHHITHO 3HAUHMO
nopHmenne #a HEsaTa HAa CPK (> 10 nbTH Hap ropHa rpaHHIa Ha HOPMATa) HIH aKo ce
JHATHOCTHLHPA HIH T0O03UPa PaGROMHOTH3A.

Ednospemenen npuem ¢ opy2u Rekapcmeenyt npodvKmu

PuckbT 0T pabaoMHONM3a ce IOBHIIABA TPH SXHOBPEMEHEH MPHEM HA ATOPBACTATHH C ONIPEHE/ICHH
JIEKAPCTBEHH MPOTYKTH, KOHTO MOTaT Ha MOBHILAT IU1a3MEHATA KOHLUEHTPALHA HA ATOPBACTATHH, KATO
MowHHTe HEXHOHTOpH Ha CYP3 A4 WM TpaHCHOPTHUTE NPOTEHHH (HANP. WHKIOCTIOPHH,
TEHTPOMHLIMH, KNAPUTPOMHLINH, NEMABAPINH, CTHPHICHTOJ, KETOKOHA30/1, BOPHKOHA3OI,
HTPaKOHA30/, MO3AKOHA3O0, leTepMoBp Ml HIV-npoteatny MHXHGHTOPYH BKIIOUHTETHO pHTOHABHD,
JIOMHHABHP, aTA3aHABHp, HHAUPABAD, AAPYHABHp, THOPaHABUP/PHTOHABHD H Ap.). PHCKET oT
MHOTIATHA MOXKE CBWO A3 Objie NOBHIICH NPH €THOBPEMERHOTO NPUIOKeHHe ¢ reMpUOpo3Hn U ApyrH
nOepueaTh Ha GuOGPHHORATA KHCENHMHA, aHTHBHPYCHH CpeacTsa 3a iedenne Ha xenatut C (HCV)
(Hanp. OouenpeBHp TenanpesHp, eNGacBUD/Tpa3oNpeBHp, Aeaunaceup/codocGyBnp), epUTPOMHIMH,
HHAIMH, HIH €32THMHO. AKO e BB3MOKHO, BMECTO Te3H NeKapcTBa TpAOEa aa ce oOMucIAT
ANTEPHATHBHH (HEe B3auMOAEHCTBALIH) TEPATTHIL

B ciydau, koraro € HeoGX0IHMO €AHOBPEMEHHOTO IIPHIAraHe Ha TE3U JEKAPCTBA ¢ aTOPBACTATHH,
[10/13aTa H PUCKET OT ChITHTCTBALIOTO IeUeHKe TpAOBa fia O0baaT oOMucneHM BHEMaTenHO. Korato
MalHEeHTHTE NOMYYaBaT JeKApPCTBa, MOBHIIABALIH TIJIa3MEHaTa KOHIIeHTPalluA Ha aTOPBACTATHH, Ce
NpEnopbYBa N0-HHCKA MaKCHMAaNHa 1033 Ha aTOPBACTATHH. B MombnHeHue, B Cyyait Ha mpuiaraHe ¢
mMourHH HHXHOHTOpH HA CYP3A4 tpabea na ce oOCHAH Mo-HHCKA Ha4alHa 1038 HA ATOPBACTATHH M ce
[penopr4Ba CLOTBETHO KIHHHRHO NIPOC/SAMBaHe HA Te3H NalHEHTH (BXK. Touxa 4.5).

ATopBacTaTHH He TpaOBa Ja ce MPUaTa eSHOBPEMEHHO ¢ (Py31IoBa KHCeIMAA 38 CHCTEMHO
NIpHII0KEHHE HIH B PAMKUTE Ha 7 IHH clle]l cCTUpaHe Ha JIeYeHNeTo Cbe Qy3Haoea Kucenuna. [Tpu
MALHEHTH, MPH KOMTO CHCTEMHATA TEPANHR Ha ¢y3HI0Ba KHCENTHKHA C€ CUHTA 38 OCHOBHO, JIEUSHHETO
CBC CTATHHH TPAOBA Ha Gbae npeycTaHOBEHO Mmpe3 LeMHs NepHo Ha edeHue cbe Qy3nnoea
kucenuHa. iMa cbobmenna 3a cydan Ha pabaoMHonnsa (BKTMIOUHTENHO ¢ JIETANEH H3X0I) TpH
HalMeHTH, MPHEMAlM $y3HI0Ba KHCETHHA H CTATUHH B KoMOHAAIms (BX. Touka 4.5). IannesTst
TpabBa Aa ObAe TOCHBETBAH /1a NOTHPCH He3aGaBHO MEAMLIHHCKA OMOIU TIPH EBE3HHKEAHE Ha
CHMITOMATHKA KATO, MyCcKyJIHA ciaboct, GOMKH WITH Yy BCTBHTENHOCT.

TepanudaTa ¢bC CTATHHH, MOKe 12 ObIe BB3CTAHOBEHA CeleM JAHH clie] NocKenHaTa 0o3a Ha dy3uaoea
KHCE/THHA.

TIpH H3KIIOYUTENTHN OOCTOATENCTRA, B KOHTO € HeOGXOOHUMO HPOIBIKHTEHO CHCTEMHO NPHUIOKEHNE
Ha Py3MI0Ba KHCENHHA, HATIPUMED TPH JISUeHHE HA TEXKH HHPEKuMuH, HeoOX0IHMOCTTA OT
eIHOBpeMeHHOTO npunarave Ha Topsakapa 3eHTHBA M Qy3HI0BA KMcennHa TpAGBa Aa ce oBMHCITH
IIPH BCSKHU CTyyal M MPH CTPOT METUMLUMHCKH KOHTPOJL

IenuaTpyyHa nonynaus
He e HaGnionaBaH KIHHHYHO 3Ha4uM e(peKT BBpXY pacTexka U [ON0BOTO CH3PABAHE B 3 COMNLIHO

npoyupaHe 6a3MpaHO Ha OLEHKA HA UANOCTHOTO Ch3pABaHE U Pa3BHTHE, OLEHKa Ha cTaauii no TaHep,
¥ H3MepBaHe HA BHCOYHHATA U TeraoT1o (Buxk. Touka 4.8).

Hurepcruupania Genonpobua Gonect

INpn npHeM Ha cTaTHHH ca cHOOIIABAHH OTAENHH CITyYaH Ha HHTepCTHIMANHA bestonpoGHa Gonge ﬂ—w-"-:-;:\‘_
ocofeHo pH NMPOoABIKUTENHA Tepanns (B. Touka 4.8). [IposBuTe MoTAT A8 BKTOMBAT TUC e’ég\‘.l‘MH I, )
e v e,

o~ ™ g

HeNpoXYKTHBHA KaIMHOa H oOILIo BAOIABAHE HA 3ApaBeTo (YMOpa, 3aryba Ha Tero H Ip
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TepanuaTa ckC CTATHHH TPAOBA [a Ce MPEYCTAHOBH, aKO Ce N0A03UPE, Y€ TALMEHTA € PasBu
HHTepcTHIMANHa DenoapobHa Gonecr.

3axapen anaber
HsxoHn 10Ka3aTenCcTBa BHYLIABAT, Y€ CTATHHHTE KATO KIAC MOBHINABAT HHBOTO HA KPHBHATA 3axap H

TIpH HAKOH TIALHEHTH, 1 BUCOK PHCK OT Obaem nuaber, MOraT a AOBEIAT 10 XMOEPTIHKEMHA, KOTaTo
ca onpeaeneHH (popManHu rpmkn npu Auabet. Tosn puck, o6ade, ce KOMIIEHCHPA OT HAMAIABAHE HA
CBAOBHA PHCK ChC CTATHHH M He TpaOEa 1a GhJe NpUYMHA 33 CIIHPAHE HA JIEYESHHMETO ChC CTATHHHL
[MauuenTH ¢ puck (Ioko3a Ha rnagHo ot 5,6 a0 6,9 mmol/l, U'TM > 30 kg/m?, nosuinenn
TPHIJIHLEPHIH, XHNEPTOHHA) TpAOBa Ja c& NpocneisBaT KIHHHIHO M 1a60paTopHO B CHOTBETCTBHE C
HAUHOHATHHTE PHKOBOACTEA.

[TomomiHy BemiecTRa

Toppakapn 3entHBa 10 mg chabpka TakTe3a MOHOXHAPAT. [laldeHtH ¢ peIKH HACIEACTBEHH
MpoGIeMH KATO FaIaKTO3Ha HEMOHOCHMOCT, 0011 NakTaseH feHINT KM TMOKO30-TANAKTO3HA
Mmanabcopbuua e TpaGBa Ja PHEMaT TOBA JIEKAPCTEO.

4.5 BiaaumogeitcTeHe ¢ APYTH JeKAPCTBEHH NPOIYKTH H APYIH GOpMH HA BIAHMOJeHCTEHE

EdekTH Ha eIHOBPEMEHHO IPHIIOKEHH IEKADCTBEHH MPOAYKTH BEPXY aTOPBACTATHH

ATopBacTaTHH ce MeTaGonu3upa ot uuToxpoM P450 3A4 (CYP3A4) u e cyGeTpar Ha yepHoapoGHuTe
TPAHCMOPTEPH H HA NOAMNEOTHAMTE, TPAHCIIOPTHPAIIN opraHHdHK aunoHn 1B1 (Organic anion-
transporting polypeptide 1B1, OATPIB1) u IB3 (CATP1B3). MetaGonuTHTe Ha aTOPBACTATHH CA
cybetpaTti Ha OATPIBI1. YeTaHoBEHO € CBIIO TaKa, e aTOPBACTATHH & CyGeTpar Ha ediykcen
tpaHcropTep P-rnnkonpotenn (P-gp) ¥ Ha poTenHa Ha Pe3UCTEHTHOCT Ha paka Ha rbpaara (Breast
cancer resistance protein, BCRP), kouTo MOe A2 OrpaHHYaT YpeBHaTa aGcopOIms ¥ MITBYHHA
KNMPBHC Ha aTOpBacTaTHA (BXK. ToukKa 5.2). EnHOBpeMeHHOTO NpIiarate Ha IeKAPCTBEHH MPOdYKTH,
KOHTO ca MEXHMOHTOPH Ha CYP3A4 unH Ha TPAHCIIOPTHHUTE MPOTEHHH MOXKE 14 TOBEE A0
MOBHLIABAHE HA Ma3MeHUTe KOHUEHTPAUNH HA aTOPBACTATHH U TOBHIIEH PHCK OT MHONATHA, PHCKBT
MOe [1a Ce MOBHILM ChUIO NPH eHOBPEMEHHO MpHIAraHe Ha ATOPBACTATHH C KPYTH JIEKapCTBEHH
NPOIYKTH, MPHTSXKABAIIY HOTSHUMAN 13 MHAYLHMPAT MHOTIATHA KaTo GubpaTi H e3eTHMHG (B, TOUKa
43 ud4).

Huxubumopu na CYP3 44

Mouxure uaxuGHTOpHTE Ha CYP3A4 BOIAT 10 3HAYMTENHO MOBHINABAHE HA KOHICHTPAUHKTE HA
aTOPBACTATHR (BX. Tabnuua 1 1 nonpobHata HHopMauns no-nony). EaHospeMeHHOTO PHEMAHE Ha
MomHH CYP3A4 MHxAGHTOPH (HAmp. UMK TOCIOPHH, TENHTPOMHIMH, KTAPHTPOMMIWH, ASTABHPAHH,
CTHPHNEHTON, KETOKOHA30]1, BOPHKOHA30J1, HTPAKOHA301, [103aKOHA30J1, HAKOH AaHTHBHPYCHH CPeACTBa
3a JiedeHne Ha xenatut C (wanp. enbaceup/rpasonpesup) 1 HIV npoTteasku uaxuGuropu
BKJIOYHTEHO PUTOHABHD, IONHHABHD, 4Ta3aHABUP, HHIHKABAPD, AapYHABHUD, T.H.) O BE3MOKHOCT
Tpabea aa ce u3bATBa. B ciny4anTe, KOraTo €AHOBPEMEHHOTO NPHEMAHE HA TE3H JICKAPCTBEHH
NPOAYKTH € aTOPBACTATHH He Moe Aa Obae n3bernaro TpAGBa a ce 0OMHCIAT NO-HHCKH HAYanHa K
MaKCHMANHA J031 Ha aTOPBACTATHH, H CE TPeNopbYRa NOAXCAALIO0 KNTHHUYHO IPOCIeABaHE Ha
nanueHTa (BX. Tabmyua 1),

