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1. HUME HA JIEKAPCTBEHMUA IMTPOAYKT

ATopBactatuHd Exodapm 10 mg ¢puimupanu tabneTku
Atorvastatin Ecopharm 10 mg film-coated tablets

ATopBactaTtiH Ekodapm 20 mg ¢puimMupaHu TaONETKH
Atorvastatin Ecopharm 20 mg film-coated tablets

2. KAYECTBEH U KOJIMHECTBEH CbCTAB

Besika dunmupana tabnetka Atopsactatid Exodapm 10 mg cbabpxka 10 mg aropsactaTtiH
(atorvastatin) noa popmara Ha atopBactaTuH kaauni Tpuxuapar 10,84 mg (atorvastatin calcium
trihydrate).

Besika duamupana tadbnerka AtopsacratiH Ekodapm 20 mg ceabpxka 20 mg atopBacTaTvH
(atorvastatin) noa ¢opmara Ha atropBacTaTHH Kajuuil tpuxuapar 21,68 mg (atorvastatin calcium
trihydrate).

[ToMOLLHO BELIECTBO C M3BECTHO AeicTBHE: BCsika puaMUpaHa TadneTka AtopeactatiH Exkodapm 10 mg
chabpka 32,81 mg nakro3a moHoxuapar. Besika punmupana rabnerka AropeacratiH Exkogapm 20 mg

chabpxka 65,62 mg n1aKkTo3a MOHOXHM/Ipar.

3a NbJHUS CITUCBHK HA MOMOILLIHHUTE BELleCTBA BUXKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA
®OunamupaHa TadneTka

ArtopBactatuH Exodapm 10 mg - 6eau 10 noyuTH Oe/iu, eJIMINCOBHAHM, ABOHHOM3MbKHAIN (PUIIMHPAHH
TabJeTKH ¢ AeJIMTE/IHA YepTa OT JABETE CTPaHH Ha TadjeTKaTa W nevyaTHo o3HavyeHue D™ oT aBete cTpaHu
Ha AeJMTEeNHAaTa YepTa Ha e1HaTa CTpaHa Ha Tabaerkara.

AtopBactatud Exodapm 20 mg — 6eaun 10 noutu Oeau, eTMNCOBUAHH, ABOHHOM3MbKHAIN (PUAMUPAHH
TabJIETKH C JIe/IMTE/IHA YepTa OT ABETe CTPaHH Ha TadsieTKara M nevyaTHo o3HauyeHue “C” OT ABETE CTpPaHH
Ha JIeJMTe/IHaTa YepTa Ha e1HaTa CTpaHa Ha TabJieTkara.

Tabnerkara moxe j1a Obje pas/ie/ieHa Ha JIBE paBHU J103H.

4. K/IUMHHUYHHU JAHHH
4.1 TepaneBTHYHH NOKA3AHHSA

XHUINEPXO0JIECTEPOJIEMHUSA
ATOpBACTaTHH CE€ U3M0JI3Ba KAaTO AOMNBIHEHHE KbM JHETATA, Le/isla NOHW)KaBaHe HUBOTO Ha oﬁumn
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WIIN ApyTH HedapMakoJOrMiHH MEPKH Ca HEJOCTATbUHM.

ATOpBACTATHH CbLIO TAaKa € NOKA3aH 3a HaMansBaHe Ha obwusa xonecrepoa u LDL-xonecrepona npu
MAUHEHTH C XOMO3MIOTHA PaMHIIHZ XHNEPXONECTEPONEMHRA KATO AONbIHEHHE KbM APYTO
aunuaonoHuxaeawo nevueHue (Hanp. LDL-adepesa) uin ako HIMAa Bb3MOXHOCT 32 TAKOBA JieYEHHUE.

NpodunakTHka Ha Cbpe4HO-ChA0BH 3abonaBaHns
3a npohuIakTHKA HA CbPAEHHO-CbAOBH HHUHWAEHTH NMPH NALKHEHTH, MOAJIOKEHH Ha BUCOK PHCK OT
Pa3BHTHE HA NbPBH CbPACYHO-CHAOB HHLUMACHT (BX. TOYKA 5.1), KAaTO JONBJIHEHHE KbM KOPEKLIUATA Ha

APYTH PUCKOBH (PAKTOpPH.

4.2 Jdo3upoBKa H HAYHH HA NPHJIOKEHHE

Jlo3npoBxa

[Ipean HauanoTo Ha ACYEHHUE C AaTOPBACTATHH NAUMEHTHLT TpAOBaA Aa ObAE NOCTaBeH Ha cTaHIapTHa
NOHHXKAaBALIA XOJAECTEPONa ZHETA, KOATO ToMH TpsOBa na NPOAL/DKH Aa CMa3Ba U 10 BpeMe Ha JIEYEHUETO.
Ho3uTe TpabBa na ce onpeaessT HHAWBUAYAJIHO B 3aBUCHMOCT OT M3XOAHWTE HUBA Ha LDL-xonecrepon,
LHeJINTE HA TEpaNUATa U KNIMHUYHHMSA OTMOBOP Ha MauMUeHTa.

(Obuuaiinara HayanHa no3a € 10 mg BegHbX AHEBHO. Kopekuusa Ha A403aTa Ce U3BBbPLLBA NPe3 HHTepBaiu
oT 4 nnx noseye ceaAMHULKM. MakcHManHaTa a03a € 80 mg BeAHDbX AHEBHO.

[Tvpsuuna xunepxorecmeporemus U KOMOUHUPAHA (CMeCceHa) Xxunepaunuoemust

[TloBeueTo NaLMeHTH €€ NMOBAUABAT YCNEUWIHO OT 1032 0T 10 mg aTopBacTaTyH BEAHDBK AHEBHO.
TepanesTHueH edeKT ce HaGNOAABA A0 2 CEAMHULH OT HA4ANOTO HA IEYEHUETO, @ MAKCUMATHHAT
TepareBTHUeH edeKT ce nocTura 00UKHOBEHO cnelt 4 ceamuuy. EdexTsT ce 3ana3sa no Bpeme Ha
MPOABIKHUTENHO JICUEHHE.

Xemepo3ucomua QamMutHa Xunepxonecmeposemus

JleuenneTo TpaOBa Aa 3anouHe ¢ 10 mg aTopBacTaTuH AHEBHO. JJo3uTe TpAOBA Na ce NpeueHar
HHAWBWIYATHO W J1a C€ KOPUI'UPAT HA BCEKH 4 CEAMHULIM A0 AOCTUraHe Ha 1033 OT 40 mg AHeBHO. (el
TOBA A03aTa MOXe Jaa Obae nosuilieHa A0 MakCHManHa AHeBHa A03a oT 80 mg unu 40 mg aTopBacTaTHH Ce
KOMOHHHpPA CbC CEKBECTPAHT HA KJIbUHUTE KUCEIHUHN.

XOMO3ULOMHA (PAMURHA XUNEPXORECMEPOREMUA

HanuuHu ca orpanryen Opod naHHK (BXK. TO4KA 5.1).

JIHeBHATa 8033 NPH NALMEHTH ¢ XOMO3UTOTHA hamunHa xunepxonecreponemus e 10 — 80 mg/aHeBHO
(Bx. TOuka 5.1) KaTO AOMBJAHEHHE KbM ApYyra JHNHAONOHWkKaBawa Tepanus (Hanp. LDL-adepesa) nnu
MPY HEBL3MOXKHOCT 3a NpUfaraHe Ha Takasa.

Ipoguraxmuxa na cvpoeyHo-cbo08YU 2a00AA8AR U
[Ipu npoyuBaHusTa 3a MbpBUYHA NpodunakTuka go3ata e 6una 10 mg/aeH. [1o-BHCOKH 003H MoraT aa
ObaaT HeoOX0AMMH C Ues NOCTHraHe Ha HUBa Ha LDL-xonectepon, noco4eH B HACOKNTE 33 JeYEHHE.

Ilayuenmu c napywena 6vbpeuna Qynxyusi
He ce Hanara npoMsiHa Ha Jo3ara (Bx. To4ka 4.4).

Hayuenmu ¢ Hapyviuena weproopobua yrxyus
ATOpBacTaTUH TPAOBA Ja CE MpUsara ¢ NOBHUICHO BHHMAHHE NPH MALHEHTH ¢ YepHOapobHa
HEeIOCTATHHHOCT (BXK. TOUKH 4.4 1 5.2). ATOpPBACTATHH € NPOTUBOMOKAa3aH MpH NaUWEHTH C
4yepHOAPOOHO 3abonABaHe (BK. TOUKa 4.3).

Hayuenmu 6 cmapuecka év3pacm




EdukacHocTTa 1 6€30NacHOCTTA NPH NALUHEHTH B CTAPUECKA Bb3PacT ¢a noA0OHH HA TE€3H, KOHTO ce
HaOmoaasat npy obwara nonynaums.

[Teouampuuna nonyaayus

Xunepxoaecmepoiemus

[TpunaraneTo Ha neKapCTBEHMS MPOAYKT B NeauaTpuaTa TpsOBa Aa ce H3BLPLIBA CAMO OT CMELHAINCT ¢
ONUT B ICUCHHETO HA JI€TCKA XHMNEPIHMHAEMHS, KAaTO NaLHEeHTHTE TpAOBa na ObaaT NpoCcCnensiBaHH
PEAOBHO MO OTHOLLIEHHE HA HAfpedbKa HAa NEYEHHETO.

[Ipy nauMeHTH ¢ XETEpO3UTroTHA (haMUITHA XHUTIEPXONECTEPOJIEMHSA HA Bb3pacT 10 W noBeve roauHy,
MpenopbYHTEIHATA MbpBOHA4YANHA 1032 € |0 mg aTopBacTaTHH AHEBHO (BXK. Touka 5.1). JJo3ara Moxe aa
Obae ypennuena ao 80 mg nHEBHO, B 3aBHCUMOCT OT OTroBopa v noHocumocTTa. [losute Tpabsa na 6baar
onpeneneHH HHAKMBUAYANHO CIIOPEA NpenopbYBanara uen Ha tepanuaTta. Kopurupaswe Ha nosure tpsadsa
Ra ce MpaBy HA HHTEPBANH OT 4 CEAMHLM WiIW noBeue. TUTpUpaHeTo Ha fo3aTta Ao 80 mg AHEBHO €
NOJAKPENEHO C JaHHU OT NPOYYBAHE MPH BBH3PACTHU U OrpaHUUYeHH JaHHK OT KIIMHUYHH MPOYYBAHUA NPH
AeLA € XeTepo3uroTHa paMunHa xunepxoaecreponeMus (Bx, Touka 4.8 u 3.1).

Hanu4Hu ca orpaHH4e€HH AAHHH OT OTKPHTH NPOYUYBAHUA MO OTHOLUEHHE HA DE30NacHOCTTA H
eHKACHOCTTA NpH J€elia C XETEPO3UTOTHA (PaMHUTHA XUTIEPXONECTEPONEMHA Ha Bb3pacT Mexay 6 v 10
rOIWHH. ATOPBACTATHH HE € MOKa3aH 3a NIeYeHue Ha nauneHTH noa 10-roguiHa pb3pacT. Haau4yHHTE KbM
MOMEHTA JaHHHU ca OfiMcaHH B TO4KH 4.8, 5.1 1 5.2, HO HE MOXKe Jia ce HampaBu NpenopbKa 3a J03HpaHe.
Jpyru nekapctBeHu POPMH/KOHLEHTPALUUA MOXKE [a ¢a MO-NOAXOASLUM NPH Ta3u Bb3pacToBa MOMylaLHs.

EQnospemerino npuroxcerue ¢ Opyau AexkapcmeeHy npooykmu

[Ipy nauueHTH, NpHEMALLH AHTHBHPYCHHU CPEACTRA 32 Ne4eHHe Ha xenatHT C KaTo
enfacBUp/rpazonpeBUp WK NETEPMOBHP 33 NPOdUIAKTHKA HA UMTOMEraOBHPYCHA HHEKUUS,
SAHOBPEMEHHO C aTOPBacTATHH, A03aTa HA ATOPBACTATHH HE TpsOBa Aa npepviuasa 20 mg/aeH (BX. TOUKH
4.4 u 4.5).

Ynorpebata Ha aTOpBaCTaTUH HE Ce NPenopbyuBa NPH NAUUEHTH, TPUEMALLH JIETEPMOBHP €QHOBPEMEHHO
C LHKIOCNOPHH (BXK. TOUKH 4.4 1 4.5).

HayuH HA NPUIOKEHHE
ATOpBACTATHH € MpeJHa3HAUYEH 3a nepopaiHo npuiomkeHde. ChOTBeTHATA AHEBHA A03a TpAOBa aa ce
npuiara HaBeqHbXK H MOXKE Aa Oble NpHEMaHa no BCAKO BpeMe Ha AeH#A, ¢ UM Oe3 xpaxa.

4.3 IlpoTrHBOMOKA3aHHA

ATOpBACTAaTHH € MPOTHBOMOKA3aH NPH MaUUEHTH:
- CbC CBPBXUYYBCTBHTEHOCT KbM aKTHBHOTO BELIECTBO UM KbM HAKOE OT MOMOLIHUTE BELIECTBA,

H36poeHH B Touka 6.1,
- C aKTUBHO YEPHOAPOOHO 3a601BaHe UK HEUIACHEHO NEPCHCTUPALLIO YBEJHUYEHHE HA HUBATA Ha

CEPYMHHUTE TPAHCAMWHA3H, HAAXBBPJALLO 3 NBTH rOpHaTa rpaHyLIa Ha HOpMarTa,

- NeKyBaHH ¢ AaHTHBHPYCHHTE CPEACTBA 3a JicueHHe Ha xenatutT C riekanpesup/nuOpeHTacBup;

- Mo BpeMe Ha OpEMEHHOCT, KbPMEHE U MPH XKEHH B AETEPOAHA BbL3PaCT, HENMPHIATaLH NOAXOAAUIH
MEPKH 3a KOHTpauenuusa (Bx. Touka 4.6).

4.4 Choennaauu npeayrnpexacHHA H NpeanasHu MepKH npu ynorpeda

YepHoapoOuu edekTH

Tps0Ba na ce npoBeaar U3CneABaHUs Ha YepHOApoOHaTa PYHKUHA NPEaH 3aN0UYBAHE H
NEPHOAUYHO e TOBA. Ha nauueHTy, Noka3Baityd NpU3HaLH HIH CHMNTOMH Ha 4Yep
yBpexaaHe, TpaOBa Ja ¢ce HanpaBaAT M3C/eABAHKS HA YepHoApoOHaTa GyHKLKMA. [lau




HUBA Ha TpaHCaMHHAa3uTe TpAOBa na ObaaT npocnesiBaHH, 1OKATO CTOMHOCTHTE C€ HOPMANH3UPaT. AKO
CTOMHOCTHTE UM Npoab/kasar Aa Obaar Haa TPH NBTH NO-BUCOKH OT ropHaTa rpaHHLia Ha HopMarTa, ce
MpenopbYBa HAMAIABAHE HA K03ATa UJIH NPEyCTAHOBABAHE HA NPHEMA HA ATOPBACTATHH (BX. TO4Ka 4.8).

ATOpBacTaTHH TpA0Ba Aa Ce¢ MpUaara ¢ NOBULIEHO BHUMAHHE IPH MALNEHTH, KOHTO KOHCYMHUPAT rONEMH
KOIHUYECTBA A1KOXO0J W/WJIH Ca ¢ aHaMHe3a 3a yepHoapoOHO 3abonsaBake.

