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1.  MME HA JIEKAPCTBEHMS ITIPOYKT p_c'& (O3 6}/ €&

Aparna 10 mg puamupanu TabieTkn | — n.
Aragil 10 mg film-coated tablets ' 6 777 Fé 06 -0z 2025

Aparna 20 mg puamupann TadjieTKH
Aragil 20 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Aparui 10 mg ¢punmupanu TabieTku:

Bcska punmupana tabnerka cuabpka: 10 mg aropBacTaTHH (atorvastatin), KaTo aTOpBacTaTHH
KaJILWH (as atorvastatin calcium).

[ToMolIIHHM BellecTBa ¢ U3BECTHO NeicTBHe: Bedka punmupana tabnerka cvabpxa 92,17 mg nakrosa
MOHOXHMpAT.

Aparun 20 mg puaMupaHu TabneTku:

Bcska punmupana tabnerka cbabpxka: 20 mg aropBacTaTHH (atorvastatin), KaTo aTOpBaCTaTHH
KaLUM# (as atorvastatin calcium).

[TomolHM BelllecTBa ¢ W3BECTHO nekcTBue: Beska punmupana tabnerka cvabpxa 184,34 mg nakrosa
MOHOXHApAT.

3a MbJIHUA CMUCHK Ha NMOMOILIHATE BElECTBa, BWXKTE TO4Ka 6.1.

3. JIEKAPCTBEHA ®OPMA
dunmupaHa Tabnerka.

Aparui 10 mg puamupann raberku:

benu 10 noutu 6enu, KPbIJIK, ABOMHOM3NbKHAIHW (PHUIMHPAHH TAONETKH C AeNHTE/IHA YepTa OT
e/lHaTa CTpaHa, ¢ AHaMeThp OkoJ10 7,6 mm. /lenuTesHaTa Yepra € camo 3a yJIECHABaHE Ha CHYTIBAHETO
C LieJ1 M10-JIECHO NOTrIblLaHe, a HE 3a pa3Je/isHe Ha PaBHH J103H.

Aparua 20 mg punamupann TabJIeTKH:
Benu 1o noutu 6es1M, eNUINICOBHIHH, IBOMHOW3MbKHAMH (HUIMHpaHHW TaONEeTKH ¢ JIeJIUTe/IHA YyepTa OT
e/lHaTa CTpaHa C JAb/DKHHA 0K0J10 12,7 mm M luMpHHa 0KoJi0 6 mm.

ﬂeﬂHTc.ﬂHaTa yepTa € CaMO 3a YJIECHABAHE HAa CYYINBAHETO C LEJ1 NMO-JIECHO NOr/IblIAHE, a HC 34
pasaciisHE Ha paBHH 103H.

4. KJIMHHYHHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHSA

XHUIepxoaecTepoieMHs
Aparuia ce U3nosa3Ba Kato 4o0aBKa KbM NPOMAHA B XpPAHUTEIHUA PEXKHM 3a HamMaJisBaHe Ha
MOBHIIEHHTE HUBA Ha oOwmsa xonectepos, LDL-xonecrepona, anoaMnonporedH B Wiu Tpurivuepuau
MPH Bb3PacTHH, IOHOLIH W Aeua Haa 10 roaMHy, ¢ MbpBUYHA XHIIEPXOJIECTEPOJIEMHS, BKIKOYHTEIHO
(paMHJIHA XHIIEPXOJIECTEPOSIEMHS (XETEPO3UIOTHA) HIH KOMOMHHUpaHa (CMeCeHa) XM
(karo Tun ®penepukcoH Ila u 116), koraro OTrOBOPLT KbM CrELIHAIHA HETA H 1P
He(dapMaKOJIOrHYHH CPEACTBA € HELOCTAThYEH.

Aparun e nokasaH 3a noHwxkasaHe Ha odwus xonecrepos U LDL-xonecrepona
MalMEHTH ¢ XOMO3HIOTHA (JaMHITHA XHIIEPXOJIECTEPOJIEMHS KATO AOMb/IHHTE/IHA



[IpodunakTHKa Ha CbPACYHO-CHAOBO 3aboNABaAHE

[TpodunakTHKa HA CHPACHHO-CHAOBH CHOUTHSA NPpU BB3PACTHH NAUHEHTH, NPH KOUTO HMA PUCK 3a
MOABA Ha CHPACUHO CHAOBO CHOUTHE (BHXKTE pa3aen 5.1) KaTO JOITLIHUTENHO JCHEHHE 32
fIpe/irasBaHe OT JAPYTH PHCKOBH (aKTOPH.

4.2 Jlo3ApoBKA H HAYHH HA NPHJICKEHHE
Jo3ApoBka:

ITaupeHTET TPAOBa A4 CE MOCTABH HA CTaHAAPTHA AHCTA 3a OHWXKABAHE HA XONECTepoia Ipeau Ja
3aMovyHe JIEYEHHETO ¢ Aparii ¥ Ta3u AHeTa TpAOBa Ja MpOAB/KH H [0 BPEME HA JICYEHHETO.

Hoswure TpAbBa Aa ce onpeaensaT HHAMBHIYAIHO B CbOTBETCTBHE C M3XOAHUTE CTOMHOCTH Ha LDL-
XOJIECTEPOIA, ICNITA HA JICYCHHETO U TEPANeBTHUHHS OTTOBOP Ha IMallMEeHTA.

ObuuaiinaTa HavyanHa no3a e 10 mg BeaHbK AHEBHO. Jlo3aTa MOXE J1a c€ KOPHIHpa Mpe3 HHTEPBAIH
OT 4 ceaMULH WK nobevye. MakcumanHaTta no3a e 80 mg BeAHLX THEBHO.

ITvpeuuna xunepxonecmeponemus u KOMOURUPpana (cMecena) Xunepaunuoemus

[TogxoasiaTta Ao3a 3a nope4eTo nauneHTH € 10 mg aTopBacTaTiH Ha AeH. EQeKT OT IeyeHHeTo
HacTBIIBA CJIEA 2 CEIMMILIM , a MAKCHManeH edekT ce noctura cie 4 ceaMuuu. EdekrrT ce 3anassa no
BpPEME Ha NMPOABDKMTETHOTO NEYECHHE.

Xemepozuzomua GamMuana xunepxonrecmepotemus

[TaumenTHTe TpAOBA Aa ce MOANONKAT Ha ITbPBOHAYAIHATA AHEBHA Ao3a 10 mg aropeactarus. Jlozure
ce OnpeaeasT HHAUBHIYAJIHO 3a BCEKH MALHEHT W C€ KOPHIHpaT Ha 4-cegMuyeH uHTepBat 10 40 mg
Ha aeH. Cnea TOBa 103aTa MOXKe J1a ce YBellMYara 40 MaKCHMaiHa A03a ot 80 mg Ha IeH WK J4a ce
npunara 40 mg aropBacTaTHH BeAHBHK JHEBHO B KOMOHHALMSA ChC CEKBECTPAHT HA KTHUYHHTE
KHCEIHHH.

Xomozuzomna pamunna xunepxonecmeponemus
HsMa nocTaThyHO JaHHM 33 TOBa NMOKasaHue (BibkTe pasje 5.1).

Ho3zaTa Ha aTOpPBACTATHH NPH NALMEHTH C XOMO3HTOTHA $paMIIHA XHTiepXoJecteponeMus e ot 10 xo
80 mg nHerHO (BHXTE pa3znen 5.1). ATopracraTul TpsabBa a ce M3NOI3Ba KATO AOMBJIHEHHE KbM
JleyeHHe ¢ APYrH THNUAONIOHKaBaum cpeactea { LDL-agepesa), npy nalMeHTH, NpH KOUTO HE ca
NOCTUrHATH aACKBATHH PE3YJITATH C APYTOTO JIEUEHHE.

Ipogunaxmuxa na cvpoeuno-cv0080 3aborasane
ITpy npoyuBaHus 3a MbpBHYHA NpodunakTHka, no3ara e 10 mg/aHesHo. I1o-BHCOKH O3H ca
HeoOXOoAHMHU [a ce NoAabpXaT HHBaTa Ha LDL-xonecTepon criopea akTyanHHTE yKazaHUs.

Bvbpeuno yepeosoane
He ce Hanara kopekLua Ha Jo3aTa (BHxKTe pasnen 4.4).

Heproopobro yepesicoane
Aparun TpabBa Aa ce npuiara ¢ nNOBHLICHO BHUMAaHHE NPH NALHEHTH C YBpeeHa YepHOoIpoOHa
bynkuna (BuxTe pasnen 4.4 v pasaen 5.2). Aparydn e npOTHBONOKA3aH MPH MAlLHEHTH C aKTHE
yepHOApOoOHO 3abonasane (BrkTe pasaen 4.3).

Eonoapemenno npunoscenue ¢ opyzu rexapcmeenu npooyxmu

[Ipu nauMeHTH, npueMalild aHTUBHPYCHHU CpeZICTBa 3a jicueHHe Ha xenaTtuT C KaTo
e16acBHp/TPa3oNpeBUp WK JeTEPMOBUP 3a MPpOPHIAKTHAKA Ha LHTOMETANIOBHPYCHA
CBIBTCTBAILIO C aTOPBACTaTHH, 403aTa Ha ATOPBAcTaTHH He TpaOBa Ja npeeuiuasa 20

TOYKH 4.4 1 4.5).



Ynorpebata Ha aTOpBaCTATHH HE CE NMPENOpPBLUBA NPH NALMEHTH, NPUEMALIH JIETEPMOBHP, NMpHNaraH
€AHOBPEMEHHO C UHKIIOCMOPHH (BX. TOYKH 4.4 1 4.5).

Cmapuecka ev3pacm
EdukacHocTTa 1 Oe30nacHOCTTa ApH MpWiaraHe Ha MPENOPBbYKTETHHTE NO3H NPH nauueHTH Han 70-
rOAHUIHA BB3PacT Ca CXOAHH C T€3H NPH OCHOBHATA [MOIYJIALIKA.

Ileouampuuna nonyrayus

Xunepxonecmepaemun

[IpunoxeHKeTO Ha TORA JIEKAPCTRO NPH NEAHATPHYHA Nonynauus TpaOpa Aa cTaBa caMo NOJ Haa3opa
Ha CMELUHATHCT C OTIHT B JICYEHHETO HA XHNEPAHNHAEMHS NPH [eLia H nauHeHTHTe Tpadsa na 6naar
MpeoLIEHABAHH HA PEIOBHH HHTEPBAJIH, 38 a C€ OLIEHH CaMHA MpOrpec.

[1pM nauMeHTH C XeTepo3HroTHa GaMIHA XHREPXOAECTEPONEMHSA HA BL3PacT Ha H Haa 10 roauns,
npenophLYMTENHaTa HaYalHa 103a aTopBacTaTHH € 10 mg axHeBHO (B, Touka 5.1). OnpeaensHeTo Ha
A03aTa NpPH NeJHaTPHYHH NauHeHTH TpaOBa Aa CTapa Cropel HHAHBHIYAIHHS OTTOBOP H
NOHOCHMOCTTa. THTpHpaHeTO Ha ao3aTa TpAOBa fa ce H3BLPIUBA HA HHTEPBAH OT NMOHE 4 CEAMHLIH.
YsennuasaHeTo Ha Ao3ara A0 80 mg AHEBHO € NOTBBPACHO ¢ KNHHWYHH NPOYYBAHHA MPH Bb3PacTHH
K OT OTPaHH4YCHH JAHHH OT NPOYUBAHHA NPH AcLIa C XETEPO3UIoTHA (PaMHIIHA XHITEPXOIECTEPOSIEMHA
(BX. Toukn 4.8 1 5.1).

HmMa orpaHHueHd AaHHH OT OTBOPEHH KIIMHHYHH MPOYYBaHHUS NO OTHOWICHHE Ha ePHKaCcHOCTTa H
0e30nacHOCTTa NPH Aela Ha BL3pacT MeXAy 6 H 10 roaHHH ¢ XeTepo3HroTHa (paMUIHA
XHIIEPXONECTEPOJIEMHA. ATOPBACTATHH HE € NI0KAa3aH 3a JieueHue Ha aeua noa 10 roauuu. Hannuxunre
JIAHHH ca OMUCaHM B TOuKHK 4.8, 5.1 1 5.2, HO NPenopbKK 3a AO3MPOBKA H HAYHH Ha [TPHNIOKEHHE HE
mMorat aa ObaaT HanpaBeHH.

Hpyry nekapctBeHH GopMH /KOHLEHTpALMH MOXe 1a 6BAAT NO-NOAXOAAIUM MTPH Ta3H MOIMYJIALHSA.

HauuH Ha NpAJIOKEHAE
Aparun e npeRHa3HayeH 3a nepopanHo npuwioxeHue. JJHeBHaTa n03a TpabBa Aa ¢e npUema
€AHOKPATHO BEAHBK AHEBHO, HE3aBHCHMO MO KOE BpEME Ha ACHSA, ¢ WM Oe3 XpaHa.

4.3 IIpoTHBONOKAIAHHN
ATOpBAaCTATHH € MPOTHBONOKA3AH NPH:
¢ CBPBXYYBCTBHTEHOCT KbM 8KTUBHOTO BELLECTBO UJIH KBM HAKOE OT NOMOIHHUTE BELIECTBA
® AKTHBHO YepHoApOoOHO 3a00NsaBaHE WIH HEH3SCHEHO NEPCHUCTHPAL0 NMOBHLIEHHE Ha CEPYMHHTE
TPaHCaMHHA3HM, KOraTo NOBUUICHHETO € TPH ITHTH NOBEYE OT CPEAHATa rOpHa rpaHHLA
¢ 110 BpeMe Ha OPEMEHHOCT M KbPMEHE M JKEHH B AETEPOaHA BL3PACT, KOUTO HE MOJI3BAT
NOAXOAAIM MEPKH 38 KOHTpaLenums (Brxre pasaen 4.6)
® MAaLKHEHTH, JIEKYBaHH C AHTHBUPYCHHUTE CPEACTBA 3a JieueHHe Ha xenaTHTt C
raeKanpesup/nubpeHTacBHUp.

4.4 ChnenHa/IHE DpeaynpexkaenHs H NpeANa3HE MEPKHE NpH ynorpeba

YepHonpobHo yBperxaaHe
[Ipeny HAYANIOTO HA JICYEHHETO H NMEPHOAHUUHO MO BPEME Ha JIeUeHHeTO TpAOBa 1a ce rpassT

H3CNEeABAHUA Ha uYepHoapobHara pyHkuusa. HacneapaHus Ha yepHoapoOHata pyHKUHA TpabBa aa ce
NpaBAT HA MALMEHTH, KOUTO Pa3BHAT HAKAKBH CHMITTOMH 38 BBIMOXKHO YBpeKIaHe Ha YepHHs ApoD.
[TauneHTHTE C MOBHLUCHM HMBaA HA TpaHCcaMuHazuTe TpaOBa ga 6bAaT MOHHTOPHPAHH A0 H3KEIRE




[IpodunakTika Ha HHCYNIT Ype3 arpecUBHO NOHMWMKABAHE HUBATA HA XOJECTepol

[locnenpaiy aHann3 Ha BUAOBETE HHCYJT NMPH NAauMeHTH 6e3 KopoHapHa 601eCT Ha CHPUETO, KOUTO
HACKOPO Ca UMK HHCYAT WH ,,IpexoHa HcxeMHYHa aTaka” (T1A), noka3Ba no-BHCOKa YECTOTa Ha
XEMOPAarvueH HHCYJIT NPH NALHEHTH, NeKyBaHH ¢ 80 mg aTopsacTaTHH B CpaBHEHHE C TE3H, JIEKYBaHH
c ruiauedo. IloBuinenuar puck ce Habnonara 0coOeHO NpHY NaUKEHTH ¢ aHaMHe3a 3a XeMoparuyeH
HHCYJIT WIH JIAKYHapeH HH(ApKT B HA4YaJ0TO Ha nNpoy4BaHeTo. CHOTHOLIEHHETO non3a / puckK 3a
aTopeacTaTHH 80 mg He ¢ YCTAHOBEHA IPH NMALMEHTH C AHAMHE3A 38 XEMOPArM4yeH HHCYAT U
naxyHapeH HHGapkT. [loTeHUHATHUS PUCK OT XEMOparHueH HHCYAT TpaOBa BHUMATENHO 2a ce
OOMHCITH Npean HAYANIOTO Ha JICUEHHETO (BX. TOYKA J.1).

