KPATKA XAPAKTEPUCTHKA HA ITPOJYKTA

1. ~ AME HA JJEKAPCTBEHHUA MPOAYKT

o . HSHBHHHTEHHA ATEHUWMA 1O NEXKAPCTBATA
Apanop 10 mg ¢punmupanu rabnerku Kpamua xapaxmepucmna we npogywma rm::?m..
Avanor 10 mg film-coated tablets | o . KoM Paz. Ne *’6‘3/‘-"‘36‘(’ of 7/ .
AsaHop 20 mg GprIMHpaty TabNeTKd Paspesriue Ne
Avanor 20 mg film-coated tablets | BG/MA/MP - f a&' J? J "{ 3 U 05 2023
. | JOOBDoMHLIE M ,.,.;..."'”.”.....u.f..-..../......,,, v

2. KAYECTBEH H KOJIHYECTBEH CBHCTAB

Apanop 10 mg duaMipanH TabneTky

Besika pumupana TaGnetka ebanpika 10 mg aropsacraThH (aforvastatin) Karo aTopBacTaTHH
- KaJLH#H.

Asanop 20 mg dmnmnpann TabneTky

Beaka dumupana Tabnerka crabpxa 20 mg aTopractaThH (atorvastatin) KaTo aTopBacTATHH
KaUnaid, -

3a bJIHUS CIIUCHK HA NOMOUIHUTE BEINECTRA BIXKTE TOYKa 6.

3. JEKAPCTBEHA ®OPMA

dunMupata TabneTka

ABanop 10 mg puwimupany Tabaetiy ca 6emu 10 mouty Heny, ¢ eTUNcoBUAHA HopMma,
ABOHHOM3I'LKHANH ¥ IN1aaKu punmupadu Tabnetkud. PasMepsT Ha Beiaka Tabnerxa e nprbau3nTenHO
9,7 mm x 5,2 mm.

ABaHop 20 mg dpunMupasu Taﬁne'mn ca 6emu o HoutH e, ¢ ennnconw:[ﬂa tbopma
ABOMHOM3NBKHANH M riIanky duniMupany Tabnetkn. PazmepsT Ha Beaka TabneTia € NpHOTHIHTEIIHO
12,5 mm x 6,6 mm.

4. KIMHAYHY TAHHA

4.1 TepaneBTHIHH HOKAIAHAHA

Xﬂnepxonec:'repﬂnemm
ATOpPBACTATHH C€ ITPUIIATA KaTO HOITBIIHEHHE KBM Jme'ra'ra 134 HAMA/IBaHe HA MOBHINEHH 001

xonecrepor (06w-C), LDL-xonecrepon (LDL-C), anonunonporens B n tpurmauepunute npu
BB3PACTHH, FOHONIH M JIe1a Ha BB3PacT Ha W HaA 10 roauHY ¢ MEPBHYHA XHICPXOIECTEPONIEMHELY,
BIJIFOYHTETHO ¢aMHIHA XUIIEPXONEeCTePOIeMHus (XETePOIUTOTeH BAPHAHT) WK KOMOMHHPAHA
(cMeceHa) xunepnunvaemus (oTrosapsima Ha Tam I1a w tun ITb cernacHo xaacupHKanuITa Ha
Frederickson), ako pe3yaTaTsT OT auera B Apyry HehapMaKoJIOIHYHHA MEPKH € HE3a0BONMTENEH.

OcEeeH ToBa, ATOPBACTATHH € TIOKA3aH 32 NOHWKaRaHe Ha o0uma u LDL-xonecrepon npu ss3pactHE ¢
XOMO3HIoTHA (haMWITHA XHIIEPXOJISCTCPONEMHU, KATO JONBIHEHHE KbM JAPYFO JUNMANONOHIDKABALIO
nedvenue (nanp. LDL-adepesa) unu ako Hama BE3MOKHOCT 38 TAKOBA JIEUESHHE.

Ipodunakruka Ha CHPASYHO-CHLAOBH 3a601aBANHS
ATOPBACTATHH € [TOKa3aH 38 MPOQHIAKTHKA Ha CHPAETHO-CHIAOBH CHOMTHA TipK BB3

33 KOHUTO € M3BECTHO, Y€ ¢a ¢ BUCOK PUCK OT IWbPBH CEPCUHO-CHAOB HHUHACHT (B
JIOTBTHEHHE 3a KOPEKLHA Ha APYIH PHCKOBH daxroph.

AT/HQ943/iA/056/G



4.2. [o3BpoBKa H HATHH HR OPHIMKeHHE

J103UpOBKa -

IaipenTsT TpabBa ga Oblle Ha cTaHAAPTHA NMOHKARALIA XOJIeCTEPONa AKETA NPE/IN Ja 3aII0YHe
npyeMa Ha aTOPBacTaTHH M Na NPORE/DKY 21a CIIA3BA TA3H JIMETA | 1O BPEME Ha JICUEHHETO C
aTOPBaCTaTHH.

Jozara TpsaGea fa ce onpeernis HHAMBHAYAITHO ¢hoOpa3Ho u3xoaHuTe croiinocth Ha LDL-
XOQJIECTEPOTIa, LEATA HA JISYEHHETO M OTIOROPA OT CTpaHAa HA NMALMCHTA.

Obuyaiinata HavanHa no3a ¢ 10 mg BEAMBIK JHEBHO. [TO-HATATHIIHO aganrupase Ha no3ara Tpiadra na
ce M3BLPIIBA HAa HHTEPRANH OT 4 CeaMHULIM B Noeede, MakcuManHarta no3a e 80 mg BeadsK AHEBHO.

[lspeuwnna xunepxonecmepoiemus u cMecena XUNCPAUNUCEMUA

[Ipn noseyeto nmaimeHTn 103aTa oT 10 mg aTOPBaCcTaTHH BEAHBXK JHEBHO € AOCTATHYHA. OTFOBOp Ha
NIEYCHKETO Cce Habmonasa B paMKuTe Ha 2 CSIMUIIM, 4 MAKCHMAAHKHAT TePaeBTHYECH OTTOBOD
ofH4aifHo ce mocTHra B paMKUTE Hé 4 CCAMHLM OT HAYAIOTO HA jiedeHueTo, EQeKThT ce Noaabpia 1o
BpPEME Ha ABJIIrOCPOYHO JICUEHME. :

- Xemepo3ueomua GaMwing XunRepxosecepaiemus

Hanmeurure TpA6Ba 1a 3an0vHat ¢ 103a or 10 mg aTopRacTaTHH AHEBHO. ,I{o:zm TpabBa Ha 6naar
ONpeAe/IAHM 3a BCEKH TIALHEHT M Ad ¢ KOPHTHPAT Ha 4-CeIMVYHH HHTepBaIH H0 40 mg auepHo. Ciren
TOBA J032Ta MOXeE J1a ce NOBMINK MakcHMyM 10 80 mg JHEBHO WIH aa ce mpunara 40 mg Beannx
JIHEBHO B KOMOHHALMA CBC CEKBECTPAHT HA JKTBUHH KHCETHHM. | -

Xomozueomuq damunng xunepxonecmeponemus
Hma caMo orpasuveHH JaHHH (BXK. TOuka 5.1).

[faryeHTH ¢ XOMO3MroTHA (PaAMATHA XHTIEPXOAECTEPOJIEMHA €4 NOYYABAJIM ATOPBACTATHH B NO2U OT
10 mg no 80 mg aHeBHO (BXK. TO4Ka 5.1). ATOpBacTaTHH TPAGEA a C€ K3MOA3BA KATO HOITBIHEHHE
KBbM Apyra Teépanks 3a OHIKABaHe Ha TMImuaMTe B KpheTa (Hanp. LDL-agepesa) npu Te3u naudeHtu
HJIH aKo HAMA BE3MOXKHOCT 34 TAKORA SICUCHHKE, |

[Ipouraxmuxq Ha cbpoeuno-cLO080 3a60a88akHe ,

[Ipn kNMHHUMYHO U3NKTBAHE 3a MBPBUYHA NpodunakTika e Guna H3NoN3BaHa o3a ot 10 mg nHeBHO.
Moske na ca HeoOXOIMMH TIO-BHCOKH JOZHPOBKH, 34 Ja C€ AOCTUIHS HUBO HA LDL-XOJIECTEPGJI
OTrOBapAINO HA CHBPEMEHHUTE XJIHMHHYHM PBKOBOACTBA.

Eonospemenno npunosicenue ¢ 0pyeu rexapcmeesu npoQyKmy

Ilpn narMesTH, NpHeMallld aHTHRMPYCHUTE CPEACTRA €)I0aCBHpP/TPa3onpeBUp 3a JICUCHHE HA XeHATHT
C unmM nerepMOBHD 3a NPOQUIAKTHKA HA IIATOMETAIOBHPYCHA HHMEKIMS CHITHTCTRALIO ©
aToOPBACTATHH, A038Ta Ha aTOPBacTaTHH He TpsOBa a npepnuaka 20 mg/aen (Bk. Touku 4.4 ¥ 4.5).

He ce npenopsusa ynorpebara Ha aTOpBACTATHH NPH NAUHEHTH IPUEMALIHN JIETEPMOBUD
€JHOBPEMEHHO ¢ LMKIIOCTIOPHH (BXK. ToUkH 4.4 1 4.5).

Bvbpeuno yvepescoarne
'He ce panara xopekims Ha g03aTa (RXK. To4ka 4.4).

Yepnodpobno yepescoane
ATtopeactaTuH Tpa0Ba Aa ce Opuiara NpeanasivEo NpH NALUEHTH ¢ YePHOAPOGHO YBpEKIaHe

saﬁonﬂsaﬂe (B}K. TouKa 4.3).
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C m_mrecm gb3pacn -
EdukacHocTTa M Gesmacmcna OT ynoTpebata B NPENOPLYAHHTE 103U NPH IAUHEHTH Ha BB3pacT
Haz 70 rogunH ca nonoGHU Ba Te3u npH o0UIaTa TIOmy IalHA.

Heduampuuna HOH]{JIM

Xunepxonecmeponemun

Ynorpe6aTa npu Aeuia TpACBa Aa e HIBHPIIBA CAMO MO KOHTPO/IA Ha CIIELMATHCT ¢ OTUT B
JIEYSHHeTO Ha XMIEPIKIMAEMHS [IPH Jelia H NAlHEHTHTe TPOBa a C& NpPEriIex AT PELOBHO 3a
OlIEHKa Ha IIPOrpeca Ha Me4eHHeTo. | | |

3a NauKeHTH ¢ XeTePO3UroTHA HaMIUIHA XUTIEpXOIECTEPONEMHESA HA BB3pacT Ha M Haj, 10 rommHm,
NpenopbHHTE/IHATA Haua/lHa /103a atopBacTaTuH € 10 mg aHesno (BXK. Touka 5.1).

- Hosara Mosxe fa 6bae moBMmena 40 80 mg NHEBHO, B 3aBHCHMOCT OT MOBITUABAHETO M MOHOCHMOCTTA.
Ho3ara TpsbBa la ce HHAMBHIYANN3Hpa B 3aBHCHMOCT OT MPEITIOPLYHTETHATA 1S HA TEpaiuATa.
ApanTrpaneTo TpsOBa Ja ce HIBLPLIBA HA MHTEPBATH OT 4 ceqMUIIK WK nosede, THTpHpaHeTo Ha
fo3ara ao 80 mg AHEBHO ¢ NOJXPENEHO ¢ JAHHK OT MPOYYBAHMS NPH BE3PACTHH M OT OTPaHHYEHH
KIMHWYHH JaHHH OT NpOyYBaHUA NPH Jea ¢ xereposx»ﬂ“(rma dhaMWIHA XUNEPXOIECTEPOIEMHS

(BK. ToukH 4.8 1 5. 1)

HanauTe 33 6€30MaCHOCT 1 ehUKACHOCT IIPH AeLa ¢ XETEPO3UTOTHA (PaMUIHA XHIIEPXOIeCTepOTeMHA
Ha BB3pacT OT 6 no 10 roguHM ca orpaHHYEHH H Ca NPeAOCTABEHH OT €HO OTKPHTO IIPOYUBRAHE.
ATOpBACTaTHH He € MOKA3aH 34 IEYCHUETO HA MAIUEHTH noj, 10-roammoma BB3pacT. Hanuminure
NOHACTOALLEM JAHHH Ca OMHCAHH B TOUKH 4.8, 5.1 u 5.2, HO NpenopBEKKU OTHOCHO ;{oaupomca'ra He
Morat 1a ce Hal'lpaB)IT

3a Taz4 nONynauus Ca MO~MOAXOAALIM APYTH JEKAPCTBEHH d}opMH H KOHLIEHTPALHH.

Haumn Ha npHnoxeHue

ATOpBACTaTHH € 32 NepOPAIHO PHIIOKEHHE. Beaka THEBHA 1032 aTOPBACTATHH Ce IPHIIATE HABEHBK
M MOJKe 113 ce Jane Mo BCAKO BpeMe Ha ACHA Che WM 6e3 xpaHa, !

4.3 IIpmeoholqaaannﬂ

ATOpBacTaTHH € NPOTHRONOKA3aH MIPH TIALMEHTH: |
- CBC CBPBXYYBCTBHTENHOCT KBM AKTUBHOTO BEIXECTBO HJIM KBM HAKOE OT IIOMONIHHMTE BEIECTBa,
- H30poeHn B TOUka 6.1; .

- ¢ aKTHBHO YePHOAPOOHO 3a00/14BaHe WK HeOOACHMMO NEPCHCTHPALIO NOBHILEHHE Ha
CEPYMHHTE TPAHCAMHHA3H, KOTAaTO MOBUIICHHUETO € MOBEYE OT TPMKPATHO HajA ropHaTa
pedepeHTHA rpaHHNa; |

- no BpemMe Ha OpeMeHHOCT H m.pmene H IIPH JKEHH C AETepONcH NMOTCHIHAN, KOHTO HE H3TION3BAT
NOAXO/AIH KOHTPALIEITHBH (BX. TOuKa 4.6);

- JIEKYBaHH C aHTHBUPYCHHUTE CPEACTBA 34 JieUeHue Ha XenaTur C _melcanpcanp/nnﬁpemacaup.

4.4 CrenmaiAm RpexyNpexIeHHs B UPEINa3HE MEPKH IPH yrorpeba

YepHoapoOHO YRpeXkaaHe
ITpenu 3amouBaHe Ha JICYSHHETO U NMEPHOAHTIHO M0 BPEME HA JICYCHHETO TPAOBA Ja C€ IPOBEKIAT

M3CICABaHMA Ha yepHoapobuure PyHxmm. M3cnenpanuara tpabea aa ce MpapsAT Ha NAUKEHTH, KOUTO
NpOSBABAT NPH3HALM ¥ CHMITTOMH 3a BB3MOXXHO 4epHOIPoGHO yepexane. [launenty, o
Ha0/110/1aBa MOBUIICHHE Ha CTOHHOCTHTE HA TpaHCaMHHa3KTe, TPAOBA Aa ce HaGMmOonaR

HOPMaJIH3UpaHe Ha CTOMHOCTHTE. B CiTy4ali Yec NOBHIISHHETO Ha TPaHCAMHHA3HTE € AL
ropHarta pe)epeHTHA FPaHHIIa H TIEPCUCTHPA, ¢e NIPETIOPEYBA OHWKARAHE HA 1034
NpPEKpaTABaHE Ha MPHEMA HA aTOPBAcTaTHH (BXK. Touka 4.8).

Qi o

.
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ATOpBacTaTHH TPAGBA a e H3MONI3BA NpeANazIHBO IIPH NALMEHTH, KOUTO KOHCYMHpAT I'OJIeMH
KOJIMYECTBA AJIKOXON M/HIH ca C aHAMHE3a 3a YepHOAPOOHO 3abosBaHe.

