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RL/ FoH] 1746 ~ Y2737

1. HME HA JIEKAPCTBEHHUSA TIPOAYKT
30 -12- M
AtopsactatiH ['eHepukoH 10 mg punmupanu tabnetku

Artopsactati ['enepukon 20 mg ¢puaMupanu tabneTku

Atorvastatin Genericon 10 mg film-coated tablets
Atorvastatin Genericon 20 mg film-coated tablets

2. KAYECTBEH H KOJIHYECTBEH ChCTAB

Bceska ¢punmupana Tabnerka Atopeactatin ['eneprkon 10 mg chabpka 10 mg atopsacTatit
(atorvastatin) noz gopmara Ha atopsBacTaTiH Kanuuii 10,36 mg (atorvastatin calcium).

Bcesaka dunmupana Tabnerka Atopsactatin ['eHeprkon 20 mg chabpxa 20 mg atopBacTaTHH
(atorvastatin) noa gopmara Ha atopsactatiH kanuuii 20,72 mg (atorvastatin calcium).

3a MbHMS CIIHCHK Ha MOMOLLHHTE BELLECTBA BUXKTE TOUYKa 6.1.

3. JIEKAPCTBEHA ®OPMA
Dunmupana tabnerka

AtopsactaTiH I'enepukon 10 mg - 6enu, Kpbriu, ABOHHOW3NBKHANH QUIMHPaHH TabNeTKH (C AHAMETBP
7 mm).
AtopsactatiH ['eHepukoH 20 mg - Genu, KpbriiH, IBOHHOM3NBKHAIM (HIMHPaHH TabneTky (C AMaMeTbp
9 mm).

4. KJIMHHUYHHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHSA

Xunepxonecmeponemus
ATOpBacTaTHH Ce H3M0J3Ba KaTo JAOMbIHEHHE KbM JMETATA, LE/SAILA NOHHKABAHE HHBOTO Ha 001LMA

xonecrepoin, LDL-xonecrepon, anonunonporedd B uian Tpurivuepuiyn npy Bb3pacTHH, NOAPACTBALLM H
neua Han 10-roauuina Bbp3pacT ¢ MbPBHYHA XUNIEPX0JIECTEPOIEMHS, BKIOYBallA pamuiHa
XHIMEPXOJIECTEPONIEMHS (XETEpO3UTOTEH BAPHAHT) HIIH KOMOMHHpaHAa (CMeceHa) XHIepIHNUAEMHUs
(cvorBercrBaiia Ha Tin lla 1 116 no knacudukauusta va Frederickson), Korato pe3yaTaTeT OT JAHETaTa
HJIH IpYTH HepapMaKoIOrHYHH MEPKH € He3HAYMTEIEH.

ATOpBAacTaTHH CHILO TaKa € NOKa3aH 3a HamansgBaHe Ha o0LHA xonectepon 1 LDL-xonectepoa npu
NAIMEHTH C XOMO3HTOTHA (paMHJIHA XHIIEPXOIECTePOIEMHS KATO A0MbIHEHHE KbM APYTO
JMMUA0NOHKKaBaILO neveHre (Hanp. LDL-adepesa) nnu ako HAMA Bb3MOXKHOCT 33 TAKOBA JIEYEHHE.

IIpodunaxmuxa na copoeuno-cv0osu 3aboraganus

3a npoHNaKTHKA Ha CbPAEYHO-CHIOBH HHLMAEHTH MPH MALIHEHTH, MOAJIOKEHH HA BHC
pPa3sBHMTHE HA MbPBHYEH ChPAEYHO-CHI0B MHLMAEHT ( BHIKTE TO4Ka 5.1), KaTo JOMbJIHE
KOPEKLHATA Ha IPYTH PUCKOBH (PaKTOpH.




4.2 Mo3HpOBKA H HAYMMH HA NPHI0KEHHE

Hozu poBKa

lpenn Hau210TO Ha NeyeHHe C ATOPBACTATHH [AIHEHTRT TPAOBa fa Gbje NOCTaBEH HA CTAHAAPTHA
NOHKKABAWA XONECTEPOA AHETA, KOATO Tol TpAlEa Ja MPOIELKH Aa CMa3Ba H [0 BpeMe Ha JICYCHHETO.
Hosute Tpsabea aa ce onpegensT HHAMBHIYAAHO B 3aBHCHMOCT OT M3X0AHHTe HHBa Ha LDL-xonecrepon,
UETIMTE Ha TePanHATa W KIHHHYHHA OTTOBOP HA NALHEHTA,

OOGuyaiinara HauyanHa noza e 10 mg BeaHsk AHeBHO. Kopekius Ha 103aTa ce #3BLPIIBA NPE3 HHTEPBAIH
OT 4 WiH noBeue ceaMHun. Makcumantara no3a e 80 mg BeAHBK JHEBHO.

IIbpeuuna xunepxorecmeporemus i KOMOUHUPAnA (CMecend) XunepIunudemus

[IoBe4eTO NANMEHTH ce TIOBNHABAT YCRELIHO OT 1034 oT 10 mg ATOpPBACTATHH BEAHBK IHEBHO.
TepanesTryen edext ce HadMoOAABA 10 2 CSAMHIM OT HAYAIOTO HA JICUCHHETO, 8 MAKCHMAIHHAT
TepaneBTHYEH edexT ce nocTHra o6HKHOBEHO ciexn 4 ceqmund. EdexTsT ce 3ana3sa mo Bpeme Ha
IPOABIEKHTENHO JICYEHHEE.

Xemeposzucomna hamuinag XUREPXOIECMEPOREMUS

JleuenneTo Tpa6sa aa sanoune ¢ 10 mg AtopsactaTh aHesHo. JJo3uTe TpsOBa fa ce TpeleHsT
HHAWBHIYZIHO H 13 Ce KOPHTUPAT Ha BeekH 4 CeMHIH 10 JOCTHRaHe Ha qo3a ot 40 mg aHesxo. Crent
TOB2 [03aTa MOXe 12 OB/ie MOBHINEHA O MAKCHMAJLHA JHEeBHA 1032 0T 80 mg iy 40 mg aTOpPBACTATHH C€
KOMOHHHPA CBC CEKBECTPAHT HA MITBUHHTE KACEIIHHH.

Xomozuzomug darmurnag XUREPXOACCIREDONEMUS
Hanuunu ca orpanuyer Gpoif TaHHH.

JHEeBHATA 1034 MpH NALMEHTH C XOMO3UroTHa damunHa xunepxonecreponemus e 10 — 80 mg/nnesno
(BrX TO4KA 5.1) KaTo JONbAHEHKE KbM APYra JHNMAONOHHkasawa Tepanus (Hanp. LDL-adepesa) unn
MPH HEBL3MOMHOCT 32 NMPUNATaHE HA TAKABA.

Hpoduagrmuxa na cvpdeurno-codosu 3aboaseanta
[Tpu npoy4BanuaTa 3a mepBHuHa npoduiakTHa qo3ata e 6una 10 mg/nen. [o-BHCOKH 71034 MoOrar ja
OB1aT HEOOXONHMH ¢ L/l NOCTHTAHE Ha HUBA Ha LDL-X01ecTepor, NOCOYEHH B HACOKUTE 3a JTIEUeHHE.

03UPOEKA NPU NAUHESHMU C HA eHa ObOpeyra KA
He ce Hanara npomana na nosara (B Touka 4.4).

Hozuposka npu nayuenmu ¢ Hapywena $eprodpobra dyrkyus

AtopBacTaTiH ['eHeprKoH TpabBa Aa ce MpHIAra C iIOBHLIEHO BHUMAHHE MPH NALMEHTH ¢ HepHOApoOHa
HEROCTATLYHOCT (BHK TOUkH 4.4 1 5.2). AropBactari ['eHepUKOH ¢ IPOTHBOIOKA3AH NPH NAIHEHTH C
AKTHBHO YepHoLpoldHOo 3abousiBane (BUXK TOYKa 4.3).