EdekTH, CBBD3aHK CHC CKENETHATA MYCKYJ1aTYpa

ATOpBacTaTHH, nogoOHo Ha Apyru uHxubuTopn Ha HMG-CoA peaykrasaTta, MOXKe B PEAKH C/TY4Yau na
OK&XKE BNHAHHE BLPXY CKENETHUTE MYCKYJIH H a8 NPUYMHHA MHANTHA, MHO3HT H MHONIATUA, BOAELLH 10
pa6aoMHONN3a, KOATO MPEACTARIABA NOTEHLUMAIHO ONACHO CHCTOAHHE H CE XapaKTEPH3Hpa ¢
NOBHILIEHA CTOHHOCT Ha KpeaTUH KMHA3HATA aKTHBHOCT B cepyMa (HaJBHILaBallia XeceT ITbTH ropHa
rpaHULIa Ha HOpMAaTa), MHOTNODHHEMHA H MHOTOOHHYPHA, KOHTO MOraT Aa xoeenar Ao Onbpeyna
HEeJOCTATBh4YHOCT.

[1o Bpeme Ha WIH cllell IeYeHHe ¢ HAKOH CTATHHH € KMAJIO MHOT'O peikH ChOOLLEHNS 33
HMyHOMeaAHHpaHa HekpoTH3Kpalla Muonatus (HMHM). Knuuuuno UMHM ce xapaxrepusupa c
NepCUCTHpALIA MPOKCHMANHa MycKyNHa cnabocT H NOBHLIEHH CEpYMHH HHMBA Ha KpeaTHHKHHA3aTa,
KOHTO NEPCHCTHPAT BBIAPEKH NPEKPATABAHETO HA NIEYEHHETO ChC CTATHHH, NOAOKHTENHO aHTH-HMG-
CoA pexyKra3sHO 8HTHTIIO U NOACOPEHHE ¢ HMYHOCYNPECHBHH CPEACTBA.

[Ipeay 3anQyBaHe Ha NEUEHHETO:

ATopBacTaTHH TpabBa aa ce npwiara ¢ NOBHIEHO BHUMAHHE NPH NALUMEHTH C NPEAPAa3oNOKSHHE
KbM pabaomMuonusa. HuBata Ha kKpeaTHH KHHa3aTa TpabBa Ja ce H3MEPBAT NpeaH 3ano4BaHe Ha
JICYEHHETO CLC CTATHHM B CTy4ait Ha:

s b16peyHo yBpexaaHe

XHNOTHPEOHAHIBM

JIMuHa wiu aMWwIHa aHAMHE3a 3a HACIEACTBEHH MYCKYNHH 3a0onaBaHus

JInyHa aHaMHe3a 3a MYCKYJIH& TOKCHYHOCT CBBP3aHO C JIeYEHHE CbC CTATHHH WK pubpamu

JInyHa aHaMHe3a 3a uepHOAPOOHO yBpexaaHe W/WIH NpeKoMepHa KOHCYMalMA Ha alIKoXoJ1

[Tpn naumeHTH B cTapuecka Bb3pacT (Haa 70-roamiuHa Bb3pacT) HeoOX0AMMOCTTA OT TAKOBa

H3CJIEIBAHE CE OLIEHABA BB BPb3Ka C HATHUME HA Npeapasnoaraity keM pabaomMuonnsa

dhakTopH

o Cyyaun npy KOMTO MOXe Aa ce HabMo1aBaT NOBHIICHHE B M1a3MEHHTE HHBA, KAKBHTO ca
HanpuMep B3aHMoaeHCTBHATA (BIKTE pa3aen 4.5) M cneuHaniy NomynalMH, BrilOYHTEIHO
r€HeTHYHH CyOnomynauum (BHXTE pasgen 5.2).

B Te3mn CIyvaHn Tpnﬁna BHHMATCIIHO fa C€ MPCLUEHH NMOTCHUHATHHAA PHCK OT JICHYCHHETO 110 OTHOLICHHC
Ha BR3IMOXKHATA [0J134a. l'[penop'bllna €€ KIMHHYHO MOHHTOPHpPAHE.

AKO CTOMHOCTHTE Ha KpeaTHH KMHa3aTta ca 3HaYMTEHO MOBUILIEHH (Haa NeT IMbTH MopHa rpasuua Ha
HOpMaTa), eueHreTo Tpabsa na 6bae NpeycTaHOBEHO.

H3mepeane na xpeamun gpocgoxunasamama
Kpeatnn ¢ochoknHazaTa He Tpa6Ba aa ce HamepBa ciiel HanperHaro GU3MYEcko YCHIue p
HAJTM4YME Ha Bb3MOXKHA anTepHATHBHA NPHYHHA 38 NMOBHILIEHH CTOMHOCTH Ha Kpea
KATO TOBA 3aTPYAHABA HHTEPIIPETALIMATA HA PE3YJITATUTE. AKO HHBOTO HA KPEaTH
3HAYMTENHO MOBHLUCHO (NET ITbTH HAA H3MEPCHHTE MOPHH rpaHHLIN), H3MEpPBAa
MOBTOPH ClieR 5-7 AHHU 3a NMOTBBPKIAABAHE HA pe3yJITaTa.

Ilo epeme na aevernuemo:



¢ Heobxoaumo e aa ce 00ACHH Ha NALMEHTHTE KOJIKO € BAXKHO Ja cboOLIaBaT 3a CHMITTOMM Ha
MHAJIr{s, KpaMITH WIIH YMOPa, 0c00€H aKo <¢a NocaeABaHK OT HEpasNoNoXKeHHE M MOBHILECHA
TeMIepaTypa.

e AKO Te3d CHMIITOMH Ce ITOABAT MO BpeMe Ha JIEYEHUEeTO C aTOPBACTATHH, CTOHHOCTHTE Ha
KpeaTHH KHHa3aTa TpaOBa Aa ce H3IMEPAT W B cJTydail Ha TAXHOTO 3HAYMTENTHO MOBHILIEHHE
(Haa meT MbLTH ropHa rpaHyLa Ha HOpMaTa), ieueHHeTo TpAbBa Aa ce NPEYCTAHORM.

¢  AKO CHMITTOMHTE B MYCKYJIMTE C& CEPHO3HH WK NPHYHHABAT €KEAHEBEH THCKOMOPT,
TpAOBA Aa C€ NOMMCIHM 32 IPEYCTAHOBABAHE HA JISYEHHETO, laXke H aKO CTORHOCTHTE Ha
KpEeaTHH KHHA3aTAa HE HANXBBLPJIAT M€T ITbTH FOpHAaTa rpaHyHua Ha HopMaTta (<5 x ULN) .

® AKO CHMITTOMMTE M3Ue3HAT H CTOHHOCTHTE Ha KPEATHH KMHA3aTa C€ HOPMAIH3HpAT, MOXKeE 1a
ce 0OCchAM BBIMOXNKHOCTTA 3a JIeUeHHE C aTOPBACTATHH WIH C APYT CTATHH, ¢ MHHHUMAJIHH JO3H
U CTPOro MOHUTOPUpPAHE.

e Ako ce HabmoaBa 3HAUMTENHO MOBHIICHHUE HA CTORHOCTHTE Ha KpEaTHH KHHa3aTa (noBeye
OT AECET IThTH HAJ rOpPHATA rPaHMLIAa HA HOPMATA) WX HACTBINHX pabaoMHOIU3a UK
MOAO3pPEHHUE 32 TAKABA, ICYEHUETO ¢ ATOPBACTATHH TpAOBa na OHbae npeycTaHOBEHO.

EQnoepemerno npunodcenue ¢ opy2u 1eKapcmeenu npooyxmu

PHCKBT OT pabaoMHONK3a HAPACTRA OT €AHOBPEMEHHOTO MPUIOKEHHE HA ATOPBACTATHH H
JIEKAPCTBECHH MPOLYKTH, KOHTO MOXE A4 MOBHIIAT I1A3MEHHTE KOHLIEHTPALMH Ha aTOPBACTATHH
KaKBHTO ca HanpHmep molllHu HHxuburopun Ha CYP3A4 unu TpaHCNOPTHH NpOTEHHHU (HarpHuMep
LMKNOCNIOPHH, TENNHTPOMHUMH, KJIAPHTPOMHLIMH, JENaBHPHANHH, CTHPHNEHTOJ, KETOKOHA30,
BOPHKOHA30J]1, HTPAKOHA30I1, N03aKOHa301, JlerepMOBHp M HIV-nporeasHn HHXHOHTOpH KaTO
PMTOHABHP, JTIONTHHABKP, aTa3aHABHP, HHAHHABHP, AAPYHABHP, THNPAHABHD/PHTOHABUP H Ap.). PHCKBT
OT MHOTIATHA MOXKE ChILO Aa OBAE NOBHLICH NPH CLITLTCTBALLO MPHIOKEHHE ¢ reMPHOpO3HN ¥ Npyry
¢HOpaTH, aHTHBHPYCHH CpPeCTBa 3a JiedeHHe Ha xenaTHT C (Hanpump Gouenpesup,Tenanpesup,
enbacsup/rpasonpesup, neaunacsup/codpocOyBHp), epHTPOMHLIMH, HHALIMH WIH €3eTHMHO. Ako e
BBH3MOXHO, BMECTO Te3H JIeKapcTBa, TpAOBa Aa ce OOMHCAAT anTepHaTHBHH (HeB3aUMOAECHCTBALLH )
TEpanui.

B cayuan, KOraro M3NOA3BAHETO M HA ABETE BELIECTBA € KpaitHO HEOOXOAUMO, 1TONI3ATAa H PUCKBT OT
neyeHuero TpaOBa BHUMaTenHo aa ce oOmMHucnAT. [lpenopbyBa ce No-HHCKa HaYalHa 103a
aTOpPBACTATHH 34 NALMEHTHTE, 110 BpeMe Ha KOMOMHHPAHO JIeYEHHE C IEKAPCTBEHH NMPOAYKTH, KOHTO
yBEHYABAT IU1a3MeHaTa KOHLIEHTpauus Ha atopsacTaTHH. [1o BpeMe Ha KOMOMHUpPaHO JieyeHHe C
MOLHK HHXKOUuTOpU Ha CYP3 A4, ce npenopbyBa No-HUCKa HaYalHa 1033 HA ATOPBACTATHH U CTPOIo
npocieasBaHe Ha TE3K NaleHTH (BIDKTE pasnen 4.5).

ATtopBacTaTuH He TpabBa Aa ce npuiara ¢AHOBPEMEHHO CbC CHCTEMHO MPHIoKEHa (y3naoBa
KHCENMHA WIH 00 7 JHH Clie, NMPEKpaTABAHE Ha NeveHHe ¢ ¢py3naosa kucendHa. [Ipn naumenTn, npu
KOETO C€ CMATA, Y€ CHCTEMHOTO NMPHIIOAKEHHE Ha Py3HI0Ba KHCEAHHA € OT CHIECTBEHO 3HAYCHHE,
NIEYEHHETO CBC CTATHHYU TPAOBa Na ce CIpe 32 LeHR NEPHOA Ha ICUECHHETO ¢ PY3IH0BA KHCETHHA.
Hma cbobLueHns 3a pabnoMnonnsa (BKIIIOYHTENHO H HAKONKO (aTajiHH CliyHas) NpH NalMeHTH,
noayvasany koM6uHaumMaTa (BX. Touka 4.5). [Taupenmire Tpabera aa 6vaaT NnOCHLBETBAHK

He3a0aBHO Aa MOTLPCAT CHBET OT JIEKAP, aKO NOMYYAT CHMITTOMH Ha MyCKYARa cinaboct, 6onkH uinu

HAMNPEKEHHE B MYCKYJIHTE.

CTaTHHOBATA Tepalua MoXe Aa Oble Bb300HOBEHa HAKOJIKO AHH Cel nocneaHaTa no3a gy3naosa
KMCE/IHHA.

le-'l H3IKJTHOYHUTCITHHA 060TOHT€J'[CTB&, KOraTo € HeobxoauMo NpOABLJILKHTE/IHO CHCTEMHO
NPpUJIOKCHHE Ha (I)YBHI[OBR KHCCJIMHA, HAINPpAMCP 34 JICHCHHUC Ha TC)KKH HH(bGI(I.IHH, HC




MOA3WTE OT CHITBTCTBALLIOTO NPHIOKEHHE HE MPEBHILABAT PUCKA. AKO ChBMECTHOTO MPHAOKEHHE HE
Moxe aa ce uiberxe, nupara Ha KK Tpabea na ce uaMepsar 2-3 mMbTH ceAMHYHO ¥ nauMeHTUTE TpadBa
Aa ce HabmoNaBaT BHUMATEHO 33 BCAKAKBH NPH3HALN WIH CHMITTOMH, KOHTO OHXa MOriH aa ca
M34Ba HA MHOIATHA.

[leapaTpHyHa nonmynanms
Ot paHHWTE, NMOMYYEeHH OT TPUIOAHLIHO NpoYyYBaHe, HAMA KIIHHWYHO 3HAYUMO BIIHAHHAE BbPXY

pacrtexa B HaCTLNBAHC HA HYGG]'JTC’T, KaTo C€ UMAa NPpEeABH]I OLICHKATA Ha LAJIOCTHOTO I10JI0BO
Pa3sBHTHE, OLUCHKATA Criopea CK4laTa Ha TEHBP, KakToO H Criop€n peCTd H TEJICCHOTO TCIJ0.

HurepcTuunanta 6enoapobua bonect

OrpennHy ciry4an Ha HHTepcTHIMATHA DenoapobHa HonecT ca crobLuaBaHK NPH MPHEM HA HAKOH
CTATHHH, 0COOEHO NpH NpoaAbJKHTENHA Tepanus (BrK Touka 4.8). IlpeacraseHure ciiyyau MOrar aa
BKJIIOYBAT AMCNHEA, KpaTKOTpaliHa KallUIHLa K BIIOLIABAHE Ha 00OTO CHCTOSHHE (YMOpa,
orcaabsaHe H Tpecka). AKO HMa CbMHEHHe, Y€ NAaLMEHTbT € pa3Bil HHTEpcTHUHaNHa GenoapodbHa
Gonecr, neYeHHETO CbC CTaTHHH TPAOBa Ja 6bae npekpaTeHo.

3axapeH anaber
Hsakon aokazarencrea NpeAnoiarar, Y€ CTAaTHHHTE KATO KJ1ac NOBHLIABAT KPLBHATA MNIHOKO3a H NpH

HAKOH MALMEHTH C BUCOK PHMCK OT pa3BUTHE Ha nuaber, MOXke a NpeaH3BHKAT XUIIEPIIIUKEMHUA, NOPH
KOraTo € NpeaAnpHeTa noaxoaiina rpiwxka. [ToHmwkaBaHeTo obaue Ha pHCKa OT CbaOBO 3afonasate NpH
NpHeMa Ha CTATHHH € ¢ MO-TOJIAMO 3HAYECHHKE M 3aTOBA pHcka OT aHabeT He TpaOBa na Obae NpHYHHA
34 CIMpaHe Ha JiedenHeTo. IlauneHTH ¢ puck (r1oxo3a Ha rnaaHo 5,6 no 6,9 mmol/l, BMI >30 kg/m ?,
YBENHYEHH TPUINHUEPUAM, XHNIEPTOHHA) TpaOBa 1a OBAAT KIHHHYHO NPOCIEAABaHH Y Aa ce
HabnwonaBaT OHOXUMHYHHTE HM NOKA3aTe/IH ChITIACHO HALMOHAIHKTE PHKOBOACTBA.