Ywmepenute unxuburopn Ha CYP3A4 (Hanp. epHTpOMHIMH, THATHA3EM, BEpanaMu U QJTyKoHa301)
MOrar I3 MOBMIUAT IVIA3MEHUTE KOHIEHTPALWH Ha aTopBacTaTHH (Bx. Tabnuua 1). Habmonasau e
NOBHLIEH PHCK OT MUONATHA NpH YNoTpeHa Ha epUTPOMHLMH B KoMGUHALUA CBe cTatHHu. He ca
NPOBEKAAHH NPOYUBAHUS HA B3AHMOJCHCTBHATA, KOMTO [a OUEHAT eeKTHTe Ha aMHOIAPOH HIIH
BEPANAMUIT BRPXY atopeacTaThH. HIBECTHO €, Y aMHONAPOH H BEpanaMEI HHXHGHPAT aKTUBHOCTTA
Ha CYP3A4 u enHOBpEMEHHOTO NMPANATAKE C ATOPBACTATHH MOKE /1a A0BE/IE N0 [OBHIIEHA
©KCTIO3MLHMA HA ATOPBACTATHH, ET0 32110 Npn eTHOBpEMEHHATA YTIOTpeDa ¢ YMepeHH HHXHOMTOpU Ha
CYP3A4 tpatea aa ce o6chau Mo~-HACKA MakcHMaNHa JA03a HA aTOPBACTATHH M Ja ¢é HpoBene
MOAX0ASIUO KAMHHYRO NPOC/SAABAHE Ha NanueHTa. KITHHHYAO MpocneRaBaHe ce npenop

Hnoyxmopu na CYP344
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ENHOBpPEeMEHHOTO [PUAAraHe HA aTOPBACTATHH C HHIYKTOPH Ha IATOXpom P450 3A (Hanp.
etasupent, pubaMmiH, KBIT KAHTAPHOH) MOXe 13 T0BeNe IO NPOMEHAHEO NOHIDKEHHEE HA
IJIa3MEeHHTE KOHUEHTPalMH Ha aTopBacTaTHH. [Topank ARolHUA MexaHu3bM Ha B3auMoaelicTene Ha
praMnuH, (MHAYKUHA Ha UMTOXpoM P450 3A u HHXHOHpaHe Ha TPAHCIOPTEPA HA XENATOLHTHOTO
saxpauane OATPIBI), ce mpenopryBa eTHORPEMEHHO MPUIATAHE KA ATOPBACTATHH C pHdAMIHH, Thil
KaTo M0-KbCHOTO MPHICKEHHE HA ATOPBACTATHH CNel IpHeM Ha pudaMOHH ce CBBP3Ba CHC 3HAUHMO
HAMAJISBAHE HA [1a3MEHAHTE KOHLEHTPALHH HA aTOPBacTaTUH, BAHAHHETO Ha puaMIMH BBpXY
KOHUEHTPALMHTE HA ATOPBACTATHH B XENAaTOUHTUTE € HEM3BECTHO H 4K eTHOBPEMEHHOTO IIPHIaraHe
He MOXKe Ia ce H3ierne, nanueATHTe TpAGBa Ja ce MPOCeNABAT BHUMATENHO 32 OUEHKA Ha
eukacHocTTa.

Huxubumopu na mpancnopmepume

HHxubuTopuTe HA TPAHCIOPTHHTE MPOTEHHH MOXKe 14 [IOBUIIAT CHCTEMHATA HATMYHOCT HA
aTopBacTaTHH. L{MKMOCTIOPHH H NETEPMOBHP ca HHXHOMTOPH Ha TPaHCNOPTEPUTE, BKIKOYEHH B
eIAMHHUPAHETO Ha aTopBacTatud, T.e. OATPIB1/1B3, P-gp u BCRP, koeto Boau 0o nopHIiIeHa
CHCTEMHA HATMYHOCT Ha aTopBacTaTHH (Bx. Tabmina 1). EdekrsT ot HHxubupaneTo Ha
TPAHCIIOPTEPHTE HA YEPHOAPOGHO 3aXBallaHE BBPXY KOHLEHTPAIMATA HA ATOPBACTATHH B
XEMATOLHTHTE © HEM3BECTeH. AKO eJIHOBPEMEHHOTO NPHIIATAHE He Moxe Ja ce H30erke, ce
NpEnopLYBa NOHKABAHE Ha J03aTa H KIHHMYHO HabmogeHue Ha edextute (8. Tabmuua 1).
Ynotpebara Ha aTOPBACTATHH He C€ MPETIOPBYRA MPH NALHEHTH, PHEMALIH JIETEPMOBH]
€IHOBPEMEHHO ¢ UHKIOCHOpHH (BXK. Touka 4.4).

Temgbutpozun/npousaoonu Ha QubpuRoEama Kucentna

CamocTtoarenHara ynorpe6a Ha ¢ubpaTi ce CRbP3BA NOHAKOra ¢ MHOMATHSA, BKITIOUHTETHO
paGaomuonH3a. PHCKET OT TAKHBA CBHCTOAHHA MOMKE Ja NOBHILM NPH €AHOBPEMEHHOTO IPUIATAHE HA
¢ubpatr u aTOpRACTATHH. AKO STHOBPEMEHHOTO NPHNIAraHe HA MOXKE 14 ce Hafierde, TpaBaa fa ce
npuniara Hafi-HHCKATA TEPANERTHYHA 1033 aTOPBACTATHH M HALUSHTA TPAGBA N2 C& MOHHTOPHpA
BHMMATETHO (BXX. TouKa 4.4).

Ezemumut

Morotepanus ¢ e3eTHMHG Moke Ja J0Befe A0 MHONATHA, BKITFOYHTEIHO paGroMuomma. 3aToBa
PHCKBT OT TAKMBA CHCTOSHHSA MOKe A3 Ob/ie MOBHIIEH NPH €THOBPEMEHHOTO TIPUAATAHE HA €3eTHMHE
H aTOpBacTaTHH. [IPEnopsuBa ¢¢ BHUMATEIHO KIHHHYHO MOHHTOPHPAHE HA TE3H MALKUEHTH.

Korecmunon

IInasMeHnTe KOHNESHTPALHK HA ATOPBACTATHH H AKTHBHHUTE MY MeTabonuTH ca GUIH Mo-HHCKA
(roedunpenT Ha KOHLIEHTPaUMATA HA aTopBacTaTHH 0,74), KOraTO KONECTHIION € IIPH/IAraH
enHoppemenHo ¢ Topsakapn 3edtupa 10 mg. EdextsT cnpaMo MHIHAHKUTE HHBa 0Daue e Ot no-
u3paseH, korate Topeaxapn 3enTuBa 10 mg H KONECTHIION Ca TIPUNArAHH EJHOBPEMEHHO, OTKOIKOTO
TIPH CaMOCTOATENTHO [IPHIOKEHHE HA IBATA JIEKAPCTBEHHM NPOAYKTA.

Dyzudosa Kucenuna

PUCKET 0T MHONATHA, BKIIOYHMTENHO pabAOMHOIH3A MOsKe Ja Ce YBEMHYH NPH KOMOHHHpaHa Teparis
Ha Qy3MI0Ba KUCENHHE 38 CHCTEMHO NPHIIOKEHHE M CTATHHH. MeXaHu3sMbT Ha TOBA B3aHMoaelcTere
(nanu e papMakoauHaMHdeH HIH GapMaKOKHHETHYEH, UM K [BATA) € BCE OlLe HeH3BecTeH. Mma
cBhODIIEHH 33 CIyYaH Ha PabIOMHOIH3A (BICTIOUHTENHO ¢ MIETANCH H3X0/1) MPH MAlHEHTH, KOMTO Ca
Ha Ta3u KOMOHHHpaHa TepamnHs.

AKO € HAJIOKHTEIHa CHCTEMHATa Tepalus Ha Gy3110Ba KMCEIHHA, IEYEHHETO C ATOPBACTATHH TpAGBa
Aa ce NpeyCTaHOBH Ipe3 LeHA MEpAO Ha MevueHue Ha hy3uaoBa Kucennaa. BukTe cailo Touka 4.4.

Koaxuyun
Bonpekd He He ca IPOBESKAAHH NPOYYBAHHA 32 BIAMMOISHCTBHA MeXIy aATOPBACTATHH H
MOKITAJBAHY €A CITy4YaH Ha MMOMATHA,KOT4TO aTOPBACTATHH € O Mpilarad eqHOBpeMs
KOJIXHITMH H 38TOBA, TIOPagH KOETO TpﬂﬁBa [ Ce MOJX0Ka C [IOBHINEHO BHAMAHKE, K
MpEIMHCRA ATOPBACTATHH C KOITXHIHH.
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Edekr Ha aTOpBacTaTHH BB CAHOBPEMERHO NIPUTATaHH JEKAPCTBSHH MPOOYKTH

Huzoxcun

I1py MHOTOKpaTHO NMPHIIOKEHHE HA TUTOKCHH ETHOBPEMEHHO ¢ 10 mg aTopBacTaTHH pABHOBECHATA
IasMeHaTa KOHIEHTpaluA Ha AHIOKCHH ce nosnwmana ¢1a6o. ITauneHTrTe, NpHEeMallii JHTOKCHHA
TpAGBa Ja OBIAT BHUMATERHO MPOCIeAIBaHH.

Hepopannu konmpayenmusu
EnxoBpeMenHaTa ynotpeba Ha nepopaliHi KOHTPAUENITUBY C ATOPBACTATHH BOXH 0 MOBHIISHA
NA4A3MEHA KOHUEHTPALHA Hd HOPETHHAPOH K €TRHIIIECTpaIHol.

Bapchapun

B KAHHWUYHO MpoyuBaHe OPH MALUKHEHTH, IPHeMawy MpoXbLKHTENHA TEPaid ¢ paphapuH,
€[IHOBPEMEHHOTO MpHIAraHe Ha aTopsacTaTHH 80 mg RHeBHO ¢ BapdapiH NPHIMHABA TEKO
NOHXEHHE OT 1,7 CEeKYHIH Ha NPOTPOMOHHOBOTO BpeMe MO Bpeme Ha IBPBHTE 4 OHU HA JISYEHHETO U
BpBILAHE J0 HOPMATTHATE CTOMHOCTH OO |5-HA IeH oT Ne4eHHETo ¢ aTOPBACTATHH. Beripeku 4e Muoro
pAnKo ca cbo0uIasany KIMHHYHO 3HAYHMH B3aHMOJIEHCTBHA C AHTHKOATyIAHTH, IPOTPOMOUHOBOTO
Bpeme TpAGRa na OBAE ONpeneaeHo NpedHd 3aN0YBAHE HA ATOPBACTATHH NP NALKUEHTH, NOIY4aBaLIH
KYMapHUHOBH RHTHROATYAHTH H ZOCTATEIHO YECTO B HAYANOTO HA TEPANHATAa, 32 12 Ce NOJACUIYDH, Ye
He BB3HMKBA 3HAYHMa POMAHA B NpoTpoMGHHOBO BpeMe. Korarto ce gokyMeHTHpa cTabiinHO
NpoTpoMOHHOBO BpEME, TO MOXe Ja 6bA€ MOHUTOPHPAHO Ha HHTEPBAIH, KOHTO 00HKHOBEHO C&
[PETNOPBYBAT PY MAUMEHTH Ha KYMaPUHOBH AHTHKOATYNAHTH. AKD /103aTa HA ATOPBACTATHH CE&
MPOMEHH HITH ce MPEKpaTH NpueMa, TpAGBa 1a ce NOBTOPH Chllara npolenypa. Tepanuara ¢
aTOPBACTATHH HE CE CPLP36A C KbPBEHE HIIH C IPOMEHH B IIPOTPOMOUHOBOTC BPEME TIPH MAaUHEHTH,
KOUTO He NIPHEMAT AHTHKOAryJaHTH.

Tlenuat PHYHA TIONY JIAA

[poyuBatna BEpXY JSKAPCTBEHRTE B3AHMOIEHCTRIA €A H3BLPINEHH EAHHCTBEHO APH BBh3PACTHH (BK.
paszen 4.8). CrenenTa Ha B3aUMOaeACTEHE B IeAHATPHYUHATA MOy ALK He € M3BecTHA. Tpabea aa ce
HMAT NpedBHI ropecrioOMEeHaTHTE B3aUMOIEHCTBYA IPH BB3PACTHH M NPeaynpexieHHATa B pasaen 4.4
TPH NPHIMKEHHE B NEIUATPHIHATA TIOMY IALIHA.

BaauMopeiicTeua ¢ nekapcTea

Tabnuua 1: EdexTH, AB/DKAIIA ce HA eJHOBPEMEHHOTO NPIUIATAHE HA IEKAPCTBEHH NPOIYKTH H
aTOpPBACTATHH, RhPXY (apMaKOKHHETHKATA HA ATOPBACTATHH

Ennospemento ATopBacTaTHH
HpUeMaH JIeKapCTREH -
NIPOTYKT I HO30B PEXUM Hoza (mg) Crootnotuenne | KnuuuvHa npemopbia
Ha AUC*
I'nexkanpesup 400 mg 10 mg BeanbX AHeBHO 327 | 8,3 EnoppeMeHHOTO NplaraHe
BEIHBX THERHO/ AHH C IPOOYKTH, CBIBPKALLH
[Tu6penTaceup 120 mg TIEKANpeRHp HITH
BEIHEK JHEBHO, 7 AHH nubpenTacemp, e
MPOTHEONOKA3aHO (BK. TOYKA
4.3).
Tunpanaenp 500 mg 40 mg ot en 1, 9.4 Korato eqHOBpeMEHHOTO
[Ea TBTH JHEBHO/ 10 mg or nen 20 TpUIaraHe ¢ aTOpBaCTaTHH HE
Puronaeup 200 mg aBa npesuiasaiite 10 mg
0bTH JHERAO, 8 nHu (OT 4TOpBacTATHH HA JIgH., et S
aen 14 no 21) IpenoprunTeneH p@a ;;i.\
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Tenanpepup 750 mg 3 20 mg, BeAHBX THEBHO 7.9 MOHHTOPHHT Ha TE3H

TBTH AHEBHO, 10 nena MALMCHTH.