Hayuenmu 6 cmapuecka svapacm
EdwrracHocTTa 1 Ge30macHocTTa NPy NatuenTn Hajg 70-roaAMiliHA BB3PacT ¢a oJ00HH HA Te3H, KOHTO €&
HabJIFOAABAT NIPH Bh3PacTHH.

Heougmpuunag nonyrayus

Xunepxorecmeponemus
[lpunaraneto Ha nexkapeTBenus NPOLYKT B NeAMaTpHsTa TpAOBA a C& U3BbPLIBA CAMO
OMHUT B ICYCHHETO HA JIETCKA XMTIEPAHNEAEMHS, KaTO NalHeHTHTe TpAGRa Az Gpaar
PEAOBHO 110 OTHOHIEHHE HAIIPEIbKa HA JIeYEHHETO.



I1pu nan#eHTy ¢ XeTepPO3HTOTHA GaMUNHA XHTIEPXOIECTEPONEMHES Ha Bb3pacT 10 H MOBEYe roAHHY,
NpEeNopLUMTENHATA MbPBOHAYANHA 1032 ¢ 10 mg aTopeacTaTHH AHEBHO (BiK. Touka 5.1). Jlozara moxe na
Obae ypenuvesa 1o 80 mg nHEBHO, B 3aBHCHMOCT OT HHIHBHAYAJIHHS OTrOBOP H MOHOCHMOCT Ha
nauuenTa. Jlosute Tpabea na ObIAT onpeesicHH HHAMBHAYAJIHO CNOPEN NPENOpPBYBAHATA Le Ha
TepanuaTa. Kopurupase Ha JO3NTe TpAGBA 14 ¢& PaBH HA HHATEPBAJIM OT 4 CSIMHATIA HIH TIOBEUE,
TurtpupaHeTo Ha nosata Ao 80 mg JHEBHO € TIOJIKPEREHO ¢ JaHHH OT IPoYyYBaHe MPH Bb3PacTHH H
OTPaHHYEHH AAHHH OT KITHHHYHH NIPOYUBAHHUS NIPH JIELA ¢ XeTePO3uroTHa hamuana
XHnepxonecreponemus (Bx. touka 4.8 u 5.1).

Hanw4nu ca orpaHyuyeHH NaHHW OT OTKPHUTH NPOYYBAHHA 10 OTHOWIEHHE HA 6€30MaCHOCTTA H
edHKacHOCTTA NPH fcla ¢ XeTePO3HroTHa (haMHIIHA XHNEPXOIECTEPONEMHS HA Bb3PAcT Mexay 6 n 10
TOJHHH. ATOPRAacTaTHH He e NOKa3aH 3a JcdcHHe Ha manuenTs nof 10-rogHinsa Bp3pactT. HATHUHHTE KbM
MOMEHTA AaHHH ca onucanH B Touka 4.8, 5.1 u 5.2, HO He MOMKe Ja ce HanpaBd NpenopbKa 3a A03HpaHe.

Hpyru nekapcTBeHn (JOPMH/KOHYCCTBA HA AKTHBHOTO BELLIECTBO MOKE ]2 €A TO-TIOAXOASALIH PH Ta3H
Bb3PACTOBA NONYNAITHA,

Eornospemenno npurgacenue ¢ dpyau rexapcmeseny npOOVKIMY
Ilpn enHoBpeMeHHA ynoTpeba ¢ UHKIOCHOPHH, TENAMPERHP HIIH THIIPAHABHP/PHTOHABHP, He OUBa na ce
fpeBHIIaBa fo3ata oT 1{ mg aTopsacTaTHH AHEBHO.

[pu maruenTy, NpdeMany aHTHBUPYCHH CpeacTBa 3a fedeHre Ha Xermatut C karo
CHG&CBHP/ rpasonpeBHp CBIIBTCTEALLO C ATOPBACTATHH, A034aTa Ha aTOpBacTaTHH HE 'I'pﬂGBa aa
rpepiliaga 20 mg/aeH (px. Toukk 4.4 u 4.5).

Hauuu sa npungxerue
ATOpBaCTaTHH reHepP[KOH [+ npeﬂﬂa:*.uaqeﬂ 3a nepopa.nHo l'IpHJ'IO)KEHHe. C'bOTBeTHaTa JHCBHA 0034

TpsabBa fa ce NpHnara HABSAHBK H Moke Ja Obe mpHeMaHa no BCAKO BPEME Ha JISHA, ¢ HITH 063 xpaHa.
4.3 TIporusomoKazanus

ATOpBacTaTHH [ €HEPHKOH € MPOTUBOIIOKA3AH [IPH MALHEHTH:

- CbC CBPBXIYBCTBHTCIHOCT KbM aKTHBHOTO BELLECTBO HITH HAKOE OT [IOMOILIHHETE BEULIECTRA,
#30poeHH B Touka 6.1;

- C aKTHBHO YepHO1poOHO 3a00N9BaHe HIH HEU3SCHEHO NEPCHCTHPAIO YBEIHYEHHE HA HHBATA HA
CEPYMHHTE TPaHCAMHHA3H, HAIXEBPIALLO 3 IBTH rOpHATA TPAHHTIA HA HOPMATa;

- JIEKYBaHH ¢ aHTHBHPYCHHTE Cpe/iCTBa 34 ieueHue Ha XenaTtuT C ruexanpeBup/MHOPEHTACBHD;

- A0 BpeMe Ha BPEMEHHOCT M KbDMEHE AN TIPH KEHH B eTepoiHa Bh3pacT, KOUTO HE H3ITION3BAT
CHTYPHH KOHTPALENTHBHH CPeAcTBa (BHAKTE Touka 4.0).

4.4 CrenuaJHH IpeqynpexIeHHA H NPEANa3HA MEPKH NpH ynorpeba

Yeproopobnu edhexmu
Tpatea ce na ce mposeaar H3cneBaHus Ha YepHOLPOOHATA dyHKLYS NPE/H 3aMI0YBAHE HA ICYEHHETO |
IEPHOAHYHO cNiefl ToBa. Ha mauueHTH, TOKA3BALIK NPHU3HALM WIH CHMIITOMH Ha YepHOapobHO

yBpexaaHe, TpAGBa Ja ce HANPABAT HACNCABAHHKS HA YEpHOAPODHATA (PYHKUNA. TlalHeHTH ¢ YBEIHYCHH
HMBA HA TpaHCaMHHAa3uTe TPAOBA 1a OBIAT NPOC/eAsBaHM, JOKATO CTOWHOCTHTE Ce HOPMAJIR3HPAT. AKO
CTOHHOCTHTE HM NPOIBLKABAT fa OBAAT HAM TPH MbTH NO-BUCOKH OT rOPHATA [PAHHUIIA Ha HOpMATa, ce

NpEnopbsYBa HaMalIgBaHe HA NO3ATA HITH NPEYCTAHOBABAHC HA NIPHEMA HA aTOPBACTATHH
4.8).




AropsacTaTiH Tps6Ba a ce H3N0/I3BA BHHMATETHO NpPH NAIMEHTH, KOHTO KOHCYMHPAT TONEMH
KONHYECTBA AJIKOXON H/WITH ca ¢ aHaMHe3a 33 YepHoapofno 3a6oasaHe.

Ipedomepamasane na urcyam Ypes A2pecusHo HAMaaseane Ha Husama Hy xoaecmepona (Stroke
Prevention by Aggressive Reduction in Cholesterol Levels (SPARCL))

ITpu nposeAcH ananu3 Ha NOATHIIOBETE HA HHCYNT NPH HauueHTy §e3 KOPOHApHO ChPACYHO 3abonsrane,
C NpeXO/CH HHCYIIT MM NpexojHa HexeMHudHa ataka (TIA), ce ycTaHoRSBa BUCOK PHCK OT XEMOpariyeH
MHCYJIT TIPH TE3H, KOMTO npuemar 80 mg AHeBHA /1032 aTOPBACTATHH, cpaBHeHH ¢ nnaledbo. Habmonara
ce 0coDeHO BHCOK PUCK NPH RAIHEHTH, KOHTO CTAPTHPAT H3CAEABAHETO C aHaMHe3a 33 NpeKapaH
XEMOparH4eH HHCYAT UM naKyHapen HHpapkr. [Tpu nauueHTH ¢ NbpPBHYEH XEMOPArHYEeH HHCYNT HIAH
JakyHapeH HHQApPKT, CHOTHOLICHHETO NON3a/PHUCK OT NIPUIAraHeTo Ha aropsactTaTiH 80 mge
HeonpenencHo H TpsAbBa Aa ce B3eMe MO BHUMAHHE MOTCHLIHAIHHAT PHCK OT XeMOPAaruyeH HHCYT PeIH
3aMOYBaHEe HA JAeYEHHETO ( BUKTe ToUKa 3.1).