MuacTeHns rpaBuc /oMHa MHACTEHUA

B Hakonko ciydas ce cpobiaBa, 4e CTaTHHKHTE HHAYUMPAT de novo KK BIOLLABAT Beye
CBLIECTBYBALLAa MHACTEHHA MPAaBHC WIH OYHA MHACTEHHA (BXK. To4ka 4.8). IIpunoxeHuero Ha Aparun
TpaOBa Na ce cripe B clTy4aH Ha BiolIaBaHe Ha cMMITToMHTe. Ma chobieHus 3a peunaus npu
(MOBTOPHO) NpHIaraHe Ha ChUIUA WIH Pa3jIMueH CTATHH.

[ToMOLLIHH BELLIECTBA:
To3n nekapcTBeH NPOAYKT ChAbPKA NaKkTo3a. [1alMeHTH ¢ peAKK HACJEACTBEHH NpodieMn Ha

HEMTOHOCHMOCT KbM ajlakTo3a, IThJieH NaKkTaseH JepHuuT WK rIoKo30-ranaKkroiHa Manabcopbuma He
Tpa6Ba na MPHEMAT TOBA JICKapCTBO.

Tosa nekapcTBO ChAbPXKA No-Manko oT 1 mmol HaTpui (23 mg) Ha TabneTka, T.€. MOXE 12 CE Kaxke,
Y€ NPaKTHYECKH HE ChAbPaKa HATPUHA.

4.5 BianmopelicTBHE ¢ APYIr'H JEKAPCTBEHH NPOAYKTH B APYrH $OpMHE Ha B3aHMOAeHCTBHE
€KTH Ha €AHOBPEMEHHO NPUIIATAHUTE C ATOPBACTATHH JEKAPCTBEHH I H
ATtopBacTaTHH ce MeTabonusupa ot uuToxpoM P450 3A4 (CYP3A4) u e cyGeTpar Ha 4epHOAPOOHHTE
TPAHCMOPTEPH M Ha NONIMNENTHIUTE, TPAHCTIOPTHpALIH opraHiyHK aHWoHH 1B1 (Organic anion-
transporting polypeptide 1B1, OATPIB1) 1 1B3 (OATP1B3). MerabonutuTe Ha aTOpPBACTATHH Ca
cybctpaty Ha OATP1B1. YcraHOBEHO € ChLIO TaKa, Y€ aTOpBacTaTHH € cybeTpar Ha eduiyKkCHHTE
TpaHcnoprepu P-rnukonporerHy (P-gp) 1 Ha NPOTEHHA Ha Pe3UCTEHTHOCT Ha paka Ha rbpaara (Breast
cancer resistance protein, BCRP), koHTO MOxe fa orpaHH4aT upeBHaTa abcopOumHs ¥ XTbYHHA
K/IKPBHHC HA AaTOPBACTATHH (BXK. TOYKa 5.2). ChITbTCTBAILOTO NMpHIarale Ha JIEKAPCTBEHH NMPOIYKTH,
KouTO ca HHXHOHTOpH HAa CYP3 A4 Win Ha TPAaHCTIOPTHHUTE NMPOTEHHH, MOXKE Ja AoBede 10
NOBHLIABAHE HA TUTA3MEHHTE KOHLIEHTPALMH Ha AaTOPBACTATHH H MTOBHILEH PHCK OT MHgsle {m
MOJKE 4 CE MOBHLIH CHLIO NPU €JHOBPEMEHHO NPWIAraHE Ha aTOPBACTATHH C AP fapers \‘
NPOAYKTH, NPHUTEKABalLlK MTOTEHLMAT Aa HHAYLMpAT MHONAaTHA, KaTo GHOpaTH K gfe N IS SOHE
43 n4.4).  Eohi?
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Huxubumopu na CYP3A4.



HmMa nanHH, ye MomHuTe UHXHOUTOpH Ha CYP3A4 BOAAT A0 3HAYMTENHO MNOBULUEHH KOHLCHTPALIUK
Ha aTopBactaTHH (Bx. Tabnuua 1 v noapobrara undopmauua no-aony). EAHOBpEMEHHOTO NMpUnaraHe
Ha MOLWHHK HBRXHOUTOpH HA CYP3 A4 (Hanp. UMKNOCNIOPHH, TEAUTPOMHLUMH, KIAPHTPOMHLIMH,
AenaBUpIHH, CTHPHIMEHTOl, KETOKOHA30J1, BOPHKOHA30J1, HTPAKOHAa301, no3akoHa3on, C (Hanp.
en0acBUp/rpa3onpeBrup) HAKOH aHTUBHPYCHH CPEACTEA 3a JiedeHHe Ha XenatHT U Ha HIV-nporeasHu
HHXHOHTOPH, BIUTFOYHTETHO PHTOHABHP, JIOITHHABUP, 8TA3aHABHP, HHAMHABHP, AAPYHABHP U Ap.), 10
Bb3IMOXHOCT TpAOBa na ce nibarsa. B cnyuau, korato He Moxe na ce u3berne eAHOBPEMEHHOTO
NpUIaraHe Ha Te3H JIEKapCTBECHH NPOXYKTH C aTOPBAcTaTHH, TpabBa na ce OOMHUCIAT No-HUCKa
HaYyalHa ¥ MaxCHMaJlHa 103a Ha atopBacTaTHH. [IpenopbuBa ce M NOAXOAALIO KJIKHHYHO
npocieasBaHe Ha nauuenTa (Bx. Tabnuua 1).

VYmepeHn HHXUOUTOpH Ha CYP3 A4 (epUTPOMHLIMH, AXTHA3EM, BepanaMil H TyKOHAa30/1) MOXKE Aa
NOBMILAT IUIA3MEHUTE KOHLIEHTPALMH Ha aTopBacTaTHH (Biok Tabnuua 1). Habnionaea ce nopuiueH
PHMCK OT MHOMNATHA NPK MpUnaraHe Ha EpHTPOMHLIMH CBC CTATHHH. He € nposexiaHo npoyusaHe 3a
B3aMMOJEHCTBHATA 33 OLICHKA Ha edexTa OT €ZHOBPEMEHHO NPWIOKEHHE Ha AMHOJAPOH WK
BepanaMMi ¢ aTopBacTaTHH. M ABaTa npoAykTa aMHOZApOH H BEpaNaMun ca MO3HATH ¢ edexTa CH Aa
uHXnOupat akriBHocTTa Ha CYP3A4 4 enHOBpEMEHHHAT UM NPHEM C aTOPBACTATHH MOXE Aia A0Beae
A0 MOBHIUECHA €KCMO3NLMA Ha aTopBacTaTHH. [lopany ToBa 3a noAxoAslla ce CYHUTa No-HHCKa
MaKCHMAaTHa 1038 aTOPBACTATHH H C€ NPENnOprYBa KIHHHYHO NPOCc/ieidBaHe Ha NALHEHTa, KOraTo ce
fMpHiara eaHOBpeMeHHO ¢ yMepeHH HHXuOuTOpH Ha CYP3A4. [IpocneassaHeTo ce npenopuuea ciel
3aM04BaHE HA JICYCHHUETO U CJe] KOpUIHpaHe J03aTa Ha HHXHOHTOpA.

Huoyxmopu CYP3A4

EnHoBpeMEHHOTO MPWIOKEHHE HA aTOPBACTATHH C HHAYKTOPH Ha LHTOXpoM P 450 3A4 (nanp.
edaBHpeHL, pHQaMIHLHHE, XBIT KAHTAPHOH) MOXE Aa AoBeAe A0 NPOMEHIHBH PpeAYKUHH Ha
IUTA3MEHMTE KOHLEHTPALIMH HA ATOPBACTATHH.

Tlopany ABOIHHUA MEXAHN3BM Ha B3aMMOJEHCTBHE HAa pUdamMnuH (HHAYKUHA Ha uMTOXpoMm P-450 3A4
K HHXHOHpaHe Ha TpaHcnopTepa Ha xenaTouutTHua 3axBaT OATPIBI1) ce npenoprusa
eAHOBPEMEHHOTO MPIWIOXKEHHE HA aTOPBACTATHH CleA NMPHEM Ha pUudaMnuH, Tl KaTo NO- KbCHOTO
NPWIOXKEHHE HA ATOPBACTATHH CJeA NpHeM Ha pHPaMITHH Ce CBLP3Ba ChC 3HAYHMO HAMAICHHE Ha
Nia3MEHHTE KOHUEHTPALMH Ha aTOpBacTaTHH. EdexrhT Ha pUdaMNUH BbPXY KOHLEHTPALMHTE HA
aTOPBACTATUH B XEMATOLWTHTE € HEACEH H aKO €AHOBPEMEHHHAT MPHEM HE MOXE Ja ce Hiberse, To
nauMeHTHTE Tp:AbBa Aa 61T BHHMATENHO NMPOCIIEAABAHH MO OTHOLIEHHE HA €PHUKACHOCTTA Ha
ATOPBACTATHH.

Huxubumopu na mparncnopmepume

Huxuburopute Ha TPAHCIIOPTHHTE NPOTEHHH MOXKE /14 MOBHILIAT CHCTEMHATA HAJIHYHOCT Ha
aTopBacTaTHH. LIMKNOCNOPHH K IETEpMOBHP ca HHXHOUTOPU Ha TPAHCNOPTEDH, YYACTBALLH B
pasnpeaeneHHETo Ha atopeactaTtH, T.e. OATP1B1/1B3, P-gp u BCRP, koero soau 0 nosuilieHa
CHCTEMHa eKCNOo3HLHA Ha aropeacTaTHH (BX. Tabnuua 1). EQexTsT OT HHXMOMpaHeTO Ha
TPaHCTIOPTEPHUTE Ha XENATOUWTHOTO 3aXBalllaHe BbPXY €KCIIO3ULIMATA HAa ATOPBACTATHH B
XeNnaTOLMTHTE € HEU3BECTEH. AKO ¢IHOBPEMEHHOTO MpHaraHe He MOxe Ja ce u3berne, ce
npenopbYBa NOHWKABAHE HA JO3aTa M KIIHHHYHO HabmoaeHHe Ha edextuTe (BXX. Tabnuua 1).

YnorpebaTa Ha 8TOPBACTATHH HE CE NPENOpPbYBa APH NMaLHEHTH, MPHEMALIH JIETEPMOBHP, NPUJIarafd
CAHOBPEMEHHO C UHKIOCIIOPHH (BXK. TOUKa 4.4).

Tem@pubposzun/npoussodnu na gubpunoeama xucesuna
CamocroaTennara ynorpeba Ha GubpaTi ce CBbp3Ba NOHAKOra CbC CBLP3aHH ¢ MYCKYJIHTE CHOHTHA,
BIJIIOMHTENHO pabaoMHonmsa. PUCKBT OT Te3H CHOUTHA MOXE Aa C€ NOBHILH MPH
IPWIOKEHHE NPHIOKEHUE Ha MPOHU3BOAHH HA GHOPHHOBATA KHCEJTHHA H ATOpPBa 7
na ce u3berHe eIHOBPEMEHHOTO UM NMpUIOKEeHHe, TpAOBa Aa ce H3non3sa Hak-
ATOPBACTATHH HEOOXOAHMA 3a MOCTHraHE Ha TepaneBTHYEH e(ekT K nauue
BHUMATE/THO NpocieAsBaHU. (BHXX TOUKa 4.4).

Ezemumuo



CaMOCTOATENHOTO MPHIOKEHKE HA €3€TUMHI CE€ CBBP3Ba ChC CBbP3aHH C MYCKYJIHUTE CLOUTHS,
BIJIIOYHTENHO pabaoMHoAN3a. 3aTOBA PHCKBT OT Te3H CHOMTHR MOXKe Aa Obje OBHILIEH NpH
eJTHOBPEMEHHOTO NPHJIOKEHHE HA €3¢THMHUA U aTropBacTaTHH.[IpenopruBa ce noaxoAsIO KNIHHHYHO
npocneasBaHe Ha NalMeHTHTe.

Konecmunon

[InasmMeHrTe KOHLUEHTPALIMM Ha aTOPBACTATHH M HEMOBMTE aKTUBHH MeTabONHTH HaMaIABAT
(CHOOTHOWIEHHE Ha KOHLIEHTpaUMHTe atopBacTatuH: (,74) KxoraTto KONECTHIION C€ MpHnara ¢
aTopBacTaTHH. JIunvauure edektH, obaue, ca NO-roneMM, KOraTo KOJACCTHUION Ce NMpunara
€AHOBPEMEHHO C aTOPBACTATHH OTKOJIKOTO KOTaTO BCAKO JIEKAPCTBO CE MpWiara 1o OTAEHO.

dy3udoea xucenuna

JlexapcTBEHHTE B3aHMOACHCTBUA MEXKLY CTATHHH K Qy3HI0Ba KHCENHMHA MOraT Ja A0BeaaT Ao
NOBHILIEH pHCK oT pabaoMuonnza. MexaHH3MBT Ha ToBa B3auMoaekcTBHe (Drn ToM
dapMakOIHHAMHYECH MNH GapMaKOKMHETHYEHWIM OT ABATA THNA) 3acera He € H3pecTeH. CrobuleHus
3a pabaoMHOMM3a (BKIIIOYHTENIHO ¢ HAKOIKO GaTanHH CITyYaH) HMa NPH NALHECHTH, NOJy4aBaid Ta3H
KoMOHHAUHATA.

AKO e HeoOX0aHMO JlevyeHHe ¢ GYy3HR0BA KHCETHHA, JISYCHHETO ¢ NpaBacTaTHH TpabBa aa ce cnpe 3a
LIe/THA NEePUO Ha IEYSHUETO ¢ QY3HA0BA KHUCeNMHa. BIDKTe chbillo U Touka 4.4,

Komxuyun

Bbrnpeku, ye He ca NpOBEXKIAHW NPOYYBAHKSA 34 B3aMMOACHCTBHE MEXKIY aTOPBACTATHH M KOJIXULIMH,
ca cbOOLUABAHK CITYHaH HA MHOMNATHR, KOraTo aTOPBACTATHH € NPUNOKEH €AHOBPEMEHHO ¢ KOIXMIIHH.
Heobxonumo e noBHiLI€HO BHHMAHHE NPH NPEANHCBAHE HA aTOPBACTATHH €JHOBPEMEHHO C KOJIXHLHH.

Hdanmomuyun

Cpoblapand ca CTyHad Ha MHONATHA WM pabaIoMHONH3a TIPH CBBMECTHO NpHiaoxeHHe Ha HMG-
CoA peldykTasHH HHXHOHUTOpPH (Hanp. aTOPBACTATHH) U JANTOMHKLMH. AKO ChbBMECTHOTO NPHIOKEHHE
He MoXe j1a Obae u3berHaro, ce rpenopurusa NOAXOAALO KIMHHYHO HabmoaeHune (BX. Touka 4.4).

EAHOBPEMEHHO MPWIATAHE ¢ APYTH JICKAPCTBEHH MPOAYKTH

Huzoxcun

MHOrokpaTHOTO NPWIOKEHHE HA JMIOKCHH M aTOpBacTaTHH 10 mg eAHOBPEMEHHO N1EKO MOBHULLIABA
[1a3MEHHTE KOHLIEHTPALMH Ha IMIOKCHUH B pABHOBECHO ChCTOAHHE. [lauMeHTHTE Ha teueHue ¢
AUFOXCUH TpaOBa na 6baaT BHHMATETHO MOHHTOPUPaHH.

Hepopannu xonmpayenmusu
EnnoBpeMeHHHAT npueM Ha Aparui H OpajiHd KOHTPaUENTTHEH NOBHILABA KOHUCHTPALMATA Ha

HOPETHCTEPOH H €THHH] CCTPAJIHOI.