TIpodunakruka Ha Mossuen Hucyar upes Arpecusro ITommkasare Ba Husata Ha Xonecrepona
(IIMHAAITHX) | - | - | '

B eauH post-hoc aHanu3 Ha BUAIOBETE HHCYJIT NPU NALMEHTH €3 NeXeMHYHa 60NecT HAa CHPIETO
(UBC), KOHTO CKOPO ¢a MOMYYHIM HHCYAT HIIH MIPEXOHO HapyleHHe Ha MO3BYHOTO .
kpbBocHaOAsBaHe (ITHMK), e 6nna ycraHoBeHa 1o-BHCOKa 4E€CTOTA HA XEMOPAruuHUsa HHCYIIT NPH
TIAIIHEHTH 3aMIOYHAITH JICYeHHE ¢ aTopBacTaTiH 80 mg B cpasHenue ¢ wiane6o. [opameHuar puck e
6un cnenmanHo HabMOAABRAH NPH NALMCHTH ¢ TPEALIECTEALL XEMOPArHueH HHCYIT WIM JIAKYHapeH
HMH(}APKT PH BKIIOUBAHE B H3NKUTBAHETO. 32 NALHEHTHTE C MPEALIECTBALL XEMOPArHYEH HHCYJIT WK
naKyHapeH RHQapKT, 6aaHCHT MoJ3a/pHCK 32 aTOpBAcTaTHH 80 mg He € ACEH W MOTCHIHATHUA PHCK
38 XEMOPAru4eH HHCYIIT Tpﬂﬁﬂa na 6b21e BHUMATENHO OOMHMCICH IIpeAM 3aN0YBaHe Ha Tepanus (BxK.
TOUKa 5.1). -

BrusHue BEPXY CKEJIETHATA MYCKYJIATYPA -
B penxn cyqan aropBacTaTiH, noaodno Ha apyru HMG- CDA PEIYKTa3HH HHXHﬁHTUpH MOJKe J1a

MOBJIHAC CKENETHATA MyCKYAaTypa U Ja NpeAU3BUKAa MMAJITHA, MHO3HT H MUOTIATHA, KOHTO MOXe A
IMPOrpECHpaT AQ PabAOMHONIH3A, MOTEHLHAIHO YKHBOTO3aCTPALIIABAILO CECTOSHHE, XapaKTepH3IHPALIO
Ce ¢ MOBHIlIeHH CTOMHOCTH Ha kpeaTuH xuHa3aTa (CK) (>10 mem T'PT'), Muornobimemus u
MHOTTIOGHHYPHSA, BOAELIH Jio GHOpeuHa HEAOCTATBYHOCT
Ilo Bpeme Ha WwiK ClIER AEYECHHE C HAKOM CTATHHH € MMAJIO MHOTO PeIKH ChoOlneHNd 3a
HMYHOMENHHPaHa HeKpoTH3Hpamma Muonarus (MMHM). Kimuniraao MMHM ce xapaxtepusapa ¢
MEePCHCTHPALIA POKCHMAIHA MYCKYJTHA cal0cT ¥ MOBMINCHH CEpYMHU HUBA HA KpeaTHH KHHA3aTa,

- KOHTO [IePCHCTHPAT BBIPEKH NPEKPATABAHETO Ha JIEYEHUETO ChC CTATHHH, NONOXKHUTETHO aHm-HMG—
- CoA peRyKTasHO aHTHTSIO H HDﬂOﬁpGHHe ¢ HIMYHOCYTIPECHBHH CpPEIACTBA.

B HAKONKO cliyyad ce ¢choOLaBa, ye CTATHHHTE HH,I[yI_alaT de novo WIM BIOINABAT BeYe
CHIIECTBYBAIlla MHACTCHHUA IPaBUC WM OYHA MHAacTeHHs (BK. Touka 4.8). IIpwioxeumero Ha
aTOPBACTATHH TPAOBa Aa Ce CIipe B C/Ty4aii Ha BIIOMIABaHEe Ha cuMmToMuTe. MiMa cpolimenns 3a
PELHAME [TpH (TIOBTCPHO) NpUJIaraHe Ha CHIHA WIH pasIHUeH CTATHH.

Ipedu 3anoueane na reuenuemo -

ATopBacTaTuH TpaOBa na ce NpeAHCBa BHUMATEJTHO Ha TALMEHTH C npeapasnonaraim GakTopu 3a

pabaoMuomi3a. Husara Ha kpeaTnn kuHazata (CK) TpsaGra na ce onpenenﬂ'r Npeau 3anoyBaHe Ha

JIEYEHHUETO ChC CTATHHM B CIIyYaM Ha:

- Hapyiuena 050peuna pyHKIIHA

- XHAMOTHPECOHAUIBM -

- JIWuHa WK QPaMWIHA AHAMHE3A 34 HACJIeICTBEHH MYCKYJIHH 3a00/aBaHMA

- AnaMHe3a 34 MyCKYJIHa TOKCHYHOCT CBBP3aHa ¢ NMpeaMIIHa YroTpeda Ha CTATHHH WM cbﬂﬁpam

- AHaMHe3a 3a 4epHOJApOOHO 3a00NaBaHe WKWK MPeKOMEpHa YIIoTpeba Ha ankoxon

- IlpH narMeHTH B cTapyecka Be3pacT (Hax 70-roguinHa Be3pact). HeoOxonumMocTTa oT noao6Ho

 M3cAenBaHe TpAOBa Aa ce olieHABA BHB BPB3Ka C HAJIMUMETO HA MPEAHCIIOZHINS 34

pabaoMuonHM3a.

- CuTyanuy, npM KOMTO MOXKe Aa ce HabTioJaBa MOBMINEHAE HA TUTA3MEHUTE HMBA, KATO
B3aMMOMEHCTBUS (BXK. TOUKa 4.5) M JIPYTrd CHEMATHH NONYNAlMH, BKIIOUYUTENHO T'eHETMYHH
cyOmomynauuy (BXK. Touka 5.2).

B Te3u ciryyan Tpa68a BHUMATENHO [ C€ TIPELICHH PHCKa OT JICYUCHHETO CTIPAMO BB3MOKHHTE MOJI3H.
ITpenoprysa ce BHUMATETHO KJIMHUYHO MOHHTOPUPAHE.

Onpeodensne Ha kpeamunxunazama (CK)
Kpearunkunazara (CK) He Tpabea na ce uzcnensa ciiel QU3HIECKO HATOBAPBAHE
Apyra Bb3MOXHA NPHUYHHA 33 HCHHOTO NOBHIIABaHe, THH KaTO TOBA MOXE Ja 3aTpy




MHTeprpeTalaTa. Ako crofiHocrite Ha CK ca 3naunrenso nosumeny (>5 I'PIN), uscneBaneTo
TpAOBa Ja ce TOBTOPH ciiell S 10 7 AHH, 34 Ja Ce NOTRBPIAT Pe3yITaTHTE.

o speme na nevenuemo

- Ha namuenTa Tpabsa ga 0sa¢ 06ACHEHO KOJIKO € BAXKHO He3abaBHO 1a ¢hoOlaBa 3a MYCKY/IHA
Gonka, KpaMIH HWiH crabocT, 0co6eHo ako ca NIPHIPYIKEHH OT OTIAHAJIOCT U MOBMIIEHA
TeMIepaTypa.

- AKO Te3H CMMITTOMH Ce MOABAT 110 BpeMe Ha JISueHHe ¢ aTOpBacTaTUH, TpA0Ba na ce uscnelapa
HuEeOTO Ha CK. B ciryyqaii na sHaunrTenHo noeumenne (>5 IT'PIN), neuenuero TpsbBa Aa O1¢
IpEKpPaTEHO.

- AKO CHMITTOMHTE OT CTpaHa Ha MyCKYJIMTE Ca TeXKH WIH npe,umBHKBaT CKeOHEeBCH
nuckoMQpopT, Tpabea na ce o6chaH NMpeKpaTABaHE Ha JICYEHHETO, JIOPH H aKo CTOWHOCTHTE Ha

CKca<5TPI. | |

- Ako cuMnroMuTe H3uesHar 1 CK ce HopMmanusupa, MoxKe Aa ce 0GMHCIH JIEUYESHHE C

aTOPBACTATHH WM IPYTY CTATHHU B MUHHMATHA A03a ¥ HETIOCPeACTREHO HabmoneHue,

- JleyeHHETO ¢ aTOPBACTATHH TPAOBa Na OB1e NPEKPATEHO, aKO €€ MOABH KITHHHYHO 3HAYHMO
nopuiragane Ha croiiHoctuTe Ha CK (>10 I'PI' ) unu pabaomMuonusa, HAH NPH CEMHEHHE 3a
paGaomuonssa. |

Counvmemeayo aedenue ¢ Opyeu EKapCmaeeny npooykmu
" PHCKET oT pabaoMUOIH3a CE [TOBHILARA [IPH eTHOBPEMEHHA ynoTpeba Ha aTopBacTaTHH H JAPYyrH
JIEKAPCTBEHN NPOAYKTH, KOMTO MOXE Jla MOBHIIAT MIa3sMEHATA KOHLECHTpALd HA ATOPBACTATHH KaTo
motuu HHXAGHTOPU Ha CYP 3A4 win TpaHCTIOPTHH MPOTCHHH (HAIND. HHKIOCTIOPHH, TETHTPOMUIIHH,
KJIAPHTPOMHLIHH, J€JIaBHPAWH, CTHPHIIEHTOIT, KETOKOHA30]I, BOPHKOHA30JI, HTPaKOHa301I,
no3aKoHa30J1, nerepMoBHp U HIV-nipoTeasHl HHXMOUTOpPH, BKJI. PHTOHABUD, JIONHHABUD, ATA3aHABHD,
WHAWHABUD, KaPYHABUD, TAIIPAHABUP/PATOHABHD M ApP.). PUCKBT OT MUOTIATH OCBEH TOBA MOXKeE /14
6p/1€ NOBHILIEH NpH €AHOBpPEMEHHA ynoTpeda Ha reMpubpoznn i ApyrH ¢ubpatH, aHTHBUPYCHH
- cpencTra 3a JicuenueTo Ha xenatut C (HCV) (Hanp. 6onenpesup, TenanpesHp,
_ enGacBUp/rpa3onpeBHp, NeAUNAacBHp/cobocOyBHp), ePUTPOMHLINH, HHALMH HWITH €3¢THMHG. AKO €
BB3MOXHO, TpAOBa Ja ce HMa MpeaBU aJITePHAaTHBHA TepanHA (HEBBB,HMO.I[EHCTB&H.IH) BMECTO TE3H

nelcapcmeﬂn NPOAYKTH.

B ClTy4ail ye ChBMECTHOTO ITPHIIOKEHHE HA Te3H JIEKAPCTBEHH NIPOAYKTH C aTOPBACTATHH €
HeoOX0IuMO, TPAOBA BHHUMATETHO A4 C¢ MPELISHW CHOTHOLISHWETO Noi3a — puck. Korato naumenTure
MOIy4aBaT JIEKapCTBEHH NMPOAYKTH, KOWTO NOBHINABAT IUIa3MEHAaTa KOHLEHTPAIINA HAa aTOPBACTaTHH,
ce MperioppUBa No-HHCKa-MaKCHMAJTHA 033 Ha aropBacTaTUH. OCBEH TORA B CIydal Ha ynorpeba Ha
motinn CYP 3A4 maxnbutopy, Tpadea na ¢ce obchaM NpHIOKEHHETO Ha MTO-HUCKA HAYaJTHA J1032
aTOPBACTaTHH H ITOJXOAALIO KIIHHHYHO HaGlIIoIeHHe Ha Te3H NAIUeHTH (BXK. TouKa 4.5).

ATopeacratun He Tpabea aa ce ynoTpebsBa eAHOBPEMEHHO ChC CHCTEMHHM (POPMYJIHPOBKH Ha
¢dy3HIOBa KHCETHHA WIH B PAMKHTE Ha 7 JHM OT TIPEKpATABaHe HA JEUYSHHETO ¢ (y3HI0BA KHCETHHA.
ITpu nampeHTH, 3a KOMTO CE CHHTA, Y€ CHCTEMHOTO U3NON3BaHe HA Qy3UI0BA KHCENHHA € OT
CBUICCTBEHO 3HAYCHME, JIEHEHHETO ChC CTATHHH TPAOBa Aa ¢ MPEYCTAHOBH MNpe3 LC/IHA TIEPHOI Ha
nedeHue ¢ QpysHaosa kuceauHa. Hanuunu ca chobienud 3a pabnoMHonu3a (BKIFOYHTEIHO H HAKOU
CMBPTHH CIIy4an) IPY NANUeHTH, TONyJapaiy Gy3nunoba KMCeIHHA B CTATHHA B KOMOHHaIMa (BXK.
Touka 4.5), [laupenTeT TpA6Ba 1a OBOE MOCHBETBAH He3abaBHO A HNOTBPCH MEXHLMHCKA nomom, aKo
ITOJIyUH CUMITOMH Ha MyCKyJTHa cjlaboct, Goika Wi YyBCTBHTETHOCT.

JleweHueTo CHC CTATHHU MOXKE /13 ObJe BEBEACHO NOBTOPHO CeIeM AHM cJIeH TIOC/IEAHATA J03a
by31a0Ba KHCENHHA.

' B H3BBHpEAHH CITYYaH, KOraTo € HeOGXoNMMO MPOAB/IDKHTENHO CHCTEMHO IPHEMAHE Ha
KUCEITHHA, HAMp. 34 NeUeHHE Ha TeXKKH HH(I!_EK].I,H?L HEOOXOOUMOCTTA OT AHOBPEMEHH
aTopBacTaTUH H Py3HI0Ba KHCEIHHA TpaOBa Ja ¢& 0OMUC/IA 3a BCCKH OTACIIEH CIIyd
MEJIHIIHHCKO Ha0moneHue.
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. Hurepcruimansa Senonpobua Goect |
~ [Ipu HaKkOH cTaTHHU K OCOOEHO NMPH NPOTB/DKUTENHA YIIOTpeba, B HIKIFOYHTETHH CIy4an € 610

- OKAAABAHO 3a HHTEpcTMIManHa Genoapobua Gonect (BK. Touka 4.8). IIpogBuTe MOXKe Na BKIIOYBAT
JUCIHEA, HENPOAYKTHBHA KAlTMLIA H BlIONIaBaHe HAa O0IOTO CHCTOAHHE (OTl'Ia,I[HaJIOCT 3aryfa Ha
TErJIO H NOBHLIEHA TemnepaTypa). [Ipu cpMHeHHe, Y€ MalMeHThT Pa3BHBA HHTEPCTHIIAANHA
6enonpolbHa 6onecT, TepanmgTa ¢bC CTATHHA TPA0Ba 12 Obae NpeycTaHOBEHA.

JaxapeH auabet .

Mma noKa3aTeNcTRa, Y€ CTATHHHTE KATO KJIAC JIEKAPCTBEHH NPOAYKTH IIOBUINABAT KPBBHATA 3aXap U
IpH HAKOH NALHCHTH ¢ NOBMIIICH PHCK OT pateuTie Ha auabeT 8 Gbaeiile MOXKe Aa AOBEIAT A0 HWBO

- Ha XHTICPIIIHKeMHATA, KOSTO H3HCKBA JIeHeHHE KaTo PH 3aXapeH nuaber. To3u puck obaue ce

- HAJIBMIIIABA 110 3HaYeHHE OT NOHWKABAHETO HA CHAOBHA PHCK ChC CTATHHHTE U MOPAJH TOBA HE
TpabBa ga ¢e pa3riek/ia KaTo IpHYHMHA 32 CHUPaHe Ha JIEYCHHETO ¢he CTaTHHH. [lalMeHTHTE ¢ pHCK
(kpBBHa 3axap Ha rajgHo 35,6 A0 6,9 mmol/l, BMI>30 kg/m’, noBHIIEHH HMBA HA TPHITIMUEPHINTE,
XHNEPTOHUA) TpAGBA Aa 6‘1.;13'1' MOHHTOPHPAHH KTHHHYHO H SHOXUMHYHO, CHOOPAa3HO HAILITHOHAJIHUTE
CTAHAAPTH. | |

ITeauaTpHYHa OMyJIallHdg
B 3-roauimHo npoy4saHe, OCHOBaHO Ha OLICHKA Ha HHHOGTHOTO Ch3PABAHE H pa:anm*He OLICHKA IO

ckanaTa Ha TaHep U M3MepBane Ha BUCOYMHATA H TETTIOTO HE Ca HaOMOaBaHH KIMHHYHO 3HAIHMH
" etekTH BBEPXY Pa3BHTHETO H NOJOBOTO Ch3pABaHe (BX. To4ka 4.8).