Brusnue evpxy creaemuama MycKyaamypa
B peaku cnyuau, aropeactatit, 10410610 Ha fpyriute HMG-CoA-penykTazHn HHXHOHTOPH, MOXeE Jia

HOBNKAS HEOIArOIPHATHO BHPXY CKENETHATA MYCKYNATYDA H 1a NPHYHHE MHAATHA, MHO3UT H MHOMATHS,
KOHTO MOral fa nporpecHpar Ao padbaoMuomuza (OTEeHHAIHO KHBOTO3ACTPAILABAIID ChCTOARHE,
XapaKTepH3HPAIIO ¢ ChC 3HAYMTENHO TOBHLIEHH HHBA HA KpeaTHHKHHa3aTa (KK) (naa 10 nbTH # noseve
HA/l TOPHATA rPaHuia HA HOPMAJTHHTE CTOWHOCTH), MUOrNOOHHEMHUA H MHOTIODHHYPHA, KOMTO MOTAT A3
AoBerat o Oe0peuHa HeqOCTATEYHOCT),

Hpedu zanousane na revenuemo

ATopBacTarHH Tpsa6Ba Aa ¢¢ H3NOM3BA BHUMATESIHO [IPH MALHEHTH ¢ IpeApa3nonaraliy KM

pabaomuonusa daxropu. Hueara Ha kpeaTHHKHHA3A TPAOBA 44 C¢ M3C/CABAT IPEAH 3aM04YBAHE HA

JIEYEHHE ChC CTATHHH B CHEQHHTE CIYYaH:

- OB0pedHD yBpeXKaaHe;

- XHIOTHPEOHIHIBM;

- aHamHe3a, IEPCOHANHA HIY CEMCHHA, 32 HACNEeACTBEHH MYCKYIHH 3a00/IABaHH;

- npelIeCTBAIA AHAMHESA 38 MYCKYJIHA TOKCHYHOCT OT CTATHHH WiH ¢uldpath;

- MPeALICCTRAIIA AHAMAE3A 33 YepHOAPoOHO 3a00a38aHe /WM yoTpeba Ha 3HAYHTE/IHH KONWYECTBa
anKoXoI;

- TIpH MALHEHTH B CTapuecka Bh3pacT (>70 roaunu), HeoOX0MMOCTTA OT TE3H H3cIeaABaHHus Tpadea
Aa Ce UPCULHH B 3JaBMCHMOCT OT HAJIMYHETO HA APYTH (aKTOPH, NPEAPa3NoNaraH KbM
pabmoMuonn3a;

- BBb3MOKHOCT 33 NOBHILABAHE H& IUIA3MEHHUTE HHBA HA ATOPBACTATHH, HANPUMED APH
B3aHMOJISHCTBUA C ADYTH NEKAPCTBA (BHXK TOUKA 4.5) ¥ IpM cneuHaIHU TPYNH NOTyIalKH, BKA.
TEHETHYHH CYOMOmynauuH (BHK Touka 5.2),

B Te3u ciyuan, pHCKBT OT JIEUSHHETO TPAOBA 1A C& NPELEHH CnpaMo Bb3MoskHHTE TonsH. IIpenopbusa ce
KJIMHHYHO MOHHTOpHpaHe Ha nanneHTa. He TpabBa a ce 3anousa nedeHue, ako H3XoMHNTE HUBa Ha KK
Ca 3HAYMTENHO [FOBHLIEHH (>5 1HTH HAL TOPHATA I'PAHHIA HA HODMATA).

Hzcaedeane na kpeamunxunazama (KK)

Kpearnnkunazata He TpaGBa na ce H3CIeABA cnell YCUAEHO (PH3HYECKO HATOBAPBAHE HIIH NPH HANHYME Ha
IPYra BEpOATHA MPUUHHA 33 HEHHOTO YEQMIHMYEHHE, Thil KATO TOBA MOJXKE 2 3aTPYAHH CLICHABAHETO HA
NOMYYSHHTE CTOHROCTH. AkO HBOTO HAa KK ¢ 3HaunTenHo noBuiieHo (>>5 I'bTH HAJl FOpHATa rpaHHLA HA
HOpMaTa), TO HIBaTa TpADBa Aa ce H3CJISABAT MOBTOPHO B PAMKHTE HA 5 10 7 HH, 33 14 €€ TOTEBPAAT
pe3yaTaTHTE.

o epeme na aevennemo




- IauwenTute TpsbBa na OBAAT npeaynpeseHy 1a cLo0ABAT BEAHATA 32 I0ABA HA MYCKYJIHH OOJKH,
KpaMITH WM cnabocT, 0codeHO B CiyuanTe, KOraTo TOBa € MPHAPYXEHO C OTNAJHANOCT H MOBHLICHA
TEMIIEPATYDA;

- AKO TAKHBA CHMIITOMH CE NMOSABAT M0 BpeMe HA JIEYSHHETO ¢ aTOPBACTATHH, TPAOBA 14 ce H3C/eaBaT
uuBata Ha KK. Ako Te ca 3Ha4YHTENHO MOBHLICHK (>5 THTH HAA FOPHATA MPaHHIA HA HOPMATa),
JiedyeHnero TpadBa Aa 6pae npeycraHoBeHo. B ciiyyait HA NPOABIIKUTENHH H TEXKH MYCKYIHH
OILIAKBaHHA, TPAOBA 1a ce OOMUCIM TIPEYCTAHOBABAKE HA NICYCHHUETO, Topy K HiBaTa Ha KK #a He
Ca 3HAYATENHO NOBUILEHH {5 MBTH HAJl HOPMATA WK [10-MAKO);

- AKO CHMATOMHTE 0TwymAT M HuBaTta Ha KK ce HopManu3npat, Moske fa ce 0GMHCIH TIOBTOPHO
NPHIIOKCHHC H2 AaTOPBACTATHH HITH IPYT CTATHH, KaTQ C¢ NMpHIara Hali-HHUCcKaTa Jo3zauce
MPOBECIKAA CTPHKTHO MOHUTOPUPAHE;

- Jleyenuero ¢ atopBactatiH TpsOBa Aa ce npeKsCHe, ako HuBara Ha KK ce MOBHIIAT 3HAYUTENHO
(>10 mbTH Haj ropHaTa rpaHHIA HA HOPMATa) HITH @Ko Ce JHAMHOCTHUMPA HAR TIOA03HpA
pabaomuonnsa.

Fonuospemernen npuem ¢ Opveu iexapemeq

PHCKBT OT pabnoMHO/IU3a C¢ NOBHIIABA PH SJHOBPEMEHHA YIOTpeGa Ha CTATHHH ¢ ONIPENCICHH
JAEeKapCTECHA TPOJYKTH, KOMTO MOTAT [a IOBHILAT [Ia3MEeHATA KOHLGHTPAllHA HA aTopBacTaTHH, KATo
MOLHETE HEXHOHTOPH HA CYP3A4 uin TpaHCMOPTHHTE MPOTEHHH (LUMKNOCHOPHH, TENHTPOMHLIAH,
KJIAPHTPOMHUNH, AETABHDAMHE, CTHPHIIEHTOI, KETOKOHA30M, BOPUKOHA30J, WTPAKOHA30, 103aKOHA30M H
XHB-nporeassHn MHXHOMTOPH KaTO PHTOHABHP, JTOIHHABHD, ATA3aHABUD, HHAHHABAP, AApPyHABHD,
THIPAHABHD/PHTOHABHD M ApD.).