Bapgapun

B xAMHHYHO NMpoy4YBaHe NPH NALMEHTH, KOKUTO Ca JI€YCHHE ¢ BapdapHR €AHOBPEMEHHOTO
NpUNoxeHHe Ha atopsacTaTHH 80 mg AHEeBHO W BapdapHH BOIH O JIEKO NOHIKABAHE HA
NPOTPOMOKHOBOTO BpEME C OKONO 1,7 CEKYHAH NMpeE3 MHPBHTE 4 AHH OT JO3HPAHETO, KATO
CTOMHOCTUTE CTABAT HOPMAIHK B paMKHTE Ha |5 OHU OT N1€YEHHETO C aTOPBACTATHH. BLIIpekn, ye
MHOTO pAAKO ceé ChOOLIABAT C1yyau Ha KIMHUYHO 3HAYHMM 3HAYHMH B3aUMOAEeNCTBHA C
AHTHKOAryJIAaHTH, NpoTPpOMOUHOBOTO BpeMe TpadBa Aa ce Onpenenu rpean 3anousaHe Ha JeyeHue ¢
ATOPBACTATHH MPH NALUMEHTH, KOMTO NPUEMAT KyMapHHOBH aHTUKOArYJIaHTH W YECTO Jia ce MpoBepsABa
3a MPOMEHH B NMPOTPOMOMHOBOTO BpeMe B HA4ANOTO HA JiIeYeHUETO. BeqHnK cnea kaTo ce YLTE

[IpH NALMEHTH, KOKWTO Ca Ha KyMapHHOBH @HTHKOAryJiaHTH. AKO C€ NNPOMEHH 038
WM Ce MPEKPATH JIeYeHHETo, ChlliaTa npoueaypa TpadBa aAa ce NoBTOpH. JleueH
HE Ce CEbP3Ba C KbPBEHE WIH IPOMEHH B NPOTPOMOMHOBOTO BpeMe IIPH NalHeH
AHTHKOArynaHTH.

[leauaTpyyHa NOMyAaUHa




IMpoyuranus 3a IEKAPCTBEHH B3aHMOIEHCTBUS Ca MPOBEXAAHH CaMO NPH B3pacTHH. CTeneHTa Ha
B3aMMOACHCTBHE NPH NEeAUaTpHYiHA Nonylauus He ¢ u3BecTHa. Tpabea na ce UMaT npensuz
ropecnioOMEHAaTHTE B3aHMOACHCTBHS NTPH BB3PACTHH M [IPEAYNPEKACHHUATA B TOYKA 4.4 33 NPUIIOKEHHE

NpHU NMeIHaTpUYHa NOMyJalHA.

BzauMONeHCTBYUA ¢ TeKapCcTBEHH NPOIYKTH

Tabnuua |:EdexTbT Ha €AHOBpEMEHHO NPHETHTE NEKAPCTBEHH NTPOAYKTH, NOBAHSBALIH

(apMaKOKWHETHKATA Ha aTOPBACTATHH

AdHH

34 8 THH

ATOpBacTaTuH
EnHoBpeMeHHO
IPUEMAHO JIEKAPCTBO
mg (Ro03a) CbOTHOLLIEHHE
AUC#* KJTMHHYHA MPENopbKa
Inexanpesup 400 mg 10 mg BenH®Bxk AHEBHO 34 7 8.3 EnHoBpemMeHHOTO
BEJHBK | AHH npujiaraHle ¢ MpoAyKTH,
aHesHo/ubpenTaceup 120 CbAbPXKALIH
mg BEAHBXK AHEBHO, 7 JHH riIeKanpeBup Uiu
nUOpEeHTACBUD, €
NPOTHBONOKA3aHO (BX.
TOYKa 4.3).
TunpanaBup 500 mg 18 |
MbTH AHEBHO/ PHTOH&BHj 40 mg Ha aen 1, 10 mg 9.4
200 mgaea mbTH AHEBHO,  Ha AeH 20 ’ TTa He
8 nuu (med 14 oo 21)  HE £E
npeBHilaBa JHEBHa
no3a or 10 mg
Tenanpesup 750 mg Ha 8
P 10 P g 20 mg enHOKpaTHa f03a 7,9 aTOpBacCTaTHH.
yaca 3a 10 quu KTHHHYHO
npocieaBaHe Ha
| MaLUHEHTHUTE Ce
[nxnocriopuH 5.2 10 mg BeAHDBK AHEBHO npenopbysa
mg/kg/NHeBHO, 3a 28 8,7
YcTaHOBEHA no3a IHU
B cnyyau xoraro
nonuHasup 400 mg nBa CAHOBPEMCHHHAT
pueM €
NETH JHEBHO/ | 20 mg BeNHBK NHEBHO
HeoOX0aUM ce
puronasup 100 mg ara . 3a 4 5,9
npenopLYBaT
IbTH OHEBHO, 14 HH
HUCKH
AHH
NOAABLPKALLN 03U
aTopBacTatuH. [1pu
AO3H aTOPBACTATHH
Knapurpomiuns 500 mg 80 mg BeAHBIK JHEBHO E:ﬂfizé)ﬂ”ln‘:lg;e 1684
OBa ITbTH JHEBHO, 9 & Bedl A 4.4 p P

na 6naar
KJIHHUYHO

MpOCIICAABAHH.




CaksuHaBup 400 mg nBa
TTH AHEBHO/
Puronaeup 300 mg aBa
MbTH AHEBHO OT
40 mg BeAHBLK AHCBHO
nensS-7, ypennu4asa ce 10,
3a 4 39
400 mg
JHHA
IBa MbTH JHEBHO A¢H 8),
aHH 5-18, 30
min ciel MMPUEM Ha B C/Tyuan KOFarTo ce
aTOPBacCTATHH qaiara
€HOBPEMEHHO
Hlapynasup 300 m n5a 10 mg BEAHDBXK OJHEBHO NleueHue, ce
TETH AHCBHO/ 3a 4 3,3 Penopb4BaT HUCKH
PutoHaBHp 1090 mg IBa . MOYBPHKALIH J03H
MISTH IHEBRO, = KK aropsacTaTyH. [Ipn
JO3H aTOPBacTaTHH ,
HWrpakonason 200 mg Ha/lBH1lIaBallih
BEIHbXK JHEBHO, 4 40 mg eaHokpaTHa ao3a| 3,3 40 mg, ce
IHH npenophsa
KIIHHHYHO
doszamnenasnp 700 mg [POCJICIAIBAHC Ha
nalMEeHTHTE.
JIBa MLTH AHEBHO/ 10 mg BeaHBXK AHEBHO
Puronasup 100 mg aBa 3a 4 2,5
ITbTH AHEBHO, 14 JHHU
IOHH
do3amnenasup 1400 10 mg BeaAHDBAK AHEBHO
mg ABa MbTH JHEBHO, 3a 4 2,3
14 oHM OHH
Enbaceup 50 mg BeaHbX 10 mg eaMHUUYHAa no3a 1,95 Hosara Ha
gHesHo/rpasonperup 200 aTOpPBACTATHH HE
mg BEeIHbK AHEBHO, 13 TpabBa na
JHH NpeBUilaBa AHEBHA
no3a ot 20 mg npn
e AHOBPEMEHHO
MPHIATAHE HA
NPpOAYKTH,
ChABbPAKALUM
enbacBup wnu
rpasonpeBup.
JlerepmoBup 480 mg 20 mg ea¥HHUYHA 1034 3.29 Ho3ata Ha
BEAHBX AHEBHO, 10 nHU aTOpPBACTATHH HE
TpabBa na
rpesuillaBa JHEBHA
no3a ot 20 mg npu
€JHOBPEMEHHO
SDHTAraHe Ha
o 10 283
Q‘. i ;,‘.:.‘ ) !_ A l.l.lH
Q[ LN CDBHD.
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Hendruasup 1250 mg

10 mg BeaAHBX OHEBHO

Hama cneuyaiiHv

OBa ITbTH AHEBHO, 14 nHK|  3a 28 aHM 1,74 Y
days penopb
He ce npenopbusa
€HOBpEMEHEH
Cok ot rpeiindpyT 240 40 mg, enHoKkpaTHa 137 NMPHEM Ha FOJIEMH
ml BeaHBXK AHEBHO * n03a ’ KOJIHYECTBA COK OT
rpeAndpyT U
aTOpBaCTaTHH
Cnen xopurupase
Ha 103aTa Ha
OWITHA3EM €
HuntHaszem 240m
g 40 mg, eAHOKpaTHa 03a 1,51 HeoOXoaHMO
BeAHbX NHEeBHO, 28 nHu
KJIMHHUYHO
NpoCNensBaHE Ha
NAUHEHTUTE
EpurpoMuumn 500 mg 10 mg, eqHOKpaTHA n03a 1,33 Io-Hucka
IHH KJIMHUUYHO
npocjeAsBaHe Ha
NALHEHTHTE
Amnoounui 10 mg, Hsama cn HH
A 8 80 mg, egroKpaTHa 1034 1,18 cHman
¢HOKpAaTHa N03a NpenopbLKU
Hama cneumnanun
Linmernaun 300 mg 10 mg BeaAHBXK JHEBHO NPENOPBKH
YETHPH [THTH JHEBHO, 2 3a 4 1,00
CEAMHULIH CeAMMHLIM
Koaectunon 10 g aBa Hsama cneunanimn
TTH AHEBHO 40 mg BeAHDBXK AHEBHO 34 0.74%* NpenopbKH
28 ceamuum ’
AHTHaUMIHA CYCTICH3HA 10 mg BeAHEXK AHEBHO 0,66 Hsama cneumyaniu
OT Marte3vee arfyMHHues  3a 4 ceAMHLH NpenopbLKH
xugpokcua, 30 ml,
YETHPH ITbTH JHEBHO 2
ceAMHLH
edpasupeHl 600 mg 10 mg 3a 3 qHH 0,59 Hsama cneunanyu

BeAHBX JHEBHO, 14 oHK

NPENOPbKH




pudamnny 600 mg
BeAHDBXK AHEBHO, 7 THHU
(eAHOBpEMEHEH TPHEM)

40 mg epHOKpaTHa 1034

1,12

AKO He MOXe 1a ce
HiberHe
eIHOBpPEeMEHEH
NpUEM, NpenopbLysa
ce KITHHHYHO
NpoCneasaBaHe Ha
nauxMeHTHTE, KOraTo
pu¢amMnuH U
aTOPBACTATHH Ce
npuwiarar 3aegHo

pudpamnun 600 mg
BEAHBXK SJHEBHO, 5 AHHU
(pazpeneHu AO3H)

40 mg enHOKpaTHa 1034

0,20

AKO He MOXe Ja ce
HiberxHe
€AHOBPEMEHEH
npyeMm, npenopbLusa
ce KIHHHYHO
npocneasBaHe Ha
NauHeHTHTE, KOTATO
pHdaMnuH U
aTOPBACTATHH C€
MpunaraT 3aegHo

Ilemdpubpo3un 600 mg
IBa NbTH AHEBHO, 7
IHHU

40mg enHoOKpaTHa 0034

1,35

®enodubpar 160 mg
BeIHBXK AHEBHO, 7
JHH

40 mg eaHOKpaTHa 1034

1,03

[lo-HuCKa Havanka
1032 aTOPBACTATHH
H ApOC/ieASBaHE HA
[aUHEHTHTE ce
npenopb4Ba

bouenpesup 800 mg 1pu
MLTH Ha JeH, 7 JHH

40 mg eaHOKparHa
A03a

2,3

[To-uHcka HayanHa
[03a aTOpBAaCTaTHH
¥ npocheasBaHe Ha
nalMeHTHUTE ce
npenopb4Ba.
JlHeBHATAa 1034
aTOPBACTATHH HE
TpabBa na 6bae Han
20 mg no BpemMe Ha
€HOBPEMEHEH
[IPHEM C
Oouenpesup.

& l'lpe,ucmaa CBhOTHOLICHHE MEXKNTY CRITBTCTBALLO ITPUWIAraHe H CaMOCTOATCIIHO NMPUNAraHe Ha

aTOPBACTaTHH

# Bukre TOoukH 4.4 ¥ 4.5 3a KAMHHUYHO 3HAUYE€HHE

*  Cbabpxa eaHa WIM MOBEYE ChCTAaBKH, KOUTO HHXHOUpaT CYP3A4 u Morar Aa nosHiuar

[1a3MEHHTE KOHLEHTPALMH Ha JICKAPCTBEHH NPOAYKTH, KOHTO ce MeTa0OIH3HPAaT ¢
CYP3A4. [IpuemsT Ha 1 yawa 240 ml cok ot rpeiingpyT cblio BOAH HaMajst

ot 20, 4% Ha aKTHBHHA OpPTOXMAPOKCH MeTabonuT. [onemMn konuyecTsa
(van 1.2 1 aneBHO 3a S aAHM) nosuiaba AUC Ha aTopBacTaTHl 2,5 mbTH #f A
aKTHBHHTE CbCTaBKHM (aTopBacTaTUH U MeTabonut), HMG-CoA penyiq

1,3 mbTH

** (CrOTHOLIEHHE Bb3 OCHOBA HAa €IHOKpaTHA 1034, 8-16 h cnea no3upopksa




Tabnuua 2: ebexTyd Ha ATOPBACTATHH BHPX

JEKAPCTBCHH NPOAYKTH

ApMaKOKHHETHKATA HA €AHOBPEMEHHO NPpHJAraHHu

EI[HDBD’GHBHHO NpWiaraH JICKapCTBCH IMPOAVKT

10 mg BeaHbK
NHEBHO, 32 4 1HH

nHesHO/pHTOHaBUp 100 mg aBa

ITbTH AHEBHO, 3a 14 oHuU

ﬁ;:}plf;ec;a:q“ H | JlekapcTBeH npooyKT/H03a (mg) Mpomsga | (CTHHHUHE Rpenoprka
B AUC
80 mg BeaHbXK avrokckH 0.25 mg seansxk AHEBHO, | 1,15 [laumeHTH, KOMTO NPHEMAT
|mHeBHO 34 20 anw AMKOrcUH TpadOBa na 6waar
10 nuu KJIKHHYHO NPOCNESABAHA.
40 mg BeAHDBK [TepOpanHH KOHTPALEITTHBH BEHBIK HaMa cneuManHi H3UCKBARUA
IHEBHO 3a
27 nHM |aHeBHO, 2
) N hoper 1,28
- HOPETHHAPOH 1 mg >
-€THHWI ecTpanuon 35 ug 1,19
80 mg BeaHBXK * denaszoH, 600 mg eaHokpaTHa 1,03 HsamMa crieudanny U3HcKBaHUS
OHEBHO 3a 1038
15 qHH
10 me. eqHokpaTua |1 ANPaHaBup, 500 mg nBa mbTH 1,08 HaMa crieLiianiy H3NCKBAHHSA
n03a & P aHeBHO/pruTOHaBrup 200 mg nea
ITLTH AHEBHO, 7 AHH
10 mg BeaHbK do3amnpeHasup 1400 mg apa nbtH (0,73 Hsama crieluanHy U3UCKBAHHA
NHEBHO, 3a 4 gun  [WHEBHO, 38 14 quu
Ddo3lamnpenasup 700 mg asa neTH  [0,99 HsaMa crieyuatiHi H3HCKBAHHS

& IlpeacraBd CHOTHOLUECHHE MEXIY PaIHYHUTE TEpPANHH (€ AHOBPEMEHHO NPUIAraH JeKapCTBEH
NPOAYKT ¢ ATOPBACTATHH CpEllly 8TOPBACTATHH NPHNIaraH CaMOCTOSTENHO)

*EnHOBpEMERHOTO NPHIOKEHHE HA MHOTOKPATHH 03U aTOPBACTATHH H QeHa30H NOKa3BaT MankH
WIH HEAONOBHMH e(EeKTH NPH KIHPBbHCa Ha QeHa3oH.