[IpeaoTepaTaBaHe HAa MHCYIT Ype3 arpecuBHO HaMaAsBaHE HA HUBATA HA xonecTepona (Stroke Prevention
by Aggressive Reduction in Cholesterol Levels (SPARCL))

[py npoBeleH aHanu3 Ha MOATHNOBETE HA HHCYNT NPY NalLHeHTH 6€3 KOPOHAPHO ChpacUHO 3adonaBaHe ¢
OPEXOAEH UHCYAT UK NPEXOaHA uexeMHyHa aTaka (T1A), ce yCcTaHOBABA BUCOK PHCK OT XEMOpParn4eH
HHCYNIT NIPH Te3H, KOUTO npuemat 80 mg AHEBHA n03a aTOpBacTaTHH, cpaBHEHH ¢ niauedo. Habnonaea
ce 0cOOEHO BHCOK PHCK NPH NAaUHEHTH, KOUTO CTAPTUPAT U3C/EABAHETO C AaHAMHE3a 32 NpeKapaH
XeMOparu4eH HHCYAT WK NaKyHapeH wHGapKT. [1py naLueHTy ¢ NbPBUYEH XeMOparuyes HHCYIT U
naKyHapeH HHPaApKT, CbOTHOLIEHHUETO MON3a/PHCK OT APHIAraHeTo Ha aTopsBactaTi 80 mge
HeonpeaeneHo W TpAdBa Aa ¢e B3€ME NOJA BHUMAHHE NMOTEHUHATHUAT PUCK OT XEMOparuueH UHCYAT Npeau
3aN0uYBaHe HA EYSHUETO (BXK. TOYKA J.1).

BiuaHue BbPXY CKeleTHATa MYCKYIaTypa
B peaku cnyuau atopsactatvH, nogodHo Ha apyrute HMG-CoA-penykrasHn HHXHOHTOPH, MOXE 12

OKaXke HeONaronpuATHO Bb3ACHCTBHE BLPXY CKEJIETHATA MYCKYNATypa H Aa NPHYHHH MHANTHA, MHO3HT H
MHOIMATHA, KOUTO MOraT Ja nporpecupar ao padaomMuonusa (NOTEHLHATHO XXHBOTO3aCTpaLlaBalLlo
ChCTOSIHHE, XapaKTEPH3UPALLO C€ CbC 3HAYUTENHO NOBHLIEHH HUBA HA kKpeaTHHKKHA3a (KK) (> 10 abvTi
HaJ HOpMaTa), MUOTrIOOMHEMHUSA U MHOTTIOOHHYPHS, KOUTO MOraT a 1oBeaaTt Ao oubpeuHa
HEQOCTATLYHOCT).

B Hskonko cnyuas ce cboOWaBa, Y€ CTaTHHUTE HHAYLHMPAT de novo WK BNIOLLABAT Beue ChIUECTBY Ballla

MHACTEHHSA FPABUC UK O4YHA MHAcTeHHA (BXK. Touka 4.8). [Ipunoxenuero Ha aTopBacTaTHH TpsAOBa Aa ce
crnpe B cay4ali Ha BaoLlaBaHe Ha cuMntoMuTe. UMa cboOiLeHns 3a peurnB NpH (MOBTOPHO) NIpUNlaraHe
Ha CbLUKA WK pPa3HyeH CTaTHH.

[Tpeau 3anoyBaHe HA AEHEHHETO

ATOpBacTaTHH TpAOBa Aa ce W3M0JI3Ba BHHMATENHO PH MAUHUEHTH C NPEAPa3NOJaralli KbM

pabaomMHonnsa paktopu. HuBara Ha kpeaTuHKHHa3a TPADBA Aa € U3CAEIBaT Npean 3arnouBaHe Ha

NEYEHHE CbC CTATHHU B CIICAHUTE CAYyUaH:

- 0BLOpeyuHo yBpexaaHe;

- XHUNIOTHPEOUAHIBM,;

- aHAMHE3a, NepCoHalHA WM CEMERHA, 32 HACNEACTBEHH MYCKYIHH 3a00isiBaH us;

- NnpeaulecTBalla aHaMHEe3a 3a MYCKYJTHa TOKCHUYHOCT OT CTAaTUHUA UNU (pudpaTh;

- npealecTBallla aHaMHe3a 3a YepHoapobHo 3abonspane w/unu ynorpeda Ha 3HaUUTENHH KOTWYECTBA
aJTKOXO0J1;

- MpU NAUMEHTH B CTAp4eCKa Bb3pacT, HEOOXOAHMOCTTA OT TE3H H3CNCABAHHUA TPAORA Aa Ce NpELEHH
B 3aBUCHMOCT OT HAIMYKETO HA ApYrH GakTopH, Npeapasnonaratuyd KoM pabaoMUoONH3a,;

- Bb3MOXHOCT 3a MMOBHLLABAHE HA NJA3MECHHUTE HHBA HA aTOPBACTATHH, HAPUMEDP MpPH
B3aHMOICHCTBUS C APYTH JeKapcTBa (BX. TOUKa 4.5) ¥ NpY CNelHanHy rpyny nony fauyy, BKi.
reHeTH4YHH cydnonynauuu (Bx. Touka 5.2).

B Te3u ciyyad pUCKBT OT JIEHEHHETO TPAOBA Aa Ce NPEeUEHHU CNIpPSMO Bb3MOXHUTE nossu. [lpenopbusa ce
KJIMHHYHO MOHUMTOpUpaHe Ha nauueHTa. He TpsaOea Aa ce 3amouBa nevyeHmne, ako W3X0AHNTE HHBA Ha

ca 3HaAUMTENHO NOBULLEHH (>5 NMbTU HAJ HOpMaTa).

HacnenraHe Ha kpeaTHkHHa3aTta (KK)




Kpearunxunazata (KK) ve Tpsabsa na ce v3caensa ciaen yCHACHO PH3HYECKO HATOBAPBAHE WIIH NPH
HaJlH41e Ha JpYyra BepOATHA NPHYHHA 33 HEHHOTO YBENHYEHHE, ThH KATO TOBA MOXE 1A 3aTPYAHH
OLICHSIBAHETO Ha MOJYUYEHNTE CTOHHOCTU. AKO HUBOTO HAa KK € 3HaUUTENHO NOBHLLEHO (>3 MbTH HAJ
HOpMaTa), HUBaTa TpAOBa Na ce U3CcneABAT NOBTOPHO B PAMKHTE Ha 5 10 7 AHW, 33 1a C€ NOTBbPAAT
pE3YITATUTE.

[To BpeMe HA NEYEHHETO
- [MauuenTuTe TpaOBa Aa ObAAT NpeaynpeAeHH Aa CbOOLWABAT BeAHAra 3a [osiBa Ha MYCKYJIHH DoJKkH,

KpaMny 1M ¢nadocT, 0coOEHO B Clly4auTe, KOraTo TOBa € NPUAPYXEHO C OTNAJHAIIOCT H NOBHILEHA
TEMMEpaTypa;

- AKO TakMBa CHMNIITOMH C€ NOABAT MO BpEMe Ha JICYCHHUETO ¢ aTOPBACTATHH, TpAOBa Aa ce u3caenBar
Husata Ha KK. AKo T€ ca 3HaUMTEeJHO NOBULUEHHW (>5 NbTH HaJ HOPMATA), NEUEHUETO TpabBa Aa
Obae npeycTaHoBeHO. B ciiyuail Ha NPOABLHKHTENHN H TEKKHM MYCKYJ/IHH ONNaKkBaHus, TpAOBa Ja ce
0OMHCNH NPeyCTAHOBABAHE HA MeYEHUETO, HOpH ¥ HUBaTa Ha KK na He ca 3HauuTeNnHO NOBHILUEHH
(<5 nbTH Haa HOpMaTa);

- AKO CHMNTOMHTE OTILYMAT U HUBaTa HA KK ce HopManu3upart, MOXe Ja ¢ce 0OMUCIH NOBTOPHO
OPUIOKEHHE Ha aTOPBACTATHH MIIH APYr CTATHH, KATO CE€ NMpKHara Han-HUCKaTa J103a U ce
MPOBEXKAa CTPHKTHO MOHUTOPHPAHE,

- JleuenneTo ¢ aTopBacTaTHH TPAOBA Na ce NpeKkbCHe, ako HUBaTa Ha KK ce moBUILAT 3HAUKTENHO
(>10 nbTH HAJ HOpPMATA) WK aKO C€ AHATHOCTHLHPA WK MoL03Hpa pabaomMuonu3a.

EAHOBPEMEHEH NPUEM C APYTH JIEKAPCTBA
PicksT oT pabaomMHoan3a ¢e NOBKHILABA NPH €AHOBpeMeHHa ynoTpeda Ha CTATHHH C ONPEACICHH

JIEKAPCTBEHH NPOAYKTH, KOUTO MOraT a NOBHILAT IJa3MeHaTa KOHUEHTpalHs Ha aTOpBacTaTHH, KaTo
MOLHUTE HHXHOHTOpH Ha CYP3 A4 vnu TpaHCNOPTHUTE MPOTEUHH (HANP. UHKJIOCMTOPHH, TEIHTPOMHLIHH,
KAAPUTPOMHLUHNH, AENABUPIHH, CTUPUIICHTON, KETOKOHA30/l, BOPHKOHA30/, HTPaKOHa30/1, M03aKoHA30/,
nerepmoBup UM XM B-nporeasin nHXHOUTOPH KATO PUTOHABHP, NTONHHABHP, aTa3aHaBHp, HHAHHABHD,
JapyHaBHpP, TUHNpaHaBHP/PUTOHABHD Y Ap.).

PuckbT OT MHOMATHA MOXKE Ja C& MOBHULUM NpU CbBMECTHATA yrnotpeba Ha aTopBacTaTHH ¢ reMduoposun
WK Apyru ¢ubpaTH, aHTHBMPYCHH CpeACTBa 3a neveHue Ha xenatut C (HCV) (bouenpesnp, Tenanpesup,
enbacBup/rpazonpeBup), EPUTPOMHULINH, HHALMH UNH e3eTUMUD. AKO € Bb3MOXHO, BMECTO TE3H
nekapcTea, TpabBa 4a ce MOMHUCIH 3a anTepHaTHBHA Tepanus (6€3 B3aUMOaeACTBHA).

MHoro panko ce chobliaBa 3a HMyHOMeAHMPAHa HEKPOTH3Wpalla MuonaTtus (Immune-mediated
necrotizing myopathy, IMNM) no speme HAH clell ICUEHHE CbC CTATHHH, BKIIOYHUTENHO C aTOPBACTATHH.
KauHU4HO ce XapakTepu3npa ¢bC C1aboCT Ha NPOKCUMANHHTE MYCKY/IH H NOBHILUEHH HHBA HA
KPEaTHHKMHA34, KOETO NMPOAL/DKABA BLIPEKH NPEKPATABAHE HA JIEHEHNETO ChC CTATHHH.

B cnyyanTe, KoraTo ce Hanara ¢AHOBPEMEHHO [PUAAraHe Ha TE3H JICKAPCTBEHK NPORYKTH C
aTOPBACTAaTHH, TpADBA BHUMATENHO A C€ OLUEHH ChOTHOLUIEHHETO NOJ3a/PHCK OT ChITBTCTBALLOTO
neueHne. Korato nauHeHTHTE MOAYy4aBaT JEKAPCTBEHH NPOAYKTH, KOUTO MOBHULLABAT NJa3MeHara
KOHUEHTpalUKHA Ha aTOPBACTaTHH, CE Mpenopb4sa MO-HKCKa MaKkCHUMasHa 103a Ha aTopBacTaTHHa. B
NOMbJHEHHE, B CJIyYail Ha nevyeHne ¢ MowHY HHXHOuTOpH HA CYP3 A4, Tpsabea aa ce obMucIn no-Hucka
Ha4YaJiHa 1034 Ha AaTOPBACTATHH U C€ NPENnopbUBa aJ€KBATHO KIWHHUYHO NPOCAEAsABAHE HA TE3H NaLHEHTH
(BX. TOuKa 4.5).

ATOPB&CTHTHH HEC Tpﬂﬁﬂa Aa CC npHhara €AHOBpEMCHHO C (byaunom KHCCJIHHa 3a CHCTCMHO MPpHITOKCHHC
HAH B PAMKHTEC Ha 7 AHU cnen CMMHPAHE HA NCUYCHHUETO C d)}’BHIIGBﬂ KHCEJNHWHA. an NAUHUCHTH, [IPH KOHUTO




He3a0aBHO [ia NOTHPCAT MEANUMHCKA NOMOLL, aKO MOYYBCTBAT HAKAKBH CHMNTOMH KaTO MYCKYJIHa
cnabocT, Oosika unv BOJE3HEHOCT.

JieueHHETO CbhC CTATHH MOJXKE [1a CE MOJAHOBH 7 JHH CJie] NMOCAEAHATa 4034 Py31Ma0Ba KHCEIHHA.

ITpu H3KIHOUMTENHK OOCTOATENCTBA, KbAETO CE Halara NpoAb/KHTENHE YnoTpeba Ha ¢y3ua0Ba KHCENHHA
33 CHCTEMHO MPHIOKEHHE, HAND. NPYU NEHEHUE HA TEXKH HHPEKLHNH, HEOOX0AUMOCTTA OT
eHOBpeMeHHaTa ynoTpeba Ha atopeacTaTiH M Gy3Ua0Ba KucenuHa Tpsabea aa 6bae odMHC/IeHa Ha
HHAHBHAYaNHA OCHOBA H CAMO MO CTPHKTHO JIEKAPCKO HaboaeH e.

PUCKBT OT MHOTIATHA W/ HJIKH paDAOMHOIM3a MOXKE Aa C€ MOBHLIH NPH CLITETCTBALLO
npunoxenne Ha HMG-CoA peaykta3zHu HHXHOMTOpH (Hamp. aTOpBacTaTHH) M AANTOMHLUMH (BX.
Touyka 4.5). Tpsabea Aa ce 0OMHCIN BPEMEHHO CITHPAaHE Ha aTOPBACTATHH NPH MALMHEHTH,
npyemMaulyd JanTOMHULHH, OCBEH aKO [ON3UTE OT ChIIbTCTBALLOTO NPHIOKEHHE HE NTPEBHLLABAT
pUCKa. AKO CbBMECTHOTO IPUNOHKEHUE HE MOXE fa ce u3berHe, Husara Ha KK Tpabsa na ce
HIMepBar 2-3 MBTH CeMKUHO U nauveHTuTe TpsadBa na ce HabI01aBaT BHHMATENHO 32
BCAKAKBH NPHU3HAUX HIM CHMNITOMH, KOMTO 6rxa MOIMIH a ca U3gB8a HaA MHONATHA.

[leanaTpuyvHa nony.anus

B 3-roauiuHo npoyuBaHe, OCHOBAHO Ha OLCHKA Ha UAJIOCTHOTO Ch3pABaHE K pa3BHTHE, OLECHKA MO CTaJHH
Ha Tanner ¥ W3MepBaHe Ha BUCOYMHATA M TErJI0TO, He ce HabMo1aBa KTHHHYHO 3HAYHM edeKT BbpXY
pa3BUTHETO W MOJOBATA 3pANOCT (BXK. Touka 4.8).

UutepcTunanua SenoapobHa donect

EAMHWYHHE cyYad Ha HHTepcTHUManHa GenoapobHa 60ecT ca A0KIaABaHu Npu ynorpeda Ha HAKOH
CTATHHH, 0CODEHO NpH NPOABLMHKUTENHO JedyeHUE (BxkK. Touka 4.8). bonectTa ce nposABsaBa C AMCNHeEd,
HENPOAYKTHBHA KAILLMLA H BNOLIABAHE Ha 00LIOTO 3APAaBOCIOBHO ChCTOSAHME (YMOPa, 3ary0a Ha Terio M
Tpecka). AKO MMa CbMHEHHKE 3a pa3BUTHE Ha WHTEPCTHLNAIHA OenoapodHa DonecT, TepanuaTa Che
CTaTHHHU TpadBa Aa ce NpeyCTaHOBH.

3axapeH Anaber

Mma aanuy, Ye rpynara JJeKapcTsa CTaTHHM MOFaT Ja MOBUIUAT HUBOTO Ha IOK03a B KPbBTa H NPH
HAKOH MALMEHTH C MOBHUUICH PHCK OT Bb3HUKBAHE HA AMA0ET, MOraT a AOBEAAT OO YBENHUYEHO HHBO Ha
[NII0KO3a B KPbBTA, H3UCKBALLO MPHJIAraHETO Ha M0oAX0Asula Tepants. Bhopeku ToBa NOHHKABAHETO Ha
ChAOBUS PHCK NPEBHILABA NO 3HAYEHHE pHcKa OT Axader U Tol He OuBa na 6bae npuyHHa 32
[peKpaTaBaHe Ha TepanuATa CbC CTaTHHH. PUCKOBUTE nalMenTH (riroKo3a Ha raaado 5,6 ao 6,9 mmol/l,
BMI>30 kg/m?®, noBHILIEHH HHBA HAa TPHIIHLEPHAH, XHNEpTOHHUA) Tpadea na ObaaT npocaeaaBaHy
KJIMHAYHO W OHOXMMHHYHO CbIJIACHO MECTHHUTE PbKOBOACTBA.