IToMoIHH BEIECTBA

Hampuii - |

Aparop ¢uimupann TabneTkd ChIbpxa HaTpuii. ToBa IeKapcTBO ChIbpaKa TIo-Maiko oT 1 mmol
HaTpHii (23 mg) BB (uIMHpaHa TabeTka, T.6 MOXe Ja 6 Kake, 1e NPAKTHYECKH HE CHABPXa
HaTpHii,

4.5 BaamMmoaelcTene ¢ JPYTH JeKAPCTBEHA DPOAYKTH H APYTH GPOpMH Ha B3aHMOaeHiCcTBHE

Edekr Ha eTHOBPEMEHHOTO IIPUIQXKEHUE HA TEKADCTBCHM NPOAVKTH BEPXY ATOPBACTATHH
ATopBacTaTuH ce Metabommsupa ot nurtoxpoM P450 3A4 (CYP3A4) u ¢ cybcrpar Ha

yepHOAPOOHHTE TPAHCTIOPTEPH U HA TOJIUNENTHANTE, TPAHCTIOPTHPAIIA OPraHHYHH AHHOHH

1B1 (Organic anion-transporting polypeptide 1B1, OATP1B1) u 1B3 (OATP1B3). MeTabonuTtHTe Ha
aTopeacTaTHH ca cyocTpatn Ha OATP1B1. YcTraHOBEHO € ChIIo TaKa, Y€ aTOPBACTATHH € CyOCTpar Ha
eduykeHuTe TpaHcnoprepd P-rivkonporens (P-gp) v Ha nporenHa Ha Pe3UCTEHTHOCT Ha paka Ha
repaarta (Breast cancer resistance protein, BCRP), kouTo MoxKe a orpaHH4AaT YpeBHaTa aGcopbuus u
JKVBYHHA KIHPHHC Ha aTOPBacTaTHH (BXK. TOUKa 5.2). |

CBITpTCTBAIOTO NPUIOKEHHE HA JIEKAPCTREHH NMPOAYKTH, KOHTO ca MHXuOHTOpH Ha CYP3 A4 umn
TPAHCTIOPTHH NPOTEHHH MOXKE A A0BENE J0 NOBHINEHH IUIa3MEHH KOHLIEHTPALMH HAa ATOPBACTATHH M
NOBMIIEH PHCK OT MHONATHA, PHCKLT MOKe J1a ¢e NOBHLIH H [IPH CBITETCTBALIQ NPUIOKEHHE Ha
aTApBACTATHH C APYTH JIEKAPCTBCHH MPOMYKTH, KOHTO HMAT IIOTCHILIMAN A3 HHAYLMPAT MHOTIATHA KaTO
npomaenﬂu Ha PubpuroBaTa KnMcenuHA U ¢3eTUMHO (BK. Touxa 4.4).

CYP344 uuxu6umg&: | .
VcTaHOBeHO € ye MomHuTe HHXHOuTOopH Ha CYP3A4 roaar no no,uqep'raﬁo NOBHIIEHHE HA
KOHLICHTPAlUMHTE Ha aTOpBacTaTH (BXK. Tabnuua 1 ¥ cnietuduunaTa uadopMaLMs mo-1omy).
ENHOBPEMEHHOTO TIPHIIOKEHHE Ha MOIMIHH HHXHOUTOpH Ha CYP3 A4 (KaTO HUKIOCIIOPHH,
TEJIHTPOMHIHH, KTAPHTPOMMLIAH, [€IABHPAUH, CTHPHIIERTOJI, KETOKOHA30J1, BOPHKOHA301,
MTPAaKOHA30JL, T03aKOHA30, HAKOH aHTUBHPYCHH CPEACTRA, M3NMON3BAHH 3a ne4eHneTo Ha xenatut C
(HCV) (nanp. enGacsup/rpasonpesup) 1 HIV nporeassin HHXUGHTOPH, BKIIOYHTEIHO PHTOHABHE
JICTIMHABHP, ATA3AHABHP, HHAMHABHD, AAPYHABHD H JIp.) Tp2OBa Aa (e uzbareaHo, ako,gn W
- AKO eIHOBPEMEHHOTO NPHUITOKEHNE Ha TE3H JICKapPCTBEHH NPOYKTH C ATOPBACTATHH - 4;% -
TpsaORa Xa ce 0OCHAM MO-HHCKA HAYAIHA H MAKCUMAJTHA 1034 Ha aTOPBACTATHH W noJXcaiadio *“‘ﬁ% e\ T2 \ -
| inHMuHO HabmoaeHue 3a nanvienTa (Bx. Tabnuna 1).

o
;_.,-'
*‘«t

AT/HI0943/1A/056/G ' ' * NG5 o



YMepenure naXHOHTOPH Ha CYP3A4 (xaTO epHTPOMHIINEH, AHITHAZEM, BepanaMil H (PITyKOHA30M)
MOJKe A TIOBHINAT IUTIa3MEHHTEe KOHUEHTPALMK Ha aTopBacTaTHH (BXK. Tabmuna 1). IIpu koMOHHUpaHo
PUIOXKEHHE HA PUTPOMMIIMH CHC CTATHHH € GHI HaGmonaBaH NOBKIIEH PHCK OT pa3sBUTHE Ha
muonarui. [Ipoyyusanusg 3a B3aUMoxeHCTBHE, OLICHABALLM eeKTUTe HA aMHOAAPOH HJIM BepanaMHIl
BBPXY aTOPBACTATHH He ca Oumm npoBexxaaHn. M3BecTHO e, ue npeTe BelNecTBa (AMHUOAAPOH H
BepanamMui) uHxHOupat aktuBHoCTTa Ha CYP3 A4 M e1HOBPEMEHHOTO HM TIpHJIAraHe C ATOPBACTATHH
MOJKe 1A JIOBEE A0 MOBHINIEHA €KCIIO3HIMMS Ha aTOPBACTATHH. 34TOBA KOTATO ATOPBACTATHH CE
H3II0/13Ba 3a€AHO C yMEpeHH HHxubuTopu Ha CYP3 A4 ce mpenmoprBa ro-HHCKa MaKCHMAaJTHa 1033 Ha
- aTOPBACTATHH U NOAXOMINIO KIMHHYHO Ha0moneHwe Ha nauuedTure. [[oaXoaAmo KITHHHYHO
HaOmOeHHE ce MpenophYBa U an 3aro4BaHe WIH NOCIeIBallo afanTHpaHe Ha A03aTa Ha
HHXHEDHTOpa

Hnoykmopu na CYP3A4 .

[IpuoxeHHeTO Ha aTOPBACTATHH C HHAYKTOPH Ha HUTOXpoM P450 3A (Harlp eBaq;\HpeHu, pradaMITHH,
KBJIT KAHTAPHOH) MOXKE Jja AOBEAE 0 MPOMEHIIMBO HAMAJIABaHe Ha IUTa3MEHHTE KOHLICHTpaLy Ha
aTropracTaTHH. [lopanu TBOHHCTBEHMA MEXAHW3EM HA B3aMMOACHCTBHE HA prugaMIIMH (MHIYKLHA Ha
uuToXpom P450 3A u unxubrpaHe Ha xenatroudTHHA TpaHcnoprep OATP1B1), eqnoBpeMeHHOTO
IIPHIOKEHHE Ha aTOPBAcTaTHH ¢ puhaMIIMH ce MPENopBYBA, KaTo OTN0KEHOTO NPHIOKEHHE Ha
aTOPBACTATHH ciie/A pudaMIHH ce CBBP3BA CEC 3HAYHUTEITHO HAMATIABAHE Ha IUIa3MEHHTE
KOHLIEHTpalMy Ha aropBacTaTHH. EdexTsT Ha pAjaMIHLMH BEpXY KOHUEHTpALHUTe HA aTOPBACTATHH
B XCTIATOIMTHTE 00ade ¢ HEH3BECTEH H aKO EHOBPEMEHHOTO MM MIPHIIOXKEHHE € HeM30exHOo,
NALHUCHTHTE 'fpﬂﬁBa aa 5'&;{&T BHUMAaTENHO HAD/IIOAaBaHH 32 HAIMIMETO HA KIHHMYHA e(PHKACHOCT.

Huxuﬁumogu Ha mgaﬁcnopmegme
UHXKGUTOpHTE HA TPAHCIIOPTHUTE NPOTEHHH MOXeE Jia IIOBHINAT CHCTEMHATA eKCTIO3HIIMA Ha

aTopBAacTaTHH. | [MKNOCTIOPHH M IETEPMOBHD ca HRXHOWTOPHM Ha TPAHCTIOPTEPHTE, YUACTBAIIM B
U3XBBPIIAHETO HA aTopBacTaTul, T.e. OATP1B1/1B3, P-gp, u BCRP xoeTo Bogu A0 MOBHIIEHA
CHCTEMHA eKCTIO3ALMs Ha aTopRacTaTHH.(BX. Tabnuua 1). EdexTsT Ha HHXUGHPAHETO Ha
NPEHOCHUTENVTE HA YePHOIPOOHO 3aXBaillaHe BHPXY €KCNOIUIMATA HA ATOPBACTATUH B XEMATOLUTUTE
€ HEM3BECTCH, AKO e JHORPEMEHHOTO IPUIICKeHHE He Ooxke na 6bie u3berHaro, ce mpenopbyBa
HaMAJIABAHE Ha [03aTa ¥ HAGMOAeHKE 3a KTUHHYHA edukacHOCT (Bxk. Tabuia 1).

He ce npempbqﬂa ym'fpeﬁara Ha aTOPBACTATHH NPH NALMEHTH IPHEMALLH ﬂerepmonnp
e,HHOBpEMEHHO ¢ LMKJIOCHOpHH (BX. TouKa 4.4).

* Tempubpozun/npouseodnu na dubpunosa Kucenuna

Camocrogrennara ynorpeda Ha ¢pubpard B peAKH cIyuaH ce CBLP3Ba C NOSBA HA MYCKY/THH CEOHTHS,
BKITIOYUTETHO pabaoMHOIH3a. PUCKBT OT TakiBa CHOMTHA MOJKe J1a Ce NOBHILM NPH €JHOBpPEMEHHA
ynioTpeba Ha poH3BOAHM Ha GHOPHHOBATA KHCEIWHA H ATOPBACTATHH, AKO €JHOBPEMEHHOTO
NpHIOKEHHE He MOXKe [a Oble u30eraaro, 3a JOCTHTAHE HA TEPANeBTHYHA e(PHKACHOCT ¢&
NpETIOpEYBA NO-HHUCKA /1033 ATOPBACTATHH H MOAXOAAIIO HabmoaeHHe Ha NaLMeHTHTe (BK.

Touka 4.4).

Ezemumub

CaMmocTosTenHara ynorpeda Ha e3eTHMHO e GHJIa CBBP3aHa C TI0sSBa Ha MYCKYJIHH TIPOMEHH,
BKJIFOYHTENHO pabaoMHOIM3a. PHCKBT OT TAKHBA CHOMTHS MOXE 2 ¢¢ TIOBHIIM IIPY €HOBPEMEHHO
NPUIOKEHHE HA €3eTHMHG C aTOpBACTATHH. 3a TAKHBA NALMEHTH CE IPETOPHYBA NOAXOAIIO
KIHHHYHO HabmoieHH e.

Konecmunon
IIpy eAHOBPEMEHHO MPHIIONKEHHUE HA KOJECTHIION C ATOPBACTATHH IUTA3MEHHUTE KOHLIEHT]P

IBaTa MPOMYKTa ¢a GHITH TIO-M3pa3eHH, OTKONKOTO TIPH CaAMOCTOATETHOTO NPHIOKEH
€ OT [iBaTa NpoayKTa. -
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Pysudosa kucenuna

PHCKBT OT MHOTATH, BKTIOUHTETHO PabaoMHOIM32, MOXKE /12 CE HOBHIIHA OT e,I[HOBpEMEHHa CHCTEMHA
ynoTpeba Ha Gy3uaOBa KMCENHHA ¥ CTATHHY. MeXaHH3MBT Ha TOBa B3auMozelcTBre (SHIIO 10
‘bapmakonuHaMIMHO WM (PapMAKOKHHETUUHO, HITH U JIBETE) € Boe Olle HewspecTe, Hanuuuu ca
croOIeHny 3a pabaoMMOIH3a (BIITIOUMTEITHO B HAKOH CMBPTHH CIy4aH) ipH TALWMEHTH, TIOJTy ABaIIH
Ta3y KOMOHHAIMA. .

Axo ce Halara CHCTEMHO sieveHHe ¢ (y3unosa KMCE/HHA, JIEYEHHETO C aTopBaCTﬂTHH Tpeﬁna a4 ce
IPEKPATH JOKATO C& MPOBEHKNA JIeHeHHe C Py3UI0Ba KUCEINHA. (BK.TOYKa 4.4).

Komxuyun

Bbnpexu e npoy4yBaHus 3a B3aMMOACHCTRIE MEXKIY aTOPBACTATHH H KONXHUMH He Ca IPOBEACHH,
Np# €JHOBPEMEHHOTO NPUIOKCHHE HAa ATOPBACTATHH C KOJIXHLMH, ca ChO0IIaBaHH CIYUaH Ha
myorariad. Heo6xomuMo NOBHIEHO BHAMAHHE NIPH IPEANHCBAHETO Ha ATOPBACTATHH ¢ KOJXHIIHH,

EdexT Ha aTOpBACTATHH B EHOBPDEMEHHO NPHIATAHK C HEr'0 JEKADCTREHH I TH

Huzoxcun

IIp1 MHOTOKPaTHO MPHIOKEHUE HA JMTOKCHH JHOBPEMEHHO C aTOpBacTaTHH B J103a 10 mg,
IUIa3MEHAaTa KOHIIEHTPAUMA Ha HHIOKCHH B CTAMOMAPHO CHCTOAHHE JIEKO CE € MOBHILIIIA.
IanpenTrTe NEKYBaHU ¢ IMIOKCHH TPA0Ba 1a 6HIAT BHYMATEITHO MOHUTOPHPAHH.

Hepopannu KOumpayenmugu
EanorpeMenHa ynotpe0a Ha aTOpBacTaTHH H nepopa.rlHH KOHTPaUENITHEH, NOBUINARA °

KOHLEHTPAUUATa HA HOPETUHAPOH M STHHHITECTPAHOI.

Bappapun

B eaHO KIMHHYHO NPOYYBAHE MPH NALKEHTH Ha XPOHHYHO JICHCHHE ¢ Bap(apHH, CAHOBPEMEHHO
MpHIIOKEHHE Ha aTopBacTaTHH 80 mg qHeBHO ¢ BapdapHH € NPHIMHHUIIO JIeKO HAMAIABAHE OT OKOJIO
1,7 cekynau Ha MpOTPOMOMHOBOTO BpeME Mpe3 ITBPBUTE 4 NHHU OT NPWIOKEHHETO, KOETO CE € BEPHAJIO
RO HOPMAJTHHTE CTOHHOCTH B paMKHTe Ha 15 nHu oT neyeHnero ¢ BappapuH. BEIpekH ue ¢a 6unu
AOKJIAABAHM CAMO PEAKH CITyYaH HA KIUHWYHO 3HAYHMH AHTHKOATyJIaHTHY B3aHMOAEHCTBHA,
NPOTPOMOUHOBOTO BpeMe TpsbBa 1a ce OnpeAeNs Ipe/ii 3all0YBAHE HA ATOPBACTATHH NPH MALMEHTH,

- KOMTO IPHEMAT KyMapHHOBH aHTHKOAryJIAHTH, KAKTO M JOCTATHYHO YECTO B HAYANIOTO HA TEpANHATa,
32 Jla ce rapaHTHpa, Ye HAMA a ¢e MOABAT CBLIIECTBEHM MPOMEHH B IIPOTPOMOHHOBOTO Bpeme. Cliea
KaTo ¢e IOKYMEHTHpPA CTabMIH3HpaHe Ha POTPOMOGHHOBOTO BpeMe, TO MOXKE Ja C& MOHHTOpPHpa Ha
oOMYAHHO NPEeNOPHUBAHHTE UHTEPBATH 33 NalMeHTH Ha KYMApHHOBM aHTHKOATyJIaHTH. AKO 03aTa Ha
aTOPBACTaTHH Ce NPOMEHH WM yroTpebara My Obae npekpaTtera, TpAOBa Aa ¢e MOBTOPH ChillaTa
npoueaypa. Tepanuara ¢ aTopBacTaTiH He € O11a CHITHTCTBAHA OT KEPBEHE HITH NPOMEHH B
NPOTPOMOUHOBOTO BPEME NPH TIALIMEHTH, KOUTO HE MPUEMAT AHTHKOATYJIAHTH.