4.6 QeprrIAERTET, HpeMEeHBOCT B KhpMeERE
Keny B penpoayKTHBHA BHIPACT

KeHu B penpoAYKTHBHA Bb3pacT TpabBa na U3non3Bar e(peKTHBHH KOHTPAUENTTHBHY CpeACTRa 110
BpeMe Ha JieueHHeTo (BroxTe pasaen 4.3).

bpemeHHOCT

Aparwi e NpoTHBOIOKA3aH No Bpeme Ha OpeMeHHoCT (BrkTe pazaen 4.3). He ¢ ycraHoBeHa

0e30nacHOCTTa MnpH GPBMBHHH sKeHH. He ca NpoBEKIAAHH KOHTPOJHpaAHH KIIHHHYHH NPOYYBAHHUA TIPH

OpeMeHHH XeHH. PaaKo ¢¢ nosyyapaHH JOKNAAU 38 BPOACHH aHOMATTHM Clel eKCTIO3ULIMA ©
nHxu6uTopH Ha HMG-CoA pexykrazara, [IpoyuBaHusiTa ¢ )kMBOTHH MTOKA3BaT peNpoOayKTHBHA
TOKCHYHOCT (BIOKTE pazaen 5.3).

JleueHueTo Ha MaMKaTa ¢ aTOPBACTATHH MOXE JOBEIE A0 MOHWKABAHE HA HUBATA Ha MEBAJIOHAT Ha
IJiofa, KOMTO € npeKypcop Ha 6HOCHHTE3aTa Ha XOJECTEpOil. ATEpOCKIEpO3aTa € XPOHHUEH NMPOLEC H
NPEKbCBAHETO HA NIEUYEHHETO ¢ IKMMHAONOHWKABALLIO CPEACTRO MO BpeMe Ha 6peMEHHOCT OOMKHOBEHO
MOJKE 118 OKaXKe MAIKO BJIMAHHE BbPXY PHUCKE, CBBbP3aH C ITbPBHYHATA XHIIEPXOIECTEPONEMH B
IBJITOCPOYEH INaH.
[Topanu Te3u npUuYKMHH AparwiH e Tpabea na ce npunara rnpu OpeMeHHH XEHH, XKe _
onuTBaT Aa 3a0peMeHeAT WIH Noao3upart, Ye ca OpeMeHHH. JleyeHneTo ¢ Aparwn e
CIIPAHO MO BpEMeE Ha neproaia Ha 6peMEeHHOCT WK HOKATO Ce YCTAHOBH, Y€ KEHafe
{BuxTe paznen 4.3).

KbpMeHe:



He e u3BeCTHO Jany aTOpBacTATUH WIH HEMOBHTE METabONHUTH CE EKCKpeTHpaT B KbpMarta. Ilpu
IUTbXOBE, MNa3MEHUTE KOHLIEHTPALMH Ha aTOPBACTATHH K aKTHBHUTE MY MeTabONHTH ca NnoaoOHH Ha
TE3H B YOBEILKOTO MAAKO (Brxre pasaen 5.3). [lopanu BepoaTHOCT 3a CEpHO3HH HEXKENAHH PeaKLIHy,
KEHHUTE, KONTO NpHeMaT Aparun He Tpa0sa na xbpMaT cBouTe Hebera (BHXKTE pasaen
4.3).ATOpBaCTaTHH € NPOTHBONOKA3aH MO BPEeME Ha KbpMEHe (BHOKTE pa3aen 4.3).

PepTUINTET
Crnopea npoy4BaHUATA NMPH JXHBOTHH ATOPBACTATHH HAMA BIHAHHE KbPXY MBXXKHA H XKEHCKHA

¢dhepTnmrer (BHXTE pazaen 5.3).

4.7 Eé¢exTn BbpXy cnocobHOCTT2 38 mopHpane B pabora ¢ MAMAER

ATOpBacTaTHH NOBIHABA HEIHAYHMTENHO CMOCOOHOCTTA 3a LIodHpaHe H paboTa ¢ MalliHHH.
4.8 Hexenans JJeKapcTBeHH PeaKnHH

B 6a3zaTta naHHH Ha rnauebo KOHTPOAHPAHO KITHHHYHO npoyusaHe oT 16 066 naumenTH (8755 Ha
Jlunurop cpewmty 7311 nmnauebo), nexypanu cpeHo 3a nepuoj ot 53 ceaMuum, 5,2% OT NALMEHTHTE
Ha aTOPBACTATHH Ca NPEKPATHIIH NICUECHHETO 3apajIH HEXEaHH PeaKliHH, B cpaBHEHHE ¢ 4 % Ha
rwauebo.

B13 ocHOBa Ha KJIMHHYHH NPOYYBAHHA H FOJIIM [IOCT MAPKETHHIOB ONHT, TabnHuaTa no aony
fIpeACTaBsA NMpoduia Ha HeXKENaHKTE NEKAPCTBEHH peakUMH Ha ATOPBACTATHH.

Hexxenanure peakuuu ce rpylmUpar 1o 4ecrora Kakro cieasa: 4ect (21/100 o <1/10); HeuecTH
(=1/1000 ao <1/100); peaxu (=1/10 000 po <1/1000); mHoro peaxu (<1/10 000), c HenseecTHa
yecToTa (OT HANMYHKTE AaHHHW He MoXe Aa Obae HanpaBeHa OLEHKa.

Hupexyuu u unpecmayuu
YecTH: Ha3odapHHTHT

Hapywenun na kpovema u rum@prama cucmema
Heuyectu: TpoMboumToneHus

Hapyuwenun na umynnama cucmema
YecTH: anepruyHy peakiH
MHoOro peaku: aHadunakcus

Hapywenun na memabonuzma u xpanenemo
Yectn: xunepraoukemMus

HeuyecTu: xunorankemMus, HaaaaBaHe Ha TErno, aHOPCKCHA

Hcuxuunu napyuenun
HeuecTu: KowmapH, 6e3cpHie

Hapyuienun na nepsnama cucmema

YecTH: rnasobonue

Heuecti: 3aMagHOCT, NAPECTE3U, XHIIOCTE3UA, AHCTe3HS, AMHE3HS
Penku: nepudepHa HeBpONaTHA

C HeH3BECTHA YECTOTA: MHMACTEHUA IPABHC

Hapywienus na ouume

HeuyecTn: 3aMbriIeHO BHOKAAHE

Penku: HapylIEeHO BHXKIAHE

C Heu3BECTHAa 4YeCTOTa: OMHA MMACTEHHUS

Hapywenun na yxomo u aabupunma
HevyecTH: THHHUTYC




MHoro penkH: 3aryfa Ha cnyx

Cvdoeu napywenun
Peaxu: BacKyauT

Pecnupamopnu, 2peORu U MEOUACMURHAIRI HAPYEHUR
YecTH: papHrronaprHreansa 60nka, enHTakCcUc

Cmomasino-4pesHit HAPYUIeHUR
YecTH: KOHcTHNAUMA, GnaTyNeHUUA, ZUCIICTICHA, FAACHE, AUapHS
Heuectu: nospbluane, abnoMuHanna 6Gonka B ropHaTa v A0JTHa YACT, YPHIBaHe, NaHKPECATHT

Xenamo buauapru HapyuieHuR

HeuecTHu: xenaTur

Penkn: xonecrasa

MHoro penkn: yepHoapoORa HEAOCTATBYHOCT

Hapywienun na koxcama u nooKodcHama nroKar

YectH: ypTHKapHa,00pHB, IPYPHTYC, ANONCLHS

Penkn: aHrHOHEBPOTHYEH elieM, OyJI03€H A€PMATHT, BIJIIOUHTENIHO €PHTEMa MYITHQOP, CHHIPOM Ha
Steven-Johnson ¥ TOKCU4YHa enHaepManHa HEKPOJIH3a, IMXECHOKAHA JIEKAPCTBEHA PEeaKLIHA.

Myckynockenemnu 4 CoeO0URUMERHO-MBKAHRU HAPYUIEHUA

YecTH: MHAICHA, apTpanrys, 6onka B KpaitHHLMTE, MYCKYJIHH CIla3MH, NOAYBaHe Ha ctaBuTe, 60/1ka B
repba

HeuecTu: 00s1ka BBB BpaTa, MyCKYJIHA YMOpa

Penku: MmuonatHa, MHO3HUT, pabaoMuonnsa, MycKyJiHa pyITTypa, TEHAONAaTHUA, MOHAKOra C
YCNOXHEHHE-PYNTYpa.

MHOTr0 peaKH: Tymyc-nogodeH CHHAPOM.

C HEH3BECTHA YECTOTAa: HMYHOMEAHHPAHA HEKPOTH3HpaLlla MHonaTHa (BXK. Touka 4.4)

Hapywernun na 6v3npouzsodumennama cucmema i zepoama
MHoro peaxu: rHHeKOMacTHA

Obuu HaApyIeHUR U ePeKmi Ha MACMOMO Ha NPUTONCERUE
HeudecTH: HepainonoxeHHne, acTeHHa, 6onka B repavTe, NEPHPEPEH €AEM, YMOpa, MHPEKCHA

H3cneodsanun

UecTH: OTKIOHEHHA B NOKA3aTE/IHTE Ha YepHOoApoOHaTa QyHKIMS, NOBUIICHH HHBA HA KPEaTHH
KUHA3a B KPBBTA

HeuecTn: HanuuKMe Ha HenH KPBLBHH KIETKH B YPHHATA

[Mpx nauHeHTH, KOWTO NMPHEMAT aTOPBAaCTATHH, KAKTO U NpH Apyrd HHxuburopu Ha HMG-CoA
peayKrazara ce choOlllaBa 3a NOBHILEHH HHBA Ha CEPYMHUTE TpaHCaMHHa3H. Te3u MpoMeHH Hal-
4eCTO Ca IeKH U NMPEXOAHH H HE HAIAraT NPEKpaTSBaHe Ha JeuyeHHeTo. KNHHHYHO 3HAYUMO
MOBHILCHKE HA CEpYMHHUTE TpaHCaMHHa3H (TPH ITBTH HAJ FOPHATA IPaHHULIA HA HOpMAaTa) e
HabmonaBano npu 0.8% ot nanMeHTHTE Ha aTOPBACTATHH. T€3H MOBHLIEHH CTOHHOCTH ca
AO303aBUCHMH H H34€3BAT NPH BCUUKH MALHEHTH.

B knMHWYHH NPOYYBaHHA MOBHMILEHHE HA cepyMHHA KpeaTHH ¢octokuHasza (CPK) ce Habmonasa (TpH
ITbTH HAQA FOPHATa MPaHMLA Ha HOpMATAa) NpH 2.5% OT NalHEHTHTE Ha ATOPBACTATHH, KO€ FOTORR

npu apyrute unxuGuTopH Ha HMG-CoA peayxrazata. CTOHHOCTH Haj A€ceT MbTH HapA iy
rpaHHLIa Ha HopMara ca HabmoaaBanu npH 0.4% OT NaUMEHTHTE HA ATOPBACTATHH (BY

[lequaTpuyHa nonynauxs
{Ipn neaUaTpH4HH NAaLHEHTH Ha BB3pacT oT 10 no 17 roausH, neKysaHH ¢ aTopsa




npoWIbT HA HEXKENaHH peaklMH € noaodeH Ha nalMeHTH, npHeMany nnauedo. Hali-uecture
HeXeNaH peakLyii, RabnoaaBaHKH NPH JABETe rPyIH, HE3aBHCHMO OT OLICHKATA 3a MPHYHHHO-
CNeICTBEHA BPb3Ka, ca 6WwiH HHekuuuTe. [Ipn TpuroauiHo npoyusaHe, OCHOBAHO Ha OLICHKATA Ha
LSIOCTHOTO NOJIOBO Ch3psAABaHe H pa3BHTHE, HA OLICHKATA M0 CKanara 1o TaHep, KAKTO K Ha
OMpeeNAHETO Ha PBCT M TETJIO, He ca 0TOENA3aHY KIHHHYHO 3Ha4HMH e(EKTH BBPXY pacTexxa H
nosioBoTo chapasaHe. [IpodpunbT Ha GesonacHOCT W NPOPUIBT HA MOHOCHMOCT NMPH NEAHATPHUHH
naLHeHTH € OWI CX0/eH ¢ Jo0pe ycTaHOBEHKA NpodH Ha 6e30NacHOCT Ha ATOPBACTATHH MpPH
BBL3PACTHH.

Bazata AaHHH OT KIHHHYHH NPOYYBaHHa 33 6€30MacHOCT BKJIIOYBA JaHHH 3a 520 nauHeHTH, KOHUTO ca
NpHEMaNH ATOPBACTATUH, MEXKIY KOHTO 7 ca 6uiy Ha Bb3pacT noa 6 roanHK, 121 nauueHTH ca buim
HA BB3PAcT Mexay 6 H 9 roanHH H 392 naumerTH ca 61iH Ha BB3pacT Mexxgy 10 u 17 roannu. Bp3
OCHOBA H& HAJITHYHWTE JaHHH, YECTOTaTa, BUALT H CEPHO3HOCTTA HA HEXKEJIAHWTE PEaKiIHH NMPH AcLA €
CXO/IHA C Ta3W NpPH BL3PACTHH.

CneaHuTe HeXenaHH peakLMH ca HabnoJaBaHH NMpy NpUEMa Ha HAKOH CTATHHH:

— Hapywenue Ha cexcyanHata pyHKIIHA

- Henpecus

— H3onupaHH cay4an Ha MHTepcTHLMANHa Oenoapobua bonect, 0CoOEHO NpH NPOAB/DKUTENTHA
Tepanus (BIK Touka 4.4).

~ 3axapeH auabeT: uecTOTaTa 3aBHUCH OT HAIMYMETO MITH JIMIICATA HA PUCKOBM (PAKTOPH (KpbBHA
rIIOKO038 Ha ranaHo > 5,6 mmol/l, BMI >30 kg/m?, nopHilleHH TPHITHLEPUAY, AHAMHE3a 3a
XHIMEPTOHHUA).

CrofiaBaHe Ha N0A03MPAHK HeXKeaHW PeakUHy
Crofiapanero Ha NOAO3NPAHH HEXENAaHH PSakLiMy clie]l pa3peLlaBaHe 3a ynotpeba Ha 1eKapCTBEHHS

MPOLYKT € BaxxHo. TOBa NO3BONABA Ja NPONAL/DKH Ha0MIOACHHETO Ha CHOTHOLIEHHETO NON38/PHCK 32
nexkapcTBeHUs npoayxr. OT MEAHLIMHCKHTE CIICLIMATIHCTH C€ H3HCKBA [ia ChobUIaBaT BCAKa
NOZO3HpaHA HeXeNaHa peakllus ypes:

HambasuTenHa areHims no Jickapcreara

yn. ,,Jlaman I'pyes” Ne8

1303 Codun

Ten.: +3592 8903417

yebcaitT: www.bda.bg

4.9 Ilpenozmpane

Hama cneunduyHO JeyeHHe 3a npeao3vpaHe ¢ ATOpBacTaTHH . B ciryuait Ha NpeR03UPaHE JICYECHHETO
€ CUMITTOMATHUYHO M NpH HeoOXOOHMOCT ce npuiaraT noAgbpxaiy Mepki. Heobxonumo e na ce
MOHMTOpPHpA YepHoapoOHaTa ¢yHKLIHA ¥ CTOHHOCTUTE Ha cepyMHaTa KpeaTH gocdokuHasa .
[Topaan eKCTEH3HBHOTO CBBP3BAHE € MUIA3MEHHUTE NPOTECHHM C€ NPEANoNara, Ye XeMOQHANN3aTa HiaMa
Ja YBEJIM4M 3HAUHTENHO KIHPBHCA HA aTOPBACTATHHA.