[loMOLHH BELECTBA

To3y nekapcTBeH NPOAYKT ChABbPXKA JIAKTO3a MOHOXUApaT. [1auMenTH ¢ peaky HacneACTBEHH NPoOIEMH
HA rA1aKTO3HA HENOHOCHMOCT, Lapp-nakTa3eH AeULHT W FHOKO30-ranakTo3Ha Manadbcopbins He Tpadea
Ja pHEMAaT TOBA NeKapCTBO.

ATopBactaTtuH ExodapM cCbaAbpka HATPHH
Tora nexapcTao chAbpAa no-Manko or 1 mmol Harpuit (23 mg) Ha TabneTtka, T.€. NPAKTHYECKH HE
CbAbPKA HATPHH.

4.5 BianMonelicTBHE ¢ APYIH JIeKAPCTBSHH NPOAYKTH H APYTH GOpPMH HA B3aHMOAEHCTBHE

EdekTn Ha eJHOBPEMEHHO MPHII0KEHH JIEKAPCTBEHH NPOAYKTH BbPXY aTOPBACTATHH
ATtopsacTaTHH ce MeTabonuaupa ot uutToxpoM P450 3A4 (CYP3A4) u e cybeTpar Ha yepH
TPAHCIIOPTEPH M HA MONUNENTUANTE, TPAHCNOPTHPALIHY OpraHuuHu auuoHn 1B1 (Organi
transporting polypepude IB1, OATPIB1)u 1B3 (OATP] B3). MetabonuTHTe Ha aTop




CBbp3aH ¢ MHOXKeCTBEHA NexapcTBeHa pe3ucTeHTHOCT | (Multi-drug resistant protein |, MDR1) n na
NPOTEUHA HA PE3UCTEHTHOCT HA paka Ha rbpaara (Breast cancer resistant protein, BCRP), konto moxe
Ja orpaHdyar ypesHara abcopOuns K KABYHHUA KIHMPBLHC HA aTOPBACTATHH (BXK. TOUKa 3.2).
EnHOBpeMeHHOTO NpUIoKeHHe 3a¢aHO ¢ HHXHOHTOpH HAa CYP3 A4 unu Ha TpaHCNOPTHUTE NPOTENHH
MOXKE 112 /IOBE/IE 10 YBEIUHEHH NNa3MEHH HHBA HA aTOPBACTATHH H MOBUIUEH PHCK OT MHOMATHA.
PHCKBT MOXeE /12 C€ MOBULIM CHULO NIPH CAHOBPEMEHHO NPHNOKEHHE C IEKAPCTBEHH MPOAYKTH,
WHAYUKpALLW MHONATHA, KaTo PuOpaTH N e3eTUMUD (BXk. ToUKa 4.4).

Hrxubumopu na CYP3A4

Mma naHuu, ye MowHuTe HHXUOUTOpH HA CYP3 A4 3HauUUTENHO NOBUILIABAT KOHUEHTPALMATA HA
atropBacTaTHH (Bx. Tabauua 1 W noapobrara HHPOpMaUUs No-A0NY ). EAHOBpEMEHHOTO NPHUACKEHHE HA
MOLLHH UHXUOHTOpH Ha CYP3A4 (Hanp. UHKNOCNOPHH, TETHTPOMHUHH, KJAPHTPOMHLIMH, [I€J1aBHPAHH,
CTHPHIIEHTON, KETOKOHA30JI, BOPUKOHA30J1, HTPAKOHA30/1, N03aKOHA30N, HAKOH aHTHBHPYCHHW CpENCTBa 34
neveHne Ha xenatut C (Hanp. enbacsup/rpazonpeeup) n XVIB-nporeasHn HHXHOUTOPH KaTO PUTOHABHUP,
NONHHABHP, aTa3aHAaBHD, UHAHHABUP, KAPYHABHUP U Jp.) NO Bb3MOXHOCT Tpsd8sa Aa ce n3darsa. B ciyuau,
KOraToO He MOXe J1a ce H30erHe €HOBPEMEHHOTO NpUiaraHe ¢ aropBactaTiH, Tpabsa aa ce obMuciu
HaMaNaBaHE HA HA4ANHATA ¥ MAKCHMANHATAa 033 Ha aTOPBACTATHH, KAKTO H BHUMATEIHO KIHHUYHO
MOHNUTOpHpPAaHe Ha nauMeHTuTe (8K, Tabanua 1).

Ymepenute unxubnutopu Ha CYP3A4 (Hanp. epUTPOMHULIMH, AHIITHA3EM, BepanaMun U QuiyKkoHa3on)
ChLO MOraT Ja AOBHILAT NNA3MEHHTE KOHLIEHTpaLUKHY Ha aTtopBacTaTuH (Bx. Tabnnua 1). HabnionasaH ¢
NOBHILEH PUCK OT Bb3HUKBAHE H& MHONATHA NPH KOMOHHALMA HA EPUTPOMHLHH U CTaTHHH. He ca
NpoBeXJaHH NPOYYBAHHKS HA B3aUMOACHCTBHATA, KOUTO Aa OLUEHAT ePeKTUTE HA aMUOJAPOH UIH
BepanaMHun BbpXy aTopBacTatHH. U3BeCTHO €, yue aMHOAAPOH U BepanamMHil HHXHOUpAT aKTHBHOCTTA Ha
CYP3A4 n eHOBPEMEHHOTO NIPHUIOXKEHHKE C ATOPBACTATHH MOXE Aa NOBEAE 10 MOBUIIEHA EKCNO3HUHWA Ha
aTopBacTaTiH. ETo 3aW10 npu eqHoBpemenHa ynorpeda ¢ ymepeHH CYP3A4 uuxudutopu Tpadsa na ce
OOMHMCIIH MO-HHCKA MAKCHMAITHA 1034 aTOPBACTATHH Y 1A Ce NMpOoBeae NOAXOAALIO KNRHHUYHO
NpocneasBaHe HA MALNUEHTA, KOETO Ce NPEenopbHBa KaKTO NpH 3aro4yBaHe Ha TepanuaTa, Taka U npH
nociensalila NpoMsiHa B 03HPOBKATA HA HHXHOHUTOPA.

Huoyxmopu na CYP3A4

CbBMecTHaTa ynotpefa Ha aTOPBACTATHH C HHAYKTOPH Ha UHTOXpOM P450 3A4 (kato edasupeHu,
puaMIiH, XbJIT KAHTAPHOH) MOXKE Aa JOBEAS A0 NPOMEHIKBO HAMaNABaHe Ha KOHLEHTpaLUATa Ha
aTopsacTaTHH. [Topaau ABOHHHA MeXaHW3IbLM Ha B3UMOAECHCTBHE HA pudamnuH (udToxpom P450 3A4
HHAYKTOP H HHXHOUTOP Ha TpaHcnoprepa Ha xenaTouutHoTo 3axBawane OATPI1B1), ce npenopotba
enHoBpeMeHHaTa ynotpebda Ha atopBacTaTtuiH ¢ pudaMnuH, TbH KaTo MpHEMA HA aTOPBACTaTHH Clel
MPHEM Ha pHdaMIIMH BOAM A0 3HAYMTESIHO HAMANICHUE HA NNa3MeHaTa KOHLIEHTpall|s Ha aTOPBACTATHH.
Bupeku ToBa, BAHUAHUETO HA pUPaMNUH BbPXY HUBOTO HA ATOPBACTATHH B XEMATOUHUTHTE € HEU3BECTHO
H aK0 €AHOBPEMEHHOTO MPHJIOKEHUE HE MOXKE J1a ce U3DETHE, € NPENOPbUUTEIHO BHUMATETHO
MOHHTOPHPAHE 3a OLEHKA HA €(PHKACHOCTTA Ha NICYEHHETO.

Huxubumopu na mpancnopmepume

HuxubuTopuTe Ha TPAHCNOPTHUTE NPOTEHHYU (HANP. UMKIOCIOPUH, IETEPMOBHP) MOTAT A4 YBEAHYAT
CHCTEMHATa €KCNo3uUMA Ha atopBacTaTHH (BX. Tabnuua 1). EdexrsT OT nHXubupaHeTo Ha
TPAHCMOPTEPHTE Ha XENATOUHTHOTO 3axXBalllaHe BbPXY KOHLUEHTpAUUATA HA aTOPBAaCTATHH B
XEMaTOLUTHTE He € U3BeCTeH. [IpenopbuBa ce npuiioxkeHne Ha HaH-HUCKATa TepaneBTHYHA 103a H
KJIHHHYHO MOHUTOPHPAHE, ako koMOrHaUuaTa HE MOxe aa Obae u3bernara (Bxk. Tabnuua 1).

Ynorpebara Ha aTOpBAaCcTaTHH HE C€ NIPENOPBUBA NMPH NAUMEHTH, NPUEMALIH JETEPMOBHD €11
¢ LHKJIOCTIOPHH (BX. TOUKH 4.4). "

[emubpozun/chubpamu




Ynotpeba Ha ¢pubpaTH KaTO MOHOTEPANHKA € CBbP3aHa C MHONATHS, BKIIKOUMTENHO pabaomuonusa. PHCKBT
OT MHONATHA, AbKALLA C& HA ATOPBACTATHH, MOXKE 1a CE MOBULIH [IPH EOHOBPEMEHHA ynoTpebda ¢
bubpaTn. Ako eqHoBpeMeHHAaTa ynotpeba He Moxe aa Obae u3bdernara, TpadBa aa ce mpuiara Hak-
HUCKATA TepaneBTHYHA 4032 ATOPBACTATHH H NAUWEHTHT Ja C€ MOHWTOpPHpA BHUMATENHO (BXK. Touka 4.4).

Ezemumub

CaMOCTOATENHOTO NPHAOKEHHME HA €3eTHMHO MOXKE 1a Ce acolMHpa ¢ MUONATHA, BKINOUYHTETHO
paGaoMHoan3a. CneaoBarelHO, PUCKBT OT TAKHBA CLCTOAHHS MOXKE /12 C€ MOBULUH MPH KOMOKHHKUpaHeTo
Ha e3eTHMNO W atopBacTaTui. [Ipenopbysa ¢ce BHUMATENHO KIHHHYHO MOHHTOPHPAHE HA TE3H NALUEHTH.

Konecmunon

[1nasMeHaTa KOHUEHTpaLUsA Ha aTOPBACTATHH U HEMOBHTE aKTHBHH MeTabOMHUTH CE€ NOHHUXKABA
(CHLOTHOWEHHE HAa KOHUEHTpauuaTa aropeactatui: 0,74) npr eJHOBPEMEHHO MPHIOXKEHHE Ha
ATOPBACTATHH M KOJECTHUIION, KATO AUMNHAONOHUXKABAIMAT ePexT € no-u3pa3eH, OTKOJKOTO NpH
CaAMOCTORTETHO NPHUIOKEHHE HA POAYKTA.

Dy3ud08a KUCEeAURa

PHCKBT OT MHONATHA, BKAOUUTENHO pabAOMHONIN3A MOXKE Aa CE MOBUILH NPH €AHOBPEMEHHOTO
MPpUIOKEeHHe HA (y3KHI0Ba KHCEIHHA 33 CHCTEMHO NPHNOKEHHE H CTaTHHH. MexaHH3IMBT Ha TOBa
B3auMoaeiicTBHE (HE3aBHCHUMO AaNH € papMakoaHaMUveH HIH hapMakOKHHETHYEH, UK U IBETE) BCE
oule He e uisecteH. [Ipy mauKMeHTH, KOUTO MpHEeMaT Ta3W KOMOMHALKMSA, ca ChbOOUIABAHH CTyYaHn Ha
pabaoMHONU3a (BKIKOUUTENHO HAKOH ¢ daTalieH Kpaif).

AKo Jieuetue ¢ ¢y3uI0Ba KHCEIUHA 3a CHCTEMHO NPUIIoKEHHe € HEOOX0AHMMO, NEUYESHHETO C

aTopBacTaTHH TpfOBa Aa Obae NpekpaTeHO NO BpEME HA JEHEHUETO C ¢Gy3MAOBa KUCEMHA (BXK. TOUYKA
4.4).

Koaxuyun
Bbnpekn ue He ca MPOoBEXKIaHH NPOYyUBAHUA 33 B3aHMOACHCTBUETO MEXKAY ATOPBACTATHH H KONXHLUMH, Ca

OWNId NOKNaJBaHY ClyYad HAa MHONATHA NpU eAHOBpeMeHHaTa UM ynotpeba. HeodxoaumMo € noBuiueHo
BHHUMAHHE NPH NPEANHCBAHE HA ATOPRACTATHH B KOMOMHALKSA C KOMXHLKH.

Hanmomuyun: Cro011aBaHH ca cllyyaH .Ha MUOMATHA W/ WK pabAOMHOIN3A NTPH CbBMECTHO
npunoxeHne Ha HMG-CoA peaykTasHu HHXHOUTOPH (HaNp. aTOPBACTATHH) H AANTOMULUHUH. AKO

CBBMECTHOTO MPUIOKEHUE HE MOXKeE J1a Obae U3berHaTo, ce npenopbUYBa NOAXORALIO KIHHHUHO
HabmoaeHue (BxkK. ToUka 4.4).

EdbexT Ha aTOpBACTATHH BLPXY €AHOBPEMEHHO NPUAOKEHH JEKAPCTBEHH NPOAYKTH

Hucoxcun

[Tp1 MHOTOKPATHO NPHIOKEHHE HA NUIOKCHH €IHOBPEMEHHO ¢ 10 Mg aTOPBACTATHH, MIA3MEHHTE
KOHUCHTpALlUHU HA JHTOKCHH B PABHOBCCHOTO ChCTOAHNC CE€ MOBHULLABAT JICKO. nauHeHTHTe, JCKYBAHH
CAHOBPCMEHHO C QAHTOKCHH, TpﬂﬁBa Ada 6'[':,D,3T BHUMATCITHO NPOCHCIABAHH.

[lepoparnu KoHmpayenmugu
EnHoBpeMeHHaTa ynorpeba Ha nepopaiHy KOHTPAUENTHBH C aTOPBACTATHH BOAYU A0 MOBUIIEHA

KOHLEHTPALHA HA HOPETHHIAPOH H €THHUJIECTPAANO.

Bapgapun

PAMKHUTE Ha 15 oHH ciaen 3anouBaHe Ha JeYeHHeTo ¢ aTOpPBACTATHH. B'l:-l'lpﬁl(l'l HE CaCh
P€AKH CliyHaH Hd KIHHHYRO 3HAYHMH B3aUMOACHCTBHA C daHTHKOAI'YJIQHTH, TpﬂﬁBa aa




NpelH 3ano4YBaHe HAa TEPAIMUATA ¢ AaTOPBACTATHH W OCTAaTH4HO YECTO B HAHAIHHUTE H €Tamny, 3a 1a €
CHIYPHO, Y€ HE Ca Bb3HWKHAJM 3HAYHTETHH POMEHH 8 CTOHHOCTHTE HA NPOTPOMOHHOBOTO BpeMe. Or
MOMEHTA Ha YCTAHOBSABaHE HAa CTA0OUTHY CTOHHOCTH, MPOTPOMOHMHOBOTO BPEME MOXE [1a CE MOHHTOpPHPA
Ha peryJspHH HHTEPBAJH, MPEMOPbUHTENHO 33 NAUUECHTH, NPHEMALLIM KyMAPHHOBH aHTHKOAry1aHTH. AKO
J03aTa HA aTOPBACTATHH Ce MPOMEHH HJIH C€ NPEeKpaTH TEpanMATa, C€ MOBTAPA ChLUATA NpOoUELy pa.
TepanusTa ¢ aTOPBACTAaTHH HE € CBBLP3aHa C Bb3MOXHOCT OT A0OSIBA HA KbpBEHE UIH NPOMEHH B
NPOTPOMOHHOBOTO BPEME NPH NAUXEHTH, KOUTO HE NPUEMAT aHTHKOAryNaHTH.

neﬂHanPl‘-{Ha nonvyjaluus

[TpoyuBaHHA OTHOCHO JIEKAPCTBEHUTE B3AUMOAEHCTBHA Ca OUNIK MPOBEXKIAAHH CAMO MPH Bb3PaCTHHU.
CreneHra HA B3AHUMOJCHCTBUS B NEAHATPUYHATA (10MNYNaLHA HE € H3BECTHA. | opecrnoMeHaTuTe
B3aHMOAEHCTBHUA K NpeaynpexKACHNHS NPU Bb3pacTHU B TOUKa 4.4 TpAOBa cblo Aa ObAAT B3ETH NoOA

BHHMAdHHC NpH ACUA.