PHUCKBT OT MHONATHS MOXeE /12 CE€ NIOBUILH [IPH CEBMECTHATA YNOTpeda Ha aTOpBACTATHH C reMpubposun
HAK ApyrH ¢ubpath, aHTHBHPYCHM CpencTBa 3a neyctue na xenarut C (HCV) (Gouenpesup,
TENANPEBUD, e0acBRP/TPa3ONpPEBHP), EPHTPOMHEIIMH, HHALIHH WY €3eTHMHO. AKO € Bb3MOXKHO, BMECTO
TE3M NeKapcTBa TPAORa [1a ce MOMHCH 33 aNTepHATHBHA Tepanus (Oe3 BaauMoaeiicTsug).

Muoro panko ce ¢bobIasa 3a MIMYHOMEAHHPAHA HEKPOTH3Hpawa Muonatus (Immune-mediated
necrotizing myopathy, IMNM) o BpeMe WM Cliefl IeMeHHe Che CcTaTUHH. KIIMHHYHO ce XapaKTepu3Hpa
CBC CNaboOCT HA NPOKCHMAHHTE MYCKYJIH H NOBHLUEHH CEPYMHH HHBA Ha KPEaTHHKHHA3ATA, KaTo
CHMIITOMHTE NPOABIDKABAT H CAC/] PEKPATABAHE HA JIEYEHHETO CHC CTATHHH.

B CJIyManTe, korar® ce Hanara €JHOBPeMEeHHO MpHIAraHe Ha TC3H JICKApCTBEHH MPOAYKTH ©
ATOPBACTATHH, TPAGBA BHUMATEJIHO A2 C€ OI[EHH ChOTHOIIEHHETO [10/133/PHCK OT CHITBTCTBALIOTO
Jeyenne. Korato nauMeHTUTE NONy4apaT NeKapcTBEHH NPOAYKTH, KOHTO NOBHINABAT MIa3MEHATa
KOHLEHTpALIH] HA ATOPBACTATHH, C& TIPEMOPhYBa NO-HHCKA MAKCHMAJIHA 4032 Ha aTopRacTaTHHa. B
AOMBIHEHHE, B Cy4aii Ha neueHHe ¢ MowHE HHXuOHTOpH Ha CYP3A4, Tpabea na ce oOMHC/IHM TO-HHCKA
Ha4dajiHa 1034 Ha aTOpPBACTATHH H CC€ IIPENOPHYUBA AACKBATHO KAHHHYHO ONpOCACAsSBaHe Ha TC3H MAUHCHTH
{®K. Touka 4.5).

ATOpBacTaTHH He TPSORA 1a Ce MpHara eHOBPEMEHHO ¢ (y3HI0Ba KHCEHHA 32 CHCTEMHO NPHIICKEHHE
HAH B PAMKHTE Ha 7 AHH CNE/l CHpaHe Ha Jie9eHHeTo ¢ gy3uaoBa kucenuHa. [1pu nauHeHTH, pH KOMTO
ynorpebara Ha y3H10Ba KHCEITHHA 3a CHCTEMHO MPHIIOKEHHE Ce CUHTA 32 KpaiiHO HeoOX0MHME, MPHEMBT
Ha aropeacTaTHH TpAOBa na ObAe MPEKPaTEeH MO BpeMe Ha Jiedenneto ¢ dy3urosa kucenuHa. Jloxnansanu
¢a Ciny4aH Ha pabaoMHONH3A (BKIIOYHTEHO HAKOH ¢ diaraned M3X0/) TPH NALHEHTH, TPHEMAIIH
¢y3ua0Ba KHCEAHHA H CTATHHH B KOMOHHalus (BHKkTe TouKa 4.5). [TainenTuTe TpROBa He3a0aBHO 1a
NOTBPCAT MENULIMHCKA TOMOIL], aKO MOMYBCTBAT HAKAKBH CHMIITOMH KaTO MYCKY/IHa cnabocT, 60oka 1M
GonezHeHoCT,

JleyenneTo che CTATHH MOXE [ CC [IOZHOBA 7 JHH CAel IOCHeAHaTa noza dyuaosa kucel
HMp# H3KI0YHTENHN OOCTOATENCTRA, KbASTO CE HAArA NPOALIKHTENHO NEUCHHE ¢ (bys ]
3a CHCTEMHO NMPUJIOKEHHE, HAMPHMEP NPH JIEYEHHE HA TeKKH HHDEKITHH, HeoDX0anM
eHOBpeMEHHATa yBoTpeda Ha aTopBACTaTHH H dy3HA0Ba KHCETMHA TpAGsa Aa Oble
HHJIHBH/yallHAa OCHOBA U CAMO [10/1 CTPHKTHO JIeKapcko HabmroaeH#!e.




NenvarpHyuHa nonyIanus

B 3-rofMUIHO npoy4yBaHe, OCHOBAHO HA OUEHK2 HA WANOCTHOTO CH3PABAHE H Pa3BHTHE, OLICHKA 1O CTauHH
Ha Tanner W H3MepBaHe Ha BACOMHHATA H TErNOTO, HE ¢¢ HAOMIONABA KTHHIYHO 3HA4HM edeKT BhpXY
Pa3sBHTHETO K TIOJIOBATA 3PANOCT {BA. Touka 4.8).

Humepcmuyuanna teapdpodna borecn

EN¥HHYHH Clly4an Ba HHTepcTHUHaNHA GenonpoGHa Gonect ca AOKIaIBaHH TIpH ynoTpeba Ha HAKoN
CTaTHHH, 0CO0SHO NIPH NPOABLIKHTENHO JNedcHue (Bik Touka 4.8). BonecTTa ce nposBsABa ¢ AMCHHEd,
HENPOAYKTHBHA KalHUA U BJIOLIaBaHE HA 001OTO 3APABOCIIOBHOTO CHCTOSHHIE (YMOpA, 3aryba Ha Terno
M [IOBHIIEHA TEMOEPATYpa). AKO HMa ChbMHEHHUE 32 PA3BUTHE HA UHTEPCTHLHANHA Oenoapodna GonecT, To
TEPAMKAATA ChC CTATHHH TpabBa 14 ce MPEeyCTAHOBH.

3axapen ouabem

Hma naHHu, ye rpynara JekapcTBa CTATHHH MOTAT Ja [OBHILAT HUBOTO HA INIOK03a B KPbBTa, H NIPH
HAKOH MAlHEHTH C NOBHILEH PHCK OT BB3HMKBaHe Ha Auafer, MOTaT Aa AOBEAAT J0 YBEIHYEHO HHBO HA
FIIOK03a B KPLETA, H3HCKBAILO [IPHIAraHeTo Ha NOAXoAAIa Tepanus. Bonpeky ToBa NOHHAABAHETO HA
CBLIAOBHSA PHCK NPEBHLLABA [10 3HAYSHHE PHCKa OT AMabeT u Toii He OuBa Ja Obie NpUUHHA 3a
NPEKPaTABAHE Ha TEPaNMATA ChC CTATHHH. PUCKOBHTE nalHeATH (II0K03a Ha [agHo 5,6 1o 6,9 mmol/l,
BMI>30 kg/m’, n0srIueHH HUBA HA TPUIIIHUEPUIH, XHNEPTOHHSA) TPAOBA Aa GLAAT NPOCEAABAHH
KITHHU4HO U GHOXMMHYHO CBINIACHO MECTHHTE [hKOBOICTEA.