[enHaTpudHa Moy nars

[Ipoy4BaHMATA 32 NEKAPCTBEHU B3aAUMOJEHCTRHS ca GHIM NPOBEKAAHN CaMO NIPH BB3PACTHH.
CreneHra Ha B3aMMOAEHCTBHE B NeIHATPHYHATA MIOMYIALMA € HEM3BecTHa. [1o-rope cnoMeHaTuTe
B3auMOICHCTBIA TIPH BB3PACTHH M NPEAYHPEXKACHUATA B Touka 4.4 Tpabpa 1a ce BMAT NpeIBH U 32
neJUaTpPHYHATA IOy IaLHS.

JleKapCcTBEHH B3aHMOJICHCTRIAS

Tabnuua 1: EdekT Ha CRITETCTBAIATE IEKAPCTEEHH MIPOAYKTH BEPXY (hapMakOKWHETHKATA Ha
ATOPBACTATHH

EnnospeMeHHO npuiiara ATOPBAaCTATHH
NIEKapCTBEH NPoAyKT M cxeMa | Jloza (mg) CrotHOmeHKe | KimMHu4HA
Ha TIpHJiaraHe Ha AUC%

8
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bTH JHEBHO, 14 JHHM

IHEBHO 33 28
IHU '

I'nexanpesup 400 mg Beaubx | 10 mg BeaHbK 83 EAHOBPEMEHHOTO pHIIaraHe ¢
JIHEBHO/ | JHEBHO 33 7 JHu = TIPORYKTH, ChABPKALIH |
ITubpeuTacenp | rIeKanpeBHp Wi
120 mg BeaHBXK AHEBHO, 7 MHU mubpeHTacBHp €
| MPOTUBOIMOKA3aHO (BXK. TOYKA
4.3).
Tunpadasup 500 mg npa mpTH | 40mgranen 1, | 94 AKXO ce Hajiara e JTHOBpEMEHHO
AHEBHO/ 10 mg Ha nen 20 NPHIIOKESHUE C ATOPBACTATHH,
Puronasup 200 mg nga metH ' IHERHATA J103a HA ATOPBACTATHH
nHepHO, 8 aum (muH 14 o 21) | HE TpAOBA Aa HAJBHILIABA
Tenanpesup 750 mg Ba cek | 20 mg, 7,9 10 mg. [Ipenoprusa ce
Sy, 10 . €JHOKPaTHA 032 . KIMHHWYHO HA0OMOASHHE Ha Te3H
Iknocniopun 5,2 mg/kg/nen, | 10 mg segurk . | 8,7 TMALHEHTH.
HOCTOSHHA 1032 THEBHO 33 28 | '
' AHH
Jlomuuaeup 400 mg apa meTH | 20 mg BeOHBXK 59 AKO e HeOOX0auMO
JHEBHO/ | AHEBHO 334 4 aHH €AHOBPEMEHHO NPHIOKECHHE C
- Pronaenp 100 mg aga oeTH aTOPBACTATHH CE NPENOpHLYBA
OHeBHO 14 oM . MI0-HMCKa IOATBpKAIma 1034 Ha
Knapurpomuime 500 mg na | 80 mg BemHmXK 4,5 aropBactaTtuH. [Ipu 1031 Ha
ITHTU JHEBHO, 9 THH OHEBHO 3a 8§ ATOPBACTATHH IIO-BHCOKH OT
IHU 20 mg € HeOOXOAMMO KITHHHYHO
HaO00eHHE HA Te3H NAllHEHTH.
CaxpuHaBup 400 mg npa bt | 40 mg BeAHBK 3,9 AKO € HeobXxoauMOo
JHERHO / JIHEBHO 3a 4 | EAHOBPEMEHHO NIPIIOKEHHE C
Puronasup (300 mg npa nbT™H | OHH aTOPBACTATHH C€ NMPENnOpbhIBa
JHCBHO OT OHH 5-7, NOBMUINCHM [ MO-HUCKa MOASbPAKAIIA Z03a Ha
10 400 mg npa NLTH THEBHO HA aropsactaru. IIpu 1034 Ha
neH 8), muu 4-18, 30 min cnen ATOPBACTATHH NO-BUCOKH OT
NPUIOKEHHE HA aTOPBACTATHH | . 40 mg ce npenopruBa
Hapynapup 300 mg gsa met | 10 mg Beanex 3,4 KIIHHAYHO HaOmoAeHHe Ha Te3H
AHEBHO | IHEBHO 33 4 IHY NaLUeHTH. |
Puronarup 100 mg (B2 ITETH
JHEBHO, @ nHM
Hrpaxonaszon 200 mg Beaunx | 40 mg 33
IHEBHO, 4 JHH - §IHOKpAaTHa J03a |
- @ozamapesup 700 mg apa . 10 mg BeanBx 2,5
ITETH AHEBHO / - IHERHO 33 4 JHH
Puronapup 100 mg apa meTH
KHeBHO, 14 nHu
Mozamnpernp 1400 mg npa 10 mg BeaHBK 2,3
ILTH HEBHO, 14 nHU IHEeBHO 32 4
ORH
EnGacenp 50 mg BeanbX) 10 mg 1,95 IIpu enHOBPEMEHHO
IAHEBHO/ | enHOKpaTHa 103a - NPHIOKEHUE C IIPOAYKTH,
['pazonpernp 200 mg BeaHB®kK ChABPKAIH enGacBHp WM
OHEBHO, 13 KHM IPasoNpeBHp, JHEBHATA 1034 HA
- aTOPBACTATHH He TpAOBa a2
| npesuiiasa 20 mg
Jerepmorup 480 mg Beanex | 20 mg 3,29
AMeBHO, 10 nHM €IHOKpaTHa {03a
Hendunaesup 1250 mg npa 10 mg BegHBXK 1,74
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Cok ot rpeitndpyt, 240 mL 40 mg, 1,37 EnnoBpemennaTa ynorpe6a Ha
BeIHB:K AHEBHO * ' €IHOKpaTHA 1032 TONEMH KOJIHYECTBA COK OT
| rpefndpyT 4 aTOPBACTATHH HE
¢e Mpenopn4Ba.
Aunruasem 240 mg Beawexk | 40 mg, 1,51 Cnen HavanHara [o3a WiH Cleq
IIHEBHO, 28 THH eJHOKPAaTHA 1034 aflanTHpaHe Ha 103aTa Ha
o | IW/TTHA3EM € HeOOX0aMMO
KJIMHHYHO HaﬁmoneHHe Ha Te3H
- | NALHeHTH.
Eputpomunme 500 mg uerupu | 10 mg, 1.33 Ilpu Te3u nauueHTH Ce
IIETH AHEBHO, 7 - €[HOKpaTHa ao3a | NpenoprYBa No-HUCKA
IHH - MAKCHMAITHA 034 H KITHHAYHO
| HaGTIONeHNe.
AMnomumaH 10 mg, 80 mg, 1,18 Hama crienpdraii mpenopexu.
€IHOKpAaTHA J1032 eQHOKpaTHa 4034 | - | .
Llumernaun 300 mg yeTHpH 10 mg BeaHBK 1,00 Hsma crieldpuyHE OpenopeKi.
ITLETH JHEBHO, 2 JHEBHO 3a 2 | ,
CCAMHULIA CeIMHLH
Konectunon 10 g npa metH 40 mg seaunx | 0,74%% Hsma cnenpduusd IPEnopbKH.
IHEBHO, 24 ceaMMIH - IIHeBHO 3a 8
CEAMHIM
AHTHaLMIHA CYCTIEH3HA OT 10 mg eenux | 0,66 Hsama ciemiduysy npenophKH.
MarHe3HeB H ATyMHHHEB AHEBHO 3a 15 qHU | |
xunpokensa, 30 mlL yetupu
NETH JHEBHO, 17 IHM |
Edasnpenn 600 mg BenHBXK 10 mg 3a 3 gHu 0,59 Hama cnenugpyuysu npenopuKy.
- IHEBHO, 14 nHu | | |
Pudammun 600 mg pemHDxK 40mg 1,12 AKO CBITETCTRAIIOTO
| aHeBHO, 7 MHU | eJIHOKPAaTHa 1034 NPWIOKEHUE ¢ HEN30€XHO, ITPH
(eAHOBpPEMEHHO NPHIOKEHHE) € JHOBPEMEHHOTO MPHIOKEHHE
Pudammun 600 mg peaHbK 40 mg 0,20 Ha aTOPBACTATHH ¥ pHdaMITiH
JAHEBHO, 5 THM (OTIE/IHM JO3H) | eIHOKpaTHA 1032 ce MpenopbYBa KIIHHH‘!HD
nabmopaeuue.
I'em¢pubposun 600 mg opa 40 mg 1,35 IIpu Te3n naMeHTH ce
ITbTH AHEBHO, 7 IHH eJHOKpaTHa J03a NpenopsuBa Mo-HUCKa HadaTHa
| | 71032 H KIIMHHHYHO HaGMoJeHuE.
®enopubpar 160 mg senaex | 40 mg 1,03 TTpH Te3H MALMEHTH ce
JHEBHO, 7 IHHU €IHOKpaTHA 1032 TIpenopLYBa NO-HUCKA HAYAIHA
| - | J1032 H KJIMEWYHO HaGmOIleHHe
Bouenpepnp 800 mg Tpu et | 40 mg 2.3 IIpu Te3u nauyenTH ce
AHEBHO, 7 THH €IHOKpaTHa 1034 NIpenoprUBa NO-HUCKA HAYAIHA
11033 ¥ KIMHMYHO HabIoaeHHe.
[Tpu emHOBpEMEHHOTO
TIPWIOIKEBHE ¢ DoLienpeBHp
JHEBHATA J03a Ha aTOPBAaCTATHH
He Tpabsa a npepuuara 20 mg.

% IpeacrasnsiBa CbOTHOLICHHE MEKITY JIEYeHHATA (NEKAPCTBEH MPOAYKT, TPHIATaH €IHOBPEMEHHO ¢
aTOPBACTATHH CIIPAMO CAMOCTOSTENIHO npmomel{ne Ha aTopBacTaThH). * Bk Touxu 4.4 u 4.5 na

KIHHHYHO BHH‘IGHHQ

240 ml cok ot r'pelmcbpy'r CHIIO Boau Ao noHmkaeane Ha AUC ¢ 20,4% 3a akTus

meTaGonut. ['oneMu xonuuecTsa cok ot rpeindpyr (noeeve or 1,2 1 JHERHO B PO

5 man) norrmasatr AUC Ha atopBacTaTvH 2,5 meTH H AUC Ha akTHBHHTE (aTOPBACH

MeTabonuTi) HHXuOHTOpY Ha HMG-CoA penykrasara 1,3 meTH. Ry

** CroTHOWICHHE Ha 6a3aTa Ha CIMHHIHA npoba, B3eTa 8-16 yaca cnen npmomeﬂﬂe \'.{%J 5;” _ _, :._-:.
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Tabmaua 2; Edexry Ha aTopBacTaTiH BEpXY PapMaKOKHHETHKATA HA €JHOBPEMEHHO TIpWIaraHuTe
. IeKapCcTREHN MPOAYKTH

TOPBACTATHH ¥ (CBHBTCTRAIY JISKAPCTEEH NPORYKT
XEMH Ha JIeKapCTBeH npoayxrt /Jo3a (mg) }Cw*rﬂome KJIMEYYHH NPEenOpPBKH
PIIOKEHHE HEC HA
UCcs

80 mg BemHBK rokcuH 0,25 mg BeHEK 1,15 I JaupieHTH, KOMTO IpUEMAaT AMTOKCHH
NMHEBHO 34 JHEBHO, 20 quu TpaA6Ba Na OBOAT MOHHTOPUPAHH 1O
10 oam - MOAXOMAII HATHH.

40 mg senHEKk  [IepopaieH KOHTPALEIITUE BeJIHbK Ma CRelMUIHU MPEIOPBKH.
THEBHO 32 MHEBHO, 2 MeCella 1,28 -
22 nHH ~ HOpeTHHAPOH | mg 1,19

~ CTHHHWI1 €CTpaanon 35 ug | |

80 mg penHEK  [* ®enaso, 600 mg enpoxparHa  {1,03 Hama cneungBaHy OpelopeKH.
HHEBHO 3 - jmosa - |

15 nam |

10 mg, upaxsasup500 mg | 1,08 Hama crieus(puiay npernophKy.
ennokpaTha 103a [BID/Puronasup 200 mg npa MeTH

 \THeBHO, 7 NHH

10 mg, sepubx  (Dosamnpenasup 1400 mg nsa 73 Hama cnenudMIH NpenopeKHy.
NHEBHO 38 4 MTHH [IIBETH AHEBHO, 14 OTHHU |

10 mg emubk  [@o3amnpenasup 700 mg xpa ety 0,99 Ma CHCLMQUHHH NPEnophKH.
THEBHO 3a 4 aud  \nHepHO/Puronasup 100 mg BID,
. 14 nun

& [IpencTasisBa CHOTHOINEHHE MEXKAY JICYSHHATA (JICKAPCTBEH NPOMYKT, NPHIAraH eJHOBPEMEHHO ¢
aTOPBACTATHH CHIPAMO CAMOCTOSTENTHO NMPWIOKEHHE HA aTOPBACTaTUH). *ENHOBPEMEHHOTO
NPWIOKEHHE HA MHOrOKPaTHH 034 ATOPBACTATHH U (DEHA30H NTOKA32BA MAITEK WM HUKAKHB eeKT
BBbPXY KIMPBEHCA Ha (PEHA3O0H.

4.6 DeprHanRTeT, DPeMEBHOCT H KhpMEHE
JKeHu ¢ neTepoieH NOTeRLMA

JKeHH ¢ neTeposeH NoTeHIHal TpAabBa [ia M3NOI3BAT NOXXOMANIN MEPKH 34 NpeAnasBaHe oT
6peMeHHOCT 1O BpeMe Ha JiedeHreTo (B, Touka 4.3).

bpeMeHHoCT

ATOpBacTaTUH € npomaonoxaaaﬁ 1O BpeMe Ha 6pemeuﬂom (Bx. Touka 4.3). BesonacHocTTa Ha
aTOPBACTATHH NPpH OPEMEBHM JKEHH He ¢ yecTaHOBeHA. [Ipu OpeMeHHH J)KeHH He ca MPOBEXAAHH
KOHTPOJHPaHH ITHHUTHY OPOYHBAHKA ¢ ATOPBACTATHH. B pefku cilyyan cliell MHTpayTepUHHA
ekcnosuuud Ha HMG-CoA peaykrd3sHH HHXHOUTOPH ¢a HalmoaBaHH BPOJeHH aHOMANIKH.
IlpoyusaHusTa NpH >KMBOTHH NOKa3BaT pellpOAYKTHBHA TOKCHIHOCT {BiK. TOUKa 5.3).

Jleuenuero Ha MaiiKaTa ¢ ATOPBACTATHH MOXE J1a TIOHIKH (PeTANTHUTE HHUBA HA MEBAIOHAT, KOWTO €
NpeKypcop B OHOCHHTE3aTa Ha XONECTepOsl. ATEPOCKIepO3aTa € XPOHHYEH NPOLISC U NpeKpaTABaHe Ha
MpUEMa Ha JIMIHAONOHIKABALIUTE JIEKAPCTBEHH IPOIYKTH 110 BpeMe Ha SpeMeHHOCT OGHKHOBEHO
¥Ma ciabo BIMSHHE BLPXY ABITOCPOUHHA PHCK MPH MHPBHYHA XHTIEPXOIECTEPOTEMHA.

3a0peMeHeAT WM TIOA03UPAT, 4 ca OpeMenHu. JIeyeHHETO ¢ aropsacraTul Tpabea 1
NPEKPATeHO 1O BpeMe Ha OPeMEeHHOCT Wi I0KATO ce nm&.pnn 4¢ KEHATA He € 6p
TOYKa 4.3).