Tabanua 1. EdexT Ha e IHOBPEMEHHO NpUIAraHi NeKapCcTBEHH NPOAYKTH BbpXY (apMaKOKHHETHKATA Ha

ATOPBACTATUH

EaHOBpeMeHHO NpUJIaraf
JEKAPCTBEH APOAYKT H
| PEXKHM HA JO3HpAHE

ATOPBACTATHH

Ao3a (mg)

IIpomsiHa B

AUC*

KaHHH4YHa npenopbKka’®

Tunpanasup 500 mg nBa
nbTH AHeBHO/PuTOHaBHp 200

40 mg ot nen 1,

Korato e HeoOXxonHMO

ABa MbTH AHEBHO HA JeH 8),
aHY 4-18, 30 MHUHYTH cnea
NPHEM HA aTOPBACTATHH

NTHEBHO 3a 4 AHH

9.4
mg ABa MbTH AHEBHO, & AHK 10 mg ot men 20 €AHOBPEMEHHO NPHNATaHE HA
(ot 14 no 21 neH) aTopBacTaTHH, J1a HE C¢
Tenanpesup 750 mg Ha 8 20 mg 79 npesyLiaBa gozara ot 10 mg
yaca 3a 10 qHu eAHOKpaTHa no3a | nHesHO. [Ipenopbyra ce
LinknocnopuH 5,2 10 Mo Be LK KNHHHYHO NIpOCcNeasBaHe Ha
mg/Kg/MHEeBHO, NOCTOAHHA 5 Bedl 8,7 Te3H NaLHeHTH.
AHEBHO 34 28 AHH
Jo3a
EnHoBpeMeHHOTO NpHiaraHe
cn KTH, CbbpAKallH
[ nexanpesup 400 mg BEAHBXK pOAY Abprall
10 mg BeaHBX FACKANpPEBUP HIIH
AHeBHO/mubpeHTaceup 120 8.3
OHEBHO 3a 7 AHH nHOpEHTACBUD, €
Mg BEAHDBK AHEBHO, 7 AHH
MPOTHBONOKA3aHO ( BX. TOUYKA
4.3).
Jlonuxwasup 400 mg 1Ba NbTH Korato e Heobxoaumo
20 mg BEIHBXK
AHesHO/PuTonaBup 100 mg 5.9 €IHOBPEMEHHO NpHUNaraHe Ha
OHEBHO 3a 4 HH
[Ba MbTH AHEBHO, |4 AHH aTOPBACTATHH, CE
Apenopb4Ba NO-HUCKA
noaabpxkaia ao3a. [pu go3u
Knaputpomuuus 500 mg asa | 80 mg BEAHBXK 45 Ha atopBacTaThH Hag 20 mg
NbTH AHEBHO, 9 AHU JHEBHO 3a & AHH ’ CE NPenopbYBa KJIIMHHYHO
NpOC/eAsBAHE HA
NALUCHTHUTE.
CaxBuHaBup 400 mg nsa Koraro ¢ Heobdxoaumo
NbTH AHEBHO/PuUTOHaBHp (300 €HOBPEMEHHO NPHNAraHe Ha
mg JBa MbTH JHEBHO OT 3 10 aTo TaATHH
g il 20 | 40 mg BexHBXR PBACTATHH, CE
7 neH, noeuiieH Ha 400 mg 3,9




HapyHaBup 300 mg ABa NbTH

10 mg BeAHDBXK

NpoC/eAABaHE HA

AHEBHO, 14 gHun

aHeeHo/Putonasup 100 mg 3,4 NMALHEHTHTE.
AHEBHO 3a 4 JHH
ABAa [TLTH AHEBHO, 9 NHH
Utpakonazon 200 mg seaunvx | 40 mg 3.3
IHEBHO, 4 HU €lHOKpaTHa no3a | ™’
®ozamnperasup 700 mg asa 10 mg BeaHbk
nbTH aHeBHo/PuToHasup 100 2,5
AHEBHO 3a 4 AHH
| mg 1Ba MbTH AHEBHO, 14 [HM
®dozamnpenasup 1400 mg asa | 10 mg BeaAHbXK 5 3
NbTH AHEe8HO, [4 JHH JHEBHO 3a 4 NHH ’
Jlo3aTta Ha aTOpBacTaTHH He
TpabBa aa npepuilasa
Endaceup 50 mg BeaHbK o JHEeBHa
naHeBHo/rpazonpesup 200 mg Mg CAHHRTHA 1,95 no3a ot 20 mg npwu
BEHBX JAHEBHO, 13 AHH A03a €AHOBPEMEHHO NMPUJIAraHe Ha
NPOAYKTH, CbAbPXKAaLlK
€10aCBHP HIH I'Pa30oNpeEBUP.
Jlo3aTa Ha aTOpBacTaTHH HE
Tpa0Ba 1a npeBriLaBa
IHEBHA
JlerepmoBup 480 mg seanvx | 20 mg eauHuuHa 329 1033 o 20 Mg NpH
JHEeBHO, 10 nHH J103a
¢AHOBPEMEHHO MPUIAFAHE Ha
NPOAYKTH, ChbAbPKALLHK
JIETEPMOBHD.
Hendnuasup 1250 mg aBa 10 mg BeaHDBK 174 HsaMa cneunaiHy
N'bTH AHEBHO, 14 nHH AHEeBHO 32 28 AHK | NpENOPBKH.
He ce npenopbuba
Cok ot rpeiingpyT, 240 ml, 40 mg, [ 37 €IHOBPEMECHEH [PHEM Ha
BEAHDBXK JHEBHO® €AHOKpaTHa Ao3a | ’ roneMH KOJHYECTBa COK OT
rpelindpyT H AaTOPBACTATHH.
Cnen 3amo4vBaHe Ha
Hunruazem 240 mg BEAHDBK 40 mg, 1.51 ACAEHACTO N peryipanc
JHEBHO, 28 AHH €/IHOKpaTHa n03a ’ Ha 03aT1a Ha [MITHA3CeM, CC
Npenopb4Ba AACKBATHO
KIMHHYHO NPOCIeAfBaHE.
[1penopbyBa ce noHUKaBaHe
Eprurpomuuus 500 mg 4 nvth | 10 mg, 133 Ha MAKCMMAaJHaTa 103a
JIHEBHO, 7 QHH eQHOKpaTHa no3a | KIAMHUYHO NPOCICAABAHE Ha
NauueHTUTE
AmaoaunnuH 10 mg, 80 mg, 118 Hsma cneuunannu
eIHOKpaTHa fo03a €RHOKpaTHa f03a | APENOPbLKH.
Liumernaun 300 mg 4 nbTH 10 mg BenHbk Hsama creunanyu
OHEBHO, 2 CEAMHULH AHEBHO 32 2 1,00 NpenopbLKH.
CEAMHLIM
Konectunon 10 g 2 nbTH 40 mg BeAHbK d Hama cneinaniu
JHEeBHO, 24 ceaMHLH AHEBHO 32 8 0.74 NPEnoOPLKH.
CEAMHLIH
AHTHaUHAHA CYCNECH3HUA OT
MarHe3ueR H aiYMHHHUEB 10 mg BeaHDBXk 0.66 Hsama cneuu
xnapokcua, 30 ml 4 mbTyH AHEeBHO 3a 15 guu | NpenopbLKH.
AHEBHO, 17 AHH .
Edasupeny 600 mg BeAHBX | 10 o 33 qun | 0,59 Hama cne &?"{'H e

iy
NpEHopbKy.
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Pudamnuu 600 mg BeaHbK

JHEBHO, 7 IHH

CAHOKpAaTHa 1034

40 mg, AKO €JHOBPEMEHHHUSAT NPHEM
AHEBHO, 7 IHHW (NIPHEM MO 1,12 5 5
e1HO H CHLLO BpEME) €AHOKpaTHa 1034 He Moxe na Obae usberuar,
- CE NpenopbyBa KIHHKYHO
Pugamnun 600 mg senHLk 40 mg, 0.20 MpocieasBaHe Ha
AHEBHO, 5 AHK (MPHEM MO €HOKpaTHa 1034 2 NALUEHTHUTE.
PasiM4yHO BpEME)

["'empnbpozun 600 mg asa 40 mg, | 35 [Tonnxasane Ha

MbTH JHEBHO, 7 AHH CAHOKpaTHa fo3a | MbPBOHAYANHATA 1034 H

®enodpubpar 160 mg seaHvx | 40 mg, 103 KTHHHYHO NPOCACAIBAHE HA

AHEBHO, 7 1HH €AHOKpaTHa fo3a | NaLHeHTUTE.
[TonuxasaHe Ha
NbpBOHAYANIHATA 1034 H
KITMHUYHO NPOCNEeSsABaHE Ha

bouenpesup 800 mg 3 nbTH 40 mg, 53 nauyueHTUTe. [ Ipu

€IHOBPECMEHHO NPUIIOKEHHE
¢ bouenpesup, AHEBHATA
1033 Ha aTOPBACTaTHH HE
Oua na HaasHiuasa 20 mg.

2 [IpencTaBnasa ChOTHOIEHHE MEXIY NeHeHHATA (JIeKapcTBEH NPOIYKT, NpHIarai ¢IHOBPEMEHHO C aTOPBACTATHH,
COPAMO CAMOCTOSTENHO NPUIIOKEHUE HA aTOPBACTATUH).
b KnuHuyHa 3HaYMMOCT, BHX TOUKH 4.4 1 4.5,

¢ Chabpxa eIMH WK NMoBe4e KoMnoHeHTa, kouTo HHXuOupar CYP3A4 4 Morar na ysend4ar niiasMeHHTEe HHBa Ha
nexapcrsara, meradonnsupanu ot Hero. [puemsT Ha 240 m! cok or rpefindpyT cb110 Boan 4o HamaneHue ¢ 20,4%
Ha AUC 3a akTHBHHUs opToxHapokcHMeTaboauT. onemu konuuecTra cok ot rpeiindpyt (noseye ot 1,2 | aHeBHO 3a
5 nHn) yeennyasat AUC uHa aTtopsactathH 2,5 nbTH 1 AUC Ha akTHBHUTE CbCTABKH (ATOPBACTAaTHH H HETOBUTE
metadbonnt) HMG-CoA peaykrazHu HHXHOMTOpH 1,3 mBTH.
d CroTHOLIEHHE, Ba3HpaHO Ha envHHuHa npoba, B3eTa 8-16 yaca cnea ao3ara.

Tabauua 2. EdekT Ha aTOPBACTATHH BbPXY PapMakOKHHETHKATA HA €AHOBPEMEHHO NIPHEMAHHK IEKapCTBA

ATODBACTATHH H CXeMa Ha EanoBpeMeHHO NIPHEMAH JIEKaPCTBEH HPOAYKT
AO3HpaHE JlexapcTaen Tpomsina B KAHHHYHH NPenopnLKH
npoaykt/Jdo3a (mg) AUC*
[TauneHTH, NpuemMalm
80 mg Bennbxk AHeBHO 3a 10 | Iurokcuk 0,25 mg 115 OUrOKCHH, TpsaDBAa 14
IHH BeAHBx OHEBHO, 20 oHH ' OBLAAT BHUMATEIHO
MPOCIEAABAHH
[lepopanuu
KOHTPALENTHBH BEIHDBK
40 mg BeAHBXK AHEBHO 3a 22 J],HEBED, 2 Mecena HsamMma cneurantu
OHU MpenopbLKH
- HOpPETHHAPOH | mg 1,28
- eTHHUaecTpaanoa 35 ug | 1,19
80 mg Beanbx AHesHo 3a 15 | PDenason 600 mg, 1.03 HsmMa crieynanHu
JAHM €IHOKpaTHa 1034 ’ MpenopbKH
Tunpasasup 500 mg nsa
10 mg exHOKpaTHa 103 NbTH AHEBHO/PUTOHABHP [ 08 Hama cneunanin |
200 mg nBa NbTH AHEBHO, | [MpenopbkKH
7 auu SR .
10 mg BeaHBX AHEBHO 3a 4 ®ozamnpenasup 1400 mg 0.73 Hama T: ) AT '5-
JAHH IBa NbTH AHEBHO, 14 QHH > NpenqpeRy &=, &:F \ i
10 mg BeaHBX AHEBHO 3a 4 Dosamnpenasup 700 mg | 5 g4 Hsimal Criuuanay - 7 - x F 3
N HH ABa MbTH ‘ npenqp{.'@i Wi S ] .
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AHesHo/PutoHasup 100
Mg ABa MbTH AHEBHO, 14
JIHU

2 [IpeacTaBasBa CbOTHOUWEHUE MEXKAY NeveHHATa (NeKapCTBEH NMPOAYKT, NpUiaraHd €AHOBPEMEHHO C aTOPBACTATHH,
COPAMO CAMOCTOATENTHO MPHIOKEHHE HA ATOPBACTATHH).

® ENHOBPEMEHHHAT PHEM HA aTOPBACTATHH M (PEHA30H MPH MHOTOKPATHO MPHUNAraHe NOKa3Ba MANbLK HIIH
He3HauuTeNeR edeKT BbPXY KIHPBbHCA HA (PeHA30H.

4.6 DepTHaAnTET, GPEMEHHOCT H KbPMEHeE

JKeHd ¢ neTepoaeH MOTEHIHAN
KeHH ¢ aeTeponeH nOTEHLHAN TpAOBa Aa K3N0N3BAT ePECKTHBHA KOHTPALETILHA NO BPEME HA JIEYECHHETO
(BX. TOuKa 4.3).

bpeMeHHOCT

ATOpBacTaTHH € MPOTUBONOKA3aH M0 BpeMe Ha OpeMeHHOCT (BX. Touka 4.3). besonacHocTTa HA
aTOPBACTATHH MO BpeME HA OPEMEHHOCT He € ycTanoBeHa. He ca npoBexXaaHn KOHTPOMHpaHH
MPOYy4BaHHA C AaTOPBACTATHH pH OpeMeHHH xeHu. Paako ca OunHM qoknasBaHH BPOAEHH aHOMANMH cael,
BLTpeyTpoOHa excrno3nuvs Ha HMG-CoA-penykrazuu unxudburopu. Ilpoyusanus npu XHBOTHH
IOKA3BAT PENPOAYKTHBHA TOKCHYHOCT (BXK. TOUKA 3.3).

JleyeHHETO HA ManKaTa ¢ dTOpBACTATHH MOXCEC Aa HaMa/ld (beT&J'IHHTE HHBA Ha MCBAJIOHAT, IPpCKYPCOP Ha
XOJECTCPONROBHUA OHOCHHTE3. ATEPOCKJIEPO?-&T& € XpOHHYECH NpOoUcc H NpH HOpMaJlHH o0cTosTencrea
MPEKBCBAHETO HA JTMITHAOMOHHXaBalaTd TCpanii inMa HE3HAYHTCIICH CCI)E:I{T BbPXY ABINFrOCPOYHHKSA PHCK,
CBbp3aH € NbPBHYHA XHIICPXOJNCCTEPONCMHAA.