4.5 BzaumopnelicTBHE ¢ IPYrH IeKAPCTBEHH NPOAYKTH H Apyrn Gopmu Ha B3aEMojeciicTBRE
Edextn Ha enHOBpEMEHHO IPUIOKEHH JCKAPCTBEHH NPOLYKTH BbPXY aTOPBACTATHH

ATopsacTaTus ce MeTabonusupa ot unToxpoM P450 uzoensum 3A4 (CYP3A4) u e cyberpar Ha
YEePHOAPOOHNTE TPAHCIOPTCPH H HA NONMNENTHAMTE, TPAHCHOPTHPAILKM OpraHHYHY aHHOHH 1B1
{Organic anion-transporting polypeptide 1B1, OATPIBI1 u ) u 1B3 (OATP1B3). MeraGonutute Ha
aropeacTatiH ca cybctpari Ha OATP1B1. YeranoseHo € ChIilo Taka, 4e aTopBacTaTiie € cyOcTpaT Ha
NPOTEHHA, CBBP3aH C MHOMKECTBEHA NieKapeTaena pesucrentroct 1 (Multi-drug resistant protein 1,
MDR1) ¥ Ha IpoTerHA Ha PE3HCTEHTHOCT Ha paka Ha reprara (Breast cancer resistant protein, BCRP),
KOHTO MOKE 13 OTPaHi4aT YpeBHaTa abcopOuns B XITbUHHA KIMPBHC Ha aTOPBACTATHH (BK. TOMKa
5.2). EnHOBPEMEHHOTO NPHIOKEHHE 3ae/JHO ¢ MHXHOHTOpY Ha CYP3A4 uiH Ha TPAHCMOPTHHTE
NPOTEHHH MOXKE /14 NOBEAE 10 YBEJIHYSHH NNa3MEeHH HHBA Ha ATOPBACTATHH H NOBHIIEH PHCK OT
MHONATHS. PHCKBT MOXKe 13 ¢e NOBMIIM CBILO MPH ETHOBPEMEHHO MPUIIOKEHUE C IEKAPCTBEHH
NPOAYKTH, HHAYHHPAILH MHONIATHSA, KaTO HarmpHMep ¢pubparu 1 e3eTHMUO (BHX ToYKa 4.4).

HuxuGnuropu Ha uuroxpom P450 nioenzum 3A4
Hma nanun, de mowuuTe uuxuduropu Ha CYP3A4 suaunTenno MOBHIIABAT KOHUEHTPALMATA HA

aropeacTaTiH (B Tabnuua | v noapoSuara uHdpopmalus no-noiy). ENHOBpeMEHHOTO IPHIMKEHUE Ha
mouHy HHXHOuTOpH Ha CYP3A4 (Hanp. UMKAOCIOPHH, TENUTPOMHUIINH, KIAPHTPOMHIMH, A€IaBHDIHH,
CTHPHIICHTON, KETOKOHA3071, BOPHKOHA30JI, HTPAKOHA30, MO3AKOHA30/1, HAKOW AaHTHBHPYCHH CPENCTBA 33
nteqeHue Ha xenaTut C (Hanp. enbaceup/rpasonpesup) U XHB-nporeasnn nHXHOMTOPK KaTO PUTOHABHP,
NONKUHABHP, aTa3aHABHD, HHAHHABHD, AAPYHABUD U [Ip.) N0 BL3MOXKHOCT TpAOBa aa ce n3barsa. B ciyvaw,
KOraTo He MOXe Ja ce u30erte eJIHOBPEMEHHOTO PUAaraHe ¢ aTopBacTaTHH, TPAOBA 1a ce 0OMHCH
HAMAJIABAHE HA HAYANIHATA W MAKCHMAIHATA 1033 Ha ATOPBACTATHH, KAKTO H BHHMATENHO KNHHHYHO
MOHHTOPHPAHE HA NauuenTHTe. (Brox Tabnuua 1).

HOBHILICH PHCK OT BB3HHKBAHC HA MHOIATHSA opH KOMGHHE{I.[I’[S[ Ha epﬂTpOerlllHH H ) -
MIPOBEXAHH IPOYUBAHHA HA B3AHMOASHCTBHATA, KOHTO [ OUEHAT edeKTHTe Ha a"



BEpanaMi BLPXy aropBacTaTHH. M3BecTHo €, 4e aMHOAapOH H BepanaMun HHXUOUPAT aKTHBHOCTTA Ha
CYP 3A4 v eqHOBPEMEHHOTO IPUNONKEHHIE C ATOPBACTATHH MOXKE Ja NOBE/IE A0 NOBHLLIEHA eKCMO3HIHS
Ha aTopeacTatiH. ETo 3auio [Ipu enHoBpeMeHHa yroTpeda ¢ yMepenn CYP 3A4 uaxubotopu Tpabsa ja
ce 0OMHCITH NO-HHCKA MaKCUMalHa 5033 ATOPBACTATHH H [a CE TIPOBE/IE MOXOASAILO KITHHAYHO
NpoceiABaHE Ha NALHEHTa, KOSTO Ce NPENoPhYBa KaKTo NpH 3alfouBaHe Ha TEPANNATA, Taka H IPH
nocieasauta NpoMaHa B 103HPOBKATA Ha HHXHOUTOPA.

Hunaykropn Ha uvtoxpom P450 3A4

CesMecTHaTa ynotpeda Ha aTOPBACTATHH ¢ HHAYKTOPH Ha nuToXpoM P450 3A4 (kato edasupeHL,
purdaMnuH, KbIT KZHTAPHOH ) MOXKE 1A A0BEIE 10 MPOMEHIHBO HAMAmsBaHe Ha KOHIEHTPALHATA Ha
aropeactartdH. [lopanu aroitna MexaHn3bM Ha B3UMOaelicTBHE Ha pudamiuH (uuroxpom P450 3A4
MHIYKTOp H HHXMOHTOP Ha TpaHcTioprepa Ha xenatountroTo 2axeaitane OATP1B1), ce npenopbusa
€OHOBPEMEHHO NMPHaraHe Ha aTOPBACTATHH C PUaMITHH, Thi KaTO MpHEMa Ha ATOPBACTATHY CIEI, IPHEM
Ha pH(,baMHHH BOIOH 4O 3HAYHTEIHO HAMANTCHHE HA TIJIa3MeHaTa KOHICHTpAllHA Ha aTopeacTaTHH. anpekn
TOBA, BIHAHHETO Ha putaMNHH BbPXY HHBOTO HA ATOPBACTATHH B XEMATOLHUTHTE € HEU3BECTHO, H KO
€/THOBPEMEHHOTO NPHIIOKEHHE HE MOXKE Aa ¢€ u3berte, € MpernopbyuTeAH0 BHHMATEIHO MOHHTOPHpPaHe
34 OLIeHKA Ha e(hHKACHOCTTA Ha JeUSHHETO.

Huxuburops Ha TpAHCIOPTEPHTE
HuxubuTopuTe HAa TPAHCTIOPTHHTE NPOTEHHH (HAMPEMED LMKIOCIIOPHH) MOTAT 14 YREIHYAT CHCTEMHATA

CKCno3uLmMs Ha aropeactaTiH (Bik Tabnuua 1). EdexkrshT ot HHXuOHpaHeTo Ha TPAHCTIOPTEPHTE HA
XenaTOLHTHOTO 3aXBalllaHe BhPXY KOHLIEHTPALMATA HA aTOPBACTATHH B XENATOLIHTHTE HE € H3BECTEH.
Tpenoprusa ce NpunoKeHHe HA HAH-HUCKATA TePaNeBTHYHA J032 H KITMHHYHO MOHHTOPHPAHE, ako
koMOuuanusaTa He Moxe fa Obae uzbernara (3wx Tabnwa 1).

Femdmbposun/pudpatn

Vrnorpeba Ha Pubpartu KaTo MOHOTEPANiA € CBBP3aHa ¢ MHOIIATHS, BKIIOUHTEAHO pabnoMnosiia. PHCKBT
OT MHONATHS, AbL/DKALIA CE HA ATOPBACTATHH, MOXKE /1a C& NOBHIIH [IPH e1HOBPEMEHHA ynoTpeda na
¢ubpaTn. Ake efHOBpeMeHHaTa ynoTpeba He Moxke aa 6bae H3bernara, TpsaGBa Aa ce mpuiara Haii-
HHCKaTa TepaNeBTHYHA J03d aTOPBACTATHH H NANHEHTLT a4 C& MOHUTOPHpA BHUMATETHO (BHX Touka 4.4).

EseTimMuo

CaMOoCTOATENHOTO NPUIMKEHHE HA €38 TUMHO MOXKE Aa ce acOLHHPA ¢ MUONATHS, BKAIOYHTENHO
pabpomuonn3a. CnenoBaTenso, PHCKLT OT TAKMBA ChCTOSHUS MOXE A ce MOBHIIH NpH KOMOHHHPAHETD
Ha e3eTHMHO K atopeactatid. [Ipenopbysa ce BHHMATENHO KIHHHYHO MOHHTOPUPAHE HA TCZH MALUMEHTH.