[1o Te3u mpr4HHK ATOPBACTATHH HE TPAOBa Aa Ce NpHara NpH XeHH, KOUTo ca OpemeH Y
*?% .
\

H‘ . . LT . .... 'r:_,""
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KupMeHe |
-He e H3BecTHO Jany aTOpBACTATHH M HETOBUTE METAOOIHTH ce eKCKpeTHpar B KepMata. [Ipu rsxose

IL1A3MEHHTE KOHIECHTPALMM Ha aTOPBACTATHH H HETOBHTE aKTHBHY MeTalCoNHTH Ca CXOIHM C Te3H B
MIBIKOTO (BK. ToYka 5.3). [Topagy BepoATHOCTTa 33 CEPHO3HH HEXEaHH PeaKLHy, KEHHTE KOHTO ¢a
Ha JIeYeHHe C aTOPBacTaTHH He TpaOBa na KxpMaT Oeberara i (BK. TouKa 4.3). ATOpBACTATHH €
IIPOTHBOTIOKA3aH TI0 BpeMe Ha KbpMeHe (BXK. Touka 4.3).

| Qeprun . HTET . . | ,
B npoytBaHHATA TipH XHBOTHH ATOPBACTATHH HE € WM €EKT BBPXY KEHCKHA UIH MBKKH
depTwnHaTeT (BK. TOUKA 5.3). -

4.7 EdexTn Bhpxy cnocobuoctra 3a modupane u pabora ¢ MAIMAHA
ATOpBacTaTHH NOBIHARA NIpeHeOpexMMo cnocODHOCTTA 32 modHpaHe U paboTa ¢ MalIUHH.

4.8 Hexenann JeRapcTBeHE peaKiHHA

Cnopen 6a3ara naHHM 3a 1wiaue00 KOHTPONMPAHH KIHHUYHH NMPOYYRAHMSA ¢ ATOPBACTATHH, OT

16 066 naumenTH (8 755 na aTopBactaTH cnpamo 7 311 Ha mane0o) NeKyBaHH 3a CpecH NEPHOL OT
53 cenmuny, 5,2 % OT MALMEHTHTE HA ATOPBACTATHH Ca MPEKPATWIH JICUEHHETO MOPAJAH HEXKESAaHH
peakuny, B cpaBHenue ¢ 4,0% oT natMeHTHTE Ha IUTa1IE0O.

CrelBalyaT CIUCHK MPEACTaBS rlpocbm]a Ha HEXKCJIAHHTE PeaKIUH 33 ATOPBACTATUH BB3 OCHOBA Ha
pesym"amre OT KIMHHYHH M3NMTBaHKI H OODIMPHKHS NOCTMAPKETHHIOB OITHT, |

HecToTaTa Ha HEXENIAHUTE PEaKIMY © oNpeleNieHa ChOOPa3HO ClIeHATA KOHBEHLHA: 94ecTH (21/1 00 mo
<1/10); Heuectu (Z=1/1 000 mo <1/100); peaku (Z1/10 000 mo <1/1 000); MHoro pemiu (<1/10 000), ¢
HEH3BECTHA 4ecToTa (OT HAMMMHHMTE NAaHHU HE MOXKe Jia Oble HampaBeHa OLIEHKa).

Hudekinm u uadecTain
Yecrn: HA30(apHHruT

-Hadpviueuns Ha KpLBTA H TMMGQHATA CUCTEMA
Penxin: TpOMOOUHTONICHHA

HapyieHus Ha UMYHHATA CHCTEMa
Yectn: aJICprudHy peaKliuM

MHoro penku: anaguaakcus

Hapymenns Ha MeTabonnsMa 4 XpaHEHeTo -
~ Yecrn: XHIIEPIITHKEMUS

Heuectn: XUTIOTJIMKeMHMA, IOBHIIABAHE Ha Ternom, aHOPGKCHﬂ

[cuxuarpuudd HapyiieHHs
Heuectn: KOLIMapH, 6e3csHHe

Hapyiuenns Ha HEpBHATA CHCTEMA

YecTn: riapobonue, |
HeuyecTw: 3aMafgHOCT; IAPECTE3HA, XUITOECTEMA, JUCTEe3UA, AMHE2NA
Penkwu: nepH$pepHa HeBponaTHA

C HeH3BeCTHA :

4ecToTa: MUACTEHMS [PABHC

- HapyuleHus Ha Quute
HeuecTH: 3aMBIVICHO 3peHHe

Peaxky: = 3puTenHu HapylleHMs

| _, 12 B
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C HeH3BeCTHA
YeCTOTA, OYHAa MHACTCHHA

Hapyiuenus Ha yXoto ¥ nabHpuHTa

Heuectn: THHUTYC
MHoro penkn: 3ary0a Ha clyxa

PecninpaTOpHH, rPbHA i MEAHACTUHATIHN HADYLICHHS
Yectn: thapuHro-mapuHreanta 60mKa, eMUCTAKCHE

CTOMB.IJIHD-‘-HEBHH HAPYINCHUS ._
YecTn: . KOHCTHNIAIMA, QiaTyJeHuus, ZUCTICTICHS, TajeHe, ,unapmx
Hedecn: ~ TIOBpBLIaHE, OONIKa B rOPHATA WIH AO/IHA KOpeMHA MOJIOBUHA, OPUTBAaHE, TAHKPEATHT

XenaroOUNMapHKE HAPYIIIEHUS
HeyecTHn: @ Xenatur ‘

Peaxu: X0JIECTA3A
MHOI"O peaxu: 4epHoApoOHA HEOOCTATHHYHOCT

HapyineHyd Ha KOXAaTa ¥ NOJKOXKHUTE ThKaHU

Hewectn: ypTHKapHi, KOXKeH oOpUB, IPYpHUTYC, alloneuus

Penxmu: aHTHOHEBPOTHYCH elleM, OyNio3eH IepMaTT, BKIIOYHTETHO epmema MyITHDOpMe,
CHHIPOM Ha Stevens-Johnson u TOKCHYHA eNUACPMANHA HEKPOJIH3a

Hapyinenus Ha MYCKYJIQ-CKEIETHATA CHCTEMA M CHEIHHUTENHATA ThKaH

YecTu: MUANTHA, APTPAITHA, GONKH B KpaliHULIMTE, MYCKYJTHH CIIA3MH, OTOK HA CTaBHTE,
| Oonxka B TepOa
Heuecrn: 6onka BBB BpaTa, MyCKy/Ha ¢iiafocT _
Penku: MHOIIATHSA, MUO3HT, PabAOMHONN3a, MYCKyJIHA PYITYpa, TCHAWHONATHS, TOHAKOTA
YCIOXKHEHA ¢ pynTypa |

MHOI"O PeOKH: uynyc-no,queH CHHApOM
C Heu3BECTHA
YECTOTA: MMYHOMEIHHPaHa HEKPOTHU3MpPAIlla MUOTIATHA (BK. Touka 4.4)

Hapyinenus Ha BB3NPOU3IBONMUTENHATA CHCTEMA H ThPAATA
Mmuoro penku: rHHeKOMacTHA

OOy HapywieHns ¥ ehekTH Ha MACTOTO Ha OPHWIOKEHUE
Heuectn: HEPA3NONOXKEHHE, ACTeHMA, 60.111:3, B I'bPAMTE, NIEPUGEPEH OTOK, OTNALHAIOCT,

MHpeKCHs

HzcnensaHud |

- YecTu: NPOMSHA B YEPHOAPOOHHUTE PYHKIIHOHANIHY TECTOBE, [IOBMINEHHE HA KPEaTHH
KWUHA3aTa B KPBBTA

Heuecn: HAJTMYHE Ha JEBKOLIWTH B YPHHATA

Kakro u npu apyrute HMG-CoA peayxra3Hy MHXHOHTOPH NpY NALMEHTH JIEKYBAHH ¢ aTOPBAaCTATHH
e 6110 cHobIIaBaHO 3a MOBHIIABAHE Ha CepyMHHTe TpaHcaMHHAas3H. TesH nmpoMenH oGHKHOBEHO ca

6UIH IEKK ¥ IPEXOAHH H He Ce € HANArano npeKkbceate Ha eueHrero. [lopHineHue Ha ¢TO
HA CepPYMHHTE TPAHCAMMHASH C KIIHHHYHO 3HaueHHe (MoBeue OT TPH ITbTH HAJ| FOPHATA
rpanuta) € 61wro nabmonarano npu 0, 8% oT nalnenTHTe, 10Ty 4aBAM ampBacTaTn
MOBHIIICHHS He ¢a GUIY I03032BUCHMH M ¢4 Ce HOPMAITH3HPAIM NPY BCHUKH NAIIHe

13
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10 meTH ropHATa rpasKila Ha HopMaTa ca OHm Habmonasaru npH 0,4% OT NaiyeHTATE C
aTOPBACTATHH (BX. To4Ka 4.4). | “

- HeauaTpuyna DomyaLus
lequaTpayHUTe TaUMENTy Ha BK3pacT oT 10 xo 17 romnHd, neKyBaHH ¢ aTOPBACTATHH, HMAaT Npodm

- Ha De30MacHOCT Ha HeXKeIaBUTE NIEKAPCTBEHH Peaklinu, CXOJeH ¢ TO3M Ha [ALMEHTHTE, JIEKYBaHM ¢
miate6o. Hai-uecTure Hexenanu peakiuy, HabaonaBany B BETE FPYIH, HE3ABUCHMO OT IIPHYMHHO- |
CIIEICTBEHATA BPB3KaA ca HEexumuTe:. B 3-rofHumHEO npoy4BaHe, OCHOBIHO Ha OLICHKA HA IAIOCTHOTO
CH3pABAHE W PA3RUTHE, OLIEHKA 10 CKanaTa Ha TaHep v M3MepRaHe Ha BHCOYHHATA M TErNIOTO He ¢a
Ha0I01aBaHA KNTHHHYRO 3HAYMMHM e()eKTH BHPXY PASBMTHETO K NONIOBOTO ch3pasaHe. [Ipodunst na
0€30MacHOCT H IOHOCHMOCT NPH MEHATPHHH IAHEHTH € IoA0GEH Ha H3BECTHHA Ipodu Ha
0e301aCHOCT Ha ATOPBACTATHH HPH BH3PACTHU MALMEHTH.

Knunuunara 6a3a nanHu 3a 6e30MacHOCT BRIIOYBA AaHHH 32 Ge3onacHocTTa npy 520 neauaTpuyuny
NALAEHTH, KOUTO Ca IIPHEMAIH ATOPBACTATHH, OT KOUTO 7 NAHCHTH €4 HA BB3PACT <6 MOAHHH,

- 121 naunenTy ca Ha BB3pact oT 6 00 9 roguHM U 392 mauueHTy ca Ha Bu3pacT ot 10 no 17 rouuu.
B13 OCHORA HA HATHYHWTE JaHHH YecTOTATa, BUABT H TEKECTTA M3 HOKETAHHTE peakiMy Ipy Aella ca
CXOMHM C T€3H NPU BB3PACTHHTE.

[Ipy npyfioKeHHETO HA HAKOH CTATHHH Ca ChoBHIaBaHH CNeaHuTe HEXKETAHU. ChOUTHA:

° Cexcyanan napymmeHus
| Henpecus
* B M3KIIOUMTENHY CTyYan MHTepCTHIMANHA Genoapofua Gonecr, ocoGeHo an IPOIBIDKHTEITHA
Tepanuy (B, Touka 4.4).
° 3axapeH AMaleT: 4eCTOTATa 38BHCH OT HAIHMHMETO WIH OTCHCTBHETO HA PHCKOBH (paxTopu

(xpBBHA 3aXap Ha rnagHo > 5,6 mmol/l, BMI>30 kg/m?, nosumenn HuBa Ha TPHITTHUCPHAHTE,
AHAMHE3A 32 XHIIePTOHUS )
' {

—

Chob11araHe Ha TIONORMPAHN HEKEIIAHU PEaKIINK
CrobmapareTo Ha NOAO3UPAHH HEXENAHK PeakiiM ClIe, Pa3pelIaBaHe 3a ynoTpe6a Ha JIeKapCTBERAS
MPOAYKT €.BaKHO. ToBa no3Bo/iABRa Aa NPOILILKH HAOMOAEHHETO HA CHOTHOIIEHHETO M0M3a/PUCK 32
JIeKapcTBEeHM NPOAYKT. OT MEQUUMHCKUTE CIIEUHATHCTH C€ W3HCKBA Aa ch0oOIIaBaT BCAKA |
- IOJO3HPaHa HEeXE/IaHA Peaklysl Ype3 HalMOHATHA CHCTEMa 3a Cro0masane B MabiHUTENHA areHuys
1o JiekapcTeara, yi. ,.Jaman I'pyes” Ne 8, 1303 Coous, Ten.: +359 2 8903417, yebeaiit: www.bda.bg.

4.9 Ilpexozmpane

Crienp¢uuHo NiedeHHe IIPH NPE03UPaHe ¢ ATOPBACTATHH HAMa. B cryuait Ha npeaosupaHe NalHERTET
TpsaOBa 1a Obae JieKyBaH CUMITTOMATAYHO U Ja & NPUAAraT MOAXLPIKALIY MPHKH, KO Ce HATAra.
TpatBa Ra ce MORMTOPHPAT YePHOAPOGHHTE (YHKINM U cTolHOCTHTe Ha cepymuara CK. [Topaau

CBBP3RAHE B rOJISIMA CTCIICH C IVTa3MEHHTE NIPOTEHHH, XeMOAHAJIM3ATa HE € OT 3HAYCHHE 3a
YBC/IMYARAHC Ha KIIMPBHCA Ha aTOpPBACTATHH.

5. @®APMAKOJIOI'HYHH CBOMCTBA

3.1 ®apmakogHHAMBYHH ¢BOHCTBa

DapMaKoTepaneBTHYHA rpyna: JlnnunomoaupuuHpaly JIEKAPCTBA, HHXHOWTOPH Ha HM
peayxrasa |
ATC xon: C10AA05

| . 14 |
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- Mexanu3sM Ha feiicTBue

ATOpPBACTaTHH € CEJeKTHBEH, KOHKYpeHTeR uHxuburop wa HMG-CoA peayxrasara, Ckopocr-
AUMUTUPALNL €H3HM, OTTOBOPEH 32 MPEBPRINAHETO HA 3-XHIPOKCH-3-METHII-TIYTApHII-KOSH3MM A B
MEBANOHAT, KOMTO € Npexypcop Ha CTEPOTHTE BIIIOUUTENHO HA XONecTepoia. TPUTTTHIEPHAMTE U
XoJiecTepona B yepHuA Apold ce uHKopnopupat Be8 VLDL (JianonpoTeMHs ¢ MHOTO HUCKA TUTBTHOCT)
H ¢¢ 0CBODOX1aBAT B 111a3MAaTA 33 TPAHCTIOPTHPAHETO UM 10 nepudephnTe ThkauH. JIMnonporeHHuTe
¢ Hucka rwrbTHOCT (LDL) ce dopmupar or VDL u ce KaraboaH3upar rJaBHO BOCPENCTEOM LDL-
perierrrop ¢ Bucok apuaurer (LDL-~penenrop).

ATOPBACTATHH MOHIIKABA ILIA3MEHMA XOJIECTEPOS H CEPYMHHMTE KOHIIEHTPALIMY Ha JIUTIONPOTEHHITE
upe3 puxubupane Ha HMG-CoA pegykrazara u nocfiessamara OHOCHHTE3a Ha XOXSCTEPOs B YEPHHA
Apo6 u nosuasaue Gpod Ha uepHoApobHuTe LDL-pelienTopy no KieTbyHaTa MOBBPXHOCT, KOETO
BOAM 70 MOBHINABAHE Ha 3a8XBaiNaneTo d karabommsma Ha LDL.