[Mopaau H30pOeHHTE MPUUHHK, ATOPBACTATHH He O1Ba na Onvae u3non3saH npy OpPEMEHHH KEHH, TAKHBA,
KOMTO MPABAT OMUTH A2 3a0pPEMEHEAT U/IH KOUTO MOAO3UPAT, ue ¢a OpeMeHHH. JIEeUeHUETO ¢ aTOpPBACTATHH
TpabBa Ja Obie NPeKbCHATO MO BpeMe Ha OpeMEHHOCTTa HIIH ROKATO C€ YCTAHOBH ChC CUTYPHOCT JIHIICA
Ha OpeMEHHOCT (BX. TOUKa 4.3).

Kipmene

He e U3BeCTHO Aany ATOPBACTATHH U HErOBUTE MeTADONHTH C€ eKCKpeTHpart B KbpMara. [1pu nibxose
M1a3MEHHTE KOHUEHTPALIMH HA aTOPBACTAaTHH U AKTUBHUTE MY MeTabOINUTH ¢a OJIH3KH 0 TE€3H B MJAAKOTO
(BkK. TOuxa 5.3). [Topaan BLIMOKHOCTTA OT CEPHO3HH HEXENAHHU PEAKLINH, KbPMELLIM XEHH He OuBa na
ynoTpebaABaT aTOpBAaCTaTHH (BX. TO4YKa 4.3).

DepTUAHTET

[poyuBanuaTa NPy *KWBOTHH HE MOKA3BAT BIHWAHHE BbPXY MBKKHSA HIH HKEHCKUSA QEPTHANTET (BXK. TOUKA
5.3).

4.7 EdexT BbpXYy cnocobuocTTa 32 Wodupane H padora ¢ MALIHHH
ATOpPBaCTATHH MMA HE3HAYUTEIHO BAUAHHE BbPXY CNOCOOHOCTTA 3a wWogHpane H paboTa ¢ MalLHHH.

4.8 HexenaHH JeKApPCTBEHH PEAKIHH

Cnopen ©azata naHHM OT NNauedO KOHTPONMPAHH KNIHHKWUYHH MPOYUYBaHHA C aTOPBAacTaTH
nanuesTy (8755 Ha nevenue cpewty 7311 nnanedo), nekysaHu B NPOALIKEHHUE HA CPE
5,2% OT nauMeHTHTE HA aTOPBACTATHUH CA MPEKPATHIIM TEpANUATA NOPALH MOABA HA
JeKapCTBEHH peakuuu cpewy 4,0% ot nauueHTuTe, npieMany niauedo.




B3 0CHOBA HA JJAHHHUTE OT KIHHUYHHUTE NPOYUBAHUSA U OOLUMPHUTE NOCTMAPKETUHIOBH JAaHHH, NPOPUITLT
Ha HEXENAHUTE PeaKUHH € NMPEACTAaBEH Mo-A0JY.

HexenannuTe neKkapcTBeHH PeakuMu ca KnacH(pHUuHpaHy B 3aBUCHMOCT OT 4ECTOTaTa Ha TAXHaTa MposBa
no cneaHus HauuH: maoro YectH (>1/10), yectu (=1/100 no <1/10), Heuectn (=1/1000 ao <1/100), peaku
(=1/10000 go <1/1000), muoro peaku (<1/10 000), ¢ HeH3BEeCTHA YECTOTA (OT HANUYHHUTE AAHHH HE MOXKE

na Obae HanpaBeHa OLEHKa).

Hudekunn u nHdecranuy
Yecmu: Ha3OMAPHHTUT.

HapyuieHusa Ha KpbBTa H JMMdHATA CHCTEMA
Peoxu: TpoMboLKBTONEH NS

Hapyiernra Ha AMYHHATA CHCTEMA
Yecmu: anepruuny peakiui;
Mrnoeo peorxu: anadpunakcus.

Hapyiuenns Ha MeTabo/1M3Ma U XPaHEHETO
Hecmu: XuneprinvkeMus,;
Hevecmu: XUnorinKkeMus, NOBULIABAHE HA TErIOTO, AHOPEKCHA.

[IcuXHUYHH HAPYLIEHHA
Heuecmu: kowmapu, 6e3cbHHe.

HapylieHus Ha HEpBHATA CHCTEMA

Yecmu: rnaBodonue;

Hevecmu: 3aMasHOCT, NapecTe3na, XHNOECTE3NA, AHCTEY 31U, aMHE3HS;
Peoxu: nepudepHa HeBpONATHA,

(" Heusgecmna wvecmoma: MHACTEHHA IMPaBHC

HapylieHus Ha O4HuTe

Hevwecmu: 3aMbrIEHO 3pEHHE;

Peoxu. 3puTENHH HapYLUEHHS;

C xeuszgecmua yecmoma: O4HA MHACTEHHS

HapylueHHns Ha yXOTO H JabupuHTa
Hevecmu: 11yM B YILIHTE,
Mnoezo peoru: 3aryba Ha cnyxa.

Cha0BH HApYILIEHHS
Peodxu: BaCKyJIUT

PecnupaTopHy, rPLAHK M MEAHACTHHAIHH HAPYILEHHS
Yecmu. dapuHro-aapuHreanta 60ka, enucTakcuc.

CToMalHO-YPEBHY HAPY LUEHHS
Hecmu: KOHCTHNALKMSA, NOAYBAHE, AMCNENCUA, FAieHe, IHapHS;
Heuecmu: nospbluade, 604Kka B ropHaTa U J0JIHATa YacT Ha KOPEMA, OPUTBaHE, MaHKPEaTHUT.
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Muozo pedxu: uepHOAPOOHA HEAOCTATHYHOCT.

Hapyluersua Ha Koxata H NOAKOXHAaTa ThKaH
Heueemu: ypTHKapus, o0puB, cbpbex, anoneuus,

Peoxu: anrnoeneM, 6yno3eH o6pus (B, epurema MyaTHdopMe, CHHAPOM HA CTHBBHC-JIKOHCBH H
TOKCHYHA eNUIEPMalHA HEKPOINU3a), TUXEHOUIHA IEKAPCTBEHA peaKLiHsl.

HapyuieHHns Ha MYCKYJIHO-CKENEeTHATa CUCTEMA H ChEAHHHMTEIHATA ThKaH

Yecmu: Muanrus, apTpanrys, 00Ky B KpalfiHULMTe, MYCKYJIHH CNa3MK, NOAYBAHE Ha CTaBUTE, Oonky B
rppoa;

Hevecmu: 601Ky BBB 8pata, MycKyJlHa ¢1abocT;

Peoxu: MHONAaTHA, MHO3HT, padaOMHOIN3a, MYCKYJIHA PYNTYpPd, TCHANHONATHA, NOHAKOra YCA0XKHEHA ¢
pa3KbCBaHeE;

Muoeo peorxu: nynyc-nonodeH cuHapOM;

C Heuszgecmua yecmoma:. AUMYHOMERWHPAHA HEKPOTH3Kpallia MHOMATHA.

HapyiueHus Ha Bb3NPOU3IBOAMTEHATA CHCTEMA U MbpAaTa
Mrozo pedxu: THHEKOMACTHA.

OO HapyLUeHNs H_edEeKTH Ha MACTOTO Ha NPUIOKEHHE
Hevecmu: HepaznonoxeHue, actenus, 6onka B rbpaure, nepudepeH oTok, yMopa, NOBUILLEHA
TEMMeparypa.

H3cnenBaHus
Yecmu: OTKIOHEHHA B YePHOAPOOHHUTE NOKA3ZATENH, MOBULICHO HUBO HA KPCATHHKHHA3A B KPBBTA;
Hevecmu: NeBKOUUTH B ypHHAaTA.

KaxTto u npu octaHannte HMG-CoA-peayxrazid nHXMOUTOPH, NPH NeHEeHHe ¢ ATOPBACTATHH €
HaOMIOAaBaHO NOBHILIEHUE HA CEPYMHHTE TpaHcamuHasun. [lpomeHuTe ca Ounu HE3HAYUTENHH H
NPEeXOAHH, KOETO HE € Halaraio NpeKbLCBAHE HA NeUYeHUeTO. KAHHHYHO 3HAMUMU NOBHILEHHA Ha
CEPYMHHMTE TPAHCAMMWHA3M (TTOBEYE OT 3 MbTU HAJA MOpHATA MPaHMLUA Ha HOPMATA) Ca Bb3HMKHANM NpH
0,8% OT nalHeHTHTE Ha Tepanus ¢ aTOpBaCTaTHH. Te3d NPOMEHH ca OMIU N0303aBUCHMH H 00paTHMHU
Apd BCUYKH FIALUEHTH.

[MosuleHa cepyMHa KoHLeHTpauusa Ha kpeatuHikuHaza (KK) 3 mbTH Haa ropHarta rpadulia Ha HopMara €
O6una HabmoaaBaHa Mo BPEME HA KIHHHYHHA NPOYyUBaHHA NPH 2,5% OT NauUeHTHTE HA TEpanua ¢
aToOpBacTaTHH, NoA0GHO Ha pesyaratute npH aApyru HMG-CoA-peaykTa3zHi vHXuOHTOpH. [ToBHLLeHHE
Haa 10 nbTH Haa ropHaTa rpaHHLa HA HOPMATA € Bb3HKHKBANO NpH 0,4% OT nauHeHTHTe, NEKYBAHH C
aTopBacTaTHH (BXK. Touka 4.4).

[leaMaTpuyHa nonynauus

[MeanaTpuuHK nauHeHTH Ha Bb3pacT oT 10 Ao 17 roauHu, NEKyBaHU ¢ aTOPBACTATHH, €4 UMAJIN Npodun
Ha 6e30MacHoCT, MoA00EH Ha TO3U NIPH MAUXECHTH, IEKYBaHU ¢ naauedo. Hal-yecture HexeNnauu eexTH,
HabnlogaBaHy B ABeTe I'PYNH, HE3aBUCMMO OT NPHYHHHO-CAEACTBEHATA Bpb3Ka, ca OUnu uHdekuuute. B
3-roaMiIHO NMpoyyBaHe, Ha 0a3aTa HA OLEeHKa Ha O0OLIOTO Ch3pABAHE U Pa3BUTHE, OLIEHKA NO CTaAHi Ha
Tanner W u3MepBaHe HAa BHCOUHHATA U TEIIOTO, HE C€ HA0AKAaBA KNIUHMYHO 3HAYUM edEeKT BhpXY
pa3suTHETO ¥ nonosarta 3panocT. [Ipodunbt Ha H€30MACHOCT M MOHOCHMOCT MPH NEAHATPHYUHH NALHEHTH
e Oun noJobeH Ha U3BECTHHUSA Mpodu Ha O6e30MacHOCT Ha ATOPBACTATHH MPH Bb3PACTHH.

Knnnuynara 6a3za gadHH 3a 6€30MaCHOCT BKJIKOYBA pe3yaTaTH OT 520 neanaTpuyHHy nau
aTOpBaCTaTHH, OT KOWTO 7 nauueHTH ca Oy noa 6-roauiLiHa Bb3pacT, 121 naunenr
6 v 9 roauHu n 392 naudeHTu Mexay 10- u 17-roauuHa Bb3pacT.




Bb3 OCHOBA Ha HANHYHHUTE JAHHU MOXKE /12 C€ HANpaBM 3aKJIOYESHUETO, Y€ YECTOTATa, THIA H TEXKECTTA Ha
HEeXENAaHNTE NEKApPCTBEHH Peakurin Npy Aela ca CbNOCTaBUMH € TE3U NPH Bb3PACTHH.

HoknanBaHy ¢a CIEAHRUTE HEKEIAHW PLAKLUUHU NPU TPHAOKEHHETO HA HAKOHN CTATHHH:

- HApYLLUEHHS HA CeKCyanHaTa PyHKLUSA;

- Renpecus;

- OTAE/MHH CyyaH Ha MHTepcTHIHaNHA Benoapolua bonecT, 0ocobeHO Npy AbArOCpPOUMHA TEpanus
(Bxk. TOuKa 4.4);

- 3axapeH Anaber: YecToTaTa € 00BbpP3aHa ¢ HANH4YUEe HA PUCKOBH (akTopH (rNoKo3a Ha rlagHo
noseue UM pasHa Ha 5,6 mmol/l, BMI > 30 kg/m?®, noBuileHH HUBa HA TPHUIIHLIEPHANTE, aHAMHE3a

34 XUNEPTOHUS).

Crpobilanane Ha NOA03UPAHH HEXENAHH DEAKUHY

CvobtiagaHeTo Ha NOAO3MPAHH HEXENaHU peakLny ciell paspeliaBaHe 3a ynotpeba Ha 1eKkapCTBEHUS
NMPOAYKT € BaXHO. TOBa N03BOARA a MPOXBL/KY HA0NOAEHUETO Ha ChOTHOLEHHETO NOJI3a/PHCK 34
nekapcTBeHUA Npoaykrt. OT MEAHUWHCKUATE CREUWANMCTH C& H3UCKBA Ja cbobulaBat BCsKa NoA03MpaHa
HexcenaHa peakuua ype3 M3nbaHuTeNnHa areHUHA o ekapeTaata, ya. ,,Jlamsas 'pyes™ Ne 8, 1303 Codus,
Ten.: +359 2 8903417, yebcalT: www.bda.bg.

4.9 [Ilpexosmpane

CrneunduyHo 1evYeHHe NpU NPea03upaHe ¢ aTopsacTaTiH HaMa. B cay4ail Ha npeao3upaHe, NauHeEHTHT
Tpa6Ba fa 6bae NeKyBaH CHMNTOMATHYHO H PH HEOOXOAUMOCT [a CE€ NPHIOKH MOAAbPXKALLO JIEYEHHE.
TpsaGsa na ce HanpaBsT U3CAEABAHUA HA YepHOAOpOHATA PyHKLHS ¥ Aa Ce NMPOCREAAT HUBATA HA
cepymuara KK. [Topaay BHCOKHA apNHNTET HA CBLP3IBAHE HA ATOPBACTATHH C NIA3MEHHUTE NNPOTEUHHU, HE
CE O4YaKBa X€MOJHANH3ATA [1a NOKAYBA 3HAYUTEMHO CTOHHOCTTA HA KNHPBLHCA.

5. ®OAPMAKOJIOI'HYHHU CBOMCTBA

3.1 PapmMakoIHHAMHYHH CBOHCTBA

dapMakoTepaneBTH4YHa rpyna: JlekapcTea, noHmxaeau cepymiure nunuan, HMG-CoA-peaykrasau
uaxuburopn, ATC kog: C10AAQS

ATOpBAcTaTHH € CeNeKTUBEH KOHKYpeHTeH HHXubuTop Ha HMG-CoA-peaykrasara -
CKOpPOCTOONPpeAenll €H3UM, OTTOBOPEH 3a NPEBPBUIAHETO HA 3-XUAPOKCH-3-METHIMTYTAPHIIKOEH3UM A B
MEBAJIOHAT, NPEKYPCOP Ha CTEPONHTE, BKIIOYHTENHO XOAECTEPON. TPUTITHLUEPHIAATE H XONECTEPONBT B
yepHUs Apob ca BKNIOYEHH B ChCTaBa Ha JIMIIONPOTEHHH ¢ MHOro Hucka nabTHOCT (VLDL) u noctbnear B
nnasMara, AOCTHranku 10 nepudepHuTe ThkaHHd. JilunonpoteHHuTe ¢ HUCKa mabTHOCT (LDL) ce
obpazyBaT oT VLDL u ce BkaiouBar B KaTabou3mMa rnasHo upes peLenTopt ¢ BUCoK agpuHuteT KbM LDL
(LDL-peuenToph).

ATOpBAcTaTHH HaMansBsa MasMeHaTa KOHLECHTpaLUs Ha XOJECTEPOJ U KOHUCHTPAUHATA Ha
TUNONPOTEHHH B cepyma 4upe3 Hxubupane Ha HMG-CoA-penykTasara ¥ BnocaeACTBUE Ha
Xo/iecTepoioBaTa OMOCHHTE3A B YEPHUS APOO. ATOPBACTATHH CbILLO MOBULLIABA OPOA HA XENATOLUTHUTE
LDL-peuentopu BLPXY KN€TbYHATA NOBBPXHOCT € LeN no-g100np katabonuzem Ha LDL.