Lluxnocnopun 10 mg Benabx AHesHo 3a | 8,7

3,2 mg/kg/mex, 28 nuu

MOCTOAHHA 034

Jlonunaeup 400 mg asa | 20 mg BeqHBK AHeBHO 32 | 5.9 Koerarto ennespeMensoTo

MBTH JHEBHO/ 4 nuu fIpMJIaraHe ¢ aTOPBACTATHY €

Puronaeup 100 mg nsa HeoBX0ARMO, TIOAABPKAHETD

ITBTH AHEBHO, 14 aHH HA HHCKa /1032 ATOPBACTATHH &

KnapurpoMuuun 80 mg BenHBK mHepHO 32 | 4,5 NpEenopBYHTEIHO.

500 mg nBa NBTH 8 nuu ITpw mo3H Ha aTOpBACTATHH

HHEBHO, 9 IHA HagpuiuaBainy 20 mg, ce
NpenopbuYBa KITHHHTHO
IPOCNedABaHE Ha
MaLMeHTHTeE,

CaxpuHapup 400 mg 40 mg BenHBK OHeBHO 32 | 3,9 Korarto exnospeMeHHOTO

ABa TBTH JHEBHO/ 4 DuK NpHIAraHe ¢ ATOPBACTATHH €

Puronarup (300 mg nBa HEoOX0IUMO, TIONABPKAHETO

ITHTH OHEBHO OT AHH 5- Ha HUCKA 033 ATOPBACTATHH ©

7, nosuined 10 400 mg NPENOPHUMTENHO.

JIBa MBTH JHERHO HA JeH IMpenoprybBa ce KIMHHYEH

8), auu 5-18, 30 mux MOHUTOPHHI 32 MAYMEHTH PH

cIeq 403aTa Ha KOHTO 703872 HAXBHIIABA

aTOpBACTATHH 40 mg.

Hapyuasup 300 mg nea | 10 mg Benuex aHepHo 32 | 3.4

ITBTH AHESBHO/ 4 nuu

PutonaBup 100 mg nsa

I'ETH JHEBHO, 9 AHK

Hrtpakonazon 200 mg 40 mg exHOKpaTHA K038 3,3

OHEBHO, 4 THH

®ozamnperasnp 700 mg | 10 mg BenHbX DHeBHO 32 | 2,5

IBa IBTH JHEBHO/ 4 anu

Purorasup 100 mg aga

TBTH AHEBHO, 14 THH

DocamnpeHaBup 10 mg peguex gHepHO 32 | 2,3

1400 mg aga mLTH 4 gun

gHeBHo, 14 muu

Enbacenp 50 mg 10 mg enuHMHA 7032 1,95 Hozara Ha aTopBacTaTuH e

BEIHBX TpafBa na npeBHIlaga NHEBHA

IHEBHO/TPa3onpeRUp ao3a ot 20 mg npu

200 mg BeaHEX OHEBHO, €AHOBPEMEHHO MTPUIAraHe Ha

13 nru NPOIYKTH, ChABPHAILH
enbacBHp HITH [Pa30onpeBHD.

Jierepmonup 480 mg 20 mg equHU4AA J03a 3,29 Jlo3ara Ha aTOPBAaCTATHH HE

BeIHEBXK AHeBHO, 10 JHH TpsbBa Ja HANBHILABA THEBHA
Ao3a ot 20 mg opu
€IHOBPEMEHHO NMPUIOKECHHE C
NPOAYKTH, ChABPKALIH
JIETEpPMOBHD.

Hendunasup 1250 mg 10 mg senHLXk nHeBHO 32 | 1,74

[IBa TBTH JHEBHO,
14 guu

28 auu
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Cok ot rpefindpyT, 40 mg, eAHOKpaTHa lo3a 1,37 He ce npenopruza

240 ml peaubx AHEBHO* eHOBpEeMEHHH! IIPHEM Ha
FOJIEMH KOJIMYECTBa COK 0T
rpeiindpyT ¥ aTOPBACTATHH.

HuatHazem 240 mg 40 mg, eAHOKpaTHA J03a 1,51 Cnen 3an04YBAHETO HA

BEOHBK QHEBHO, 28 NHK TEpanMATa HIH CJIe/| IPOMSHA
Ha JIO3MPOBKATA HA AHITHAIEM
ce NPenopbiBa KIMHUIHO
npocheaABaHe Ha
NALHEHTHTE,

Eputpomurs 500 mg 10 mg, exHokpaTHa Ao3a 1,33 INpenoppupa ce no-HUCKA

9ETHPH OBTH RHEBHO, MaKCHMa/HA /1033 M KITHHHYHO

7 BuH npociieABaHe Ha
MaLHeHTHTE.

AmnopunuH 10 mg, 80 mg, ennokparHa Ao03a I,18 Hsama cneunanuu npemopsKH.

BEJHBX JHEBHO

Uumeruaun 30 mg 10 mg BegHB®K OHEBHO 32 1,00 Hsma cneunannm npenopsKu.

YeTHPH IMETH THEBHO, 2 ceaMHUIH

2 cenMHLiH

Konectunon 10 g xea 40 mg BeIHEX THEBHO 32 0,74** Hsma cnensanHi npenopeKy.

T'BTH THEBHO, 8 cenmuu

24 cenmuum

AnruaungHa cycnensua | 10 mg BEOHBXK AHEBHO 32 0,66 HsMa cneunanny mpenopeKH.

OT MarHE3MeBH K 15 gHn

aTyMHHHEBH

xugpokcuan, 30 m)

YETHUPH TBTH THEBHO,

17 nHH

Edasnpeny 600 mg 10 mg 3a 3 gau 0,59 HamMa crnetiManiy npenopokH.

BEIHBK IHeBHO, 14 [(HH

Pudammin 600 mg 40 mg eAHOKpaTHA 1034 1,12 AXO eJHOBPEMEHHOTO

BEOHRK JHEBHO, 7 THH NpuIarafe He MOXe Ja ce

(emHOBpeMeHHO m0erte, ce Npenopne4Ba

OpHIONKEH) KIHHHYHO MPOCTIeOABAHE IPH

Pudammun 600 mg 40 mg eIHOKPATHA K034 0,20 €IHOBPEMEHHO HpHIaraHe Ha

BEIHEX AHEBHO, 5 THH ATOPBACTATHH M pH(AMITHH.

(Io3uTe ca pa3feneHH)

Femdubposun 600 mg | 40 mg eqnokparHa fo3a 1,35 INpenopryea ce MO-HACKA

JBa I'GTH JHEBHO, 7 IHH Ha4YanHa 3033 ¥ KNIMHHYHO
HpocieIABaHE Ha Te3H
MALHEHTH,

Penotubpar 160 mg 40 mg exHOKpaTHa A03a 1,03 [TpenopbuBa ce mo-HHCKA

BEJHLK JHEBHD, 7 THU

HAYAMHA 1038 H KTHHHYHO
MpoC/ICIABAHE HA TE3H
NauHeHTH.

10

TN

vy

N




C2-Internal

Bouenpesup 800 mg
Tp# OBTH JHEBHO, 7 HHU

40 mg egHOkpaTHA 1032

23

TpertopbHBa ce mo- HUCKH
HaYanaHH J03H B KTHHHYHO
MOHHTOPHPAHE HA TE3U
nauveHTd. Ho3ata ua
aTopeacTaTHH He TpaDea na
Ha[IBHIDABA [IHEBHATA 1033 OT
20 mg npH enHOBPEMEHHD
NpunoekeHue ¢ Golenpesnp.

&

aTopBacTaTiH KbBM CAMOCTOATENHO TIDHIATAHS HA aTopBacramH),

BmxTe Touka 4.4 u 4.5 33 KTHHUYHA 3HATHMOCT.
Crabpika eaHa WAH NOBEYE ChCTABKH, KOHTO HHXxuOupar CYP3 A4 u Morar aa

[pencrasnaBar CHOTHOLIEHHE HA NeYeHHA (CHITBTCTBALID MIPHIAraHe Ha TEKAPCTRO C

MOBMIIAT IIA3MEHUTE KOHLSHTPALMH Ha IEKapCcTBEHH IPORYKTH, KOHTO Ce
MeTaGomsnpat o1 CYP3A4. [IpueMtT Ha eqna dama 240 ml cok o1 rpeiingpyT chilio
BoAH go nominkarane Ha AUC ot 20,4% 3a akTHBHHA OPTOXHIPOKCH METaGONIHT.
lonemu xomuyectsa cok oT rpeiingpyr (Haa 1,2 | sueBwo 3a 5 auu) moemmasa AUC Ha
atopeactaTuH 2,5 s ¥ AUC Ha akTuBHITE (aTOpBacTaTHy K Merabomutn) HMG-
CoA penykTa3nu wHxEGHTOpH 1,3 mbTH.

** ChOTHOIICHHE Bb3 OCHOEA HA eAUHHuYHA Mpola, B3eTa §-16 uaca cref A03aTa.

Tatmuya 2: EQekT Ha aTopRacTaTUH BEPXY HapMAKOKMHETHKATA HA €THOBPEMEHHO NPHIOXKEHH

JICKAPCTBEHH TIPOAYKTH

ATOpBaCTaTHH M CXEMa Ha
Jo3HpaHe

EnHOBpeMEHHO NPHI0XKEH IeKapCTBeH MPOIYKT

JlekapcreeH
nponykt/Joza (mg)

CBHOTHOLLIEHHE
Ha AUC#%

KinmHu4HU npenopekH

30 mg peqnEK THEBHO 32
10 gen

Jurokens 0,25 mg
BEIHBK JHEBHO,
20 geH

1,15

[TanmenTH NprieMat THIOKCHH
Tpadra na 6bOaT BHUMATENHO
MOHHTOPHUPAHH.

40 mg BEIHBX ZHERHO 34
22 nun

Opandu
KOHTPALENTHBH
BEAHDBK THEBHO,

2 Meceua

- HOPETHHPOH

1 mg
-@TUHUIECTPATHOI
35ug

1,28
1,19

Hsama crienvaliHy npenopsKy.

80 mg BenH®K THEBHO 32
15 mun

* denazon, 600 mg
eIHOKpaTHa 0032

1,03

HsimMa cnennandy npenopbyy.

10 mg, eaAHOKpaTHA 1034

Tanpanasup

500 mg nsa TbTH
JHEBHO/ pPHTOHABMD
200 mgnsa mTH
JHEBHO, 7 IHH

1,08

Hsama cnenwanHy NpenopeKu.

10 mg, BequsxkK JHEBHO 32
4 qun

DocamnpeHaBHp
1400 mg apa bTH
JIHEBHO, 14 qHH

0,73

Hsama cneutaTHy mpenopbiu.

10 mg BenHb¥k FHEBHO 3a
4 nHKA

docamnpenaprp
700 mg gBa IbTH
JMHEBHO / PUTOHABHP
100 mg aBa IBTH
JIHeBHO, 14 THR

0,99

Hsama cremuansy npenopbsyH.
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IpencTapnaBa CHOTHOLIEHHE HA JIEYEHHA (CRITBETCTBALLO HpUITAraHe Ha JeKapcTBO C
aTOpPBACTATHH KBM CaMOCTOATENHO NPUTATAHE HA ATOPBACTATHH).

EnHOBpeMEHHOTO NpHIaraHe Ha MHOTOKPATHH JO3H HA aTopeacTaTHH U (DeHa3l0H NOKa3BaT Mambk
HITH HEMONOBMM edieKT BBPXY KIHPBHCa Ha DeHasoH.

4.6. DepraanTet, 6peMEHHOCT B KLpPMeHe
JKeHH ¢ aeTepo/IcH OTEHIHAT

XKenwnre ¢ merepoaeH noTeHuyat TpaGBa I3 H3non3BaT eeKTHEHA KOHTPALIETIIHA [0 BpEMe Ha
JedenneTo (B, Touka 4.3).

BpemMenHoct
Toppakaps 3eHTHBa e MPOTHBOMIOKA3aH II0 BpeMe Ha GpeMeHHOCT (BK, Touka 4.3). BesonacHocTTa Ha

npu OpeMeHHH XeHU He ¢ gokazaHa. He ca npopexIaHH KOHTPOIHPaHH KIHHWMHH NPOYUBAHKA ¢
aTOpBacTaTHH NpH OpeMeHHH XeHH. PAAKo ca MmoTyvaBaHi CHOOIIEHMA 32 BPOACHH AHOMAITHY Clief
HHTpayTepuHHa excnosuuua Ha HMG-CoA-penyxkrasnnte NHXHOHTOpH. [Ipoy4YBaHHATA IpH
JKHBOTHH [TOKa3BaT PENpPOAY KTHBHA TOKCHYHOCT (BxK. Touka 5.3).