5. ©®APMAKOJIOrHYHH CBOMCTBA
5.1 dapMaxoaHEAMHYHH CBOHACTBA
(dapmaxorepanesTHuUHa rpyna: nHxuburopu Ha HMG-CoA penyxraszara, ATC xoa: C 10 AAOS
ATOpBACTATHH € CeNeKTHBeH, KOBKypeHTeH HHxubuTop Ha HMG-CoA penykTazata — eH3HM, KOHTO
OTTOBapA 3a NPEBPBLIAHETO Ha 3-XHAPOKCH-3-METHI-ITYTAPIWI KOEH3UM A 10 MEBATIOHAT

NPEeKypcop Ha CTEPOJIMTE, B TOBA YHCJIO Ha XoniecTepona. TpUriHLepHIHTe 1 XONecTepss
npob ca HHKOPNOPHPAHH B JIHMONPOTEHHH C MHOTO HHCKa IUTBbTHOCT (VLDL) u ce oc {

KpbBTa, 34 Ja NOCTHIHAT 0 NepHQEepHUTE TEKAHH. JIMNONPOTEHHBT C HUCKA TUTBTHOHTUL A) kUi
obpasysa or VLDL u ce karabonusupa ocHoBHO 4pe3 LDL peuenropa ¢ BUCOK aH :




ATOpBACTATHH MOHH)XABa NAa3MEHHTE HUBA HA XONECTEPO/a H HHBATA HA JIMMOMPOTEHHHTE B CEpYMa
ype3 uuxubupane Ha HMG-CoA pemykrasaTta H CHHTE3aTa Ha X0MECTEpoa B YepHus apob.
ATOpBacTaTHH ChHLIO TaKa ysennyasa 6pos Ha uepHogpobuuTe LDL peuentopH BbpXy KNeThb4HATA
NMOBBPXHOCT Ha YepHHS ApOO, KOETO BOAH A0 NOBHLUIEH OTTOBOP H KaTtabonnisM Ha LDL.

ATOpBacTATHH HamManiaBa Mpor3BoAcTBOTO Ha LDL u 6pos Ha LDL-uacTHUKTE. ATOPBACTATHH
Npean3BUKBa YCTONYHBO 3acHABaHe Ha aeliHocTTa Ha LDL peuenropure 3aeano ¢ 6naronpusaTHu
MPOMEHH B KAYECTBOTO Ha LMpKyaHpammre LDL-yacTHIiM. ATOpBACTATHH MOHHXXABa 3HAYHTEITHO
HUBOTO Ha LDL-Xonecrepona npu naumesTH ¢ XOMO3MIoTHA (JaMWIHA XHIIEPXOJIECTEPONIEMHA, HO
Ta3H rpyna nauueHTH COHKHOBEHO He Ce NMOBIHABA OT JIEYEHHE C JIMNMHAO-NOHWKABAIIH CPEACTBa.

ATOpPBAaCcCTATHH NoHwxkara o0ums xonecrepon (30—46%), LDL-xonecrepona (41-61%),
anonunonporerH B (34-50%) u Tpurnuuepunnte (14-33%), HO BOAW 20 NPOMEHIHBH YBETHUCHHA Ha
HDL-xonecrepona ¥ aNOJHNONPOTEHH Al NpH A030CBBbP3aHH NPOYUBaHUA. Te3H pe3yaTaTy ca
NPWIOXKHMH 38 NaLMECHTH C XEeTepO3UIoTHa (paMITHA XHTIEPXONECTEPOTiEMHS, HePaMUIHa
XMUIEPXOJIECTEPONEMHS ¥ CMEeCeHa XMIIEPIMMUAEM#s, B TOBA YUCAO H NALHEHTH ¢ HEHWHCYJIHHO-
3aBUCHM 3axapeH auaber.

ITokasaHo ¢, ye NMoHKABaHETO Ha oOuus xonecrepon, LDL-xonectepon u anonunonpoTtelH B
HaMaifgBa PHCKa OT ChPAEYHO-CHOBK CHOUTHS U CHPACYHO-ChAOBA CMBPTHOCT.

XOoMO3UroTHa QaMHIHA XHTIEPXONECTEPONEMHS
B MHOrOLEHTPOBO OTBOPEHO 8 CeAMHYHO CPaBHHTE/IHO NPOYy4YBaHe ¢ yAb/bKEeHa ¢a3a Ha NPOMEH/IHBA

NPOALJLKHTENHOCT, 335 NauHeHTH ca OWIH BKIIOYEHH, 89 OT KOHTO Ca AMATHOCTHLHPAHH C
XOMO3HroTHa paMHnHa xunepxonecrepoieMus. Ot Teau 89 nauneHTH, CpEaAHOTO NPOLIEHTHO
noHwkeHne Ha LDL-C e npubnusurento 20%. ATopBacTaThH € npuHemMaH npH xo3H 80 mg aHeBHo.

ATepocknieposa

B xmuunuHoTonpoy4ysaHe REVERSAL (Reversing Atherosclerosis with Aggressive Lipid Lowering
Study - PeBepcus Ha aTepoCKIIEpO3aTa Ype3 arpeCHBHO TMNUIHO NOHWKaBaHe) e(EKTLT Ha
HMHTEH3HBHO NOHWKABAHE HA JIMNMANTE ¢ aropBacTaTHH 80 mg MW CTAHARPTHO NOHIDKABaHE Ha
NUNHANTE ¢ npaBacTaTvH 40 mg MpH KOpOHapHAa ATEPOCKJIEPO3a € OLIEHEH HPE3 BLTPECHAOBO
yiTpa3BykoBo uacneasare (IVUS) no BpeMe Ha aHruorpagHa npH NalMeHTH ¢ HCXEMHYHH bonect Ha
cxpuero (MUBC). B ToBa paHaoMH3upaHo, ABOMHO CAANO, MYJATHUEHTPOBO, KOHTPOIHPAHO KITHHUYHO
npoyusase IVUS ¢ HanpaBeH B Ha4anoTo Ha nMpoy4BaHeTo U Ha 18-ua meceu npu 502 nannenTy. B
IpynaTa Ha atopBacTaTHH (n = 253) HAMa nporpecus Ha aTepockiiepo3ata. CpeIHHAT NPOLEHT Ha
npoMaHa B 001Ms 0b6eM Ha aTepOCKICPOTHYHATA IUIaKa OT HAYATIOTO Ha MPOYYBAHETO (MMbPBHYEH
kpuTepuii Ha npoyusaHeTo) € — 0,4% (p=0,98) B rpynara Ha aTopBacTtaTHH K +2,7% (p=0,001) B
rpynara Ha npaBacTaTHH (n=249). B cpasHeHHe ¢ NpaBacTaTHH €PEKTHTE HA ATOPBACTATHH Ca
craTucTHyeckH 3HaUHMH (p=0,02). EdexrbT Ha HHTEH3HBHOTO JIMITHAHO NOHHXKaBaHe BbPXY
ChpAEYHO-CHAOBATA KpaliHa uen (HanpuMep HeoOXOAHMOCT OT peBacKyapH3alms, HedaTanex
MHOKapieH HH(pAPKT, KOPOHApHa CMbPT) HE € H3C/IEABAH B TOBA NPOYYBAHE.

B rpynarta Ha aropsactaTHH LDL — XosiecTepoiTbT ce € MOHHXUN A0 CpeAHa CTORHOCT oT 2,04 mmoV/]
+ 0,8 (78,9 mg/dL+30) cnpsaMo u3xogHara cToiinoct ot 3,98 mmol/l + 0,7 (150 mg/d]l + 28), a 8
rpynara Ha npasactatii LDL- xonecreponsT ce € MOHKKWI A0 cpedHa cToiHocT ot 2,85 mmol/l +
0,7 (110 mg/dl + 26) cnpamo usxomHata croiHocT ot 3,89 mmol/l + 0,7 (150 mg/dl + 26) (p <
0,0001). ATOpBACTATHH CBLLO TAKA 3HAYMTENHO € HAMAJIWI CPEAHHUTE CTOHHOCTH Ha oOLIHA
xonecrepon ¢ 34,1% (npapacraTtun: - 18, 4 %, p=0,0001), cpeaHnTe HHBA HA TPUFNIHLEPHUAMTE C
(npaBactaTuH: -6,8%, p<0,0009) u cpeanus anosunonporerH B ¢ 39,1% (npapacraTuu: -212
p=0,0001). AropractaTtus e nopuwun cpeasHus HDL-C xonectrepon cpeano ¢ 2,9% (npase
+5,6%, p=NS). Uma cpeaHo HaManeHue oT 36,4% Ha C-peakTHBHHA NIPOTEHH B IpyMNaTs
aTOPBACTATHH B CPaBHEHME ¢ HaManeHHe oT 5,2% B rpynara Ha npasacTatvH (p<0,00(
Pe3ynTaTHTe OT NPOYHBAHETO Ca MOJYUEHH NMpH Jo3upoBKa oT 80 mg. CneaosaresiHo,
Ce eKCTpanoJHpaT BEpXY NO-HUCKUTE NO3UPOBKH.




[podmnnte Ha 6€30MacHOCT U NOHOCHMOCT B JIBETE JICKYBaHH I'PyINH ca OHIH CPaBHUMH.

EdexThbT OT CHIHHA NOHWXALNALL THNHAKTE ¢EKT BbPXY CMBPTHOCTTA H 3a00NAB2EMOCTTA HE €
H3CNEeABaH B TOBA NpoyysaHe. CrneaoBaTenHo He € ACHO KIHHHYHOTO 3Ha4Y€HHE Ha Te3H NPeACTABEHHU
pe3yJITaTH OTHOCTO ITbPBUYHA H BTOPHYHA NPO(HIAKTHKA HA ChPACYHO-ChAOBH 3a00NsBaHHA.

OcTbp KOpOHapeH CHHAPOM

B nmpoyusaHero MIRACL ce ouenspa atopsactaTHH 80 mg npH 3086 naunesTH (aTOpBacTATHH
n=1538; nnauebo n=1548) ¢ ocTep KOpoHapeH cHHAPOM (non-Q MHOKapIEeH HHOAPKT WK

HecTabuiHa aHrMHa nexropuc). JieueHHeTo e 3ano4HaTo Mo BpeMe Ha ocTpara ¢asa cien

XOCTIHTAIH3UPAHETO H € NPOABDKWIO 3a nepuoA ot 16 ceamuun. Jleuenuero ¢ aropsacrarvd 80 mg
JHEBHO YBEJIN4aBa BpeMeTO A0 NoABa HA KOMOHHHpaHaTa ITLPBHYHA KpaifiHa TO4Ka, OlpeeiieHa KaTo
CMBPT, HE3aBHCHMO OT NPUYHHATA, HedaTaneH MHOKapAeH HHPAPKT, peCYCLIHUTHPAH ChpPACYEH apecT
WIH aHI'MHa NEKTOPHUC ¢ JaHHH 3a HCXEMHA Ha MHOKAp/A, Hajaraia XOCIHTATH3alMs, NoKa3BakkK
peaykuusa Ha pucka ¢ 16% (p=0,048). Tosa ¢ npeauMHO BeneacTBHE Ha 26% peaykuus Ha
PEXOCTIUTANTH3ALIMATA 38 AHI'MHA NEKTOPHC ¢ JAHHM 32 UCXeMUst Ha Muokapaa (p=0,018). Apyrure
BTOPHYHH KPaiHH TOUKH HE JOCTWUIaT CTATHYMCKA 3HaYHMOCT CaMH no cede cH (obwo: mauedo:

22,2%, aTopBacTaTHH: 22,4%).

[TpodmrsT Ha He3onacHOCT Ha aTopBacTaTHH B npoyusaHeTo MIRACL choTBECTBA HA ONUCAHHAT B

pazaen 4.8.

[Ipo¢unakTHKa Ha ChPAEYHO-CHAOBO 3abonspane

EdekThT Ha aTOpBACTATHH BBPXY daTanHa H He-paTanHa HcxeMH4YHa 60NECT HA CHPLETO € OLIEHEH B
pPaHAOMH3HPaHO, ABORHO-CNIANO, ralebo-KoHTpoaupaHo npoyysale, Anglo-Scandinavian Cardiac
Outcomes Tral Lipid Lowering Arm (ASCOT-LLA). Ilaiienture ca ¢ xuneproHus, 40-79-roauiuHu,
6e3 npeaxoaeH MHOKapaeH HHQAPKT WIH JieYeHHE 32 CTCHOKApAKUA U ¢ HHBa Ha 0b1 xonecrepon (OX)
<6,5 mmol/1 (251 mg/dl). Bcuuku nauueHTH ca UMK HAH-MATIKO 3 NpeABaApPHTENHO JePHHHPAHH
CHPACYHO-CBAOBH PHCKOBH (PaKTOPH: MBKKH 110]1, BB3pacT > 55 roiiuHy, nyuieHe, fHaber, anamHesa
3a UBC npu poacreeHnk ot mepea imHua, OX:HDL-C >6, nepudepHo cbaoso 3abonsease,
JIeBOKaMepHa Xuneprpodua, NpeaxoaeH MO3b4HO-CbAOB MHUMACHT, crieundHruda EKI aHomanns,
npoTeRHypus/anbyMuHypHa. He BCHUKH BKNIOYEHH NALHEHTH ¢a MPeLieHeHH KATO MaUHEeHTH ¢ BHCOK
PMCK 38 MbPBH CHPAEUHO-CHAOB HHLUMACHT.

[TauneHTHTE ca IeKyBaHH C AHTHXHNEPTEH3UBHA TEPANnHa (WIH aMJIOAHINHH - Da3HpaH pexKHM, WU
aTeHonon - HasnpaH pekKM), KakTo U atopeacTaTHH 10 mg aHeBHO (=5,168) win nanebo

(n=5,137).
EdekTsT 32 HaManaBaHe Ha aGCONOTHHA H OTHOCHTENTHHA PHCK C aTOPBAacTaTHH € OHN KakTo cieasa:
HNHumaeHTH OTHOCHTENHO bpoit Ha AbcomoTHo pP-CTOMHOCT
HamMaseHHe WHIWACHTHTE | HaMAJICHHE Ha
Ha PHCKa (aTopBacTaTUH pHCKa
(%) CIIpAMO (%)
mwiauebo)
daranHa UBC n HedaTtanen MU 36% 100 vs. 154 1.1% 0.0005
O610 cbpACHHO-CHAOBH 20% 389 vs. 483 1.9% 0.0008
HHLJEHTH H -
pEeBACKYNapH3aLIHOHHH
NpoLeaypH
Ob610 KopoHAPHH HHUMAEHTH 29% 178 vs. 247 1.4% 0.0006

B3 ocHOBA Ha pa3nukara B 00111aTa yecToTa Ha HHUMACHTHTE, HAOMIoAaBaHH NPH CPEAHY

npocneasBade ot 3,3 roaxHH.

HBC - ucxemuuna 6onect Ha cwpuero; MU - MuokapaeH nHGapkr.

Ob1aTa CMBPTHOCT H ChPAEYHO-CBAOBATA CMBPTHOCT HE Ca 3HAYUMO HamalleHH (18§
HHuHaeHTta, p=0,17 u 74 cnpamo 82, p=0,51). B ananu3a Ha noarpynara no non (8
XKeHHW) OnaronpuaTeH egekT Ha aTOpBacTaTHH € OMn HabMoAaBaH NpU MBXKETE, HO
YCTAHOBH MPH JKEHHTE, BEPOATHO NOpaAH HHCKATa 4Y€CTOTa HA HHUMACHTH B )KEHCKATY




O61uara K ChpACUYHO-CBAOBATA CMBPTHOCT € YHCIIEHO NO-BUCOKA NpU xeHuTe (38 cnpamo 30 u 17
cnpsaMo 12), Ho ToBa He e OMNo CTATHCTHUYECKH 3HaYMMO. HMano e 3HauYMTeTHO TepaneBTHHHO
B3aMMOJICHCTBHE OT aHTUXMNEPTEeH3UBHATA OCHOBHA Tepanua. [IspeutiHaTa kpatina Touka (daTtanHa
HUBC nmoc Hedatanen MH) ca 3HaunMoO pexylHpaHu OT aTOPBACTaTHH NMPH NALMEHTH, JIEKYBaHH €
amnogunud (HR 0,47 (0,32-0,69), p=0,00008), Ho He ¥ npu Te3u, nexyBanM ¢ areHonon (HR 0,83
(0,59-1,17), p=0,287).