AtopeactaTiH Hamanasa LDL-npoaykuudara v 6pos Ha LDL-dacTuuuTte. TOH BOAH A0 3HAUUTENHO U
NPOABKATENHO MOBHIIABaHe Ha LDL-peuenTtopHaTa akTUBHOCT, KAKTO ¥ A0 3HAYUTENHA NpO
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YCTaHOBEHO €, Ye aTOPBACTATHH HAMANABa KOHUEHTpauuata Ha o0wns xonecrepoa (30-46%), LDL-
xonecrepoda (41-61%), anonunonpotenn B (34-50%) u tpuranuepuan (14-33%), kato nasa
npoMeHNHBO noxausaHe Ha HDL xonectepon u anonunonpotenH Al B HanpaBeHO 10303aBHCHMO
npoyusaHe. Te3n pe3yaTaTh ce OTHACAT 32 MaLMEeHTH C XETEPO3UIrOTHA (PaMHIHA XHITEPXONeCTEpOIEMHs,
HedamirHa dopMa HA XUTIEPXOJECTEPOJIEMHUA U CMECEHA XHTIEPAUTNTUAEMHS, BKIIOYHTENHO MALHEHTH C
HEHHCYTHHO3ABUCHM 3axapeH auaber.

[MonuxaBaHeTO Ha HUBOTO Ha 0BUHA XonecTepon, LDL-xonectepon W anonunonpoTerH B Hamansea
PHCKA OT ChPAEYHO-CbJOBH HHUMAECHTH H CbPAEYHO-CbAOBA CMBPT.

XOMO3UIroTHa QPaMHUIHa XUIEpXOoNecTeEpONeMu

B MYJTHUEHTPOBO, OCEMCEIMHYHO, OTBOPEHO NPOY4BAHE Ha PHHUKNG HA “compassionate use ” C ONLHA
3a pa3/iiyHa NPOAbKHTENHOCT, ca OHAIM BKIoYeHH 335 nauneHTH, 89 oT koMTO ca 6uin ¢ yctaHoBeHa
XOMO3MIroTHa haMuiaHa xunepxonecteponemua. [Ipu Tax € Habno1aBaHo CPEAHO NOHHIKEHHE B HUBOTO
Ha LDL-xonectepona c okono 20%. AtopeactaTuH € npunarad B 1034 10 80 mg Ha aeH.

ATEPOCKIEpO3a

[pu npoyusaHe REVERSAL (Reversing Atherosclerosis with Aggressive Lipid-Lowering Study) ce
npocjenssa epekTbT Ha HHTCH3MBHOTO HAMANABAHE Ha NMNHANTE ¢ atopBacTaTiH 80 mg v B CTaHAAPTHA
cTeneH HaMaasABaHe OT CTpaHa Ha npasacTaThh 40 mg Ha KOpOHApHATa aTEPOCKIIEPO3a, KATO TOBA CE
J0Ka3Ba ¢ BbTPECHA0BO yaTpa3BykoBo uicneaeane (IVUS) no speme Ha aHrnorpadms npy naudeHTH ¢
HCXEMHUYHa OOJIeCT Ha ChPUETO.

B ToBa paHaomMu3upaHo, ABOHHO-CNIANO, MYJITHUEHTPOBO, KOHTPOJIUPAHO KIHHUYHO NpoyyBaHe, [VUS e
HAMpaBeH B HAYAJIOTO Ha Mpoy4YBaHeTo U Ha 18-ua Meceu npu 502 nauuenTy. B rpynara nauuenT,
npueMalliy aTopBactaTuH (N=253), He ce HabN0AaBa NPOrpecHs Ha aTepoCcKiIepo3ara.

CpenHara npoLeHTHA NPOMSAHA Ha 00U 00eM HA aTepOMHTE (KOMTO Ca MbPBHYHUS KPHTEPUH B
nicneasauero), € -0,4% (p=0,98) B rpynata Ha nauveHTHTE, NpHeMally atopactaTHH K +2,7% (p=0,001)
B rpynara Ha MaluHeHTHTE, MpHeMallly npaBacTaTuH (n=249). CpaBHeH ¢ npasBacTaTuH, epeKTbT Ha
aTopBacTaTuH € 3navuteiieH (p=0,02). BAMAHHETO HA HHTEH3UBHOTO NHITUAHO NOHKWXKABaHE BbPXY
CbpAEYHO-ChIOBATA CUCTeMa (Hamnp. peBacKydapu3alus, HedaTaneH MHOKApACH HHPAPKT, KOPOHApHA
CMBPT) HE € TIPOYUYEH B TOBA U3C/IEIBaHE.

B rpynara Ha naiHeHTHTE, NnpueMally atopactatiH, LDL-xonecTeponsbT ce NoHu»Xasa A0 cpexHo 2,04
mmol/l + 0,8 (78,9 mg/dl = 30) oT ycTaHOBEHHS B HAHAIOTO Ha W3caeasaHeTo 3,89 mmol/l £ 0,7 (150
mg/dl + 28), a B rpynara Ha nauHeHTuTe, NpHemMawy npapacratud, LDL-C ce nonnxkasa ao cpeaHo 2,85
mmol/l £ 0,7 (110 mg/d] + 26) ot ycranoseHus B Ha4anoTo Ha u3caeasanero 3,89 mmol/l £ 0,7

(150 mg/dl + 26) (p<0,0001). ATopBacTaTHH CBILO TaKa BOAH A0 3HAYNUTENHO CHHXKABaHE Ha 00U
xonectepoa ¢ 34,1% (npaBactatuH: -18,4%, p<0,0001), cpeanute Huea Ha TpurnMuepuau ¢ 20%
(npaBacrarul: -6,8%, p<0,0009) v cpeanuTe HuBa Ha anonunonpotenH B ¢ 39,1% (npasactatun: -22,0%,
p<0,0001).

ATOpBacTaTHH NoBUILAaBa HHBOTO HA HDL-Xxonectepona ¢ 2,9% (npasactatun: +35,6%, p=NS).
HaGnwopaea ce cpeaHo nonmxkaeaHe ¢ 36,4% Ha C-peaxktuBHua npotend (CRP) B rpynara Ha nauneHTHTe,
MPHEMALLM ATOPBACTATHH, CpaBHEHO ¢ 5,2% noHwkasane Ha CRP B rpynarta Ha npaBacTtarus (p<0,0001).

Pe3yaTaTuTe OT U3CIEABAHETO CA NMONYHYEHH NPH NpHiarane Ha no3a ot 80 mg. 3aTosa e He Huxa morny
Ja Ce EKCTpanoUpar 34 No-HUCKH J03H.

[Ipodunure 3a 6e30MacHOCT H TONCPAHTHOCT B ABETE rpyH ca OUAH CpaBHHMH.

BAuMAHUETO Ha HHTEH3HWBHO JTHNHUAHO MOHHKABAHE HA ATOPBACTATHH BbPXY CbPASYHO-CHAOBA
CMBPTHOCT M 3a601€BaEMOCT HE € NPOYYEHO B TOBA HcneaBaHe. [lopaayu ToBa, KNMHUUHOTO SH;
Te3W pe3yNTaTH 3a NbPBHYHATA M BTOPHYHA PEBEHUHA HAa CbPACUHO-CHAOBHTE HHUIHAEH

OCTbp KOPOHAPEH CHHAPOM




B npoyusaneto MIRACL ce oneusBa aeiicteneto Ha 80 mg aTtopsacraTtuH Bbpxy 3086 nauHeHTH
(atopBactaTiH n=1538; nnauedo n=1548) ¢ ocTbp kopoHapeH cuHApomM (non-Q MHOKapaeH HHPapKT HIH
HecTabWIHA aHrHHA nexToprc). JleueHHeTo € 3anO4HaN0 NO BpeMe Ha ocTpata dasa ciel
XOCMHTANH3ALMA H € NPOABbIAKHI0 3a nepnoa ot 16 ceamuuM. Jieuennero ¢ 80 mg aTopBacTaTHH AHEBHO
y AbIDKaBa BPEMETO 10 NosiBa Ha KOMOUHWpaHaTa MbpBHYHA KpaHHa TO4YKa (CMBPT, HE3ABHCHMO OT
npyyrMHara, HedaTaleH MHOKapAEH UH(DAPKT, PECYCLIMTHPAH ChbPACYEH APECT HAH AHTHHA NEKTOPHC C
AAHHH 32 KCXEMHA Ha MHOKAapAa, HAajiaraia XoCMHUTaNlH3auua), NoKa3Baiky HaMaleHne Ha pucka ¢ 16%
(p=0,048). HaManeHHeTo ce AbJIKH NPEAUMHO Ha peaAyKuua ¢ 26% Ha pexocnyTanu3alUnaTa, CBbp3ana ¢
aAHTHHA NEKTOPUC, AbMKALlA ce Ha UcxeMus Ha muokapaa (p=0,018). BropHuHute KpalHH TOYKH HE
AOCTHTAT CTATUCTHUECKA 3HaUuMOcCT (001o: nhauebo — 22,2%; aropeacTaTHl — 22,4%).

[TpodhuabT Ha Oe30nMacHOCT Ha atopeacTaTHH B rnpoyysaHeto MIRACL kopenupa ¢ naHHuTe,
npeacTraBeHy B To4ka 4.8.

[IpoduiakTHka Ha CbPAEUHO-CHAOBH 3200N9BaHHS

EdexTbT Ha aTOpBACTaTHH BbPXY PaTaTHH K HEPATAIHH CbPAECYHO-ChAOBH 320019BaHHA HA KOPOHAPHUTE
apTEePHH € OLIEHEH B PAMKHTE Ha €1HO paHIOMHU3NPAHO, ABOHHO-C/AMNO, M1aLeb0o-KOHTPOIHPaHO
npoyusane Anglo-Scandinavian Cardiac Outcomes Trial Lipid Lowering Arm (ASCOT-LLA).
[TaudeHTHTE Ca XHOEpTOHULUU OT 40- 10 79-roauiuHa Bb3pacT, KOMTO HAMAT NPEALISCTBALL MHOKAPACH
WHOAPKT UM He ca IEKYBAHH 3a CTEHOKApAWA U HMAT HUBa Ha obul xonecTepoa < 6,5mmol/l (251 mg/dl).
BcHuKH nauHeHTH UMAT MoHe 3 OT NpeABapHTENHO ONPEACACHUTE PUCKOBH (PaKTOPH 3a PA3BUTHE HA
ChPACYHO-CHIAOBO 3al0NsiBaHE: MbXe Had 55-TOOUILIHA BB3pacT, Myluayn, AMabEeTHIH, aHaMHe3a 3a
XPOHHYHO ChPAEYHO-ChAOBO 3abongBane ¢ penatipHa nopea crened, TC/HDL-C>6, nepudepno cbaoro
3a0015Bane, JeBoKaMepHa XHNEpTpodHs, NPEeaLIECTBAll MO3bYHO-CBROB HHLUACHT, cieunduvHa EKI
NPOMAHA, TPOTEHHY pHA/anbyMuHypus. He BCHUKK nauueHTH ca OHnY OLCHEHH KAaTO TaKHBA C BHCOK PUCK
OT pa3BUTHE HA MbPBH CbPACYHO-CbHJA0OB HHUHMLEHT.

[TaumeHTHTE Ca NOANOKEHH HA AHTUXHINIEPTEH3MBHA TEpanus (aMIOAUNTUH UK ATEHOJO0MN) UITH
aTopBactaThH 10 mg aHesHo (n=5168), unu nnauedo (n=5137).

EdexTbT Ha HaManaBaHe Ha abCONIOTHUA ¥ OTHOCHTENHUSA PUCK IPH ynoTpeda Ha aTOpBaCTATHH € KaKTO
cneasa.

OTHOCUTENHO HHBEOZ';?”E AOGCOMOTHO
HuuupeHT HaMalIeHHE Ha HHA HaMaJleHUe Ha pP-CTOHHOCT
ncka (%) (aTopBacTaTHH ncka ! (%)
P ’ cnpaMo nnauefo) P ’
daTanHo CbPACUHO-
Ch0BO 3200/11BaHE H 36 100 cnpsamo 154 1,1 0,0005
HedaTaneH MHOKapaeH
HH}apKT
Obulo cbpaAcHHO-
CHAOBH HHURACHTH H 20 389 cnipsimo 483 1,9 0,0008
peBacKyJapU3aLHOHHH
[MPOLERYPH
Obuio kopoHapiH 29 178 cnpsmo 247 1.4 0,0006
HHLUHJEHTH

FroJHHHA.

O6uiata CMbPTHOCT H CHPIAEYHO-CH0BATA CMBbPTHOCT HE €@ 3HAYUTENHO CHHUKEHH (
212 nHumpenta, p=0,17 v 74 cnpamo 82 unuuaenTa, p=0,31). Ilpu noarpynosu aH




(81% Mbke, 19% xkeHu), noi3ara OT aTOPBACTATHH ce HabnKoAaBa NPH MbXKE, HO HE MOXKE 1 C€ YCTAHOBH
NpH KEHH, BEPOATHO MOPaANH HHCKOTO HHBO Ha HHUMACHTH B NOArpynara Ha keHure. Odwara u
CHPAEUHO-CHAOBATA CMBPTHOCT Ca YUCIEHO NO-BUCOKH NPH KeHH (38 cnipsamo 30 u 17 capamo 12), Ho
TOBA HAMA CTATHCTHYECKA CTOHCHOCT. MMa 3HA4YMTENHO IEKApCTBEHO B3aMMOAECHCTBHE NPH OCHOBHATA
aHTHUXUNepTeH3uBHa Tepanud, OcHOBHaTa KpalkiHa CTOHHOCT Ha (PaTanHO CbPAEYHO-CHAOBO 3a00/15BaHE H
HedaTaneH MMOKapAEH WHADPKT ca 3HAYUTENHO NOHHKEHH MPH NALHMEHTH HA aTOPBACTATHH, KOUTO Ca
npuemany amnoaunud (HR 0,47 (0,32-0,69), p=0,00008), HO He W npH Te3H, IEKYBaHH C aTEHOJO

(HR 0,83 (0,59-1,17), p=0,287).

EdexkThT Ha aTopBacTaTHH BbPXY (paTaaHH U HedaTalHH ChbPACHHO-CbAOBH 3a00/11BaHNs € MPOyUeH Cblllo
TaKa Npu €JHO paHAOMH3MPAHO, ABOHHO-CAANO, MY ITHLEHTPOBO, NIaLeD0-KOHTPOJIHPaHO NPOYUBaHE
Collaborative Atorvastatin Diabetes Study (CARDS), npoBeaeHo npu nauneHTH ¢ THN 2 3axapeH anaber,
ot 40- no 75-roanwWwHa BbL3pacT, 0e3 aHaMHe3a 3a NPeaLlecTBaLLO ChPACYHO-ChbA0BO 3a00/19BaAHE, HMALLHM
croiHocTH Ha LDL-C <4,14 mmol/l (160 mg/d]) u tpurnuuepuan <6,78 mmol/l (600 mg/dl). Bcnuku
NauMEHTH UMAT MOHE €IHH OT CNEAHNTE PUCKOBH (PAKTOPU: XUNIEPTOHHUS, NYLIAYH, PETHHONATHA,
MHKPOATOYMHUHYPHA HITH MakpoandyMHHYPHA.

[TauneHTHTE OWNH TpeTHpaHu ¢ atopeacTaTHH 10 mg aAHeBHO (Nn=1428) uny naauedo (n=1410) 3a nepuon
oT 3,9 roavHu.

EdekTbT Ha HamansiBaHe Ha abCONIOTHHA M OTHOCHTENHUSA PHCK NPH ynotpedara Ha aTOPBACTATHH €
KaKkTO ClenBa:

bpo# Ha
OTHOCUTENRHO P AOCONIOTHO
HHLUHICHTHTE

HHunaeHT HamaneHue Ha HamalleH1e Ha p-CTOMHOCT

(aTopBacTaTHH |
0 )
pucka (7o) cnpaMo 1iauebo) prcka * (o)

BaxHu CbpleyHo-
CbAOBH HHUUAEHTH
(tbataneH ¥ HedaraneH
OCTbLP MHOKApAEH
HHOapkT, Tix MU,
BHE3aMmHa CMBbPT
nopaax KOpOHapHH
3a0onsBaHus,
HecTaDunHa
CTEHOKapaus,
KOpPOHapeH apTepHasieH
Gaiinac, npexyTaHHa
KOpOHApHAa
HHTEPBECHUHA,
peBacKyapu3aLus,
HHCYNT)

37 83 cnpsmo 127 3,2 0,0010

MU (daTanen u
Hedaranedn OMH, Tux 42 38 cnpsmo 64 1,9 0,0070
MH)

HUncyntu (dbaranau u

nedaTanni) 48 21 cnpsimo 39 1,3

' Bazupaiiku ce Ha pa3iHuMATa B 0011ATa MECTOTA HA HHLUMAEHTHTE, HAabNKOAABAHY NMPYU CPEaH
FOAHHH.