JledeHHeTo Ha MaiikaTa ¢ aATOPBACTATHH MOKe 14 ITOHIDKH QETAHHTE HHBA HA MEBAIIOHAT, KOHTO &
npeKypcop Ha XonecteponoBata GHOCHHTE3a. ATEPOCKIEPO3aTa & XPOHHYEH Ipouec H 0GHKHOBEHO
TIPEKPATABAHETO Ha THITHIO NOHIKABALINA JIEKapCTReH MPOAYKT 1o BpeMe Ha GpeMeHHOCT 61
TpAGBANIO Ja MMa MATBK e(eKT N0 OTHOWESHHA HA ABITOCPOYHHA PACK, CBBP3aH ¢ IbPBHIHATA
XHIIEPXONECTEPOTIEMHA.

ITo Te3n npuunHu TopBakapa 3eHTHBA He TPAOBA Aa ce NPHNAra NpH xeHH, KOUTOo ca GpeMeHHH,
OTIHTBAT CE Ja 3a0peMeHeRT WIH 0N03UpaT, ye ca OpemenHu. Jlenenuero ¢ Topeakapa 3eHTupa
TpAGRa 1a ce MpeycTaHOBH 3a ePHOAA Ha OpPeMeHHOCTTAa HH JA0KATO ce YCTAHOBH JHICa HA
OpeMeHHOCT {BK. TouKa 4.3).

Kopmene
He e uzBecTHO Nanu aTopBacTaTHH H HETOBHTE MeTaGoNMTH ce eKckpeTupar B KbpMarta. [Ipu mirnxose

IIa3MEHHTE KOHLEHTPatHK Ha ATOPBACTATHH M HETOBHTE H HETOBHTE AKTHBHH MeTaGOoMHTH ca GiH3KkH
IO Te3u B MITAKOTo (BxK. Touka 5.3). [lopany Pp3MOKHOCTTA 33 CEPHO3IHH HEKeIaHU peaklHi, XKeHHTe
npueManin Topeakapn JeHTHBa TPAOBA LA MpeyCTaHOBAT KbPMEHETO (BK. Touka 4.3). ATOpBaCTaTKH
€ MPOTHBOTIOKA3aH B MepHo/a Ha KbpMeHe {Bx. Touka 4.3).

Qeprunurer
[Tpoy4saHHATA NpH KHUBOTHH He TIOKA3BAT BIHAHHE Ha ATOPBACTATHH BBPXY MEAKKHA HITH XKEHCKHS

deprunuret (BXK. Touka 5.3).
4.7. EdexTn BLpxy cnocoDHOCTTA 32 nopupaHe ¥ padoTa ¢ MAIUIMHA
Topearapn 3eHTusa nosnHABa NpeHeOpexUMo cMocoGHOCTTA 32 Wodupane ¥ paboTa ¢ MALIUHH.

4.8. Hexenanu JexkapcTBeHH peaKkuHy

Crnopen Gasara JaHHH OT IaleG0 KOHTPONMpaHH KIHHHYHH MPOYYBAHHA ¢ aTOPBACTATHH 0T 16 006
(8755 atopractaryH cpery 7311 mnaunebo) naumeHTH, NekyBaHH B IPONBIDKEHHE HA CPETHO

53 cenmuuH, 5,2% OT NalHEHTHTE HA aTOPBACTATHH Ca MPEKPATIUIH JeUeHHETO MOPaIH HeXeTaHu
peaxuiH B cpasleHue ¢ 4,0% npH maupenty, npremany naauebo.
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H34ncnenuTe 4eCTOTH Ha HeKerNaHHTe IEKApCTBEHH PEAKLHH Ca IPYUPaHH CBIJIACHO Clie[JHATA
KOHBEHIMA: 4ecTH (> 1/100 n < 1/10}, newectw (> 1/1 000 & < 1/100), peaxu (& 1/10 000 u < 1/1 000),
MHoro peakH (< 1/10 000}

Hudeximy u nadecrayuu;

YecTu: Ha20DAPHHTHT

HapyineHus Ha KpbBTa | JIHMQHaTa CHCTEMA:

Penkn: rpoMGomuTOnEHHS

Hapymenus B H(MyHHATa cHcTEMA:
YecTH: aneprudHy peakiui
Mmuoro penku: aHagHMakcHA

Hagyu.lelmsl Ha MeTadosMaMa H XPAHCHETO.
Yecrn: XHICPIIHKEMUA

HevyecTy; xMnorayMkeMus, nosHiLABAHE HA TEIECHOTO TEIN10, 3HOPEKCHA

INeuxuaHn HapyeHWs:
Yectu: OescbHHe, KOIIMApH

Hapyluenus Ha HepBHaTa CHCTEMA:
Yectu: rmasoGonue

HeuecTi: 3aMasgHOCT, nMapecTe3ns, XHIOCTE3N, TUCTEY3HA, aMHE3HA
Penxu: nepudepHa HegpomaTHa

Hapymeﬂuﬂ Ha OYHTE,
HeuecrH: 3aMBIrIIeHO JpeHue

Peaki: 3pHTeTHE HAPY LISHHS

Hapymrenya Ha yXoTo | JabupuHTa:

HedecTH: THHHTYC
MHoro penxu: 3ary0a Ha ciyxa

PecnupaTopHH, IPEOHH ¥ MEIHACTHHAIIHA HapYINEHHAA:
Yectu: papuHronapuHreanda 60JKa, SMUCTAKCKHE

CTOMAIIHO-YPEBHA HADYINEHNHA:
YecTH: KOHCTHOALMA, GnaTyNeHOkNA, NHCNETICHS, raaeHe, THAPHA

HeuecTH: TOEPEBIIAHE, Gonka B ropHATAa U A0NHATA 4acT Ha KOpEMa, OpUrBaHe, MAHKPEATHT

XenaToOuanapHy Hapy IIEHHMS:
Heuectn: xenatur

Penku: xonecrasza
Mmroro peaku: yepHOapobHA HEXOCTATBUHOCT

Hapyineuus Ha Koxkata ¥ NOAKOKHATA ThKAH:
HedecTd: ypTHRAPHA, KOXeH OGPUEB, OpYPHTYC, LTIONSHHA

PeakH: aHTHOHEBPOTHUEH OTOK, Oy103eH AepMatuT (BKIL epHTEMa MyRATH(OPME, CHHAPOM Ha
Stevens-Johnson ¥ TOKCHYHA enHAEPMAITHA HEKPOTH2A)

HapyuieHns Ha MYCKYIHQ-CKEIETHATA CHCTEMA H CheIHHUTENHATA THKAH:
YecTH: MHANTHA, apTpairud, Honka B KpaliHuLUTe, MYCKYIHH CHa3MH, [IOyBaHe Ha CTaBHTE, O0JIKa B
rapba

HeuecTH: GONKH BBE BpaTa, MYCKYJIHA cialoct

Penxu: Muonarus, MHO3HT, pabIOMHON34, PA3KBCBAHE HA MYCKYT, TSHIHHOTIATHA, IO
YCNOKHEHHA C PASKBECBAHE
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Meuoro peaxu: Jlymyc-noaobeH cHHIpOM
C Hed3BECTHA YECTOTA: KMyHHOMEIHAPAHA HEKpOTH3HpAIta MHonaTHa (8K, Touka 4.4).

Hapymeum HA BhINPOHIBOAUTE/NHATA CHCTEMA H I'bPAATE.
MHoro peaKu: THHEKOMAaCTHA

O6nm HapynieHusa ¥ epexTH Ha MACTOTO HA IPUITOKEHHE;
Hedect: HepasnonmkeHue, acTeHHA, OoNKka B 061acTTa Ha I'PRAHAA KoL, epHpepeH OTOK, ymMopa,
BHCOKa TEMTieparypa

-Hacnensanus:

Yecti: OTKJIOHEHHA B YepHOAPOGHATE YHKIHOHATHHA TT0KA3ATENN, NOBHLIERA CEPYMHA
kpeatHpocdoKuHaza

Heueeru: neBkonTH B YPHHATA

Kakro u npu gpyrure HMG-CoA-penykTasHy HHXHOHTOPH, IPH DALHEHTH, 1EKYBAHK C
ATOPBACTATHH, € ChOOIIARAHO 3a MOBHLIEHH CEPYMHH TpaHcaMAHa3M. Te3n mpoMeHH oOMKHOBEHO ca
OMITH flexy M TPEeXONHH M He ¢a HaJIaral NPEeYCTAHOBABAHE HA TEPANAATa. KNMHNUHO 3HAYHMH
(noeeye o1 3 IBTH HAZ FOPHA IPAHKLA HA HOPMATa)} NOBHILCHHA HA CEPYMHHTE TPAHCAMMHAZH Ca
yertauoseHn npH 0,8% ot GonHute, NeKyBaHH ¢ aTropeacTaTHH. Tead noBuienus ca Gunu
J0303aBHCHMH W 00paTHMHU [IPH BCHYKH OAILHEHTH.

IMosKuIeHH HUBA Ha cepyMHaTa KpearuHpochokunaza (CPK) 3 nwTu Han ropHata rpaHHLaTa HA
HOPMaTa ¢a YCTAHOBEHH fpu 2,5% ot GoMHHTe, TeKyBaHH ¢ aTOPBacTaTHH, T0OR0GHO Ha APYTHTE
HMG-CoA-penyxTa3zHy HHXHOMTOPH B KIHHHYHATE Npoy4BaHuA. Husa, 10 MBTH NO-BHCOKH OT

rOpHaTa rpaHiLA Ha HOpMaTa, e HMano npu 0,4% oT ieKyBaHUTE ¢ ATOPBACTATHH NauueHTH (BXK.
TO3Ka 4.4).

Henyarpuyna DOMynaHs

TMemuarpuyHK NAUMENTH HA BB3pacT oT 10 10 17 rogrHK IeKyBaHH ¢ ATOPBACTATHH, HMAT NPOQUI HA
HEeKENaHH peakLiy, CXOAEH ¢ TO3H OPH NalMeHTHTE NEKYBaHH ¢ nranebo, Hal-uecTHTe HewenaHu
peakiud HaGOAABAHH B XBETE IPYIH, HE3ARMCHMO OT OLEHKATA Ha NPUYKHHO-CIERCTREHATA BPB3KA,
ca ek, HaMa KIHHMYHO 3HAYHAMO BB3IeHCTBHE BBPXY PACTENa H NONOBOTO CE3PABAHE B
TPHTOMHIIHO NPOYYRAHE, OCHOBAHO HA OLEHKATA HA UATIOCTHOTO Ch3pABAHE H PA3BHTHE, OLICHKATA Ha
cTagmii mo TaHep ¥ HIMEPBAHETO HA BUCOUMHATA K TernoTo. IlpodmnsT Ha GesonacHocT 1
[OHOCHMOCT [PH NeQUATPHUHH NAUASHTH € NoA00eH Ha M3BECTHUA npodin Ha 6e30MacHOCT Ha
ATOPBACTATHH NIPH BL3PACTHH NALMEHTH,

Knuumugata 6a3a JaHHH 38 G€30MMaCHOCT BKFOYBAT A2HHH 32 Besonacoctta nipH 520 nanpeHTs B
HeTCKa BBIPACT, KOHTO Ca MOMYYABAIH ATOPBACTATHH, OT KOHTO 7 maumeHTH ca Ouny < 6-roqMiHa
gbapact, 121 maupeHTH Ha BBR3pAcT MeXKIY 6 u 9 rogurw, 1 392 nanwenTy ca OwtH Mexay 10 u

17 rogany. B3 ocHOBA Ha HAIMYHMTE JAHHH 4€CTOTATa, BHIBT M TEXKECTTA HA HEKETAHATE peaKIHH
NpH [eua ca ChIIKETE KaTo npy BEIPACTHH.

3a HAKOH CTATHHH Ca JOKNAXBAHU CNENHHTS HEXeNaH! PEaKLHu:

+  CekcyamHa OHCGYHKLHA.

» Henpecus.

o OrjeHH CIYUAH HA HHTEPCTHLMANHA GeNoipotHa bonect, ocodeHO NPU JENTOCPOUHA
Tepanusa (Bx. Touka 4.4).

» 3axapen auaber: YecTOTATa 3ABHCH OT HATHYMETO MIIH JTHIICATA HA PHCKOBH (hakTopH
(rmoko3a Ra Tiagso > 5,6 mmol/l, HTM > 30 kg/m?, noBuueHH TPHITTHLIEPUIHN, AHAMHE3A 33
XHMMEPTOHHA).