EdexTbT Ha aTOpBacTaTHH BBPXY ($aTalHO U HedaTalHO ChPASYHO-CHI0OBO 3a00NABaHE € ChLIO
OLIEHEH B paHAOMH3NPAHO, ABOHHO-CIIATIO, MYJITHLIEHTPORBO, IUT1alie00-KOHTPOINPAHO MPOYUYBaHE
Collaborative Atorvastatin Diabetes Study (CARDS) npu naunenm ¢ nuaber tTun 2, 40-75-roauuinm,
6e3 npeaxoaHa aHaMHeE3a 3a cbpAeuHO-CbAoBO 3abonsasane u ¢ LDL-C <4=14 mmol/1 (160 mg/dl) u
Tpurnuuepuay < 6,78 mmol/1 (600 mg/dl). Bcuuxy nauuedTH ca MMajiuk NOHE 1 OT C/EAHHTE PUCKOBH
(aKTOpHU: XUNEPTOHHA, HACTOALIO MyLIEHE, PETHHOTIATHSA, MUKPOAJIOyMUHYPHA WIH
MakpoanOyMHHypuA.

[TaupenTHTE Ca JAeKyBaHH ¢ aTopBacTaTtuH 10 mg anesHo (n=1,428) wiu rwauedo (n=1,410) npu
CpeOHO NMpocaeasBaHe OT 3,9 roauHH.

EdexTbT 32 Hamanseade Ha a0COMOTHHE U OTHOCHTEIIHUAA PHCK OT aTOPBACTATHH € KAKTO ClIeBA:

UHumMaeHTH OtHocurenso | bpoii AbcomoTHO P-CTORHOCT
HaMaJIcHHE HHUMACHTH HaMaJIEHHE Ha
Ha pHCKa (aTopBacTaTHH | pHcka
(%) CIIpAMO (%)
niauebo)
["onemu CHLPACYHO-CHIOBU 37% 83 vs. 127 3.2% (0.0010
HHUMaeHTH(daTaneH
HedaraneH MH, x MU,
BHe3anHa UbC,cMmbpr,
HecTabHIHA AaHI'WHA NMEKTOPHUC,
CABG, PTCA,
PEBacKY/IapH3aliis, HHCYJIT)
MU (daranen u vedaranen MH, 42% 38 vs. 64 1.9% 0.0070
THX MH)
Hucynr (dparaneH n HedarTaneH) 48% 21 vs. 39 1.3% 0.0163

B13 0cHOBa Ha pa3/iMkara B o011aTa 4ecToTa Ha HHLMAEHTUTE, HabIioaaBaHU NPU CpeHO
npocnefsBaHe ot 3,9 roauHu.

OMH - octep MuHOKapAeH HHGapKT; CABG - xopoHapeH aprepuaneH baiinac; UbC - ucxemnusa
HonecT Ha ¢rpLeTo; MU - MuokapaeH uHdapkr; PTCA - nepkyTaHHa TpaHCIIYMHHAIHA KOpOHapHa
AHTHOILUTACTHKA.

Hsama nokasaTencTBO 3a pa3divuka B €PeKTa OT JICUSHHETO CIIOPe ] NoJia, Bh3pacTTa WiH
mspBoHaYanHoTo HUBO Ha LDL-C Ha naumeHTa. bnaronpustHa TeHaeHIs e HabnioaBaHa npu

cMBpTHOCTTA (82 CMBPTHH CiTyyau npH mauedo rpynara cripamo 61 B rpynara Ha aTOpBacTaTHH,
p=0,0592).

PeuyauBHpain HHCYIIT

B npoyusaneTo Stroke Prevention by Aggressive Reduction in Cholesterol Levels (SPARCL), e
olleHeH edeKTsT Ha aTopeacTaTHH 80 mg AHeBHO WiM 1u1aledbo BupXy HHCyJITA rpH 473 1 naupeHTH ©
MHCY/IT WIK NpexojHa HexemuyHa ataka (T1A) B pamkuTe Ha npeaxoanuTe 6 mecela H O6e3 aHaMHe3a
3a UBC. lanpenture ca 60% Mbke, 21-92 roanHu (cpeaHa Bu3pacT 63 roAUMHH) ¥ H3XOAHO HUBO Ha
LDL cpenuo 133 mg/dl (3,4 mmol/1). Cpeanara crodinoct Ha LDL-C e 73 mg/dl (1,9 mmol/1) no




B post-hoc ananu3 atopeacratiH 80 mg e HaManu YecToTaraTa Ha McxeMuueH HHCynT (218/2365,
9,2% cnpamo 274/2366, 11,6%, p=0,02) 1 e noBULINA YeCTOTATA HA XEMOPAru4eH HHCYAT (55/2363,
2,3% cnpamo 33/2366, 1,4%, p=0,02) B cpaBaenne ¢ nnauebdo.

PHCKBT OT XeMOparMueH HHCY/IT € NMOBHLIEH NPH NAUMEHTHTE, KOUTO ca C NpeALleCTBall
XeMOparu4yeH WHCYNT NpH BIJTIOYBaHE B MpoyuBaHeTo (7/45 npu atopsacTaTix cnpsMo 2/48 npu
nnauebo; HR 4,06; CI 0,84-19,57) 1 pHCKBT OT MCXEMHUYEH HHCYJIT € CXOAEH B ABETE rpynH (3/45 nmpH
aToppacTaTHH cnpamo 2/48 npu mauebo; HR 1,64; 95%» Cl, 0,27-9,82).

PHCKBT OT X€MOparH4eH HHCYJIT € NOBHILEH NPH NalMeHTH, KOHTO ca ¢ MpeALlecTBal JaKyHapeH
#HGAPKT NPH BKIOUBAHE B Npoy4BaHeTo (20/708 npu atopsacraTtud cnpamo 4/701 npu nnauebo; HR
4,99; 95% CI, 1,71-14,6), HO pUCKBT OT HCXEMHYECH HHCYNT MPH TE3H NALMEHTH CBHLIO € HaMaJIAN
(79/708 npu aToppactaTHH cnipamo 102/701 npu mnauebo; HR 0,76; 95% (I, 0,57-1,02), BvamoxHo e
KpalHHUAT PHCK OT HHCYJIT Aa € NOBMILIEH NPH NalHeHTHTE C NPeIXOAEH NaKyHapeH UHDAPKT, KOUTO
nomy4aBar aropsactaTHH 80 mg Ha neH.

Obwara cMbpTHOCT € 15,6% (7/45) npn atopsactaTuH cnpamo 10,4% (5/48) npu nuanedo B
NnoArpynara NalMeHTH ¢ NpeaxogeH xemoparuded HHCyAT. Obuiara cMbpTHOcT € 10,9% (77/708) npu
aTOpBacTaTHH cnpamo 9,1% (64/701) npu ruiauebo B noarpynara nauveHTH ¢ NpeaxoaeH JJaKyHapeH
UHPapKT.

IlexnaTpHuna DOOyAalHA

Xerepo3uroTHa pamMuiiHa XMNEPXOoJecTEPOIEeMHA NPH NIEAHATPHYHH NaUHEHTH Ha Bb3pacT 6-17

rOJAMHH
OceM ceMHYHO OTBOPEHO NMPOYUBaHE 33 OLIEHKa Ha apMakoKMHETHKATa, papMaKoJAHHAMHKATa H

6e30MacHOCTTa ¥ NOHOCHMOCTTA HAa aTOPBAaCTATHH € NMPOBEACHO NPH Aella U FOHOLIH C NOTBbPACHA
NeHETHYHO XeTepo3uroTHa pamuwiHa xunepxonecreponemus 4 LDL-C > 4 mmol/l. O6wo 39 neua
JOHOWIHM Ha BB3pacT oT 6 a0 17 roannn ca 6unu Biuroyesn. Koxopt A e pumownn 15 aeua, Ha Bb3pacT
oT 6 ao 12 roansn B cranka Tanner Stage 1. Koxopr b € sxmounn 24 aeua, Ha Bu3pact ot 10 no 17
roaMBu M Ha Tanner Stage > 2.

Hauannara 103a aTopBacTaTiH € Ouna 5 mg AHeBHO abB4aina Tabnerka B Koxopt A ¥ 10 mg aHesHo
ot TabnerHara popmynauma B Koxopr b. lonmycrarto € no3ara Ha aropBacTaTiH Aa Obae ABOHHA, aKO
MHIMBHIBLT He NOCTHIHe npHueiHa croiiHoct Ha LDL-C or < 3.35 mmol/] Ha yersbpTaTa ceAMHLIa H
aKO aTOPBACTAaTHH Ce NoHacs aodpe.

Cpeanute croiinocti Ha LDL-C, TC, VLDL-C, u Apo B ce noHmwkasar Ha 2-paTa ceIMHLIa TIpH
BCHYKH HHAMBHIK. [IpH HHAMBUAM, ITPH KOKTO A03aTa € YABOCHA, JOITLIIHHTETHO MOHWKAaBaHe Ce
Ha0M0zaBa NO-paHo OT BTOpaTa CeAMHULA, ITPH ITEPBO OLIEHABAHE, C/el MOBULLIABaHE Ha NO34Ta.
CpeHMAT NPOLEHT NOHKEHHUE NPH JIHNHAHKTE MOKA3ATENH € NOA0OHO 38 ABETE KOXOPTH,
HEe3aBHCHMO Aa/IM HHAMBHIMTE Ca OCTAHAJIH Ha IIbPBOHAYATIHHTE CH 1034 WIH ca I'M yABoWnH. Ha
ceaMHLA 8, cpeaHO MpOLIeHTHATA MPOMAHA OT MbpBOHaYanHaTa cTodHoCT Ha LDL-C 1 obm
xonecrepon ¢ 6una npubausurento 40% u 30% croTBETHO, NOBEYe OT 0OXBATA HA EKCTIO3HLMA.

BB BTOpO OTBOPEHO fIpOYUBaHE C €HO paMo, 271 yuacTHHLH 00110 MOMYETa H MOMHYETA HA
BL3IPACT 6-15 roANHN ¢ XeTepo3uroTHa GaMUIHA XHIIEPXOJIECTEPOJIEMHUS ca OHITH BKITIOUEHH H
NIEKYBAKH C aTOPBACTATHH 3a MEPHON OT TPH FOAMHH. Y CJIOBHE 3a BKIIOYBAHE B NpoyUBaHeTO € Ouia
JAMArHOCTHLIMPpAaHa XeTepo3HroTHa (aMiIHa XHTIEPXOJIECTEPONIEMHs H U3XOAHH cToliHocTY Ha LDL-C
> 4 mmol/1 (152 mg/dl). [IpoyuypaneTo ¢ BrunoyBano 139 aeua ¢ passurde 1 craaut no ckanara Ha
Tauep, Ha pB3pacT o1 6 10 10 roguxau. HauanHara n03a Ha aTopBacTaTiH € 6Hna 5 mg (Tabnerka 3a
ABBYECHE) BEAHBK AHEBHO NpH geua Ha pe3pact noa 10 roamuu. HauanHaTta no3a Ha aTopBacrarses
npy aeua Haa 10 roauan e Ouna 10 mg (Bearsx aHeBHO). 11pH BCHUKM AeLia [03AaTa € YE -
Na ce NOCTHIrHe NoHkKeHue Ha HHBoTo Ha LDL-C go TaprerHa crofiHoct < 3,35 mmoly
AHEBHA 033 aTOPBACTATHH NMpPH Aella Ha Bb3pacT 6-9 roauny ¢ Ouna 19,6 mg , a mpu J§&
roguHy — 23,9 mg.




Cpeanara (+/-SD) uzxonna croiHocT Ha LDL-C e 6una 6.12 (1.26 ) mmol/l, npubauzurenHo papHa
Ha 233 (48) mg/dl. Bwkre Tabnuua 3 no-gony 3a KpaliHuTe pe3yarary.

JdaHBHTe ca OMNH CHbBMECTUMH H He JOKa3BaT BIIMAHHME HA NEKapCTBEHUA NPOAYKT BBPXY
MOKA3ATE/IMTE 34 PacTeXa U pa3sBUTHETO (HANp. pBCT, TETJIO, HHACKC TEJIECHA Maca, cTaamii no Tauep,
OlLIEHKa Ha H3CJIeAOBATENA BbPXY LAIOCTHOTO NIOJIOBO CH3PABaHe U pa3BHTHE) MPH Aelia M FOHOLIH C
XETEPO3HIroTHA PaMIITHA XHUIIEPXOIECTEPOJIEMHA, JIEKYBAHH C ATOPBACTATHH 10 BpEME Ha 3-
rOAKLIHOTO NpoyuBaHe. Ot HabmoaeHHUa NMpU BUUTH, CIIOPEA OT U3C/IeROBATENS PBCTTA, TEr10TO,
HHIEKCa Ha TeJIeCHAaTa Maca WIH I10J1a HE NOBJIMABAT JIEYEHHETO C aTOPBAaCTATHH.

Tabnwnua 3 nunugonoHwxkapaul edekT Ha AaTOPBACTATHH IPH NOAPACTBALLM MOMYETA H MOMHYETA ¢
XeTepo3HroTHa paMwiHa xunepxonecreposieMus_(mmol/1)

Bpeme N TC (5.D.) LDL-C HDL-C TG (8.D.) Apo B (S.D.)
(5.D.) (8.D.)

Haxogna | 271 | 7.86(1.30) 6.12(1.26) | 1.314(0.2663) | 0.93(0.47) | 1.42(0.28)**

CTOHHOCT

Mecen 30 | 206 | 4.95(0.77)* 3.25(0.67) | 1.327(0.2796) | 0.79(0.38)* | 0.90(0.17)*

Mecen 240 | 5.12(0.86) 3.45(0.81) | 1.308(0.2739) | 0.78(0.41) | 0.93(0.20)***

3636/ET

TC= 06wy xonecrepon; LDL-C = xonecrepon ¢ Hucka mwstHocT; HDL-C =
xonectepoit ¢ Bucoka mbsTHoeT, TG = triglycerides; Apo B = anonunonporeunH B;
“Mecen 36/ET” BiITIOUBa OKOHYATETHUTE AAHHHM OT BUZHUTHTE NPH UHIUBHIH,
3aBBPLUKIN YYaCTHETO CH MpeaH IUTAHHPAHHA NEepHoA OT 36 MeceLla, KaKTO U ITHJIHHTE
AAHHH 3a YYaACTHHLH, NPHIUTIOYWIN YYACTHETO CH Ha 36-Ha Mecell.

Meceu 30 N 3a To3u nokasaren e 207; “**”= y3xoaHa CTOHHOCT 34 TO3H NoKa3are-
270; “***” = pmeceny 36/ET croifHoCT 3a To3u nokasaren- 243; “#°=g/l sa Apo B.

Xerepo3uroTHa PaMUIHA XHNEPXOJECTEPOCMHA NMPH NEAHATPHYHH NAUMEHTH HA BH3pacT Mexay 10 u
17 roauHH

B aBoiHO cndno, rwiauebo KOHTPOIUpAHO NIPOYUYBaHe, MOCIeABaHO OT OTBOpeHa (daza, 187 Momuera u
MOMMHYETA Ha BB3pacT MexxXy 10 u 17 ronunu (cpeaHa Bu3pact 14,1 ronuHH) ¢ XeTepo3nroTHa
(aMHIIHA XHIIEPXOJIECTEPONIEMUA HIIH TEKKA XHITepXOoJecTeposieMus ca OWIH paHIOMHU3HPaHHU Ha
aropBactatiH (n=140) wiu nnauebdo (n=47) 3a 26 ceaAMHULM H TOraBa BCHYKH Ca NpHEMalH
aTOpPBacTaTHH 3a 26 ceaMHUM. [lo3aTa Ha aTOpBACTATHH (BEAHBX JHEBHO) ¢ Ouna 10 mg 3a nepeuTe 4
ceIMHMUH M yBeanyeHa A0 20 mg ako HuBara Ha LDL-C ¢ 3.36 mmol/l. ATopBacTaTHH 3HAYHTEIHO
NOHWXaBa IUTa3MEHHTE HHBa Ha obwms xonectepon, LDL-C, Tpurniuepuanre 4 anoaunonporeus B
npe3 26 ceAMHYHATa JBOKHO cnana ¢asa. CpeaHnTe JOCTHrHaTH CTOMHOCTH Ha LDL-C ca 6unn 3,38
mmol/l (1,81 -6,26 mmol/l) B rpynaTa Ha aTopBacTaTHH B cpaBHeHHe ¢ 5,91 mmol/l (3,93 — 9,96
mmol/l) B mnauebo rpynara npes 26 ceaMH4HAaTa JBOHHO ciisna dasa.