Konectunon

Ilna3MeHata KOHUEHTPAUHA HA ATOPBACTATHH H HETOBHTE AKTHBHH MeTa0ONHTH C& OAWXKARA
(chOTHOIIECHAE HA KOHUEHTpAaLMsTA aTOpBAcTATHH: (),74) IpH EAHOBPEMERHO TIPHIIOKEHHE HA
ATOPBACTATHH H KOJIECTHION, KATO JTHNKHAOTMIOHIKABALIMAT eekT € Mo-H3pa3cH, OTKOJKOTO IPH
CAMOCTOATENHO OPHAQKEHUES HA NPOAYKYA.

Dy3u0Ba KHCETHHA

PHCKBT OT MHONATHA, BKIOYHTEIHO PabJOMHAONH3A, MOXE N4 C€ MOBHIIH NPH €JHOBPEMEHHOTO
CHCTEMHO OPHIOKEHHE HA (hy3HR0BA KHCRIMHA H CTATHHH. MEXaHH3MBT Ha TOBA B3aHMOJCHCTBHE
(nezaBHcHMO JaNH € (papMaKoAHMHAMHYEH WM (PApMAKOKHHETHYEH, HIIH H JIBETE) BCE OIIE HE € H3BECTEH.
1pn nanuenTH, NpHeMaly Ta3H KOMOHHALHSL, Ca ChOOIIABAHM ClIyuaH Ha pabaOMHMONIX3a (BKIIOYHTENHO
HAAKOH ¢ (haTaneH H3xom).

Ako neuenneTo ¢ Py3uaoBa KHCENHHA 32 CHCTEMHO TIPUIOKEHHE € HeoOX0aHMO, IEUSHHETO C .

aTopBacTaTHH TPAOBA 4a ObAC NPEXpaTEHO NO BpeMe Ha JIeYEHHETO C Gy3na0Ba KHCEIHH
4.4). 2
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BApeky ye He ca APOBEKAANH HPOYUBAHHA 32 B3aHMOACHCTBUCTO MEKAY aTOPBACTATHH H KOJIXHITAH, Ca
OunM 1OKNaABaHH CYYaH HA MHOTIATHA [IPH €HOBPEMEHHATA KM ynotpeda. HeoOXoaMMo € NOBHIIEHO
BHHMAHUE IPH TIpeANHCBAHE HA ATOPBACTATHH B KOMOHHALMUA C KOJXHLHH.

EdekT Ha aTOpBacTaTHH BHPXY CAHOBPEMEHHO MPUTOKEHH JIEK@DCTBEHH NTPOAYKTH

Hurokcys

Tp¥ MHOrOKpaTHO NPHJIOKEHHE Ha JHFOKCHH €AHOBpeMEHHO ¢ 10 mg aTopBacTaTHH, CTAIIHOHAPHHUTE
KOHUCHTPALHH Ha AUTOKCHH Ce€ NOBHILABRAT NeKo. [laumenTuTe, TeKyBanu eAHOBPEMEHHO ¢ JHIOKCHH,
TpAbBa Ja ObIaT BHHMATENHO NPOCIENIBAHH.

[lepopanty KOHTpAIENTHEH
Ennospemennara ynorpeba Ha repopallHH KOHTPAUENTHBH € ATOPBACTATHH BOAH A0 MOBALLIEHA

KOHICHTPaUKa HA HOPCTHHAPOH H ETHHHICCTPAIHOIL.

Bapdapun

B KIMHAYHO TIPOYYBAHE C NAIIHCHTH HA NOAAbLKALLE Tepanus ¢ BapdapuH, eIHOBpEMEHHaTa ynoTpeba
Ha 80 mg aTopBacTaTHH JHEBHO BOZM A0 JIEKO MOHHAKEHHE HA IIPOTPOMOHHOBOTO BpeMe {10
npudIH3HTENHO 1,7 CEKYHAR)} IPE3 NBPBUTE 4 JHH OT NPHEME H BPBIUAHE KbM HOPMAIHH CTOHHOCTH B
paMKHTe Ha 15 aHH cred 3anouBaHe HA MEYCHUETO ¢ aTopBacTaTHH. BunpekH de ca cboblIaBaHH MHOTO
PeIKH CIyYaH Ha KIHHHYHO 3HAUHMH B3aMMOICHCTBHS ¢ AHTHKOAryJIaHTH, TpAOBa Aa ce H3BbpLIBA
npocieasBate Ha NpOTPOMOHHOBOTO BPEME MPH NAITHEHTH, NPHEMALIH KyMaDHHOEH aHTHKOArylaHTH
NPeIy 3all04YBaHe Ha TePaMATA € aTOPBACTATHH, M AOCTATEYHO YECTO B HAYAAHHTE U €TANH, 33 13 €
CHTYPHO, Y€ He Ca BR3HHKHAM 3HAYHTEIHH NPOMEHH B CTOWHOCTHTE Ha poTpoMOHHOBOTO Bpeme. O1
MOMEHTA Ha YCTaHOBSBAHE HA CTAOHIIHH CTOMHOCTH, MPOTPOMBOHHOBOTO BpeMe MOXKE J1a C& MOHHTOPHPA
Ha peryIsapHH HHTCPBANHU, MPEIOPLUHTEIHH 32 MAUMEHTH, IPHEMAILH KYMAPHHOBH AHTHKOAryJJaHTH. AKO
103aTa Ha ATOPBACTATHH C€ NPOMEHH HIH Ce NIPEKPATH TeparnusaTa, ce IOBTAps ChLIATA TPOLEeaypa.
TepamnudaTa ¢ aTOPBACTATHH HE & CBbP3aHa ¢ Bh3MOXKHOCT OT 05BA Ha KbPBEHE W/IH IPOMEHH B
TPOTPOMOHHOBOTO BPEME NPH NALMERTH, KOHTO He TPHEMAT AHTHKOATYIAHTH.

IlenuaTpuyla nonynauKsa

[Ipoyusanus OTHOCHO JIGKAPCTBEHHUTE B3AHMOACHCTBMA ca OuIld MPOBEXKIAHH CaMO NPH Bb3PACTHH.
Crenetita Ha B3aHMONEHCTBHS B IEAHATPHYHATA MOMYIALMS HE € H3BECTHA., [ OpecnoOMEHATHTE
B32aHMOJICHCTBHA H MPEIYIIPEXKACHHS IPH BL3PAcTHH B Touka 4.4 TpadBa cbino aa ObLAAT BIETH IO
BHHUMaHHE MPH JIEA.

Taﬁnﬂga 1. E!l]eKT Ha ¢AHOBPEMECHHO NMPHAAraHd NEKAPCTBCHH MPOAYKTH BBHPXY g|;apmalc01mﬂermcaTa Ha

aropBacTaTug

EanospeMeHHo npHaaras ATopBacTaTHH

NEKAPCTBeH NPOTYKT | Ho3a (mg) [pomsina 8 AUC* | Knuanuna npenopbka”®
€KHM Ha J03MpPAHE

Tunpaunasup 500 mg apa oe1H | 40 mg ot gen 1, 9,4 Koraro & HeoGXOMHMO

AHEeBHO/pHTOHABHD 200 mg 10 mg ot gew 20 eIHOBPEMCHHO MPUITaHE HA

JBa IbTH IHEBHO, 8 Auu (OT aTopBacTaTHH, A3 HE ce

14 no 21 nen) npeeumasa Aozara ot 10 mg

Tenanpesup 750 mg npes 8 20 mg 7.9 AHeBHo. [Ipenopsuea ce

yaca 3a 10 auu €HOKPAaTHa 3034 KIHHHYHO MPOCISAABaHE Ha

Muxnocnopus 5,2 10 mg senubx 8,7 TE3H NALHEHTH.

mg/kg/nHeBHO, NOCTOARKA AHEBHO 32 28 gHuK P

A038 ya

Inexanpesup 400 mg Benubxk | 10 mg BenHnxK 8.3 E,uHospeMe_?i@

JHeBHO/MHOpenTaceup 120 JHeBHo 3a 7 AHK * ¢ IpOAYKTH 0:3_3




Mg BEAHDXK AHEBHO, 7 AHH

THAEKAPEBUD WUITH
IHOpPEHTACBHD, €
MPOTHRONOKA3aHO (BXK. TOUKA
4.3).