CrolSliasane Ha MOJO3UPAHN HEXKETAHH DEaKIIHH
Cpo0maBaneTo Ha NOJO3APAHH HEXEeIaH PeakliH criejl pa3pelasane 3a ynotpeda Ha ne
GPOLYKT € BaKHO. TOBA mo3BONABA 0a MPOABIDKH HAOIIOIEHHETO HA CHUTHOWEHHETO 10
NeXapCTBEHHEA NPOLYKT. OT MEIHIHMHCKHTE CrIENHATHCTH C€ H3UCKBA Ja Cho0LIaBat Bes
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NoJOZHpaHa HeXeNaHa peaktida Ipes HalHOHATHA CHCTEMA 3a Choblasane, B HamhnnureHa areHus
no nekapcrsata yi. ,Jlaman Ipyes” Ne 8, 1303 Codma, Ten.: +35928903417, yebceaiit: www. hda.bg.
Kato crofimasaTe HeXeTaRH peakLMy, MOXKeTe 13 AaJeTe CBOS TIPHHOC 3a NOJY4aBaHe Ha NoBeye
HH{popMauKR eTHOCHO Ge20macHOCTTa Ha TORA IEKAPCTRO.

4.9. Ilpeao3mpane

Crneundmuso neueHue NpH npeaosupade Ha Topeakapa 3eHTHBA HaAMa. B ciyu4aii Ha npeaosupane
NaOUeHTHT TPAOBA fa OB/I€ NeKyBaH CHMIITOMAaTHIHO B NPH HEOOXOAMMOCT /13 ce NPRI0KH
NoLABp*kallo MeucHNe. Tpabea qa ce H3CHEABAT YepHOAPOOHUTE eHIUMH U Ja C& MOHHTOPHpPAT
HuBaTa Ha cepyMHarta CPK. TTopanu 3HAYHTENHATa CTENeH HA CBLP3BAHE C IUIA3MEHKTe NIPOTEHHH, He
¢e 04aKBa XEMOIHANH3ATA 14 YCKOPH 3HAMHTENHO KIIMPBHCA HA aTOPBACTATHH.

5. ®APMAKOJIOrHYHY CBOHCTBA
5.1. dapmaxonHHAMHAYHE CBOHCTRA

DapMakoTepaneBTHYHA rpyia; JlexapcTsa, pery THpalld THITHAHTE, HMG-CoA-penymasﬂn
HHXUGHTOpH
ATC xon: C10AA0S

ATOpBAcTaTHH € CENEeKTHBEH KOMIIETHTHBEH HHxubHTOp Ha HMG-CoA-penykrasara,
CKOPOCTOONPENENALUINAT €HINM, OTFOBOPEH 38 MPEBPBIIAHETO Ha 3-XHAPOKCH-3-METHI
CIYTAPMAKOSHIHM A B MEBAIOHAT, MPEKYPCOP Ha CTEPONHTE, BKIIOYKTEIHO Ha XoaecTepona. B
4epHHA Apod TPHIHIEPHIHTE H XOTECTepoNa ce BKIMIQUBAT B CHCTABA HA JIHTIONPOTEHHH C MHOTO
aucka mreTHoCT (VLDLY) o ce oTnendar ot nurasmara 3a npeHacdHe 00 NepHpepHHTE ThKaHU.
Jlunonporenaute ¢ Hucka nasTHOCT (LDL) ce oGpasysat ot VLDL u ce pasrpaaaT IIaBHO 4pe3
penenTopu ¢ BHcok aduHuTeT 33 LDL (LDL peuentop).

ATOPBaCTaTHH NOHKKABA ITa3MEHHTE KOHUSHTPALUY HA XO/IECTEPOIl M NTHIONPOTEHHH upe3
naxubGupane Ha HMG-CoA pexykTazata 4 nocneqsaulata OHOCHHTE38 HA XOJIECTEPOI B 4epHHA Apod,
H nosumasa 6pos Ha yepHoapobauTe LDL peilenTopk BbpXy KNeTbYHATA NOBBPXHOCT, YCKOPABAHKH
ycBoABaHeTo M katabonnama Ha LDL.

ATopBacTaTHH HamanaBea obpaszyBaHeTo Ha LDL. u Opos ka LDL-uactuuure. ATopsacTaTun
NPHYMHABA 3HAYHTENHO H ABArOTPaiHo NMOBHINABAHE HA AaKTHBHOCTTA Ha peuenTopuTe 3a LDL,
MIPUIPYKEHO ¢ OIaronpuUATHa NPOMAHA B Ka4eCTBOTO Ha UHpKynupawmure LDL-vacTomm.
ATopBactaTuH ¢ e HKACEH 33 nOHMWXaBaHe Ha LDL-xonecTepona npy naUMEHTH ¢ XOMO3HIOTHA
thaMITHA XUNEPXONECTEPONEMUs - TPy GONHK, KONTO 0OHKHOBEHO HE C& BIWAAT OT NOHWKABALIH
JHIHAMTE JeKapCcTRa.

YcTaHOBEHO €, Ue aTOPBACTaTHH NOHMKaBa 001uA Xonectepon (30-46%), LDL-xonectepona (41-
61%), anomunonporens B (34-50%) n tpurnauepunure (14-33%), karo CHIIEBpeMeHHO BOAH IO
papuadinsu mosHireHus Ha HDL-xonectepona # anonHIORPOTEHH A B 1032-3aBHCHMO NIPOYWBAHE.

Tesu peaynraru ce NOTEENKIARAT NPH NALMEHTH C XETEPOMIOTHA DaMIIHA XMIEPXOIeCTEPONeMIA,
HedaMuIHa XMIlepXoIecTepoIeMus ¥ CMEeCeHa XHIEPIMINACMHS, BKIIOUHTENHO NALUEHTH C
HEWHCYIIMHO3aBHCHM 3aXapeH AHabeT.

JlokasaHo e, ue noHmkeHHeTo Ha oOwna xonecrepon, LDL-xonectepona u anonumonporess B
HaMa/IABa PHCKA OT CBPJEYHO-CHI0BH HHIHAEHTH M ChPJAEYHO-CBI0BA CMBPTHOCT,

XoMo3HroTHa GaMHIIHA XHIEPXOIECTEPOIEMH

B MynTHIEHTPOBO, OCEMCEIMUYHO OTBOPEHO NpOY4BaHe 3a “MHUIIOCHpAHA yoTpeta”
YIB/DKHTENESH NEepHo/ G Pa3TMHA NPOIBDKHTENHOCT, ¢a OUIH snoueHH 335 mauue
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Ca ¢ YCTAHOBEHA XOMO3HTOTHA (paMHiHa XunepxonecTeponeMis. [Ipu tesn 89 naupenTtH, cpefHOTO
noumwkeHHe Ha LDL-xonetepona e npubnunsurento 20%. ATOpRAacTATHH e IPHAAraH B HO3U 40
80 mg/nen.

Artepockneposa:

B xmuuuHoTo npoyueane Reversing Atherosclerosis with Aggressive Lipid-Lowering Study -
OGpaTHO pasBUTIE Ha aTepoCcKIepo3aTa ypes arpecHBHO TRuuARo noxikasake (REVERSAL)
ehexThT Ha MHTCH3HBHO MOHMXABAHE Ha THIMANTe ¢ aTopBacTaTHH 80 mg U cTaHRApTHO
MOHIDKaBAHE Ha MHITHINTE ¢ ApapacTaTHH 40 mg npH KOpoHapHA ATEPOCKIEPO3a € OLIEHEH upes
BETPECHIOBO YNTPa3sykoBo HicnearaHe (IVUS) no epeMe Ha anruorpadus [IpH nau\eHTH C
ucxemudHa Gonect Ha cppueTo(MBC). B Tora pannoMusHpaHo, IBOHHO CIANO, MY/ITHLEHTPOBO,
KOHTPOJIHPaHO KIHHMYHO npoyusane, IVUS e HanpareH B HagayoTo Ha MpOY4YBAHETO M Ha 18-ma
mecen npH 502 maupentd. B rpynara Ha atopeactatud (n=253) HAMa Nporpecys Ha
aTepPOCKIEN03aTA.

Menuanara Ha npoMana B 00IDHA 00eM Ha apTepOCKNEPOTHYHATA MIaKa OT HAYATOTO HA NPOYYBaHeTo
(nepBHYEH kpuTepuit Ha npoyupaneTo) ¢ 0,4% (p=0,98) B rpynara Ha aropBacTaThH H +2,7%
(p=0,001) B rpynaTa ua npasacratid (n=249). B cpasueHne ¢ NpapacTaTHH edexTHTE HA
aTopBacTATHH £a cTATHCTHUECKH 3HaYMMH (p=0,02). EbeKThT Ha AHTEH3HBHOTO JTHITHHO
NOHMKABAHE BEPXY CHPACYHO-CHI0BATA KpaiiHa len (Hanp. HeoOX0JMMOCT OT peBacKy/Iapu3alus,
HedaTaneH MHOKapIeH nH(ApKT, KOPOHAPHA CMBPT) HE € H3CIeBaH B TOBA NMPOYUBAHE.

B rpynara na atopeacratyi LDL-Xo/IecTeponbT ce e MOHMKHMIT 00 CpenHa cToiiHocT oT 2,04 mmol] +
0.8 (78,9 mg/dl + 30) cnpamo w3xonHara croitHocT oT 3,89 mmol/1 £ 0,7 (150 mg/dl + 28),a B
rpynara Ha npasactatud LDL-xolecTeporbT ce € NOHMKKN [0 cpeHa cTojiHocT oT 2,85 mmol/l1 + 0,7
(110 mg/di + 26) cfipaMo s3xoAHATA CTOiHOCT OT 3,89 mmol/l = ,.7 (150 mg/dl + 26) (p<0,0001).
ATOPBACTATHH CBIIC TAKA 3HAYKTENHO € HAMATHIL CPEJHHTE cTOAHOCTH HA 05K X0AECTEpO C
34,1% (npapacratuH; -18,4%, p<0,0001), cpensure HiBa Ha TpUrmunepunute ¢ 20% (npapacTatuy: -
6,8%, p<0,0009) 1 cpeguus anonuncnporeus B ¢ 39,1% (npasactatn: -22,0%, p<0,0001).
ArtopeacTatui e nosuimn cpeannd HDL xonectepon ¢ 2,9% (npasactatun: +5,6%, p=He e
sHauuMo). MiMa epenno Hamanenue ot 36,4% na CRP B rpynara Ha aTopBacTaTHH B CPABHEHUE €
HaMmaIeHHe 0T 5,2% B rpynarta Ha npasacratiH (p<0,0001).

Pe3y/TaTHTE OT NPOYYBAHETO ¢4 MONYIeHH NPH A03UpoBKa ot 80 mg. T1o Ta3n NpHYHHA Te He MOTaT
Ia ce eKCTPANOIHPAT KM N0-HHCKHTE NO3HPOBKH.

MpodmmiTe na Ge3onacHOCT K OHOCHMOCT B IBETe NIEKYBaHH IPYIH ca GILTH CPapHHMH.

EdexThT OT MHTEH3HEHOTO NOHWKABAHE HA THOMAHTE BEPXY OCHOBHHTE CHPISYHO-CHACBH KpaHHu
LesH He & U3CNSABAH B TORA NipoyuysaHe. ETo 3alllo kMMHMYHATA 3HAYUMOCT Ha TE3H ,,BLOGpaKacMn”
Pe3yITaTH [0 OTHOLIEHHE HA TEPBAYHATA H BTOPHYHATA NPpodITaKTHKA HA CBPAEIHO-CHI0BH
CLOMTHA He & HIBECTHA.

QcThp KOpOHAPeH CUHAPOM
B kausuunoTo npoyusane MIRACL e oueHsBaH aropsactatiH 80 mg npu 3 086 maumentu
(aropsactarus n=1538, nnauebo n=1548) c ocTEP KOPOHapeH CHHIAPOM (MUDKapAeH HubapkT He3
ap0eu {BbIHA) HIKM HecTaOunHa cTeHoKapand). JleueHHeTo ¢ aTOPBACTATHH & 3aTI0YHATO [pe3 oCTpaTa
thaza cren npueMaHe B GOJHILE M € MPOABIKHIO 3a MepHoa oT 16 ceamuun. Jleuenreto ¢ 8¢ mg
ATOPBACTATHH YBEMH4ABa BPEMETO JO NOABA HA IEPBHYHA KpaliHa TOYKA, ONPeAeNeHa KaTo CMBPT,
HE3aBHCHUMO OT PHYHHATA, HedaTaleH MuokapicH HH(apKT, pecyCUMTHPaH ChpAeueH apecT MIH
AHIKHA MEKTOPUC ¢ HAHHHU 32 HCXEMHA Ha MHOKap/Ia, Hanaraila XocHTaTH3alus, noka3paiikn
peaykupns Ha prcka ¢ 16% (p=0,048). Topa e npenumeo BeneacTere Ha 26% peaykiia Ha
PEXOCIHTANH3AUNATA 38 AHTHHA MEKTOPHC ¢ AaHHK 33 MHOKapaHa nexemus (p=0,018).
OcTaHAINTE BTOPUYHK KPAHHU TOUKY HE €A NOCTHTHANY CTATUCTHYECKa SHAMHMOCT (H
mnane6o-22,2%, aroppacratis-22,4%).
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[MpodurET Ha Ge30NACHOCT HA ATOPRACTATAHH B MpoyupaHeTo MIRACL ce mokpHea ¢ onucaHoTo B
pazaen 4.8.