Hpyro neqyaTpUuHO MpOYUYBAHE € TOBA HAa AaTOPBACTATUH CNIPAMO KOJIECTUINOJ MPH MNALIHEHTH C
XHNEpXoNecTepoieMus Ha Bb3pacT Mexkay 10 u 18 roaunm, koeTo nokassa, ye aropactaTuH (N=25)
BOAH A0 3Ha4YMTeNHO HaManseaHe Ha LDL-C B cenmuua 26 (p<0.05), B cpaBHEHHE ¢ KONETHIOIN

(N=31).

BnarorsopuTenno npoy4BaHe NPH NALMEHTH ¢ TEXKKA XHNEPX0aeCTepOieMUst (BKIFOYHT
XOMO3HIOTHA XMIIEPXOJIECTEPOIEMHA) BKJIIOYBA 46 NeAHMATPHUYHH NAUHEHTH, JTEKYBaHH C




HAbarocpouHara €pUKacHOCT NPU NCUEHUETO ¢ ATOPBACTATHH B IETCKA BHIPACT H HAMANIABAHETO
3a00n1Ba€MOCTTa H CMBPTHOCTTTA B HamnpeaHana Bb3pacT He € JOKa3aHo.

ErponeiickaTta AreHuUMs 10 NEKapCTBEHH NPOAYKTH €€ 0TKA3a OT NPaBOTO CH Aa NOAAAE PpE3YATATH OT
NpOYUYBaHHA C aTOPBACTATHH TIPH A€LA Ha BB3pacT OT () 10 NO-MAJIKO OT 6 TOAHHH 3a JIEYEHHE Ha
X€TEPO3UTrOTHA XHNEPXONECTEPOEMHUA M NPH Jela Ha Bb3pacT ot 0 10 noa 18 roanHH 3a neveHHe Ha
XOMO3HroTHa JaMWIHA XHITEPXOJIECTEPOIEMHUA, CMECEHA XHUNEPXONECTEPONEMHs, IMbPBHYHA
XHIIEpXOJecCTeEpONeMHA H 38 Npo¢WIAKTHKA Ha CbPAEYHO CbAOBH CvOMTHS (BIOKTE pa3aen 4.2 3a

HHGopMaLMs 3a EAHATPHYHA yNoTpeba).

5.2 PDapMaKOKHH¢THYEH CBOKCTBA

Abcopbiins

Artopactatut ce abcopbupa Obp30 cnea nepopanto NPUICKEHHE, KATO MAKCHMAJTHA TU1a3MeHa
koHueHTpaima (Cmax) ce AocTHra cnen 1-2 uaca. CreneHra Ha abcopbuma ce ysenu4yasa
MPONOPLIMOHANHO HA 103aTa HA AaTOPBACTATHHA. BHORANUYHOCTTA Ha ATOPBACTATHH CACA NpHEMa Ha
dbunMupasu Tabnetkn e 95-99% B cpaBHeHHe ¢ OHOHATHYHOCTTA HA ATOPBACTATHH KaTO Pa3TBOP.
Ab6comornara OHoHanHuHOCT e okono 12%, a cUCTeMHAaTa HANMYHOCT Ha aKTHBHHA peAyKTa3cH
uHxubuTop Ha HMG-CoA ¢ okono 30%. HuckaTta cHcTeMHa RATHYMHOCT €€ Th/DKH Ha MPECUCTEMHHS
KJIMPBHC B raCTPOMHTECTHHATHATA JIMraBHLA W/WIH first pass MeTabonu3zsM B YepHHR Apod.

Pasnpeaenexnue

CpeaHuar cbeM Ha pa3npeneneHne Ha aTopBacTaTyHH ¢ npubnusnrenHo 3811. AtopBacTaT ce
CBBLP3BA C M1a3MEHHTE NPOTEHHH B 2 98%.

Buorpaschopmaums

ATtopsacTtaTHH ce MeTabonnsnpa ot uuroxpom P450 3A4 1o opTo- H napaxHAPOKCHIHH AEPHBATH H
pa3iuHH 6eTa-OKCHAAHTHH NPONYKTH. Te3H CheAHHEHHA cliea TOBa ce MeTabonusupar ot
rmoKypoHupadero. UHxubupanero in vitro Ha HMG-CoA —pexykrasara or opTo- 4
napaxuApOKCUIHUTE MeTaboNUTH € Chillo KaTo nipu atopsBacTaTHH. [Ipubaunsurento 70% ot
rHXHOuTOpHaTa akTHBHOCT HAa HMG-CoA —penykrasara ce Ab/DKH Ha aKTHBHHTE MeTabO/IHTH.

EnxMuBHpaHe
ATOPBAcTATHH ¢€ €KCKPETUpA IIABHO B MUTHYKATA Cllef] XenaTaneH d eKcTpaxenartajieH MeTaboNH3bM.

JlexapCTBEHHAT NpOAYKT 00aye He NPETHLPNABA 3HAUHTE/IHE EHTEpPOXENaTalHa peLHpPKyIaLp.
CpeaHUAT Nepyo Ha NOMyeMMHHHPAHE HA aTOPBACTATHH NpH Xopa € npudausuTenHo 14 yaca.
[Topaay akTUBHHTE METAbONMMTH, NOTYKHMBOTLT Ha UHXHOUTOpHATa akTHBHOCT HAa HMG-CoA ~
peaykrasata e npubansurento 20-30 yaca.

ATOpBacTaTHH € cybcTpaT Ha YepHOApOOHUTE TpaHCNIOPTEPH H Ha NOJHUINENTHANTE, TPAHCNOPTHPALLH
opravuyiHd aHHoHH 1B1 (OATP1B1) u 1B3 (OATP1B3). MetaGonuTHTe Ha aTOpBacTaTHH Ca
cyocTpati Ha OATP1B1. YcraHOBeHO € CBILO TakKa, Y€ aTOPBACTATHH € CyOCTpaT Ha eITyKCHHTE
TPAHCNOPTEPH HA P-riMKoNpoTeHHa U Ha MPOTEHHA Ha PE3UCTEHTHOCT Ha paka Ha repaara (BCRP),
KOHTO MOXe Aa OrpaHH4aT ypeBHaTa abcopbums u »TbYHHS KIHPBHC Ha aTOPBACTATHH.

CneunanHy nonyaauny
Cmapuecka ev3pacm:
KoHueHTpaLMaTa Ha aTOPBACTATHH H HENOBHUTE AKTHBHHM MeTabOJIUTH B IUIA3MATA € NO-BUCOKA NpPH

KPBBTA Ca CXOJIHH B JIBETE Bb3PaCTOBH IPYNH.

[Teouampuuna nonyaayua.

B otBOpeHo, 8-ceamMuuHo npoy4sane Tanner Stage 1 (N=15) u Tanner Stage >2
naureHTH (0T 6 40 17 rogHHK) ¢ XETepO3HroTHa GaMHAHA XHUMEPXONECTEPONIEMHR F
croitHocT Ha LDL-C >4 mmol/L ca nekysanu ¢ 5 unu 10 mg abBuaiy wnu 10 unu




TabNeTKM aTOPBACTATHH CHOTBETHO BEAHbXK AHEBHO. TesaecHOTO Teryio € OW1o eAMHCTBEHHAT 3HAYHM
noKasareJ NpH nonynauuara Mogena aropeactatiH PK. [lepopanHusT KiHpBHC HA ATOPBACTATHH NPU
NeIHATPHYHH HHOIMBHIH H3LJIEXKIa MoJoOeH Ha TO3M NPU BB3PACTHH, KOraTo ce H34HMCNABa
anoMeTpHYHO upe3 TenecHo Tero. [locneasamn noHwkenus B LDL-C u 061 xonecrepon ca
HabnioaBaHH NPU €KCTIO3HLIMA C ATOPBACTATHH H O-XHAPOKCHATOPBACTATHH.

llon:

KoHleHTpauKuHTe Ha aTOPBACTATHH H HEFOBXTE AKTHBHH METAOOHTH C€ pa3inyaBar Mnpu >KeHH
(MakcHMasTHaTa IUia3MeHa KoHLieHTpanms € ¢ okoiao 20% no-Bucoka # AUC ¢ okono 10% no-Hucka) U
npy Mbxe. Ta3zn paziiika He € KIMHHYHO 3HAYHMA M Pa3jIMKHTE B €QEKTHTE BBPXY JIKITHANTE B KPBBTA
MeXIY MBbXKe U )KeHH He ca 3HAYMTENHHU.

Bvbpevno yepescoane:
Br6peunure 3abonspanna HAMAT €EKT BHPXY IUTA3MEHUTE KOHLICHTPALIMK HIH BbPXY CTOHHOCTHTE
Ha TMNHAYTE B KPbBTA Ha aTOPBACTATHH U HETOBUTE AKTUBHU MeTabonNuTH.

Ueproopobro yepesicoaue:

[InasMeHHTE KOHLIEHTPALMM HA aTOPBACTATHH M HErOBUTE AKTHBHH MeTaOONUTH 3HAUUTENHO Ce
nosuaBaT {Cmax npubnuaurento 16-kparuo u AUC 11-kparHo) npu nalieHTH ¢ XpOHHYHO
yepHOApoOHO 3abongaBaHe CBBP3aHO Che 3toynoTpeba ¢ ankoxona (Childs-Pugh B).

SLOCI1B1 noaumopghuzom

YepuoapoObHuaT MetabonusbsM Ha BCHUKM HHXHOHTOpH Ha HMG-CoA penykra3ara, BKIKOYHTEIHO
aTopBacratdH BxmousaT OATP1B]1 tpancnioprep. [Ipu naupesTH ¢

SLOC1B1 nonuMop¢u3bM MMa PUCK OT YBEIMYEHA €KCNO3ULIMSA HA ATOPBACTATUH, KOETO MOXKeE Ja
JOBEAE A0 NOBHUIICH PUCK OT padaoMuonusa (Buwkre pasaen 4.4). IlonumopdusMBT B reHa, KogHpall
OATPIBI1 (SLCOI1B1 ¢.521CC) ¢ cebp3aH ¢ 2,4 mbTH MO-BHCOKa €KCIIO3ULUA HA ATOPBACTATHH
(AUC) oT Ta34 Ha HHAHBUAM, KOUTO HAMAT TO3U NeHOTUNEH BapHaHT (¢.521TT). ['eneruuno
MOBpPEAEHUAT 4epHOApOOEH MeTab0IM3IBM Ha aTOPBACTATHH € CBhILO Bb3MOXKCEH MPH TE3U NALHEHTH.
He ca AcHH BB3MOXKHHTE NIOCTIEAULIM OTHOCHO €HKACHOCTTA.

5.3 IlpeaxmBHYHH JAHHE 3a 6e3onacHoCT

ATOpBacTATHH HE MOKA3Ba MYTAr€HEH M KIacTOreHeH NOTeHuMaN nNpy 4 Tecta UH BUTPO U | HH BHBO
aHanu3. ATOpPBAaCTaTMH He NOKa3Ba KaHLIEPOreHHOCT MPH IUTbX0BE, HO BUCOKH J03H NPU MHILKH
(uzpassBaw ce B 6 10 11 mbry no-ronemu AUC 0-24 h, oTkonkoTo Te3n HabmonasaHHu NpH xopa
NpH Hal-BHCOKHTE NpPENOpbYMTENIHA A03H) NOKA3BaT XENaToLECAyJIapeH aleHOM MPH MBbXKH
HHIMBHAM U XenaToueyJapeH KaplMHOM IPpH eHCKH HHOuBKMAH. MMa nokazaTencTeo or
NMPOYUYBAHUATA NPH KUBOTHH, Ye HHXuOUTOpuTe Ha HMG penykrazara MoXe 1a NOB/IHAAT BhPXY
pa3BUTHETO Ha eMOpuoHHTEe WM deryca. IIpu mbXxoee, 3afilM H KydeTa aTOPBaCTaTHH HE OKa3Ba
edexT BbPXY (epTUIHTETa U HE € CUMTAH 33 TepaTOreHeH, HO NPH TOKCHYHHM 3a MalikaTa J03a ce
Habmoaasa deTaiHa TOKCHYHOCT NPH IUIbX0Be K 3aiLiM. 3a0apd ce pa3BHTHETO Ha MOKOJNICHHETO H Ce
Habnonasa HaManeHa MNOCTHATAIHA MPEXKUBAEMOCT [10 BpeMe Ha eKCIIO3MLIUS Ha MalKiTe ¢ BHCOKH
ao3u aropsactatvH. [Ipy rorbXxoBe MMa OKa3aTeNCTBO 3a IUlaleHTape TpaHcdep. [Ipu mrepxose
IU183MEHHWTE KOHLIEHTPALlMK Ha aTOPBACTATHH €a noj00HM Ha Te3n B MNISKOTO. He e u3BecTHO Janu
aTOPBACTATHH WIH HeroBuTe MeTabo/IUTH C eeKCKpeTHpaT B KbpMara.

6. GAPMAIEBTHYHM JAHHHU

6.1 ConucbK HA NOMOINHNATE BelecTBA
Anpo Ha Tabnerkara:

JlakTo3a MOHOXMApPAT

Llenyno3a Ha npax

Xunpomeno3sa 6¢cp u 100 cp

MeraymuH

Harpuer HuUllleCTeH IIIMKONAT THN A




Marnesues creapart

TabneTtHa oOBHBKA:
Xunpomenosa 6cp
IToBuaon 25 (K-25)
Twuranos anoxkcua {(E 171)
[Ipomwien rnukon

6.2 HechbBMecTEHMOCTH

Henpunoxumo

6.3 Cpok na roanocT

2 rONHHH

64 ChnenmanHn yCJJOBHS Ba CbXPAHERHE

Jla ce cpxpansea noa 30 ° C B opruHaiHaTa onakoBKa 3a 3all(MTa OT CBET/IHHA.
6.5 /IanHA 32 ONAKOBKATA

bnucrepu (OPA-AI-PVC/Al)

Aparun 10 mg dunmupanm rabnerxu:
Pasmep Ha onakosku: 10, 14, 28, 30, 50, 56, 84, 90, 98, 100 u 112 tabnerxu

Aparun 20 mg punmupann rabnerku:
PazMep Ha onakosxu: 10, 14, 28, 30, 50, 56, 84, 90, 98, 100 n 112 tabnerku

He BcHuKU BHIOBE ONAKOBKH MOrar fa 6baaT mycHaTH B npoaaxbda.
6.6 CnenuaaHH nNpeina3nH MePKH NPH E3XBLPJASHE
Hama cneuyyanHy U3HCKBaHUA.

7. IIPHTEXATEJI HA PASPEILIEHHETO 3A YIIOTPEBA
Aliud Pharma GmbH, Gottlieb-Daimler Strasse 19, 89150 Laichingen, I'epmanus

8. HOMEP HA PA3ZPEINIEHHETO 3A YIIOTPEBA
Aparun 10 mg: 20110567
Aparnn 20 mg: 20110568

9, JTATA HA ITBPBO PASPEIIIABAHE/TIOJHOBSABAHE HA PASPEILIEHHETO 3A
YIIOTPEBA

Jata Ha mbpBo paspewasane: 28.09.2011

JlaTa Ha nocneaHo nogHopsasaHe: 28.06.2017

10. JATA HA AKTYAJIHIUPAHE HA TEKCTA

09/2024