MapMakOZHHAMHYHH eDEKTH

ATOopBacTaTHH HaMAaNARa CHHTe3a 1 6poa Ha LDL vacTiupre, ATOpBAaCTATHH BOJK JO CHIHO K
TpaiHoO NOBHINIABAHE HA aKTHBHOCTTA Ha LDL-penenrropure, CBLP3aHO ¢ ONAronpHATHA APOMIHA B
KauecTBOTO Ha uMpKysapaure LDL-yactuum. 3naunrento samanaea xonectepona 8 LDL npu
NaUMEHTH C XOMO3UIoTHA (paMITHA XHIIEPXOJIeCTePOIeMHEA, TTOMy Ak, KOATO O0MKHOBEHO HE ce
- TIOBNWARA OT TMNMUAONOHIDKABAINH TeKapCTREHH POXYKTH.

Kminuvna edukacHocT U GezonacHocT

~ VeTaHOBEHO €, Ye ATOPBacTATHH HaMayIABa o6mua xonecrepon (30%-46%), LDL xonecreposa (41%-
- 61%), anosunonpotend B (34%-50%) u tpurmunepnanre (14%-33%), HO BOIM A0 PA3TUYHO MO
CTeneH NopuiaBane Ha xonecrtepoia B HDL v anomanonporens Al B o300npeacHsiiy KIHHHYHH
VBIIMTBAHMA. T€34 peaysITaTH ¢4 BajdiIHK 3a MALHEHTH C XeTePO3uroTHa GpaMunHa
x#riepxonecTepoieMus, HedaMunHH POPMHE Ha XUTIEPXONECTEPONIEMHS W CMECEHA XUISPIHITHAEMHAA,
BKJTIOMHTEIIHO MALKEHTH ¢ HEUHCYIMHO-3aBHCHM 3aXapeH gnaler. |

Buiio e MOTBLpACHO, Ye NOHKABAHETO Ha 06wms xonectepona, LDL-xonecTepon # anoHnonpoTeHH
B, HaMa/MBa pUCKa OT ChPACHHO-CBA0BH CHOMTHS U B PE3YJITAT CMBPTHOCTTA, TIOPaIH CHPACUHO-
CLAOBM [IPUUNHH.

XOMO3HTOTH2 (PaMHTHA XUNIEPXOJIeCTEPOICMMUS

B eqHO MHOTOUEHTPOBO 8-CEAMHYHO OTKPHTO KIHHHIHO NPOYYBaHe ¢ MHIOCHP/iHA ynorpeba U
BB3MONKHOCT 33 YALIDKABAHE C PA3NIMYHA NPOALIUKHTENHOCT Ca O i BRIoYeHy 335 naunenTy; 89 or
'TAX ca OHTH ¢ XOMO3SHTOTHA (aMITHa xuniepxonecteponeMust. CpeHoTO noswxenve Ha LDL-C npy
1% ¢ 6o npubnuzurenno 20%. AropsactaTun € 6 npriarad B 1034 A0 80 mg/anesHo.

A'repﬂcmqgoaa

B KIHHUYHOTO NpOyYBaHe 332 OOPATHO pasBUTHE Ha aTEPOCKIIEPO3aTa Upes aKTHBHO JHIHIHO
noHmwkasaHe (REVERSAL — Reversing Atherosclerosis with Aggressive Lipid-Lowering Study)
eeKTHT Ha HHTEH3HBHO HOHIDKABaHe Ha JTMITHANTS C aTopBacTaTHH 80 mg u CTAaHZAPTHO HUBO HA
IIOHIKABAHE HA MMNMANTE C IpapacTaTvH 40 mg 1pu KOpoHApHA aTepOCKIEpo3a € b OLCHEH.HpS
BBTPECHAOBO YATPasBykoeo H3caeaBane (IVUS) o speMe Ha aHrrorpadgus npy namueHy
rexemuyHa 6onect Ha cwrpuero (UBC). B Tosa paHnOMH3MPaHO, JBOMHO CIIANO, MHO Y
KOHTPOIUPAHO KIHHHYHO nipoyyusade IVUS e 6uwiio nanpapeso B HAYATOTO Ha npoy
18-* mecen mpu 502 naumenma. B rpynara Ha aropBacTaTd (n=253) He e Gpma YCTagDE
Ha aTepOCKNepO3aTa.

15
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CpenHHST MPOLEHT Ha MPOMAHA B o6 06eM Ha aTepoCKIepOTHIHATA IU1aKa OT HAYAI0TO Ha
NpOy4BAHETO (ITbPBIYHA KPaliHa TOUKa Ha NpoydBaneto) e 6wt -0,4% (p=0,98) B rpynara Ha
aTopBacTaTHH K +2,7% (p=0,001) B rpynara sa npasactarun (n=249). {Ipu cpasHeHne ¢ NpaBacTaTyH
ecbelcrm Ha atopBacTaTi ca 6 craTucTvecku 3Ha“uMHe (p=0,02). EdekThT Ha HHTEH3UBHOTO
NUITHAHO NOHIDKABAHE BHPXY ChPACUHO-CHAORATA kpaiiHa Touka (Hanp. HeoDXOMIMOCT OT .
peBackysnapusaums, Hedatanen MHOKapJIeH HchapKr KOPOHApHa cMBPT) HE € 61 H3CAeABaH B TOBA

NpOy4BaHe.

B rpynara Ha aropeactaTia LDL-xonecTeponsT ce € OHMWKHA J0 cpeaHa cToHHocT ot 2,04 mmol/l

+ 0,8 (78,9 mg/dl + 30) cnpsimo u3xoaHaTa crofivocT ot 3,98 mmol/1 £ 0,7 (150 mg/dl + 28), a B
rpynara Ha npaBacTaTiH LD -xonecTeporsT ce e MoHWKWA 5O cpeada croiiHocT oT 2,85 mmol/l £ 0.7
(110 mg/dl & 26} cipamo r3xoanata crofitoct ot 3,89 mmol/1 + 0,7 (150 mg/dl + 26) (p<0,001).
ATOpBACTaTHH OCBEH TOBA 3HAMHTENTHO € HAMAIIMI CPEIHHTE CTOHHOCTH Ha OBLIHA XONECTEPOII ¢
34,1% (mpapactatys: -18,4%, p<0,0001), cpensnre HiBa Ha TpUrMIEpHARTe ¢ 20%

(ipaBactathH: -6,8%, p<0,0009) u cpenuna anonunonporeut B ¢ 39,1% (npaBactatun: -22,0%,
p=0,0001). AropeactaruH e nosuiunn cpeaud HDL-xonectepon ¢ 2,9% (npasacraTun: +5,6%,
p=N8). HMmano e u cpenno Hamanerue or 36,4% ua C-peakTHBHHA [IPOTEHH B Ipynara Ha
ATOPBACTATHH B CPABHEHHE C HaManeHue ot 5,2% B rpynara Ha npaBactaTHH (p<0,0001).

Pesynrarure or nipoyuBaseTo ca GWiIH NoNy4eHH NpH K03HPOoBKa oT $0 mg. CrienoBaTento Te He
MOTAT JIa ¢€ eKCTPANONHpPAT BEPXY NO-HHCKHTE JIO3UPOBKH.

[Tpoguanre Ha He30macHOCT H MOHOCHMOCT B ABETE TEPaneBTUYHYM rPYNH ca OHIM CPaBHHMH.
EdexThT OT HTeH3MBHOTO JTHITUAHO NOHWKARAHE BBPXY OCHOBHMTE CHPACHHO-CHAOBH KPaHH TOUKH

He ¢ 6uI MpoyYBaH B TOBA NPOYYBaHE. 3aTOBA KIMHKAYHOTO 3HAYCHKE HA TE3U PE3YIITATH 0
OTHOIICHHE HA MPBHYHATA H BTOPHYHA NPOQIIAKTHKR HA CHPAECYHO-CHIIOBH CHOUTHA € HEM3BECTHO.

OC’I‘Igp KOPDOHAPEH CHHIAPOM

B npoyusanero MIRACL. ¢ 6un ouenen atopractatd 80 mg npu 3 086 nanyerTn (aTopBacTarus
n=1 538, nnauebo n=1 548) ¢ ocTep KOpoHapeH cHHAPOM (non-Q MuUOKapaeH UHGAPKT KK
HecTaOuNHa aHrAHa nekropyc). Jleyenuero e S0 3anouHATO 1O BpeMe Ha ocTpara dasa ciiea
XOCIUTANH3ALHA H € MPOXB/LKHIIO 32 nepHol oT 16 ceammiy. Jleyenueto ¢ aropsactate 80 mg
JHEBHO € yIRDKIIIO BPeMeTO 0 NOABATa Ha KOMOMHMpAKATA TEPBHYHA Kpalina TOVKa, ONpeacncHa
KaT0 CMEPT, HE3aBHUCHMO OT NPHYMHATA, He(aTaleH MUOKapAeH UHOAPKT, ChPASYEH apecT MOATCKAL]
Ha pecycuMTalMd WIH QHIHHA NICKTOPUC ¢ NAHHU 33 HCXeMHA Ha MHOKapAa, Hauaraua
XOCIUTAH3ALKSA, IOKAa3BaHKH HaMalleHHe Ha pHCka ¢ 16% (p=0,048). Tosa ¢ Gmto onpenenero karo
CEACTBHE Ha 26% HaManeHne Ha PeXOCNIMTANIM3ALMATA 33 AHIMHA IEKTOPHC C AaHHH 33 HCXEMHA Ha
MHokapaa (p=0,018). Jpyrute BTOpHYHHE KPaifHH TOYKU HE Ca AOCTHTHATH CTATUCTUYECKA 3HAMUMOCT
CaMu Mo ceﬁe cu (obmo: mwnanebo: 22,2%; atoppacratuu: 22,4%).

' Hpocbmrm Ha ﬁesonacﬂoc'r Ha a'ropsacmmﬂ B npoyuBaneTo MIRACL ¢ 6w B CHOTBETCTBHE C
ONHcaHus B TOYKA 4.8. -

IIpodunakTHka Ha CHPAEYHO~-CHAORH 3a00NIBAHKS

EdexToT Ha aTOpBacTaTHH BHPXY (paTanya M HedaTaIHA HCXeMHYHa OONECT Ha CHPLETO € 6Wl oue

(Anglo-Scandinavian Cardiac Outcomes Trial Lipid Lowering Arm). IawmerTirre ca 61am ¢

XHIEPTOHHA, Ha BB3pacT Mexy 40 u 79 roaunu, 6e3 npemecTsam YHGapKT HA MHOKApAa
jledeHHe 38 CTEHOKApAUA, H ¢ HuBa Ha obumma xonectepon <6,5 mmol/L (251 mg/dL). Beuy
MANHEHTH ¢4 HMANK TMOHEe 3 NpeIBaPUTENHO AUArHOCTHLHPaHH CHPASYHO-CBAOBH PUCKOBH
MEXKH 110JT, BE3PACT HAJ 55 roJWHH, TIOTIOHOMyLIEHE, 3axapeH AHaber, aHaMue3a 3a UBC i1
ponuuEu 110 nipasa munns, TC: HDL-C >6, neprudepHo chaoro 3abondpane, xuneprpohus Ha)
Kamepa, NpeALieCcTBall MO3BHHO-ChI0B HHIIAEHT, crieithuyHu npomMeHn B EKT,
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[poTeHHYpHA/anbyMurypHs. He BCHUKH BKTIOYEHH IALMEHTH c2 GHIIN OLEHEHN KATO BHCOKO
PHCKOBH 32 1TOSBa Ha ITHPBO CEPAEYHO-CHAORO %6?1‘1“!16

" TammenTwre ca MOy YaBANH AHTHXHMIICPTEH3WBHA Tepanus (aMIOAMIIMH WM ATEHOIO0N — 6a30B
- pexxuM) ¥ aTopsactatul 10 mg nueBno (n =5 168) unm nnanedo (n = 5,137).

E¢exrire 1o 0THOUICHNE HAMAIIBAHETO Ha aOCONIOTHHA M PEJATHBHMA PHCK ca GHITH KakTo cresa:

Cobumue ITowuncenue | Bpoi cvbumun Hamanseanena | P
Ha (amopsacmamun abcomomuusn cmouHoCm
peramusnus | unu nraye6o) puck’ (%)

| puck (%) .

Paranya UbC + Hedaranen 36% 100 cnpamo 154 1,1% 0,0003

UM

06w Opoit Ha cHrpACUHO- 20% 389 cnpamo 483 1,9% 0,0008

CBAOBHTE 3a00NBaHMA H

NpOLEAYPHTE 110

peBacKynapH3aims

Ob6uin KopoHapHH CHOHTHA 29% 178 cnopamo 247 1,4% 0,0006

'B53 OCHOBA Ha PA3NMKaTa B 00WIATa YecToTa Ha HHIHACHTHTE, HabIIoAaBaHH NPH CPEeIHO

npocieassate or 3,3 rogaHH
UM = MHdapxT Ha MHOKapaa

Ob1mata cMBPTHOCT M CMBPTHOCT HOPAAK ChPAEYHO-CHAOBH IPHYHHH He ca SHIIH 3HAUKTETHO
peayunpas (185 cnpamo 212 cuburna, p = 0,17 1 74 cipamo 82 cubutus, p = 0,51). IIpu ananu3a Ha
noarpymnvre 1o noxs (81% muike, 19% xenn), mpu Meixere e 6w Habmonasay GnaronpusTeH eext
HA aTOPBACTATHH, HO MOPaJAX BEPOATHO MalKKs Opoil B NOArpynaTa Ha KEeHHTe TOBa He GH MorIo fa
Gbrie yCTaHOBEHO 3a xeHckns 1o, O6maTa i ChpAeIHO-ChAOBATA CMBPTHOCT ca M LI POBO
NO-BUCOKH MpH xeHuTe (38 cpsamo 30 u 17 crpsamo 12), Ho ToBa He e 6510 CTATHCTHYECKH 3HAYUMO.
UMano e 3HaUMTENBO TePaneBTHYHO B3aUMOACHCTRHE C AHTHXHIEPTEHIMBHATA OCHOBHA Tepars.
[IspryyHara xpaiina Touka (batanna UBC + wedaranen MU) e 61na 3HAYHMO peAyLMpaHa oT
aTOPBACTATHH MMPH MAIWCHTH JeKyBanu ¢ amyoaunus (HR 0,47 (0,32-0,69), p = 0,00008), Ho He u
IPY Te3d JekyBanu ¢ arenosnon (HR 0,83 (0,59-1,17), p = 0,287).

EdekTsT Ha aTOpBACTATHH BHPXY PaTanHo v HeaTanHo ChpAeHHO-CHAOBO 3a00NaBaHE € 61N oleHeH
M B PAHAOMH3NPAHO, JBOMHO CJUIMO, MYJITUIICHTPORO, IUTaLed0 KOHTPOIMPAHO H3NUTBAHE
Collaborative Atorvastatin Diabetes Study (CARDS) npu naupents ¢ auaer tun 2, 40-75 roawuismy,
- 6e3 npeslecTBallia aHAMHE3a 32 ChpAedHO-ChA0BO 3ab0aapane U ¢ LDL-C <4,14 mmol/L
- (160 mg/dL) u Tpurnuuepuny <6,78 mmol/L (600 mg/dL). Beryuxy NanuMeHTH ca HMAJIH HOHE €IHH OT
ClieIHHTE PHCKOBY (DaKTOPH: XUNCPTOHUA, HACTOAINO TIOTIOHOMYUIEHE, PETHHONATHA,
_Mnxpoanﬁymnﬂypm WIH MAKpoaT0yMHHYPHAL.

Ilanmentare ca OGumd JleKyBaHH ¢ aTopBacTaTyl 10 mg ,[I,HE:BHO (n=1 428) wm nnaueﬁo (n=1410)
IpH cpeaHo mpociaeaasate ot 3,9 I‘O.IIHHH

Edexra no oTHOWIEHUE HA peSyLUpPaHETO HA aﬁeomomm H OTHOCHTEJIHHA PHCK OT aTOpBaCTaTHH ca

OHMITM K3KTO CJISaBa;

Cobumue

.......

Peoyyupane na | Bbpoiti cobumun Pedyyupane na | P
omuocumernus | (amopsacmamun | abcon olHOCH
puck (%) cnpamo naayebo) | puc N
OcTpH CHpAEYHO-CHLAORH 37% 83 cnpamc 127 3 ] Dyl lﬁ‘
cuOuTus (atanen u ‘ S A \\
Heparanen OUM, tix UM, ,.— L
ocTpa cMupT ot CC3, _ NI e
WL T
. 17 R S
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Cvbumue Peoyyupane na | Bpoii cobumus Pedyyupane na | P |

- | omnocumennus | (amopeacmamun | abconlomuus | cmoliHocm
puck (%) cnpsmo naayebo) | puck’ (%)

‘HecTalHNIHA CTEHOKAP VS, |

KABT, PTKA,

peBacKyJIapH3alHg, HHCYAT) | .