Jlonunasup 400 mg aBa npTH | 20 mg BEAHBK 59 KoraTo e Heobxooumo

aHeBHO/puToHaBHp 100 mg JHEBHO 33 4 AHH &THOBpEeMEeHHO [IPHJIAIaHe Ha

ABA [IbTH AHEBHO, 14 HH aTOPBACTATHH, CE TPENOPbYBA

Knaputpomunus 500 mg aga | 80 mg Bexubx 4,5 MO-HHCKA NOASBPIKALLA HO3A.

ITBTH AHEBHO, 9 THU JHeBHO 3a § nau [Ipw Q03 Ha aTOPBACTATHH
Haj 20 mg ce Npenopnusa
KJIMHHYHO HPOCNSIABaHEe HA
HAlHEHTHTE.

Caksuzapup 400 mg asa npty | 40 mg BeqHDK 3.9 Koraro e reodxoa1Mo

IHeHo/puTOHaBHD (300 mg IHEBHO 3a 4 [HH €HOBPEMEHHO TIPHIaraHe Ha

JiBa TbTH JHEBHO OT 5 10 7 aTOpPBACTaTHH, C€ NMPENopbUBa

JeH, moBHiteH ka 400 mg asa MO-HACKA MOANBLPAKAINA 1033

MBLTH JHCBHO Ha Ael 8), AHu Ipu 1031 HA aTOPBACTaTHH

4-18, 30 MHHYTH cien npUeM Han 40 mg ce npenopbyBa

H2 ATOPBACTATHH KJIMHHYHO MpocneasBade Ha

Hapynasup 300 mg nqsa mete | 10 mg Beaubxk 34 NaIHeHTHTE

IHeBHO/puTOoHaBUp 100 mg JAHEBHO 3a 4 qHH

JIBa ITLTH JHEBHO, 9 HH

Hrpaxonason 200 mg sennsx | 40 mg 3.4

JHEBHO, 4 THU &]HOKpATHA J03a

@ozamnpenasup 700 mg aga | 10 mg Beaunbx 2,5

bTH AHEBHO/pUTOHaBHD 100 | AHeBHO 3a 4 AW

mg ABa TETH AHCBHO, 14 nHH

®ozamnpenasup 1400 mg 1sa | 10 mg seanbxk 23

IIBTH JHEBHO, 14 OHH JHEBHO 33 4 1Hu
Josara Ha aTOpBacTaTHH HE

EnGaceup 50 mg Beanmi Tpsbea ,ua:) OpeBHIIABA JHEBHA

AxeBHO/TpazonpeBup 200 mg 10 mg enunmma 1,95 no3a ot 20 mg npH

BeqHBXK AHEBHO, 13 10N nosza ¢IHOBPEMEHHO NPHAATaHE Ha
MPOAYKTH, ChAbPHALLH
en0acBHp MK TPa3ONpPEBHP.

Hendunasup 1250 mg aga 10 mg BexHbIK 1,74 Hsma crieuHaiHn IpelophKy

IT5TH JHEBHO, 14 HH JHEBHO 3a 28 mun

Cok ot rpeiindpyT, 240 ml, 40 mg, 1,37 EAHOBpeMEHEH NPHEM Ha

BEJHDLXK OHEBHO" €IHOKpaTHA 1033 CONEMH KOJHYECTBA COK OT
rpeiindpyT H AaTOPBACTATHH
HeE € mMpenopbuuTeIHa

HuntHazem 240 mg BeMHEXK 40 mg, 1,51 Cren 3aro4BaHe HA

JHeRHO, 28 MHH €IHOKPAaTHA /1032 JISYEHHETO UIH PeryJHPaHETo
Ha l03ara Ha JUNTHA3EM, CE
[PENOPbUBA KIHBHYHO
OpoceAABaHe Ha NALMEHTHTE

Eputpomunun 500 mg 4 metet | 10 mg, 1,33 IMpenopbuBa ce NOHHXABaHe

AHEBHO, 7 AHH eaHOKpaTHa 1032 Ha MaKCUMajHaTa 103a 1
KJIHHHYHO IPOC, 3
nauueHTnTep v&ﬁ“wogk_

AmnopunuH 10 mg, 80 mg, 1,18 HsMa cretyy \

€HOKpaTHa 1034 eAHOKpaTHA /1032 /

Linmernann 300 mg 4 nbTH 10 mg BennbK 1,00 Hama cneﬂu




JHEBHO, 2 CeAMHIH AHeBHo 32 2
CEMMHIH
Konectunon 10 g 2 nhTi 40 mg BenHLR d
NHERHD, 24 CoIMHUH JIHEBHO 34 8 0,74 Hsama cnelHansy npenopbKH.
CEAMMIIH
AHTHAUMIHA CYCTIEH3HA OT 10 mg penHBK 0,66 Hsama cneniansy npenopbrH
MArHE3HER H ATYMHHHER AHeBHO 3a 5 AHKM
xuapokcus, 30 ml 4 nprH
IHesHO, 17 aun
Edasupenn 600 mg ennbx 10 mg 3a 3 nHHU 0,59 HaMa coetigansy nperopbKkH
IHeBHO, 14 nHK
Pudamnun 600 mg sequnx 40 mg, 1,12 AKO ¢JHOBPEMEHHHAT APHEM
JAHEBHO, 7 JHH, TIPHEM 11O €NHOKPAaTHA J103a He Moxe J1a Obge u3bernar,
€RHO U CBIIO BpeMe ce NMpenopsyBa KITHHHYHO
Pudamoun 600 mg Beannx 40 mg, 0,20 NpPOCNeSBAHE HA MALHEHTHTE
ITHEBHO, 3 JHH, IPHEM 10 EAHOKpaTHA K033
PAIHYHO Bpeme
Femdubpozun 600 mg gea 40 mg, 1,35 TToumkaBane Ha
IBTU JIHEBHO, 7 AHH SAHOKDATHA 1033 IEPBOHAYAHATA 11033 H
Denogpubpar 160 mg seansx | 40 mg, 1,03 KITHHEYHO NpoclelaBaHe Ha
JHEBHO, 7 AHM €/IHOKPATHA 1034 NALHESHTHTE
bouernpesnp 800 mg 3 neTH 40 mg, 23 lMoumxkapane HA
IHEBHO, 7 JHH €HOKPATHA 1033 MbPBOHAYANIHATA 1033 H

KITHHHYHO OpOCleaBaHe Ha
nanuenture. [Ipu
¢AHOBPEMEHHO MPHNIOKEHHE C
OouUenperup, AHEBHATA 034
HA aTOpRacTaTHH He OHBa Ja
Hajsuiuasa 20 mg.

? l_[peIlCTaBJ'lﬁlBa CHOTHOLICHHE MCKOY JISYSHHATA (J'leKapCT BeH NPOAYKT, TIPHNAraH €JHOBPCMCHHO ¢ aTOPBAaCcTaTHH,

CNpAMO CaMOCTOATENHO MPINIOMKCHHE HA aTOPBACTATHH )

b KAHHUYHA 3HAUHMOCT, BHK TOukn 4.4, u 4.5,
¢ CBALPAE SAMH HIIH IIOBEME KOMIIDHSHTA, KOHTO HEXUOHpar CYP 3A4 u MOTaT N2 YBENHYAT NNa3MCHHTE HUBA HA NEKAPCTBATA,
MeTabonuzupans ot Hero. [Ipuesrst Ha 240 ml cok ot rpetindpyr crine soau 1o Hamanense ¢ 20,4% #a AUC 3a akruBHAS
OpTOXHApOKcHMETaO0THT. T'oieMn KoauuecTsa cok oT rpeindpyt (nosede ot 1,2 | zHesHo 3a 5 auu) yeenuwasar AUC na
aropeactatun 2,5 metH 1 AUC Ha akTHBHMA aTopBacTaTi U Heroswte metabomutu HMG-CoA penyxTasHu uaxubutopu 1,3

MbLTH.