[MpodunakTHKa HA CbPAEYHO-CBIOBO 3a6011BAHE

EdextbT Ha aTOpBAacTaTHH BBPXY daTanHa 1 HedaTamHA HCXEMITMHA GONECT HA CHPLETO € OLUEHEH B
paHAOMH3NpaHO, TBOHO-CIANO, ILIALe60-KORTPOIHPAHO NPOYYBAHE, AHITIO-CKAHAUHABCKO
NpOYuBaHe 32 ChPASTHO-CHIOB U3XO0J — KIIOH ¢ MOHMKaRAHe Ha Junuaute {Anglo-Scandinavian
Cardiac Outcomes Trial Lipid Lowering Arm (ASCOT-LLA)). [Taumenture ca ¢ Xunepronus, 40-79-
romuiuEH, 6e3 npeaxodeH MUOKapAeH HH(APKT HIH NeYeHHE 3a CTEHOKApIHA 4 ¢ HUBa Ha 000
xonectepor < 6,5 mmol/l (251 mg/dl). Bcuukn naumeHTH ca MMaM Haf-Manko 3 npeaBapUTeNHO
IeHHUPaHH ChPIEYHO-CHIOBY PHCKOBH GAKTODH: MBIKKH NOJ, BB3PAcT > 55 rognHu, nyueHe,
InabeT, anamuesa 3a MIBC npu poaocteeHHK oT hpBa 1HHAA, 06m xonectepo:: HDL-C > 6,
nepugepuo chaoso 3aboNpane, TeBOKAMEpPHA XHIePTPOdHA, MPeIXoNeH MO3bUHO-ChI0B HHIHISHT,
cneuuduuna EKI" anoManus, npotenHypua/anéyMuHypna. He BcHUKH BKITIOUEHK NAUUEHTH Ca
MpeleHeHH KaTo NaUHeHTH ¢ BUCOK PHCK 3a MBPBH CHPAEYHO-CHAOB HHLHIEHT.

TMauneHTHTE Ca NeKYBAHH ¢ aHTHXKIIEPTEH3HBHA Tepanua (Mhu ¢XeMa, 0CHOBABAIIA c¢ Ha AMJIOXHAIIKH,
HIIY CXeMa, OCHOBARAINA Ce HA ATEHONOM), B KOMOHHALINA WM ¢ atopBacTaTHH 10 mg aHeBHO
(n=35,168), mwn ¢ nmanedo (n=5,137).

EdexrsT Ha HaMasIsBaHe Ha AGCOMIOTHHUA ¥ OTHOCHTETHHAA PHCK TIPH yNoTpeGa Ha aTOpBacTaTHH e
04N, KakTo cnenga;

HWHumpenr OTHOCHTENHO Bpoit Ha AGconoTHO CroiiHocT Ha p

HaManeHue Ha KHHIMOCHTUTE HaMaleHHE Ha

pHcka (aTopeacTaTuH pHCKal (%)

(%o) cnpaMo nnanebo
(aranna UBC nntoc Heatanen | 36% 100 copamo 154 | 1,1% 0,0005
MH

0,0008

0610 cEpIgUHO-CBAOBH 20% 389 cnpamo 483 | 1,9%
HHLHEEHTHM U
peBacKYNIapU3IANAOHHH
NpoLeaypH

29% 178 copamo 247 | 1,4% 0,0006
06110 KOpOHapHH HHIHASHTH

1

B3 ocnosa Ha painukara B 0011aTa HECTOTA HA MHUHISHTATE, HAGMOKABAHK PH CPEAHO
npocienspade ot 3,3 rofMHH,

HMBC - ucxemuuna Gonect Ha cupueTo; MU — MuokapasH Hugapkr.

OB11aTa CMBPTHOCT H ChPAEYHO-CHAOBATA CMBPTHOCT He ca OMIMH 3Ha4yuMo HaManexd (185 cnpamo

212 unumpenta, p=0,17 u 74 copamo 82, p=0,51). B avamisa va noarpynara no non {81% mexe, 19%
#enu) 613roNpUATER edekT HA ATOPBACTATHH € Dui HAOMIOAABAH TIPH MBKETE, HO HE MOXE Aa ce
YCTAHOBH IIPH XEHUTE, BEPOATHO (10pany HUCKATa YecTOTa HA MHIMIEHTH B KEHCKATA OATpYNa,
Ofmiata u CbpAeYHO-CHI0BATA CMBPTHOCT € YHCTIEHO MO-BHcoKa MpH Kenute (38 cipsmo 30 u 17
enpaMo 12), Ho ToRa He € OO CTATHCTHYECKH IHAYHMO. MManio e 3HAYHTENHO TEPareRTHIHO
B3aUMO/EHCTRHE OT CTPAHA HAa OCHORHATA AHTHXHNEPTeH3HBHA TepariA. [TbperuuHaTa KpaliHa TOHKA~~~

nexypaH ¢ amnoaunyH (HR 0,47 (0,32-0,69), p=0,00008), Ho He 1 npH Te3H, JeKyBaH
(HR 0,83 (0,59-1,17), p=0,287).
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EdekThT Ha aTopBacTaTHH BBPXY (atanHo ¥ HeaTanHO CHPAEHHO-CHIOBO 3a00/BAHE € CHILO
OLIEHEH B PAHAOMHI3HPAHO, ABOHO-CIANO0, My ITHUESHTPOBO, NNaneGo KOHTPOTHPAHO H3NHTBAHE -
npoyusaHe Ha aropeactaTthH npu Auaber (Collaborative Atorvastatin Diabetes Study (CARDS)) npu
nataenTh ¢ Tan 2 auadert, 40-75-roguinny, 6e3 Mpeaxo Ha aHaMHe3a 3a CEPAEYHO-CBHIOBO
sabomasane ¥ ¢ LDL-C <4,14 mmol/1 (160 mg/dl) u tpurnumepuan < 6,78 mmol/l (60 mg/dl).
BCHUKH MAIMEHTH €A HMANK [0HE | 0T CNeQHHTE PHCKOBH (aKTOpH: XHIIEPTOHKA, HACTOAILD MyHISHE,
PETMHONATHS, MUKPOANGYMUHYPHS WK MAKPOANOYMHHYPHA.

TlauneHTHTE ca NeKyBaHu ¢ atopeacrathu 10 mg auesHo (n=1,428) unu manebo (n=1,410) npu
MeQuaHa Ha npocnenssane 3,9 roouHmn.

AGCONMIOTHHAT H OTHOCHTENTHAAT e(i)eKT 33 HAMANABAHE PHCKA OT ATOPBACTATHH € KAKTO CIENEA:

OTHOCHTENHO Bpoit Ha AfcomoTHo CroiiHocT Ha p
HAMAICHHE Ha HMHLUISHTHTE HaMATIeHHE Ha
Uammuaent pHcKa (aTopracTaTuu pucxal (%)
(%) CIPAMO
mnaigedo)
T'oneMH CBpAEUHO-CHADBH 37% 83 cnpamo 127 3,2% 0,0010
HHIMAEHTH (aTaned u
Hedaraned octep MH, tux MH,
BHE3aTHA CMBPT BCIGACTEYE HA
HBC, AecTabuUIHA CTeHOKAPAHA,
CABG, PTCA,
PEBACKYNH3AIHMA, HHCYIT)
42% 38 cipamo 64 1,9% 0,0070
MH (araneH u HedaTaneH
OMH, tux MH)
Hucynru (aramsu u 48% 21 cipamo 39 1,3% 0,0163
Hedatanuu)

'B#s3 ocHosa Ka pazAxKarta B ofiata YeCToTa Ha RHIMASHTHTE, HabMmonapanH NpU cpeaHoe
npocaenasaxe ot 3,9 ronuun; OMH — octep MuoxapaeH nxdapkt, CABG - kepoHapeH
aptepuaneH OGaiinac, UBC - ucxemuuna SonecT Ha cepuero, MH — Muokapned ungapkt; PTCA
- MEPKYTaHHA TPAHCITYMHHATIHA KOPOHAPHA AHTHOILIACTHKA.

HsaMa goka3aTencTso 3a pa3jiHka B ed)eKTa OT JICYeHUETO CIIOpeA 1oJla, Bb3pacTra HIH H3XOAHOTO
HHBO Ha LDL—XOJ’[CCTGPOHB, Ha NnanueHTa. Bnaronpmrrﬂa TCHASHLUHUA € HAGMOIABaHA 11O OTHOILLEHHE

HHUBOTO Ha cMEBPTHOCT (82 cMbpTHH cayyan npy nnanedo rpynata cnpiMo 61 B rpymarta Ha
atopsactatiH, p=0,0392).

Penunyeupaln HHCYIT
B npoyusaweto [penoteparasaHe Ha HHCY/IT 4dpe3 arpecHBHO HAMAJARaHe HA HHBATa Ha XoJecTepona
(Stroke Prevention by Aggressive Reduction in Cholesterol Levels J(SPARCL) e 6un oneHeH eekThT
Ha atoppactatiH 80 mg nHeBHO MK mane6o 0 OTHOLIEHHE NOABATA HA MHCYNT NpH 4 731 nauventr
¢ MHCYJIT MM MpexodHa ucxeMHuHa ataka (TIA) B paMkuTe Ha npenxoguute 6 Mecena i 0e3
anamHe3a 3a MBC. Mamuenture ca 60% Mbike, 21-92 roasuHu (cpedHa Bb3pacT 63 TOAHHK) H CPeaHO
vaxoauo Hueo Ha LDL 133 mg/dl (3,4 mmol/l}. Cpeanara croiiroct Ha LDL-C e 6una 73 mg/d]

(1,9 mmol/]) mo BpeMe Ha MevyeHHeTo ¢ aTopeacTaTiH H 129 mg/dl (3,3 mmol/l) no epeme Ha
nevenueTo ¢ maauebo, MenuanaTa Ha mpocienasade e 4,9 roquHH.

AropracTaTHH 80 mg e HAMANKT PHCKa OT ThPBHYHATA Kpaiiua Touka datanen u Hedy
15% (HR 0,85; 95% CI, 0,72 —1,00; P=0,05 nnu 0, 84; 95% CI, 0,71-0,99; p=0,03 cn
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Ha H3XOMHNTE XapaKTEPHCTHKH) B CpasHeHKe ¢ nnaneGo. Obwara cMepTHOCT € 9,1% (216/2 365) npH
aroppacTaTHH cpamo 8,9% (211/2 366) mpu nnauebo.

B post-hoc aHamH3 aTopsactaTii 80 mg € HAMAIH YeCTOTATa Ha MCXEMuueH WHCY.T (218/2 365,
9,2% cnpaMo 274/2 366, 11,6%, p=0,01) ¥ € MOBHLINN YeCTOTAaTa HA XEMOPArHYEH HHCYAT (55/2 365,
2,3% capamo 33/2 366, 1,4%, p=0,02) B cpasHeHue ¢ rnnareGo.

® PHcKBT OT XeMOparH4eH HHCYAT € NOBKIICH IIPH NaLUMEeHTHTE, KOHTO ¢a ¢ IpeliecTBall
XEMOparu4eH HHCYAT NpH BKIIOYBAHE B NpoydsaneTo (7/45 mpH aTOpBACTATHH CTIPAMO 2/48 npu
naaueto; HR 4,06; CI 0,84-19,57) 1 pucKET OT HCXEMHYEH HHCYNT € CXOJIEH B ABETE IPYIIH (3/45
NpA aTOpBACTaTHH clipAmMo 2/48 npu nnanebo; HR 1,64; 95% CI, 0,27-9,82). '

s PUCKBT OT XeMoparaveH UHCYJIT € [IOBHIUEH NPH NalHeHTH, KOUTO Ca ¢ NPEAINeCTRA TAKYHApeH
WR(apKT IpH BKMOYBaHe B npoydsaneto (20/708 mpu atoperactaThu cnpamo 4/701 npu maaneGo;
HR 4,99; 95% CI, 1,71-14,61), HO PUCKBT OT HCXEMHISH HHCYNT NP Te3H NALMEHTH CHILO €
Hamanan (79/708 npu aTopeactatve cnpamo 102/701 npn nnaue6o; HR 0,76; 95% C1, 0,57-1,02).
B13MOXKHO € kpaliHHAT PHCK OT HHCYJIT A2 € MOBALIEH TIPH NallHeHTUTE ¢ 1IPeIX0oaeH MaKyHapeH
HH}apKT, KOATO NMOMy9YaRaT aTopeacTaTHH 80 mg Ha neH.