MM (daranen u Hedaranen 42% 38 cripamo 64 1,9% - 10,0070

OMMH, Tux UM) _ - | .

Hucynr (daranen u 48% 21 cnipamo 39 - 1,3% 0,0163

Hedaranen)

‘B3 OCHOBA Ha Pa3iIkKaTa B 001ATA YECTOTA HA MHIMAEHTHTE Haﬁmonananﬁ Mp4 CpeaHo
npocnemaﬂe oT 3,9 roausm.

OHM = octop uHGapkT Ha MrOKapaa, KABD = Kopoﬂapﬂo-apwpnaﬂm Gaiinac rpadt; CC3 =
CHpACHHO-CHAOBO 3abonsBane; MM = urdapkt Ha muokapaa; PTKA = nepxyranna TpaHciayMeHanHa
KOPOHAPHA SHIHOTUIACTHKA. |

He ca mony4eHn noxa3arescTBa 3a pasiuka B ediekTa OT JeYeHHETO CNIope] NoNa, Bh3PacTTa WK
NppBOHAYATHOTO HHBO Ha LDL-C Ha maupenTa. braronpuaria TenaeHuua ¢ 6xna Habmonasana npH

cMBpTHOCTTA (82 CMBPTHH Ciiydas HpH InmaneGo rpynata copamMo 61 B rpynara Ha aTOpBacTATHH,
p = 0,0592).

Pelginupipant MHCyaT

B manwreaneTo Stroke Prevention by Aggressive Reduction in Cholesterol Levels (SPARCL) e 6un
OueHeH edekTa Ha aTopBacTaTul 80 mg AHeBHO Wik rnanebo BePXy HHCYNTA fipi 4 731 mauneHTH ¢
HHCYJT WIH IpeXoJHa HexeMuuna ataka (TIA), B pPaMKMTe Ha TIpeaxoanHuTe 6 Meceua 1 6e3 anaMHesa
3a UBbC. [{aumenrre ca 6unut 60% mpxe Ha Bp3pacT 21-92 roguam (cpemda pL3pacT 63 rogvHH) U
H3xonHo HUBO Ha LDL-xonectepon cpeano 133 mg/dl (3,4 mmol/L ). Cpeanara croiinoct va LDL-C
e buna 73 mg/dl (1,9 mmol/l) no ppeme Ha JieueHKeTO ¢ aTopBacTaTHTH H 129 mg/dL (3,3 mmol/l) no
BpeMe Ha JieweHHeTo ¢ wianedo. CpelHara NPOIBLKHTENHOCT Ha npocnenaﬂaﬂe ¢ 6una 4.9 ronvHu.

ATOpBACTaTUH 80 mg € HaMaJIWi PUCKA OT NOABA Ha CHOUTHE, OTTOBAPAIIO Ha KPHTEPHHTE 34
IThpBHYHA Kpaiina Touka {(daTaneH u HedaTanen wHeyr) ¢ 15% (HR 0, 85; 95% CI, 0,72-1,00;

p = 0,05 wiu 0,84; 95% CI, 0,71-0,99; p = 0,03 cnen ananTHpaHe Ha H3XOAHHTE xapmepnc*mm) B
- cpasuenve ¢ mane6o, O6mara cMppTHOCT € 6ma 9,1% (216/2 365) npH aTopBacTaTHH cripamo 8,9%
(21172 366) npu nnaueﬁo |

B post-hoc ananus, atopsactardH 80 mg e HaMaIHI YECTOTATA Ha HCXEMHYEH anym (218/2 365,
9,2% crpsamo 274/2 366, 11,6%, p = 0,02) 1 € nOBMIUMN H4eCTOTATa HA XEMOparH4eH HHCY/IT
(55/2 365, 2,3% cnpamo 33/2 366, 1,4%, p = 0,02) B cpaBHeHMEe ¢ w1aneto.

. Puck®T OT XeMOpardueH MHCYIT € OWIT MOBKUIGEH NPH MAlHEHTHTE, KOHTO ¢a OWIH ¢
NpeaIHecTBaLl XeMOParuieH HHCYIIT IIPH BKITIOUBAHE B U3NUTBARETO (7/45 npy aropBacTardH
cripamo 2/48 npu nnanebo; HR 4,06; 55% CI, 0,84-19,57) 4 puCKET OT HCXeMMYEH MHCYINT €
OWI CXOOeH M B JBeTe IpyIiu (3/45 npu ATOPBACTATHH CIIPAMO 2/48 npwu nnaueﬁo HR 1,64; 95%

| CI 0,27-9,82). -

. PHCKBT OT XeMOpard4eH HHCYAT € OM/T IOBHIICH TIPH NIALUEHTH, KOUTO ¢a Ounu ¢
npeAIecTBall JaKyHapeH HHGPAPKT MPH BKFOYBaHe B H3nuTBaHeTo (20/708 npu
cnpamo 4/701 3a naanebo HR 4,99; 95% CI, 1,71-14,61), HO pucKa OT HCXEMH
CBiIC € O1n MOoHWDKEH Npy Tezu nanmenTy (79/708 3a aropeacraTun cripamo 1
mnauebo; HR 0,76; 95% Cl, 0,57-1,02). BpamoxkHO € xpafinysg puck oT MHCY TOBHILEH - 3. |
NPH MANMEHTH ¢ NIPSAIIECTBAL TAXyHApPeH WHOAPKT, KOMTO MOTy4aBaT aropsa gy §0mg - . )
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- O0mata cMBpTHOCT € Omna 15,6% (7/45) 3a aropracrarun, cupaMo 10,4% (5/48) B noarpynara Ha
NAUMEHTHTE ¢ TipeAILECTRAL] XeMOoparaued HECy T, O6mara cMbpTHOCT € Gfuia 10,9% (77/708) 3a
aTOPBaCcTaTHH, crpsamo 9,1% (6487 01) 3a mnaueGo B cy6rpynara Ha NaupeHTHTe ¢ MpeAIIECTRANY
NaKyHapeH HHapKT.

Heguazpﬂqﬂa' nonyaiug

Xemepozuzomua Gamuing Xunepxorecmepoiemus npu REOUAMPUYHYU RAYUEHTNU HA 8BIPACITE MENCOY
0-17 200unu - |

IIposeneHo € 8-ceqMUYHO OTROPEHO NPOYUBAHE 3a OLIEHKA Ha (apMaKOKHHETHKATA,
(hapMakoauHamMBKata, 6€30NaCHOCTTA ¥ IOHOCKMMOCTTA HA ATOPBACTATHH TIPH A H IOHOLIH C
FeHeTHYHO OKAa3aHa XeTepo3uroTHa Gopma Ha paMHUIHA XMNEPXONECTEPOIEMHA U H3XOIHH
cToiHOCTH Ha LDL-C >4 mmol/l. Ilpoyusanero e o6xpanano 39 neua v toHOIIM Ha BB3PACT OT 6 110
17 romnnn. Koxopra A e xmousaita 15 nena Ha Be3pact 6-12 roguny B mepeu craauit no Tanner,
Koxopra b ¢ pxmousana 24 neua Ha b3pact 10-17 roaunn B cranuit no Tanner >2.

Hauanxara 1038 atopsactaruH B Koxopra A e 6mna 5 mg anepHo TabneTka 3a gbpyeHe u 10 mg
TabneTkn auenHo B Koxopra B. Jlozata Ha aropBacTaTvd e Gwia yaBOEHa, Ko Ha 4-Ta ceaMHLia NpH
NALAEHT He € OMNN0 JOCTHIHATO NPHUIENHOTO HUBO 23a LDL-C ot < 3,35 mmol/] wm ako atopeacTatin
e Oun noueceH nodpe. -

Cpennure croiinoct 3a LDL-C, TC, VLDL-C u Apo-B ca ce NOHWKHIH Ha CeIMKIA 2 NPH BCHUKH
BKJIFOYEHH NMALUMEHTH. 3a Te3H, YHHUTO JO3HM ¢a OWIH YABOEHH B HAYAJIOTO HA ceaMuLa 2 CNCH IThPBATa
OlleHKA CJiefi IOBHIIABAHE HA N03aT4, € OHWII0 YCTAHOBEHO NOLIHUTENIHO NOHWKeHHe. CpeaHRIT
IIPOLIEHT HA TIOHIWKABAaHE Ha CTOMHOCTHTE Ha JUNMIHUTE NIOKA3aTelid © OMIT CXO/IeH 3a IBETe KOXOPTH
Ge3 3naveHye JAMH NALMEHTATE ca GMTM OCTABEHH HA TAXHATA THPROHAYATHA JO3MPOBKA HITH TA €
Onna yasoena. Ha 8-ma ceMHna cpeqHO NPOLIEHTHET HAa IPOMAHA Ha W3XogHMTE croiiHocTH Ha LDL-C
1 TC e 6w npubmnswrenso cxorseTHo 40% 1 30% Hax obcera Ha RB3OCHCTBUE.

P |
BB BTOpO OTKPHTO MpoydBane ¢ €AHO paMo, 271 aena or MbKkd M >xeHckn 1o ¢ HeFH Ha sB3pact
6-15 roguHM ca BKITIOYEHH U JIEKYBaHH C ATOPBACTATHH 3a ICPHOM OT TPM F'OJIHHY. 3a BK)IOYBAHE B
npoyuBaHeTo ce uincksa noTebpaAcHa HeFH u usxomua croiinoct va LDL-C > 4 mmol/]
(npubnmsurenno 152 mg/dl). [poyusanero BrirouBa 139 aena c¢be craguii 1 wa passurhe no Tauep
(o6ukHOBeHO Ha Bh3pacT ot 6-10 roaunn). Havannata 103a Ha aTopBacTaThH (BEAHBK AHEBHO) IpU
Aella Ha Bb3pacT nol 10 rogunu ¢ 5 mg (TabneTka 3a gpBuere). Jleua Ha Bw3pact 10 roavHy K noseye
ca 3arnoyHan ¢ 10 mg aropBacTaTHH (BEOHEK AHEBHO). BCHUKH Jela MOraT ia ¢€ TUTpHpAaT [0 Mo~
BHCOKH JI03H, 32 Aa TIOCTUTHAT Npuuenanu cToitHocT Ha LDL-C <3,35 mmol/l. Cpeanara noza, -
alanTHpaHa CTPAMO TETTIOTO 3a Jela Ha BR3pacT ot 6 10 9 roaunm ¢ 19,6 mg, a 3a Jeua Ha BE3pacT
10 n noeeve rogymn ¢ 23,9 mg. |

Cpeanara ( SD) n3xoaua crolivoer va LDL-C e 6,12 (1,26) mmol/l, xoeto e npnﬁnusmnﬂo
233 (48) mg/dl. Brxre Tabnrua 3 no-nony 3a OKOHYATENHHTE PE3YNTATH. -

JiaHHWTe ca CHBMECTHMH C JIMIICATA Ha JIEKAPCTBEH €(JeKT BLPXy HHKOS OT NAPaMETPUTe Ha PACcTEXa U
pasBHTHETO (T.€. BUcOYMHA, Terno, UTM, craguii o Tauep, onerxa Ha U3CIeA0BaTeNd 33 IAIOCTHOTO
Ch3PABAHE M PA3BWTHE) MPH Aelia U 1oHOomY ¢ HeFH, nomy4asamy eweHHe ¢ aTOPBACTATHH 1O BPEME
Ha 3 roaniuHo npoyusaHe. He e oucHaBaH edeKTLT Ha neKapcTBOTO OT H3CACAOBATENS BBPXY
BHCOYHHA, Terno, UTM , no Bu3pacT Wiu 1o noa Npu NoceieHHe.

Bpemeea [N [TC(8.D) |[LDL-C(S.D))
TOYKa '

Maxomo 271 17,86(1,30) [6,12(1,26)
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Mecen30 P06 [1,950.77)* P25(067)  [1.327(02796) .79(038)*  .500,17)*
Mocew36/ET P40 5,12086) PAS0OSD  [L30802739) P.78@AD  P.930.200

C= o6m xonectepon; LDL-C = xonecrepon-C, nunonporenu ¢ HHcKa wirHocT; HDL-C =
onecTepon-C, IUMONPOTEHH ¢ BUCOKA ILTHOCT; TG = Tpurnuilepuny; Apo B = anonunonporenn B;
‘Mecen 36/ET” BiuniovBa JaHHH OT 3aKIIOUMTENHOTO MOCEUICHHE 33 HHAHBHAM, NPUKITIOYWIH YHACTHE
Npeld Aa 3apbpUIaT IITaHKpaHaTa KpalHHa TOUKa Ha 30-Mecell, KakTO U IIbJIHN  36-MeceuHu JaHHH 3a
HMHAMBUAHTE, 3aBBPIIMIHK 36-MeceuHoTo yuacTure; “*= Mecen 30 N 3a To3u nokasaren e 207; “*¥7=

M3XOAHATa cTOMHOCT Ha N 3a T0o3H nokazaren e 270; “***” =Mecen 36/ET N 3a 1031 nokasaren e 243;
F#°=g/l 3a Apo B.

Xemeposusomug hamunna xunepxoiecmeponemMus npu neduampuyny nayueRmy 1a ev3pacm 10-
17 200unu

B enHo nBoiiHO ¢1n0, WaneGo KOHTPONHPAHO KITHHHYHO POYYBAHE MOCIAENIBAHO OT OTBOpeHa dhasa
~ Ha npoy4BaneTo, 187 MomMuera 1 MOMMYETa Clle] MEPBATA MEHCTPYAaHHd, Ha BE3pacT 10-17 roaunu
(cpemno 14,1 ronvan) ¢ xereposurorrha daMuiTHa Xunepxonecreponemus (FH) Wiy Texka

. XMIIEPXOJIECTEPOTIEMHUS ¢a O paHAOMH3HpAaHHK Ha atopeactaThH (n=140) vnu maneto (n=47) 3a
26 ceaMuIM, clen KOSTO BCHYKH ¢4 IT0Ty4aBaJi aTOPBACTATHH B TIPOXBLKESHHE Ha 26 CeAMMLIH.
Ho3upoBkaTa Ha ATOPBAcTaTHH (BEAHEXK AHEBHO) € Ona 10 mg 3a mepBHTE 4 CEAMHIH U ¢
NOCIeNBaLIO NoBHIIaBane fo 20 mg, B cmyyal de Husata Ha LDL-C ca 6unu >3,36 mmol/l.
ATOpPBaCTaTHH 3HAYWTETHO € HaMaTiJ IUTa3sMeHUTe HiBa Ha o01ma xonecrepon, LDL-C,
TPUrTHLIEPHINTE H aTIONKMINONPOTeHH B nipes mepsuTe 26 ceAMMLIE HA ABOKHO-cNanaTa dhasa.
Cpeanara nocruraata croiiHoeT Ha LDL-C e 61una 3,38 mmol/l (8 auanason 1,81-6,26 mmol/]) B
rpynara Ha aTopBacTaTHH B cpaBHeHHe ¢ 5,91 mmol/]l {(auanazon 3,93-9,96 mmolfl) B IpyMNaTa Ha
mnauebo npes 26-ce IMMMHATA nsoﬁno-cnﬂna daza. -

I[DH’B.IIHH'I‘EJIHO NeAHATPHIHO NMPOYYRAHE HA aTOPBACTATHH CTIPAMO KOJIECTHIION NPH MALMEHTH C
XHIepxonecreponeMus Ha Bb3pacT.10-18 roaunm e yeraHoBIWIO, Se aropBacTaTHH (n=25) e AoBeN A0
3HaUMTENHO HamManeHue Ha LDL-C Ha 26-1a cemimuua (p<0,05), B ¢paBHeHHe ¢ KonectHmion (n=31).