HsMa aakKHM 3a pa3nu4yue B 1eueOHNA ePeKT B 3aBUCHMOCT OT 1014, Bb3pacTTa UK Ha4aTHUTE HHBA Ha
LDL-C.

Ha6nionasa ce OnaronpusaTHa TEHAEHUUA B HUBOTO HAa CMBPTHOCT (82 CMBPTHH Cily4as NpH Miaedo
rpynara cnpsamo 61 B rpynara Ha atopsactatuH, p=0,0592).

PeLWaANBHpALL HHCYJIT

[Tpu npoyusaHe Stroke Prevention by Aggressive Reduction in Cholesterol Levels (SPARCL) edekTbT Ha
aropsacTaTiH 80 mg AHeBHO HNK Nnauedo BLPXy WHCY.ITa ce OueHsiBa npy 4731 nauneHTa, KOMTO ca
NPEXHBENH HHCYIT HIIH NPEXOAHO HCXEMHUYHO YBPEXKIAHE B PAMKHTE Ha MMPEAXOAHHTE 6 MECeLla U HAMAT
aHaMHe3a 3a KOPOHapHO cbpaeqHo 3abonsBaHe. [launentute ca 60% mbxe, oT 21-92 roguuiHa Bb3pacT
(cpeaHo 63 roaMiliHa Bb3pacT) U ca KMau cpeaHo H3xoaHo HUBo Ha LDL-C 3,4 mmol/l (133 mg/dl).
Cpeanoto HuBO Ha LDL-C no Bpeme Ha neuenunero c aropsactatu € 1,9 mmol/l (73 mg/dl) u 3,3 mmol/l
(129 mg/dl) npu nnauebo. CpeaHoto npocneasisane NnpoAbKUNO 4,9 rodHHH.

[ToHukaBaHe Ha pyucka OT (atasieH K Hedaraned uHcyaT ¢ atopeacratul 80 mg e 15% (HR 0,85; 95%
Cl, 0,72-1,00; p=0,05 wnn 0,84; 95% Cl, 0,71-0,99; p=0,03 cpaBHEHO ¢ H3XOAHHUTE CTOHHOCTH) CNIPAMO
nosty4eHuere npu muauebo. Obara cMbPTHOCT (BcHuku ciyuaH) € 9,1% (216/2365) B rpynara Ha
aTopBacTaTHH crpsamo 8,9% (211/2366) npu nnauebo.

B nocneaBail aHaNH3 ce YCTaHOBABA, ue aTopBacTatuH 80 mg noHK»*kasa pucka OT UCXEMHUYEH HHCYNT
(218/2365; 9,2% cnpamo 274/2366; 11,6%, p=0,01) n noBuLzaBa pUCKa OT XEMOPArN4e€H HHCYIIT
(55/2365; 2,3% cnpamo 33/2366; 1,4%, p=0,02), cpaBHeH ¢ niiauedo.

- PUCKBT OT XeMOparuieH HHCY AT Ce MoKauBa NPpH NaUMEHTH, KOMTO B HAYANOTO Ha H3CNEABaHETO
HMAaT aHamHe3a 3a npekapaH xemoparuieH HHCyNT (7/45 3a aropsactaTvH cnpsmo 2/48 3a nnauebo;
HR 4,06; CI 0,84-19,57) 1 pucKkbT 3a HCXEMHUYER HHCYIT € CXO/IeH ¥ B ABeTe rpynu (3/45 3a
aTOpBacTaTHH B cpaBHeHue ¢ 2/48 3a nnauebdo; HR 1,64; 95% Cl, 0,27-9,82).

o PHCKBT OT XeMOparuieH HHCYAT C€ MOKA4Ba MPH MALHEHTH, KOUTO B HA4aNOTO HA H3C/IEABAHETO
MMaT aHaMHe3a 3a npekapaH nakyHsapeH HHQapkT (20/708 3a aropeactatud cnpamo 4/701 3a
nnaue6o; HR 4,99; 95% CI, 1,71-14,6), HO pHCKBT OT HCXEMHYEH HHCYJIT CE [MOHWXKABA NP TE3H
nauvenTH (79/708 3a atopsactatun crpsaMo 102/701 3a nnauebo; HR 0,76; 95% Cl, 0,57-1,02).
B13MOXHO € KpallHUAT PYCK OT HHCYJIT Aa C€ NOBULUABA NPH NaLHUEHTH C NPEAXOICH JJaKyHapeH
HHOAPKT, KOWTO NPHEMAT aTopBacTaTHH B 103a 80 mg/aeH.

O61wwata cMbpTHOCT € 15,6% (7/45) npu nedenue c atopBactaTiH cnpamo 10,4% (5/48) npu npunarane
Ha naauebo B NOArpynara Ha NaUHEHTHTE C NPeAXOAcH XeMoparuiueH HHcy AT, O0LaTa CMbPTHOCT €
10,9% (77/708) npn atopBactatud cnpsamo 9,1% (64/701) npu nnanedo 8 noarpynara Ha NaKHEHTHTE C
npeaxoneH JakyHapeH HHapKT.

[leanaTpuyna nonynauns

Xemepo3ucomua hamuina xunepxonecmeporemMuss Npu neouampuiHu nayuenmu Ha svipacm 6 — 17
200UHY

[poBeaeHo e 8-ceaAMHYHO OTBOPEHO NPOYYBAHE 324 OLEHKa HA (papMaKOKHHETHKATA,
dapmakoauHaMKKaTa, 6€30M1acHOCTTa U MOHOCHMOCTTA HAa aTOPBACTaTHH MPH Aelia H NOAPACTBALLH C
reHeTHYHO J0Ka3aHa XeTepo3uroTHa paMuiIHa XUNepxoaecrTeponemus U 6aszosa crtaoiiHocT Ha LDL-C > 4
mmol/l. [TpoyuBanero o6xBawa 39 aeua ¥ noaApacTBally Ha Bb3pacT mexay 6 u 17 ronuum. Koxopra A
BKJIOYBA 15 Aena Ha Bb3pacT mexay 6 v 12 roaMHy B NbpBH CTaau# no Tanner, 1oKaTo B Koxopra b ca
prnodeHn 24 geua mexay 10 v 17 roaunu B ctaauit no Tanner > 2.

HauyanHata no3a Ha aTopBacTATHH B KOXOpTa A € 5 mg AHEeBHO NoA popmara Ha TabneT
10 mg aHeBHO B koxopTa b noa dopmara Ha punMupana tabnerka. JJaneHa e Bb3MOXKHO
Ha [03aTa, MpH YCI0BHE, Y€ He Obje JOCTUrHATA TapreTHaTa CToiHoCcT Ha LDL-C < 3;,3 ymayleaten 4
CeAMHYHa Tepanus U aKko aTOpBacTaTHH ce NoHAcs aodpe. SR S




Cpeauxute croiiHocT Ha LDL-C, obwusa xonectepon, VLDL-C u Apo B ca namanenn npn BCHYkH
NaLMEHTH TIpe3 BTOpaTa ceaAMHLia Ha neueHue. [Ipyu nauMenTy, Ha KOMTO fo3ata e Ousa yaABoeHa, € Ouno
HaONOAaBaAHO AOMbAHHUTENHO HAMANEHHE B CTOHHOCTUTE JBE CEAMULIM C/IER NOBHLIABAHETO HA N034TA.
CpeaHHAT NPOUEHT HA HAMAJICHWE HA IHMTHAHMTE MAPaMETPH € CXOAEH NPY ABETE KOXOPTH, 0€3 3HaUeHHE
Jany nbpBOHavalHaTa 103a € 6una yasosasaHa wid He. Ha ocmara ceqmuua cpeaHoTo HamalneHHe B
0azosuTe cTOHHOCTH Ha LDL-C u Toranuus xonecrepon € 6uno npudaunsntenno cxorsetHo 40% v 30%
Haja obcera Ha Bb3ACHCTBHE.

BB BTOPO OTBOPEHO NPOYUBAaHE C €HO paMo, 271 MoMUueTa U MOMHUETA C XETEPO3UTOTHA PaMHIHa
XHNEPXONecTepoNeMUs HA BL3PacT 6-135 roanHy ca OUIIH BKIIOYEHH M JIEKYBAaHH C aTOPBACTATHH 34
nepuoj OT 3 roausik. 3a BKIKOYBAHE B IPOYYBAHETO € M3UCKBAHO NOTBbLPACHA XETEPO3IUIOTHA PaMHIHa
xunepxosnecrepofieMus U u3xoaHa croiiHocT Ha LDL-C > 4 mmol/l (npubnnaurenno 152 mg/dl).
[poyusaHeTo BKMouBa 139 neua B mbpBy cTaanil no Tanner (0OMKHOBEHO Ha Bb3pacT oT 6-10 roanHu).
Jlo3aTa Ha aTopBacTaTHH (BeHBXK AHEBHO) e Ousia 5 mg (TabneTkH 3a AbBYEHE) NPH ACLIA HA Bb3PaCT MOA
10 roanuu. Meua Ha pb3pact 10 roqvun v noseye ca 3anodyHanu feyexue ¢ 10 mg atopsacTaTuH (BEAHBXK
NIHEeBHO). BcHuky feya ca MOrM Aa nosy4ar TUTPUpaHe 40 NO-BUCOKH 403U 33 NOCTHIAHE HA NPHLIETHH
croiiHocTH Ha LDL-C < 3,35 mmol/1. Cpeanara no3a, anantupasa cnpsamo TerjoTo, 3a A€la Ha Bb3pacT
oT 6 10 9 roanHu e 6una 19,6 mg, a 3a aeua Ha sv3pacT 10 roguHU ¥ noseue € 6una 23,9 mg,

Cpeanute (+/- CO) naxonuu croiinoct Ha LDL-C ca 6unn 6,12 (1,26) mmol/1, koeto € 61no
npuban3utenHo 233 (48) mg/dl. Buxre Tabauua 3 no-00i1y 3a OKOHYATETHHTE pE3YITATH.

JJaHHHUTE ca CbOTBETCTBAIH Ha JIUMCA HA €PeKT BLPXY KOHTO U Ja € OT napaMeTpUTe Ha pacTexa U
pazBuTHeTO (Hanp. BucouuHa, terno, BMI, ctaan#i no Tanner, oueHka Ha H3CeA0BATENSA 33 UAJOCTHOTO
Ch3pABaHE H Pa3BUTHE) MpPH MeANaTPHYHH NAUKMEHTH H IOHOWH C XETEPO3UIOTHA PaMuUIHA
XHIepxonecTeponeMia, NORY4YaBallH eueHne ¢ AaTOPBACTATUH N0 BPEME HA 3-TOAHLLHO NMpoyyBaHe. Be3
OCHOBA Ha OLEHKA Ha H3CNEN0BATENA HE € oTYeTeH eheKT M0 OTHOLIECHHE Ha BHCOUHHATA, Ternoto, BMI
MO BL3PACT MM TOJ MPH NOCELIEHHE.

Tadauna 3. JilunnaonoHwxkapainy eheKTH HA ATOPBACTATHH NIPH IOHOLIH MOMYETA H MOMHYETA ¢
XeTEePO3HroTHA haMHIKlA XKRilepXoJiecTepoieMus (mmol/1)

Bpemesa N TC (CO) LLDL-C HDL-C (CO) | TG (CO) Apo B (COY
TOYKa (CO)

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

Mecen 30 | 206 4,95(0,7)* | 3,25(0,67) 1,327(0,2796) | 0,79(0,38)* 0,90(0,17)*
Meceu 240 5,12(0,86) 3,45(0,81) 1,308(0,2739) | 0,78(0,41) 0,93(0,20)***
36/ET

TC= obiu xonecrepon; LDL-C = xonecrepon ¢ Hucka nmstHocT-C; HDL-C = xonecrepon ¢ BHcOKa mrsTHOCT-C;
TG = tpurnuuepnan; Apo B = anonunonporenn B; “Meceu 36/ET™ BklouBa nocneaHa BU3NUTA 3a AMLATA, KOHTO
€a HM3Ne3NH OT MPOYUYBAHETO NPEAU NNaHHWpaHata KpafiHa Touka Ha 36-1 Mecell, KaKTO H ITbJIHU 36-MeceuHH
AAHHH 33 NMLATA, 3aBbPLIHITIHA 36- MeceuHOTO yyacTre ,,*“= Meceu 30 N 3a Toan napamersp € bun 207; “**’=
Maxonuu crofiHocty N 3a 1031 napaMersp e Oun 270; “***” = Mecen 36/ET N 3a To3n napamersp € 61 243,

»F =g/ 3a Apo B.

Xemepo3zuzomua Qamuarna xunepxorecmeporeMus npu neduampuynu nayuesmu va evzpacm 10— 17
200UHY —
B asoiiHo-casno, nnauebo-KOHTPONUpPaHO Npoy4BaHe, MOCNEABAHO OT OTBOPEHA (a3a,
MOMHY€ETA CJie]l NbPBATa MEHCTPYauus Ha Bb3pact Mexay 10 u 17 roaunu (cpeaHa B

C XeTepo3uroTHa GaMuIHa XHNEPXONECTEPONIEMHS HIH TEXKA XHAEPXOJIECTEPOEM
paHAOMHW3HPaHH Ha atopsacTaTud (n=140) nnn nnauedo (n=47) 3a 26 ceAMULH, Clel KO




npHeMany aTopBacTaTuH 3a 26 ceamuuu. J{ozara ¢ 6una 10 mg BeAHBK AHEBHO 3a MbPBUTE 4 CEAMHLH H
e yBeauyeHa Ha 20 mg aHeBHO, npu croiiHocT Ha LDL-C > 3,36 mmol/l. Ilpe3 nupeuTte 26 ceamuin ot
ABOHHO-c/ANaTa (pasza, aTopBacTaTHH € AOBE A0 3HAYHTENHO NOHHXKABAHE HA NNIA3MEHHTE HHBA HA
o6wus xonecrepon, LDL-C, Tpuraduepuante v anonunonporedd B. Cpeanara croinocTt Ha LDL-C npe3
26-ceamMHuHaTa AsoiiHo-casana dasa e 6una 3,38 mmol/l (Mexay 1,81 v 6,26 mmol/l) B rpynara,
npueMana aropsactatdH H 5,91 mmol/l (mexay 3,93 n 9,96 mmol/l) 8 nnauedo rpynara.

[Tpu aApyro neAMaTpHRHO NMpOy4YBaHe 3a ynoTpedaTa Ha aTOpBacTaTHH CHPAMO ynoTpedaTa Ha KOJeCTHMON
fIpY NAaLMEHTH ¢ XunepxosaecreponeMua Mexay 10 1 18 roguuu, Ha 26-Ta cegMuULa € YCTAHOBEHO, 4E
aTopBacTaTHH (N=25) AoBen A0 3HauuTenHo noHuxasane (p < 0,05) na uusoro Ha LDL-C, B cpaBueHue ¢
konectunoa (n=31).

[IpoyyBaHe Ha NpUHLKNA “compassionate use ’ NPH NAUUEHTH C TEXKA XHNIEPXOJECTEPOIEMHS
(BJIIOUMTENHO XOMO3HIOTHA XHNEPXOIECTEPONneMHUa ), BKIIOUBA 46 NeIHaTPHUHY MALUESHTH, ICKYBaHH C
aTOPBACTATHH, THATPHPAH B 3aBHCHMOCT OT TEPAaNEBTHUHHA OTFOBOP (HAKOH NaUHEHTH ca npHemany 80
mg AHeBHO). [IpoyuBaHeTo npoabikasa 3 roauiu, LDL-xonecteponsT HaMansea ¢ 36%.