O6mwata cMBpTHOCT € 15,6% (7/45) ripu neveHue ¢ aroppacTaTuk cnpamo 10,4% (5/48) npu
npunarale Ha manedo B MOATPYNAaTa MALHEHTH C MPEAXoaeH XemMoparuyed uHeynt. Obuara
cMBpTHOCT € 10,9% (77/708) npu atopeactatut crpsmo 9,1% (64/701) npu nnauebo B noArpynara
MALHEeHTH C OPedxojeH NakyHapeH HHbapKT.

[MeqnarpyiuHa NOMynalHA

Xemepozuzomua amurna Xunepxoaecmeponemusi npu REOUAMPUNHY hayueHmu Ha 8v3pacm 6-
17 200unu.

Mpopeaeno € §-ceMMUYHO OTBOPEHO NPOYYBAHE 32 OUEHKA Ha (PapMAKOKMHETHKATA,
}apmakonHHamMuKaTa ¥ GE30TMACHOCTTA HA ATOPBACTATHH TPH AL U NOJPACTBRALUN C TEHETHIHO
J[I0ka3aHa XETEPOIMIOTHA aMIIHA XUnepxorecTeponeMus 1 Gasosu cTolinocT #a LDL>4 mmol/L.
TpoyusaneTo o6xBaina 39 aeua H MOAPacTBAIM Ha BE3pacT ot 6 ao 17 roguuu. Koxopra A Bkmo4sa
15 ena, va BB3pacT 6 — 12 roguuu B nbpeH craauii no Tanner. Koxopta b pxmousa 24 neua wa
Bbapact 10 - 17 ronuun B craauit o Tanner >2.

HavarnHaTa J03a aTOpBACTATHH B KOXOPTa A € 5 mg IHEBHO Tox, fopMara Ha TabsieTka 3a ABBYEHE H
10 mg axesHo B koxopTa B, JlaneHa e Bp3MOKHOCT HAYAIHATA /1033 a C€ y/IBOH KO HE € OCTHTHATA
TapreTaara croiinoet 3a LDL-C < 3,35 mmoVL Ha 4eTBbpTa CeAMMUA ¥ 4KO ATOPBACTATHHBT Ce
nonacs nolpe.

Cpennurte cToiinoctd 33 LDL-xonecrepon, TC, VLDL-xonectepon, 1 Apo B ca Hamanenu npes
BTOpaTa CCAMMIIA NIPH BCUYKH MauueHTH. [Ipy nalumeHTHTe, Ha KOUTO fo3aTa ¢ GHna yasoeHa, e 6umo
HaGMIOAaBAHO JOMBJIHMTEHO HAMANeHHe HA CTOHHOCTHTE Ha BTOPATA CeAMMLA NIPH TEPROTO
M3MepBaHe Cllefl NOBHINABaHe Ha A03aTa, CpeqHaTa CTENeH Ha TIOHIWKABaHe Ha CTOHHOCTHTE Ha
MHIMIHATE TApaMeTpH € GHa cXOHA 32 IBETe KOXOPTH (e3 3HAYCHWE 1au nauuentute ca Gunn
OCTABEHM HA THXHATA MbPROHAYAIHA JO3MPOBKA WK TA ¢ Guna yasoeHa, Ha 8-a ceqmuna cpensara
cTereH Ha NpoMsiHa Ha 6azosuTe crofiHocti Ha LDL-C u TC e Guna npubnusutento cboteeTHo 40%
u 30% Hap obcera Ha BhafelCTBHE.

B1LB BTOPO OTKPHTO IPOYYBAHE C €AHO PaMo, 271 aeua OoT MBXKKH H )KCHCKH NOM C XETEPO3HIOTHA
damunna xunepxonecteponemus (Xe®X) Ha BL3pacT 6-15 roauHH ca BKIOYEHH H NIEKYBAHH C
aTOpBACTATHH JI0 TPH ToxMHH. BKIIOYBaHETO B Ipoy4saHETO M3HCKBA NOTBEPACHa XedDX H

Ha pa3suTHe no Tanep 1 (0OuMKHOBEHO Ha BR3pacT 6-10 ronunu). Josuparero Ha atop
(BeaHBK THEBHO) 3411048 ¢ 5 mg (TafneTka 3a AbBYEHE) NP JeLa Ha BB3PacT rmox |
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Ha Bb3pacT 10 roguHy ¥ NoBede ca 3ano4Hand ¢ 10 mg aTopRacTaTHH {BenHDXK OHEBHO). Beuuky geua
MOTAT [ C& THTPHPAT 10 T0-BHCOKH J103H, 33 A2 IOCTHTHAT Uen oT < 3,35 mmol/1 LDL-C. Cpeanarta
NpeTeraena K03 3a Jela Ha Bh3pact ot 6 10 9 roaund e 19,6 mg H ¢peAHaTa NpeTericHa 2032 3a
feua Ha pb3pact 10 rogusy 1 nosede e 23,9 mg.

Cpennata (+/-Beansx OHEBHC) 0OCHOBHA cToiHocT Ha LDL-C e 6,12 (1,26) mmol/l, xoerto ¢
npubnuzuTenso 233 (48) my/dl. Bukre TabnHua 3 M0-300Y 33 OKOHYATETHHTE PEYATATH.

JIaHHUTE ca CHEMECTHMH C JIANCATA HA JIeKapcTBeH eieKT BEPXY BCEKH OT MapaMeTpHTE Ha PacTeka
paseHTHETO (T.¢. BHCOYHHA, Terno, BMI, crapnit no TaHep, oneHka Ha M3C/IEI0BATENA 38 UATOCTHO
ChIPABAHE H PAIBATHE) [IPH Jela ¥ FoHOWH ¢be XeD X, MoTyyapalii TeUSHHE C aTOPBACTATHH N0
BpeMe Ha 3 roAuHOTO NpoyuBaHe. He € HMano oneHeH OT H3CNef0BaTeNd IEKapCTeeH edekT, no
OTHOUIEHHE HA BHCOYHHA, Terio, M TM 1o Bb3pacT WM 0 HON NpH TOCEINEHNE.

Tabanua 3 Tapnpe nonmxasamn EdekTn 53 ATOPRACTATHE npH IOHOIIH MOMYETA H
MOMMYETA ¢ XeTEPOINLOTHA XHuepxoaecTepoaemus (mmol/l)

Bpemesa touka|N  |TC LDL-C HDL-C TG Apo B
(ennokpatHa |{emHokpaTHa |(eNHOkpatHa |(eOHOKpaTHa |(eIHOKpaTHA
103a) noe3a) [Jo3a) 0o3a) no3a)

OcHoBHA 271 |7,86(1,30) 6,12(1,26) 1,314(0,2663) [0,93(0,47) |1,42(0,28)**

CTOHHOCT

Mecenr 30 [206 [4.95(0,77)*  [3,25(0,67)  [1,327(0,2796) (0,79(0,38)* [0,90(0,17)*
Mecen 36/ET (240 [5,12(0,86)  [3,45(0.81)  [1,308(0,2739) [0,78(0,41)  [0,93(0,20)***

TC= 06m xonecrepon, LDL-C = xonecrepo, THNONPOTEUH ¢ HiicKa rsTHocT; HDL-C =
XONEcTeposl, AUNONPOTEHH ¢ BUCOXA MNbTHCOT; TG = Tpuramuepuan; Apo B = anonunonporeux B;
“Meced 36/ET” BKIO4BA JAHHK 32 MOC/SAHATA BU3UTA HA MAHEHTH NPHKIKYHIH YYaCTHETO CH
npeny niaHnpaHa 36 MecedHa BpeMeBa TOUKa, KakTo U ITB/IHK JaHHH 32 36 Mecella 3a MaUMeHTH
3aBBpLM 36 MecedHo yuacTue; “*”= , Meceu 30, N 3a T03u napameTsp € 6un 207, “*"=
,.-OcHoeHa croliHocT®, N 3a To3d mapaMetsp e Guy 270; “¥*** = Meceu 36/ET*, N 3a To3u
napameTsp ¢ 6w 243; “#7=g/l 3a Apo B.

Xemepo3zuzomna amunia XunepXoaecmeponemus npu neduampuyny nayuenmi Haq evspacm 10-
17 200unu.

B aBOHHO-CAANO, HAauebo KOHTPOAMPaHD IPOYYBaHe, TOCTeIBaH0 OT OTBOPEHA (asa Ha
npoy4saneTo, 187 MOM4ETa H MOMIHeTa Cel ThPBATA MEHCTpYalla, Ha Bb3pacT 10-17 roanHu
(cpenno 14,1 roguuM)C XeTepo3UroTHa dhamiiHa xunepxonecteponemus (FH) wm texka
XHIIEpX0/ecTepoIeMus ¢a GunH PaHIOMH3NpPAHH Ha aTopacTaTH (n=140) wu nnauebo (n=47) 3a 26
CeaMUIIH, CTE KOETO BCHYKH MOIIYYaBar aTOPBACTATHH 38 20 CeIMHLH.

Jlo3rpoBKaTa Ha aTOPBACTATHH (BEINDX AHEBHO) € 10 mg 3a MbpBUTE 4 CeAMULH H NOCISABALIO
yBsenuuasane 1o 20 mg B cyuait ue LDL.-xonectepona Hupara ca > 3,36 mmol/l.

ATopBacTaTHH CHTHHGHKATHO HAaMAaNABa INa3MEeHHTe HiBA Ha o6wMA xonectepon, LDL-
XonecTepad, TpUrIHuepHanTe H aNOIRNONPoTeHH B npes neppyuTe 26 ceIMUUH Ha OBOHHO-CIIANATA
dasza. Cpeanara aocTrsata croiinoct Ha LDL-xonecrepona e 3,38 mmol/l (nuanazon: 1,81-

6,26 mmol/l) B rpynaTa Ha aTopeacTaTHH cpaeHeHa ¢ 5,91 mmol/l (aanason: 3,93-9,96 mmol/l) &
nnaugGo rpynata npes 26-cenMuyuHaTa IBoiiHO-cniana dasa.

JIOmBAHUTENHO TETHATPHIHO POYUYBAHE HA ATOPBACTATHH CPELly KOJECTHIION NPH TAUHEHTH Ha
sB3pact 10-18 romuHu ycTaHOBABA, Ye aTopsactaTud (N=25) npeau3BHkea CHTHUGUKAHTHO
Hamanenue Ha LDL-xonectepona Ha 26-Ta ceamuua (p<0,05), cpaBnen ¢ xonectunon (N=3

IpoyuBaHe 3a ,,MHIOCHPAHA YIOTpeOa” NPU MANHSHTH ¢ TEXKKA XUIIEPXONECTEPOIEMIL ﬁﬂ? /
(BKITIOYMTENHO XOMOIUTOTHA XMNIEPXOJIECTEPOIeMItt), BKRIOUBAIIO 46 efHATPHIHH N2 eﬂ?n;i
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NekyBaHH C aTopPBRCTATHH B 3aBHCHMOCT OT OTTOBOpA (HAKOH NAUHEHTH ca npHeMany 80 mg
aTOPBACTaTRH AHeBHO). [TpoyyraHeTo npoasmiasa 3 roquHi: LDL-xonecteponst € RamaneH ¢ 36%.

JBnrocpovyHaTa eiMKacHOCT Ha TEPaNHs ¢ aTOPBACTATHH B AETCKA BB3PACT 33 HAMANABAHE HA
3ab0/1eBaEMOCTTA H CMBPTHOCTTA B 3pAJia BB3PACT HE € YCTAHOBEHA.

EpponeHckara areHUHA MO JEKAPCTBATE € OTIOKHIIA 3abIKCHHETO 3a N0ABAHE HA Pe3yATaTH 0T
NpOYYBAHHA C ATOPBACTATHH NIPK Aelia oT 0 0o 6-roJHIIHA BR3PACT TIPH JeUeHKE Ha XeTepO3HTOTHA
taMHuIHA XHIIEpXOIeCTEPONEMHA, KaKkTo M IpH Jena oT (0 10 18-roauinHa Bp3pacT NpH JIeUeHHETO HA
XOMO3HrOTHa (paMHIIHA XHNEPXONeCTEPONEMHA, KOMOHHHPAaHa (CMECEHA) X HNEPXONECTepOIEMHA,
IBPBHYHA XHITEPXONECTepoNieMHs H NPEBEHIIHATA Ha CEPACYHO-CBIOBH CHOHTHA (BXK. pa3men 4.2 3a
HHpOPMALIHA 33 NeRUATPHYHATA yTioTpeda).