ITpoyuBase za “MunocspAna ynorpeda” Npu NaiMeHTH ¢ TEXKKA XUNEPXOIECTEPOTEMHA
(BKJHOYHTENHO XOMO3NUTOTHA XHIIEPXONECTEPOIEMH ) € BIUTIOUBANO 46 Ne HaATPHYHA TAUHEHTH,
NeKyBaHH C aTOPBACTATHH, THTPHPAH B 3aBHCHMOCT OT OTTOBOPa (HAKOM MALHEHTH Ca NpHeMaTH
80 mg aropeacTaTus nHeBHO), [TpoyuBaHeTo e npoxbswkuno 3 roaunyu: LDL-xomectepon e GHJI
HaMAJIEH ¢ 36%

JinnrocpoyHaTa é(hUKaCHOCT Ha TEPAMMATA C aTOPBACTATHH B ACTCKA BH3PAcT 32 HAMABAHE HA
3a0oneBaeMoCTTa M CMBPTHOCTTA B 3pASia BB3pAacT He e OMila yCTaHOBEHa. '

ErponefickaTa areHLus [0 IEKAPCTBATA € OTVIOKHNAA 385/DKEHHETO 32 IIOAABAHE HA PE3YNTaTH OT
NPOYYBAHMS C ATOPBACTATHH IIPH Aeua ot § A0 NOR 6-roAWIIHA BE3PACT NPH edeHHe Ha
XETEPOSHTOTHA MaMHIHa XHIIEpXONecTepoaeMHs, KakTo H IipH gena ot 0 go noa 18-rogumiHa Bn3pacr
NMpH IEYSHUETO HA XOMO3HTOTHA (aMHIHA XHIIEPXONECTEPONAEMHS M KOMOMHKApPaHa (CMeceHa)
XKIEPXONECTEPOIeMHA, TPBHYHA XHNEPXONECTEPONIEMUS H NPo(HIAKTHKA Ha CEPACUHO-CHIORH
crOUTHA (B, Touka 4.2 32 HRGpOpMaLMd 32 NeJAHATPYYHA YNoTpe6a).

5.2 @DapMAaKOKHHETHIHE cBOHCTBa

AGcopbung

'l'_

AropsactaruH ce abcopbupa 6Bp30 cnen nepoparHo NPHIOKEHHe: MaKCHManHaTa masména N _.'ﬁ;;-,‘;;,-_..:-'-f- / /
KOHLEHTPAINA {Cumax) C€ IOCTHTa B paMKHTe Ha 1-2 uaca. CrenenTa Ha aGcopOLs HapacTBa: \ S
NPapoNpONOPUHOHATHO Ha AO32TA HA AaTOPBACTATHH. BUOHAIMYHOCTTA HA ATOPBACTATHH cne.zt\x Qs A

ql"—.'l LI -

NEPOPAIHO NPHEMaHe Ha puiMHpaHa Tabierka e 95 - 99% B cparHeHHe ¢ GHOHAMHYHOCTTA Ha
ATOPBACTATHH NepopaileH pa3TBop. AGcomoTHaTa OHOHANUYHOCT € 0Koo 12%, a cucTteMHara
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HaNM4YHOCT Ha akTBeH HHxUOHTOp Ha HMG-CoA pemykTaszara € okono 30%. Huckara cucreMua
HAJMYHOCT CE [NB/DKM Ha MPECHCTEMEMS KIHPEHC OT CTOMAIIHO~YPERHATA JIUTABULIA W/unu edekra Ha
MHPBO NPEMHHABAHE NPe3 HePHHUS Ipob.

Pasnpenenenue |
Cpennuar obem Ha pasnpeAcieHHe Ha aTOPBacTaTHH € npubnuauTeno 381 L. ATopeacTaTun ce

- CBLP3BA C TNIa3MEHWTE MPOTEHHH B >98%.

buoTpan QODMHHHH

AtopaacTaTyh ce MeTaboam3upa oT uuroxpom P4503A4 no opro- 1 napaxn,upommnpaﬂﬂ nepnnam
H pa3iaHyHM OeTa-OKCHIALMOHHN NPOayKTH. Te3H CuCTaBku JOITBIHHTENHO C& MeTabOIH3NpaT
NOCPeACTROM F/IOKYpouu3auus. In vitro naxuOupanero na HMG-CoA penyxrasata ot opro- ¥
NapaxuIPOKCHINPaHH MeTabONHTH € eKBHBAIEHTHO Ha TOBa ¢ aTopsacTaThi. Ilpubnusurenno 70%
OT HHPKYJIHpaiaTa HHXUONTOpHA akTHBHOCT 3a HMG- CoA pEIyKTa3aTa C¢ AbJDKH HA AKTUBHHATE
METAbONHTH. |

- EnuMunipane

ATOpBACTaTHH C¢ eKCKPETHPa INIaBHO YPe3 XKITBYKATa CIeA 3epHoapobed WU ekcTpayepHoapoben
meTabonu3bpM. ATOpBacTaTHH 00ave M3ITICXKAa He NOUIEKH Ha 3HAYHTENICH SHTepPOXenaTaleH
Kpbroepar. CpeqHHAT IV1a3MeH eJHMHHALIHOHEH NOTY>XHBOT HA aTOPBACTATHH IPH XOpa €
npubanzaTento 14 yaca. baarogapeHye Ha aKTHBHHTE MeTAGOIUTH, BPEMETO Ha MOIYKHKBOT Ha
HHXHOHTOpHATA aKTUBHOCT no oTHoeHHe Ha HMG-Co-A penyxrasara € npHOAU3MTEIHO 20 30 uaca.
ATOpBacTaTHH € CyOCTpaT Ha YepHOAPOOHMTE TPAHCNIOPTEPH M Ha MONMICTITHINTE,
TpaHcniopTHpainy opraniyny anvony 1B1 (OATP1B1) u 1B3 (OATP1B3). Merabonuture Ha
aropsacraruH ca cybcrpats Ha OATP1B). VeranoBeHo e chIo Taka, 4e aTOpBACTATHH € cy6eTpar

- Ha eQuyKCHHATE TpancnoprepH P-riuxonporend (P-gp) ¥ Ha mPOTCHHA Ha PE3UCTEHTHOCT Ha Paka

Ha repgata (BCRP), kouro Moxe 13 OrpaHHYaT YpeBHaTa aﬁmpﬁuua ¥ JKTHYHUS KIMPBHC HA |
ATOPBACTATHH.

JpyrH cneunaniy nonynanyy

Hlayuenmu ¢ cmapiecxa gbapacm; IlnazMeENTe KORICHTPAIMH Ha ATOPBACTATHH U HETOBHTE
METa0O0IHTH Ca [10-BHCOKH NPH 3APaBH NAUHEHTH B CTAPYECKA BH3PACT, OTKOJKOTO MPH NO-MAATUTE,
HO JIMMHAOIIOHIDKaBaIHTE eeKTH NPH ABETE BL3PACTOBH IPYITH CA CXONHU.

fTeduampuura nonyiayus: B €AHO OTBOPEHO 8-CeAMIMHO NpOyYBaHe, HEANATPHYHN ITAlHEHTH (Ha
BB3pacT 6-17 roguuu), craguit 1 no Tanner (n=15) u cranuii no Tanner >2 (n=24) ¢ XeTepO3UroTHA
(aMuiTHa XHIIEPXOECTEPONEMUA U HSXOMHH CTOHHOCTH Ha LDL-C >4 mmol/] ca 6mwim neKyRasu ¢ 5
wid 10 mg TabneTku 3a ABBYCHE HAH CHOTBETHO ¢ 10 win 20 mg Ppunmupany TabneTky aTOPBACTATHH
Be/{HEK AHEBHO. ENHHCTBEHATA 3HaYHTEHA TPOMARA BEB (JapMAKOKHHETHYHAS MOJIET Ha

MOy MalMATa JIEKYBaH4a ¢ aTOPBACTATUH € Oiila TenecHara Maca. BUIMMHAT nepopa/ieH KIHPHHC Ha
aTOPBACTATHH NPY NEAMATPHYHH MAUKHCHTH € OHJI NORO0EH Ha TO3H NPH BB3PaCTHY CleH
ANOMETPUMHO W3MEPBAHE Ha TEJIECHOTO TErT0. B AMana3oHa Ha eKCTIO3HLMA HA ATOPBACTATHH H
O~XHAPOKCHATOPBACTATHH € GHII0 HAGMIOIaBaHO CROTBETHO HamaneHue Ha LDL-C u TC,

Ilon: KoHUEHTpaLIMWTE HA ATOPBACTATHH U HETOBUTE aKTUBHH MeTabONHTH Ca PazIHYHH IIPH KEeHH

(MakcHManHaTa Ia3zMeHa KOHIEHTPALEA € okoi1o 20% no-sucoka, a AUC e oxono 10 % no-Huc
MExe. Te3u pa3nuky He ca OMiiH ¢ KTHHAYHO 3HAYEHHE, KATO HE ¢4 JOBEIH JO KIHHHYHO 3HA
pasnHyKe B IMNUIOTIOHMKABAIIHS ePEeKT MPH MBAKE H HKeHH. |

bvbpeuno yepexcdane: brbpeunute 3a6onaBaHua HAMAT €QPeKT BHPXY MJIa3MEHHTE KOHLIC _
v nnnn,uomﬂmaamme etexTH Ha aTOPBACTATHH M HETOBWTE aKTHBHH METabQIIHTH. \

‘Iegno@poéﬁuo yepeoicdane: TIasMeHHTe KOHICHTALMH HA ATOPBACTATHH H HETOBHTE aKTHBHm **‘?:;ﬁfﬁ}.} S
METabONMUTH 3HAYHTENHO Ca NOBHMEHH (Ciax Tipu6a. 16-kpatHo, a AUC 11-kpaTHO) NpH NaUHERTE O rn. .o
XpOHHYHA aTKox0NHAa Gonect Ha uepHHs apob (Child-Pugh B).
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SLOCIB1 nosumopduzem: Yepuoapobuoro 3axsamane Ha Beudkd HNG-CoA penyxrazuu
 MHXMGWTOPH BKIIOUUTENHO aTOPBACTATHH ¢e H3pbpuiBa upes OATP1B] tpancnopreps. [Tpu
naimenTd ¢ SLCO1B] nonuMopduabM cheCTBYBa PUCK OT TIOBMLIEHA SKCIIO3ULIMS Ha
aTOPBACTATHH, KOWTO MOKE Aa ZOBEAE AO MOBMIIEH pHCK 32 pabaomuonnsa (BX. Touka 4.4),

" MomumopdusMsT Ha reHa, kogrpam OATP1B1 (SLCO1BI ¢.521CC) ce cahpaba ¢ 2,4-KPATHO
RO-BUCOKA EKCNIO3MIMA Ha atopsacTaTthH (AUC), cipamo nauueHTH §e3 To3H renotHn (.52 lTT)
OCBEH TOBA, NPU TAKMBA NALMEHTY € BB3MOXXHO M€HETHYHO HapylleHUe Ha YepHOAPOOHOTO
3axpailiaHe Ha aToPBacTaTHH. BH3MOXKHUTE nocneaunini 3a e(UKACHOCTTA Ca HEH3BECTHH.

5.3 IlpeaxkidRHYIBH JaHBH 'm'ﬁeanlia_cnocr

B waGop ot 4 in vitro Tecta 4 1 in vive ananA3 aTOPBACTaTHH € TIOKA3a) OTPMLIATETHH Pe3yITaTH 3a

 MYTareHeH H KJIACTOTEHCH NOTEHIMAl. ATOPBACTATHH HE e 01l KaHIEPOreHeH 3a IITEXORE, HO BHCOKH

J034 IIPHIOKCHHA Ha MHIDKH (BoAewuy 1o 6-11 Kpatio no-Bucoka AUC0-24h, gocTurdara npn xopa B
HAH~BHCOKATA NPENOpHLYaHa 103a) Ca HOKA3ANH XENaTOlLE Iy IapHH anEHnMH‘ TIPH MBKKMTO H
XENATOLeTYIAPHA KAPLIMHOMU IPH JKEHCKUTE.

ExcriepyMEHTAHHTE NPOYYBAHHA NPY KHBOTHE Ca Aany JoKasarenctsa, ye HNG-CoA penymaaﬂme
- HHXHOHTOPH MOXE A3 IPOMEHST eMOpHOHAIHOTO H detanHo passurue, [lpu wrexose, 3aliuy u
Ky4eTa aTOPBACTATHH HE € NOKAa3al eeKTH 110 OTHOIICHHE Ha PepTHNNTETA 1 He e DM TepaTOTeHeH,
MaKap ue TPy [WbX0Be U 3aiiln ca 61y HabmosnasaHu edektu Ha q)e'ranﬂa TOKCHMYHOCT NPHA
TOKCHYHH 33 MaliKaTa J03u.

[Tp u3naraHe Ha MaKuTe HA BUCOKH A03H aTOPBACTATHH, Pa3BUTHETO HA NIOKOJICHUETO TLUIEXORE €
6usno 3a6apeHO, 2 IOCTHATAIIHATA NIPEKUBAEMOCT € GHna no-Hucka. [Ipy nrsxose ca 6unu MoxyIesn
JOKa3aTelCcTBa 3a maueHTapeH tpancdep. lnasmennre KoHeHTpam ca OWIH CXOAHH C Te3H B
MIAKoTO. He € H3BEeCTHO JanH aropeacTaTHH WM HEMOBUTE METabONNTH Ce eKCKpeTHpaT B KbpMara
TIPH XOpa. | - | |

6. ©APMANEBTHYHH AAHHH
B |
6.1 CpEchk Ha BOMOMUMTE BEMECTRA

Hopo na mabremrxama
MuKpOKpHucTANHA HETyno3a
Hatpues kapGonar
Mantosa

- KpockapMenos3a HaTphii
Marxesues ¢reapar

DuwimMoso noxpumue
Xunpomenoza (E464)
XHAPOKCHIIPONINLIETYJTIO3A

Tpuerror uprpar (E150S5)
[Tonucopbar 80 _
Turanoe quoxcun (E171)

6.2 HecLBMECTHMOCTH
Heripuioxnamo

6.3 Cpok Ha rogaocT

2 TOAWHH
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6.4 Creudaadn YCAOBHA Ha ChXpaHeHae

Ha ce cpxXpansBa noa 30°C.

65 B B cHALPRABEE HA ONAKOBKATA

AJIyMHHHH-aJIyMHHHeBH OnHcTepH |

AsaHop TalneTky ce nmpeanara B oNakoBkw mio 7, 10, 14, 15, 20 28, 30 50, 50x1, 56, 60, 84, 90, 98,
100 ywnu 200 punmupatn TabneTxy.

ByTinka or NOMHETHAEH ¢ BUCOKA TTHTHOCT C TIOJIMIIPOTIUIICHOBA Kalia4ka ¢ OTAC/ICHWE 32 CyLTHTel,
ApaHop TalJsIeTkd ce npeziara B onakopkH no 50, 100 ¢punmupany TabneTky U B rpyrioea OMakoBKa,
ceabppkama 100 dunmupany tabnerky (2 6yTunk x 50 rabner).

He BcwtkH BHOOBE OMakoBKU MOXKe fa Gbaat mycHaTH HA masapa.

6.6 Cuhennansu npeanazny MEPKH PH H3XBLPIASIHE

Hama cnenupansu H3NCKBaHHA,

HeH3noN3BaHysT JIEKAPCTBeH NPOIYKT WK OTNAXLYHUTE MATePHaTH OT Hero TpﬂﬁBa na ce M3XBBPIIAT
B ChOTBECTCTBHE ¢ MECTHUTE H3HCKBaHW.

7. TIPUTEXATEJI HA PASPEHIEHMETO 3A YHHOTPEBA

~TevaB.V.
Swensweg 5, 2031 GA Haarlem
Hwpepnannys
8. HOMEP(A) HA PA3PEIIEHMETO 3A YIIOTPEGA
Agranop 10 mg cbrmmnpaim Tabserxy - Per. Ne 20100640
Aranop 20 mg dbunmupasu Tabnerku - Per. Ne 20100641
9. JATA HA ITBPBO PASPEINABAHE/TIOJABHOBSIBAHE HA PAZPEIIIEHUETO 3A
YIIOTPEBA |
Hara Ha ITbpBO paspemaBaHe: 07 okromBpu 2010 T.
Hara Ha nocnenHo noaxoraBane: 25 auyapy 2016 r.

. JATA HA AKTYAJIM3APAHE HA TEKCTA

26/03/2023
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