He cuiiecTByBa ABAMOCPOUEH OMUT OTHOCHO €DUKACHOCTTA HA TEpanusTa C aTOPBACTaTHH MPH Aeua,
CBBbP3aHa ¢ HaMalieHWe Ha 3a001€BaeMOCTTa H CMBPTHOCTTA B 3pSiNa Bb3pacT.

Esponeiickara areHuHsa no neKapcTeara 3a MOMEHTA € OTJIOXKHNA 3a1b/DKEHHETO 3a M0AaBaHe Ha
pe3yaTaTH OT JIEYEHHETO ¢ aTOPBACTATHH NPH Jeua Ha Bb3pacT OT 0 10 6 roanuu, cTpagawH ot
XeTEpO3UroTHa (paMHIHA XHNEPXOJIECTEPONEMHUSA H MPH JeLa Ha Bb3pacT oT 0 A0 18 roauHu ¢
XOMO3UIOTHA (paMKUIHA XHNIEPXONeCTepoeMUa, KOMOMHHpaHa (CMECEHA) XMIEPXONECTEPONEMHUA,
MbPBUYHA XUMEPXONECTEPONEMHUSI H NPEBEHUHSA HA CbPACYHO-CBAOBY ChOUTHS (BXK. TOYKa 4.2 32
uHdopmMaLna 3a neAHaTpUHATa ynotpeda).

5.2 PapMAKOKHHETHYHH CBOHCTBA

Abcopbuus
Cnen nepopajieH MpHeM aTopBacTaTHH ce abcopbupa 0bp30: MakCHMaNHA niazmMeHa KOHUeHTpaUHsa (Cumax)

ce poctura cnea 1-2 yaca. Ckopocrra Ha abcopOuus HapacTea MPOMNOPLUHOHANHO C YBETMUABAHE HA
103aTa Ha aTOpBacTaTHH. BHOHANKHYHOCTTA Ha aTopBacTaTHH puAMHUpaHu TabaeTku e 95-99% , cpaBHeHa
C Ta3u Ha nepopaiHua pa3TBop. AGconioTHata OMOHANHYHOCT HA aTOPBACTaTHH € NpubausnTenHo 12% u
CUCTEMHATa HANHMYHOCT HA HHXHOKUTOpHaTa akTHBHOCT 38 HMG-CoA-peaykrazara € npHONU3UTENHO
30%. Huckara cucTeMHAa HATHYHOCT OOMKHOBEHO CE OTAABA HA NPECUCTEMEH KIIMPBHC B IHraBuliaTa Ha
racTpoO-HHTECTHHAIHHUA TPAKT H/HWAK HA edeKkTa Ha NbPBO NPEMHHABAHE B YEPHHUA ApoD.

PasznpeneneHue
Cpeanusit 00eM Ha pa3npeneleHHe Ha atopBacTaTHl e npnbanszurento 381 . ATopBacTaTuH ce CBbp3Ba B
98% ¢ Mna3smMeHUTEe NPOTEHHH.

buorpanchopMauus

ATopBacTaTtHH ce Metabonuinpa ot uuroxpom P450 3A4 no opTo- M napaxUAPOKCUNUPAHU NPOH3BOAHH
Y pa3NUYHH NPOAYKTH Ha OeTa-okucnedue. [1o apyry neTuina Ha MeTabonusupane Te3n NpoAyKTH ce
MeTabONU3UpAT upes MIIOKYpoHHpaHe. [n vitro nuxnbupanero Ha HMG-CoA-peaykrasara oT opTo- H
napaxuapoKCHIUPaHH MeTabOJIUTH € eKBMBAJIEHTHO Ha TOBA OT aropBacTaTuH. [Tpubansurenano 70% ot

LMpKynupawata uHxuburopra akrueHocT 3a HMG-CoA-peaykrasara ce oT1aBa Ha akTUBHUTE.. .
A et

MeTaDOJIHTH.

EnMMHHHpaHE
ATOpPBACTATHH Ce EKCKPETHPA NPEAYMHO C XK/TbUKATA CJIE] XENnaTaneH u/uii eKcTpa

MeTab0MM3bM. JIeKapPCTBEHHAT NPOAYKT HE € NIOANOKEH HA 3HAYHTE/IEH EHTEpPOXENaTal




CpenHuar nna3MeH NouyXHBOT HA aTOPBACTATHH NpH Xopa € npudausnutenHo 14 yaca. [1o1yKHBOTLT Ha
HHXHOuTOpHaTa akTuBHOCT 38 HMG-CoA-peayxkrasara e npubdansurento 20 ao 30 uaca, mopaau
HaNMYHETO HA AKTUBHH METabOJIUTH.

ATOpBAaCTaTHH € CyOCTpaT Ha YEPHOAPOOHUTE TPAHCMIOPTEPH U HA NONHNENTHANTE, TPAHCNOPTHpalLH
opranuudu aHuoud 1B1 (OATPIB1)u 1B3 (OATPI1B3). MerabonntnTe Ha aTopBacTaTH ca cybcTpartH
Ha OATPI1B1. YcTaHoBeHO € ChLUO TaKa, Ye aTopBacTaTHH € CyOCcTpaT Ha €dNyKCHHTE TPaHCNOPTEPH Ha
NPOTEHHA, CBbP3aH C MHOXECTBEHA NekapcTeeHa pe3adcTeHTHOCT 1 (MDR1), v Ha npoTtenHa Ha
pe3UCTEHTHOCT Ha paka Ha rbpaara (BCRP), konto moxe aa orpaHH4aT YpeBHaTta abcopOuUs H XKNbUHHA
KNUPBHC HA aTOPBACTATHH.

Crneuyajsd nonyaauum
llayuenmu 8 cmapuecka ev3pacm

[1nazmMeunTe KOHUCHTpAalHHN Ha aTOopPBACTATHH H HCTOBHTC MeTabONUTH ca Mo-BHCOKH [IpH 34paBH
HHIOIUBHAH B CTApUYe€CKa BB3PacCT, OTKOJKOTO I1DHU MNaJH NalluCHTH, 1OKaTO ecbex*rh'r BbpXY JJHNHAHUTE €
noaodeH K nNpHA ABCTEC 'pYIMK Bb3PAaCTHH.

[leduampuuna nonyrayus
B otBOpEHO, 8-ceaAMHYHO NpOYyUYBRaHE, NeANaTPHYHHK NAUKHEHTH (HA BB3pacT Mexay 6 U 17 roaunn) |

ctanui no Tanner (n=15) u ctaauh no Tanner > 2 (n=24) c xeTepo3uroTHa pamunHa
xunepxonecreponemua u 6azosu croiinoctd Ha LDL-C > 4 mmol/l, ca nekyBanu ¢ S mg unn 10 mg
TabneTky 3a JbBUeHE UNW CbOTBETHO ¢ 10 mg van 20 mg punmMupadu TabaeTKH aTOPBACTATHH BEAHDBXK
AHeBHO. EAMHCTBEHATA 3HAUNTENHA NPOMSAHA BbB PapMAKOKHHETHYHHS MPOQHI HA MONYNALUATA,
JEKyBaHa ¢ aTOPBAacTaTHH, € TenecHaTa Maca. BuauMusT nepopaieH KIUPbHC Ha aTOpBacTaTHH MpH
neauaTpUHHM MALKHEHTH € NOAOOEH HA TO3H TIPH BbIPACTHH CNEd aIOMETPHUYHO H3MEPBAHE HA TENECHOTO
Terno. ChorBeTHo HaMmaneHretro Ha LDL-C v o6tmua xonectepon e 6uio HabmoaaBaHo B AMana3oHa Ha
EKCMO3HUHMA Ha aTOPBACTATHH H O-XHAPOKCHATOPBACTATHH.

llon

KoHueHTpauusTa Ha aTOPBACTaTHH W HEMOBUTE aKTUBHH METa0OJIMTH NPH KEHH CE pa3sinyasa OT TasH
npu Mbxe (xedn: npubansntento 20% no-eucoka 3a Crmax ¥ npurdbausurento 10% no-Hucka 3a AUC).
Te3u paznuuus HAMAT KJAHHHYHO 3HAYEHHUE U HE BOAAT A0 KIMHHUYHO 3HAUYHMH Pa3iiuky B edexTa 110
OTHOLLUEHHE Ha JIUITHAUTE NPU KEHU U MBKE.

llayuenmu ¢ 66peyHa HedOCMamMbYHOCH
buOpeunnTe 3a0019BaAHHA HAMAT BIUAHUE BbPXY fAa3MEHATa KOHUECHTPALUA HIH BLPXY
JHMNHAONOHHXaBalKs ¢PEeKT Ha aTOPBACTATHH U HEMOBHTE aKTHBHU MeTabOUTH.

[layuenmu ¢ wepHoOpobHa HeQOCMAmMbYHOCM

[Nnazmenara KOHLIEHTPALUA HA aTOPBACTATHH W aKTHBHUTE MY MeTa0ONUTH 3HAYHTENHO C€ NOKavBa
(npubausurenHo 16 nbTH np KprupaTa HA Chax 4 11 TbTH NpH kpuBaTa Ha AUC) npu NauueHTy ¢
XPOHHYHO aNKoXoaHO YepHoaApoOHOo 3abonssane (Childs-Pugh B).

SLCOI1BI norumopduzwm

OATP1BI-tpaHcnopTHHA NPOTEUH y4acTBa B uepHoapoOHOTO 3axBawaHe Ha Bcuuku HMG-CoA-
peayKTa3HH HHXUOUTODH, BKIOMHTENHO aTopBacTaTuH. [Ipd nauuedt cx¢ SLCO1B1 noaumMopduzbm
CbLIECTBYBA PHCK OT YBEAHUCHA EKCITO3ULIUR HA ATOPBACTATHH, KOETO MOXKE 1a A0BEAE N0 NOBHILUEH PHCK
OT Bb3HUKBaHe Ha pabaoMuoiu3a (Bx. Touka 4.4). [TonumopdusmbT B reHa, koaupaiy OAT
(SLCOIBI ¢.521CC) e cBbp3aH ¢ noBduieHa 2,4 mbTH €KCNO3UUYS HA ATOPBACTATHH ( C’g/ﬁﬁdﬁﬁ
C HHAUBUAM Oe3 TO3M reHOTUNEH BapuaHT. [Ipy Te3n NaUUEHTH € Bh3MOXHO ChLUIQ I'e 'F{clr‘-l:l:.lﬂ"{l& € 2
HapylUEHO YepHOAPOOHOTO 3aXBalllaHe HA ATOPBACTATHH. Bb3MOXHHUTE nocneﬂcmuﬁ Bygxy ‘}“ *t’f‘?“

€(PHUKACHOCTTA HE Ca H3BECTHH.




5.3 ITpeaknnHHYNK JaHHH 32 Ge3onacHoOCT

ATOpBACTATHH HE € KaHLEPOreHeH NPH MIbXOBE, HO MPH PUIaraHe Ha BUCOKH 034 NpH MUILLKHK (10BENH
10 6-11 nubTy no-eucoku ctoiHocTH Ha AUC (0-24 yaca), B cpaBHEeHUE C TE€3W NPH XOpa, NpUEMany Hau-
BHCOKATa NpenopbyrTeNHa 103a) ca Hab/noaaBaHK Ciyyad Ha XenartouenynapeH aieHOM NPH MBXKHTE H
XenarouenyfapeH KapL{uHOM NPH KEHCKHTE KUBOTHH.

ATOpBACTATHH HE € NOKA3aJ MyTareHeH WM KJIacTOrEHEH NOTEHLHAN, OLEHEH NPH 4 in vifro Npoy4BaHns
¢ Wi 6e3 MeTaboNMTHA AKTUBHOCT W [IpH €AHH in VIVo aHaNu3.

MMa naHHy oT npoyuBaHus rpu xuBoTHH, He HMG-CoA-penykrasHuTe HHXHOHTOpH MOXe 1A BAHAAT
BbPXY Pa3BUTHETO HA eMOpuoHuTe U deTycuTe. [IpH NbXoBE, 3aiLiM U KydeTa, AaTOPBACTATHH HAMA
eekT BbpXY depTUNMTETA U HE € TEPATOrCHEH, HO NPH TOKCHYHH 3a MaiKaTa 1034 NMPH NILXOBE U 33K
e HabmonasaHa deTanHa TOKCHYHOCT. Pa3BUTHETO Ha MOKONEHHUETO NPH NIBbXOBE € 3a0aBEHO H
MOCTHATAIHOTO OUENABAHE — HAMANEHO, NPH €KCNO3NLMA HA MaKaTa Ha BHCOKH 03W aTtopBacTaTuH. [lpu
MJILXOBE HMA J0KA3aTeACTBO 3a PEMHHABAHE HA JIEKApCTBOTO Npe3 nualeHTaTa. He € u3BecTHO ganu
aTOPBACTATHH W HErOBUTE METabONMWTH CE& EKCKPETUPAT B KbpMATA.

6. OGAPMALHEBTHYHHA JAHHH
6.1 ChnHchk Ha NOMOILHHTE BellleCTBA

HOopo na mabremxama

JlakT03a MOHOXHApAT
MukpokpucTania uenynosa (102)
Kanuues kapboHar
KpockapMmenosa HaTpHH
XUAPOKCHNIPONUIILIENYN03a
[Tonucopbar 80

Marsdesues creapar

Duimoso hokpumue

Xunpomenosa 2910 (6CPS)

Makporona 6000 (ITonuerunen rarnkon 6000)
TuTanos auoxcug (E171)

Tank

6.2 HecnLBMeCTHMOCTH
Henpunoxumo

6.3 Cpok na roguoct
3 rOAHHH.

Cpok Ha roJHOCT cliel MbPBO OTBapAHE Ha OyTunkara: onakoska oT 10 punmupanu tabnetku — 10 anu;
onakoska oT 50, 100 n 500 punamupanu Tabnetku — 100 aHK.
6.4 CoenHaIHM YCIOBHS HA ChXPAHEHHE

To3u JICKAPCTBCH MPOAYKT HC H3HCKBA CIICHHANHH YCIIOBHA HAd ChbXPaHCHHE.

6.5 Bnuau cuabpxkaHHe HA ONAKOBKATA




Baucrepu ot Al/Al dponno unu 6yTunka ot nondeTuneH ¢ sucoka nabTHOCcT (HDPE) ¢be 3anywanka ¢

HHAYKIHOHHO 3aMeyaTBaHe H CUNTMKAresT KaTo CYLIHTEN.
Onakoskata cbabpxa 30 punmupanu tabnetku (3 Onucrepa no 10 punmupanu Tabnerkn) unu 10, 50,
100, 500 puamupanyn tabnetkyu B HDPE OyTuaka.

He Bcuuky BHAOBE ONAKOBKK MOrart aa 0b1aT NnycHaTH Ha nasapa.
6.6 CrennanHu npeaANnasHH MePKH MPH H3XBLP/ASHE H padoTa

Hsama cnetiHanHy U3HCKBAHKS.

7. TNPHTEXATEJI HA PAJPEIIEHUETO 3A YIIOTPEBA

EKOOAPM I'PYIT A/l

yn. Aranac Jlykos Ne29, eT. 3,
1407 Cogms, brarapus

Ten.: (02) 906 90 70

¢akc: (02) 906 90 71

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

AtopsactaTul Exodapm 10 mg punmupanu tabnerku — 20160339
AropeactaTii Exodapm 20 mg ¢puamupanu tabnerku — 20160345

9. JATA HA ITBPBO PAZPEIIABAHE/TIOJHOBSABAHE HA PAZPEILEHHETO 3A
YIIOTPEBA

Jlata Ha nbpBO paspeLIaBaHe:
AtopBacTaTHH Exodapm 10 mg dpunmupanu tabnetku 10 mg — 04 noemepu 2016
Atopeactatud Exodapm 20 mg dunmupann tabnetku 20 mg — 08 Hoemepu 2016

JaTa Ha nociexHO NOAHOBABAHE:!
AtopsacTaTHH Exodapm 10 mg punmupanu tabnetu 10 mg — 27 asrycr 2021
AtopeactatuH Exodapm 20 mg punmupanu tabaerku 20 mg — 27 asrycrt 2021

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA
09/2024