5.2, dapmakoKHHETHYHH CBOHcTRA

Abcopbuns
ATopBactatud ce abcopbupa O5P30 CIel nepopaIHe MPHAOKEHHe, MAKCHMAITHA TUTa3MeHa

xonnerTpatis { Cuax) €€ mocTHFA 32 ] go 2 yaca. CrenenTa Ha abcopOUHA ce TOKAYBE,
[POIOPUHOHATHO HA A03aTa Ha aToppactaTiH. Crex nmepopaiHo npunoxeHne GHOHAMTHOCTTA Ha
ATOpBAcTaTHH dHIMHUpAHK TalbneTky e 5% 10 99% B cpaBHeHHe ¢ Ta3H HA EPOPAJTHHA PasTROP.
AOconoTHaTa OHOHANHYHOCT HA ATOPBACTATHH € NPROIH3UTETHO 12% H CHCTEMHATA HATHIHOCT Ha
wHxHOHTOpHaTa akTuBHOCT 33 HMG-CoA penykrasata e npuGnuzurento 30%. Huckarta cucremua
HATMYHOCT C€ OTA2BA HA MPECUCTEMEH KIMPBHC B racTPOHHTECTHHAJIHATA MYKO3a W/HH Ha first-pass
MeTaboNHIBM B YepHHA Apob.

Pasnpeaenenve
CpennusT 0bemM Ha pa3npeAeNeHHE Ha aTopBacTaTHH e npubuzuTenHo 3§81 [ ATopsactaTis ce
CBBP3BA C [IA3MEHHTE NMPOTERHH B > 98%,

Buotpancdopmatyia

ATtopBacTatud ce Merabonusupa ot udToxpoM P-450 3JA4 16 opTo- H NapaXuApOKCHIHPaHH
OEpUBATH W pa3IHIHK OeTa-oKUCIUTeNHH NpoayKTH. OCBER IpYruTe MbTHILA, TE3H NEKapcTBa ce
MeTaGoNH3HpAT JONBIHUTENIHO Ypes MEOKypoHupane., In vitro aixnGuuuara Ha HMG-CoA
PeRYKTA3aTa OT OPTO- H NapaxnAPOKCHIMpPaHHTE MeTa00IUTH € eKHBATEHTHA Ha TA3H OT
aropeacTatuH. [TpuGnuzntento 70% ot UAPKyIupamara HEXWOHTOpHA akTHBHOCT 32 HMG-CoA
peayKrasaTa ce OTAaBa Ha aKTHBHHTe MeTaboNnuTH.

Enumunppane

ATOpBAaCTaTHH ¢ HANEYBA IPEOMMHO C KIBYKATA CIIEd XEMaTaneH W/UTH eKCTpaxenaTaieH
metabonuysm, Marnexaa, obaue, 9e aTOPRACTATHH He NPETHPIARA IHAYHUTENHA eHTEPOXETATATHA
pelHpKyauus. CpeaHMAT IIa3MeH NOMYKUBOT HA ATOPBACTATHH [IPA XOpa € NpRONM3UTENnHO

14 yaca. ITomyKHROTHET Ha HHXNOHTOpHATA akTHEHOCT 3a HMG-CoA penykrazata e npubnuzurenso
20 no 30 yaca nopalH YYaCcTHETO HA AKTUBHHUTE MeTabonHTH.

ATOpBacTaTuH e cyOCTPAT HA YePHOIPOOHHTE TPAHCIIOPTEPH U HA MOMHIENTHIHTE, TPAHCTIOP THPALLH
opraumiau aukons 1B1 (OATPIB1) u 1B3 (OATP1B3). MetaGonntnTe Ha ATOPBACTATHH ¢a
cyoctpati Ha OATP1B1. YeraHoBEHO € ChIO Taka, e aTOPRACTATHH e cyDCTpat Ha e QIIYKCHUTE
TPaHCHOPTEpPH Ha NpOTeHHa, CBhp3ad ¢ P-rnuxonpoterH (P-gp), 1 Ha npoTenya Ha pe3HCTEHTHOCT
Ha paka Ha repaata (BCRP}, kouTo Moxke Ja oTpaHuHar ypeaHata aGcopOiua H KIBYHAA KTHPLHC Ha
aTOPBACTATUH.

Creuuanay nonyaamuy

Cmapuecka gpapacm
IMnazMeHHTe KOHUEHTPAUHH HA ATOPRACTATHH H HETOBHTEC AKTHBHH MeTabOoMHTH ca I0-BHC
34pPaBH X0pa B cTApU€CKa BBIpacT, OTKOJKOTO IPH MIAaOH MALKMSHTH, a EQJEKTHTC 10 OTH
JHOHMAHTE Ca CPABHHMH ¢ TE3H NPH M0-MJIAAH NALHEeHTH.
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Heduampuyna nonviayug.

B oTBOpeHO, 8-ceAMHUHO NPOYYBAHE, IEAHATPHIHH MAUHeHTH (Ha Bh3pacT 6-17 ronuun) 1 cranuii mo
Tanner (N=15) 1 Cranu#i no Tanner > 2 (N=24) ¢ XeTepo3uroTHa daMIIHA XRIEPXOECTEPOTIEMHA 1
OCHOBHH cTaitHocTH Ha LDL-C > 4 mmol/l ca nexypaun ¢ 5 win 10 mg TabneTky 3a nbBueHe HIH
cbotreTHO 10 rmn 20 mg dunMupaHn TabneTKH ATOPBACTATHH BEIHEK AHEBHO, ENHHCTReHATA
3HAYUTENHA [POMAHA BBB (apMaKOKHHETHIHNA MOJET Ha NOMyTIAMATA JISKYBaHa C aTOPBACTATHH, €
TeaecHara Maca, OpanHuaT KIMPRHC NPH NeAHATPHIHA NALNEHTH ¢¢ ABABA NOA06EH HA TO3M MPH
BB3PACTHH Clie] ATOMETPHIHO H3MepBaHe Ha TeNecHoTo Terno. CroTBeTHO Hamanenue Ha LDL-
xonectepon u TC ¢ 6uno yeTaHOBEHO €IS/ JIEIEHHETO € ATOPBACTATHH M 0-XH/POKCHATOPBACTATHH.

Hon

KOHUEHTpALMUTE Ha ATOPBACTATHH W AETOBUTE AKTHBHY META0ONMTH NIDH XEHUTE CE PA3IHYABAT OT
Te3y NpH MBkeTe (Keuu: npHGIM3KTeNHO ¢ 20% No-BACOKH 33 Cuax H € 0KONO 10% MO-HKCKH 32
AUC). Tesu pasinuKy HAMAT KTHHHYHO 3HAYCHHE K HAMA KIAHHYHG 3HATHMH DasTHKH MEXRY
ehEKTHTE MO OTHOLUGHHE HA JIMMHAMTE TIPH MBXKE M HKEHH.

Brubpeunt napyuens:
Bripeunnte 3af0n9BanKua HAMAT BIHAHME BBPXY [UIA3MEHHUTE KOHUEHTPALMH HITH BhPXY JIHIHAHHTE
e()eKTH Ha ATOPBACTATHH W HCFOBHTE aKTHBHH METaOONHMTH,

Yeprodpobru napyuenus.

IMnasMeHKTE KOHUSHTPALKH HA ATOPBACTATHH H HEOBHTE AKTHBHH MeTabOUTH Ca 3HAYUTENHO TIo-
BHCOKH (Mpu6au3uTenHo 16 NbTH 22 Coac# 11 0bTH 332 AUC) MPH NauMenTH C XPOHHYHA ATKOXONHA
yeproapobua Gonect (Child-Pugh B).

SLOCIBI nopumopduzem:

Yepuoppobroro saxeawate na scirikH HMG-CoA -penyxTasHe HHXHOMTOPH, BKIIOYHTENHO
ATOpPBACTATHH, C& U3IBEpLIBA nocpencTBoM OATP1B1 TpancnopTeH nporenH. [IpH nanuenTH ¢be
SLOC1BI1 noaumopiduatM HMa pHck 0T NOBHLICHA €KCIIOIKUMA HA ATOPBACTATHH, KOETO MOXe 14
JOBeNE [0 NOBKILEH PUCK oT pabaoMuonusa (Bx. Touka 4.4). TlomMMophH3MBT MPH reHa, KoAHpan
OATPIB1 (SLOCIBI ¢. 521CC) e cBbp3an ¢ 2,4 OBTH M0-BUCOKA CHCTEMHA HalMMHOCT Ha
atopsactaTH (AUC) B cpaBHeHve ¢ HHAMRUAW Oe3 To3M reHoTHNeH BapkauT (c. 521CC). TIpu Te3n
NALHEHTH & BL3MOKHO CBILO TEHETHYHO 1a © HapyLUCHO Y4epHoApoGHOTO 1aXBaIaHe Ha
ATOpBacTaTHH. BE3MOKHUTE TIOC/EACTBUA BEPXY eMKACHOCTTA A4 HEHIBECTHH.

5.3. IipeaxAnAHYHA XaHHH 3a GezomacHocT

ATOpBAacTaTHH He € IIOKA3aT MyTareHeH WIH KIaCTOTe¢HeH ToTeHudan B Gatepun ot 4 in vitro TecToBe
M B e0MH aHanu3 in vivo, ATOPBACTaTHH HE € KAaHUEPOTeHEeH 3a [UTbXORE, HO NPH NPUNAraHe Ha BUCOKH
A03r ApH MuLIKK (Z0senu 1o 6-11 mbTH mo-ercokH croiiHocTH Ha AUC (0 no 24 waca) B cpasHeHue ¢
TE3W IPH XOpa, IPHEMAH HAl-BACOKATA NPEIOPEYMTENHA 103a) Ca Ce MOABUIIH CITYYaH Ha
XeMaToLeTyapeH aleHoM fMpH MEKKHTE H XETIATOUETYTTIAPEH KAPLHHOM MPH XeHCKHTE XKHBOTHH,
Wma gaHuH oT NpoyuBaHusa npH KABOTEH, Ye HMG-CoA-penykTasHure HHXHOHTOPH MOXKe 13
BITHAAT BEPXY PA3BHTHETO HA eMOpuoHnTe U deTycure. IIpn mrsxose, 3aiiM H Ky4ueTa aTopBacTaTHH
HAMa edeKT BEPXY (epTHIKTETA U HE € TepaToreHeH, HO MPH TOKCHYHH 33 MaixaTa JIO3H, MPH
NABXOBE H 3ajiuu e HaGmonasana deTanua TOKCHYHOCT. PA3sBHTHETO HA MOKONEHHETO NMPH ILTHXOBE €
336aBEHO M [IOCTHATAIHOTO OLEIMBAHE HAMATEHO NPH SKCNO3NLHA Ha MaiikaTa Ha BHCOKH DO3H
aTopsacTaThy. [IpH IIEX08e MMa JOKA3aTENCTBO 334 IPEMHHABAHE Ha IEKAapCTBOTO MPe3 MIaueHTara.
IpH MILX0BE NNA3MEHHTE KOHLEHTPAlHH HA TOPBACTATHH ca GIM3KK 10 Tesu B MiIKoTO. He ¢
H3BECTHO Aa/TH aTOPBACTATHH ¥ HETOBHTE METabONMMTH Ce BKCKPETHPAT B KbPMAaTa.
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6. @GAPMAUEBTHYHH JAHHH

6.1. CHoHCchk HA NOMOIIHHTE BENIECTBA

Hopo

Kanutes xapbonar

Muxkpokpuctama Uenynosa (E460)

JlaxT03a MOHOXHAPAT

YacTHgHo 3aMeCTeHa XHAPOKCHITPOITILILETY 1033
Moeunoun K12

KonouneH 6e3B0aeR CHITHENMEDB AHOKCHI
MarHesueB creapar (E 572)

Hoxpumue
Xunmpomenosa (E464)

Maxkporon 6000

Trranos auokcux (E171)

Tank

JKBat sxenesed okcHy (E172)

JlakT03a MOHOXHAPAT

6.2. HechBmMecTHMOCTH

He ca u3BecTHM.

6.3, Cpok Ha roxHocT

2 roouHA

6.4, CnelHaj HH YCI0BHA Ha ChXPaHeHHe

To3u neKapceTBEH NMPOLYKT He M3HCKBA CNISHMANIHH YCIOBHA 33 ChXpaHeHHe
6.5. BHA % chIBPXKAHHE HA ONAKOBKATA

OPA/AVPVC//Al Griuctep, KapTOHEHa KyTHA

PasMep Ha onakoBkara: 10, 14, 15, 28, 30, 50, 56, 60, 90, 98, 100 wn 200 ¢punmupanu TabneTku.
He BcHUKH RHAOBE OMAKOBKH Morar aa 6baar mycHaTH B npoaaxia.

6.6. CnenmajRK npeUA3HH MEPKH NPH H3XBLIARE

HamMa crietimanHy K3HCKBAaHKA.

7.  TNPUTEXATEJ HA PASPEIHTEHUETO 3A YIIOTPEBA
ZENTIVA ks,

U Kabelovny 130

Dolni Mécholupy, 102 37 Prague 10,

Yewwxka peryonuka

8. HOMEPA HA PAIPEIIEHHUETO 3A YIIOTPEEBA

Per. Ne 20150166
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9.  JATA HA ITbPBO PA3PELIABAHE 3A ¥YIIOTPEBA HA JIEKAPCTBEHHMA
NPOAYKT

Jara Ha nepBo paspewapane: 26.05.2015 r.

10. JATA HA AKTYAJIU3INPAHE HA TEKCTA
11.02.2022 r.
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