4 CpoTHOLEEHME, GazMpaHo Ha earHHUHA Npoba, B3eta 8-16 uaca cien gosara.

Tabnuua 2. Edekt Ha aTopeacTaTHH BhPXY (DapMaKOKHHETHKATA HA EJHOBPEMEHHO OPHEMAHH JICKapCTRa

ATOPBACTATHH H

EaHoBpeMeHHO MPHEMAH JeKapeTBeH NPOXYKT

cxema Ha po3Hpane | Jlekapcreen ITpomana 8 AUC* Knnauann
NpOaYKT/1032 (mg) NMpenopLKH
80 mg BeJIHEK Hurokcun 0,25 mg peansxk | 1, 15 IMauueHTy, TPHEMALIH
JAHeBHO 3a 10 nHH JHEBHO, 20 qHH JUrokcHH, Tpadea ga
ObaaT BHUMATEAHO
IPOC/IeASBaHH
40 mg BeaHBK OpanHu KOHTPaLEHITHBH 1,28 Hama cnenuansu
AHEBHO 3a 22 nHH BEIHBX AHEBHO, 2 Mecena ,19 TPENOPbKH
- HopeTHHAPCH | mg
-~ ETHHHISCTpaanon 35 pg
80 mg BenHBK *Denazon 600 mg, 1,03

AHEeBHO 3a 15 aHin

COHOKpaTHa n03a




10 mg ennoxpatna | Tunpanasup 500 mg apa 1,08 Hama cneuransm
A03a I'bTH JHEBHO/PUTOHABHP penopbKH
200 mg nea MHTH BHEBHO,
7 oHU
10 mg BemHBHK ®ozamnpenasup 1400 mg | 0,73
JHEBHO 3a 4 THH JABa OBTH JHEBHO, 14 nuu
10 mg BenHBXK Mozamnpenasup 700 mg 0,95
JHEBHO 3a 4 JIHK JABa NIbTH
AHeBHO/pUuTOHaBup 100 mg
ABAa I'bTH JHERHO, 14 qHH

*[IpeacTarnaBa CHOTHOMIEHHE MEKIY JICYCHHATA (NIEKaPCTBEH MPOLYKT, NPHIAraH eJHOBPEMEHHO C ATOPBACTATHH,
CMPAMO CaMOCTOATENHO NPHIOKEHHE HA ATOPBACTATHH)

® EAHOBPEMEHHEAT APHEM HA ATOPBACTATHH 1 (EHAZON NPH MHOTOKPATHO NPHNATANE NOKA3EA MAEK HiH HEIHAUHTETEH eexT
BBPXY KIHPBHCA Ha GEHAZOH

4.6 @eprHANTET, JPEMEHHOCT H KbPMEHE

JKens ¢ geTeponed noTeHIHAT

Henu ¢ AeTepoaeH MoTeHHHAT TpAOBA Jla M3M0/3BAT eeKTHBHA KOHTPALSNIHS N0 BPEME Ha JIeUEHHETO
(B TOuKa 4.3).

bpemennoct
ATOpBACTATHH € NPOTHBONOKA3AH MO BpeMe Ha OpemerHoCT (B Touka 4.3). BesonacHocTTa Ha

aTOPBACTATHH M0 BpeMe Ha GpeMeHHOCT He e ycraHoBeHa. He ca npoBesxxaaHy KOHTPOAKRpPaHH
NpOoy4YBaHHA C aTOPBACTATHH NPH OpeMerHH keHn. Panxo ca Gunu nok1aaBaHH BPOASHH AHOMATHH Clel
BoTpeyTpoOHa excnosHuus Ha HMG-CoA-penyktaziu unixubutopH. [IpoyuBasns MpH XXHBOTHH
[IOKA3BaT PENPOAYKTHBHA TOKCHYHOCT (BUIK TOYKa 5.3).

JleuenneTo na maiikaTa ¢ aTOpBACTATHH MOXE 1A HAMaNW (PeTANHKTE HMBA HA MEBAJIOHAT, PEKYPCOP Ha
XOJIECTEPOAOBUA OHMOCHHTES. ATEPOCKIIEPO3aTa ¢ XPOHHYEH IPOUESC H TIPH HOPMAJIHH 00CTOATENCTBA
NPEKBCEAHETO HA JIMIIHAOTIOHMKABALATA Tepanusa 1o BpeMe Ha GpeMeHHOCT 01 TPAOBAIO 24 HMa
HE3HAUUTENCH ePEeKT BhPXY ABITOCPOYHHS PHCK, CBbP3aH ¢ IbPBHYHA XHIIEPXOAECTEPONCMHA.

IMopaau 136poeHHTe NPHYMHHN, ATOPBACTATHH HE OrBa fa Obae H3N0/13BaH MpH GPeMeHHH XEHH, TAKHBA,
KOHTO NMPaBAT OIHTH Jia 3aDPEMEHEST, HIH KOWTO [IOA03MPAT, Ye ca OpeMeHHH. JleueHHETo ¢
aropsacTaTHH TPAOBa Ja ObAE IPEKLCHATO MO BpeMe Ha GpeMEHHOCTA HITH JOKATO C€ YCTaHOBH CBbC
CHLYPHOCT JIMMca Ha OPEeMEHHOCT.

Kspmene
He e H3BECTHO 1any aTOPBACTATHH H HETOBMTE METAGOJIMTH CE CKCKPETHPAT ¢ MalivnHoTo Musako. Ilpa

MTBX0BE MIA3MEHHTE KOHUSHTPALMH HA ATOPBACTATHH M aKTHEHHTE My MeTaDOIUTH ca OJH3KH 10 TE3H B
MIIAKOTO (BrkK To4KaS.3). [Topangn BE3MOKHOCTTA OT CEPHO3HE HEKENAHH PEaKIHK, KBPMELIH XKEHH He
Guna fa ynotpelsaBaT aTopBacTaTii (BHXK Touka 4.3).

DeprHanuTeET
[IpoyuBaHuATa NpH MHBOTHH HE TTOKA3BAT BJAHAHHE BHPXY MBKKHA HAH HKEHCKHS GepTHINTET (BHK
Touka 5.3).

4.7 Edexrn BLpxy cnocoGHOCTTA 3a Inoupane H paboTa ¢ MAIHHH

ATOPBACTATHH HMA HE3HAYHTETHO BIHAHHE BLPXY CHoco0HOCTTa 32 modHpaHe pado

4.8 HexeaanH JeKapcTBeHA PeAKIHE



Crnopen 6a3ata JaHHH OT Iauebo-KOHTPONHPAHH KMHUYHK TIPOYYBaHHS ¢ aTopeacTaTyH Ha 16 066
nauneHT# (8755 Ha nevenue cpenty 7311 nnaueGo), neKyBaHH B MPOABIKEHHE HA 53 ceAMHLH, 5,2% OT
HALHEHTHTE HA ATOPBACTATHH €A IPEKPATHIN TePaITHATA NOPAJH NOABA HA HeXeNaHH JIEKapCTBEHH
peaxunu cpewy 4,0% OT NaluMeHTHTE, IPHEMaH naneso.

B®3 OcHOBa Ha JAHHHUTE OT K/IMHHYHHTE [IPOYYBAHHS H OGLIHPHUTE NOCTMAPKETHHIOBH JaHHH, NPO(QHITLT
Ha HeXENaHUTEe PEAKLHH € IPEACTABEH M0-101y.

Hexenanure 1eKapCTBEHY PEAKIMH ca KNacHGUIHpaHy B 3aBHCHMOCT OT YeCTOTATa Ha TAXHATA NPOsBa
110 cNeAHUs Ha4rH: 4ecTH (>1/100 no <1/10), wevectn (>1/1000 mo <1/100), peaxu (>1/10000 g0
<1/1000), muoro peaku (<1/10000), c nenssecTHa yecTOTA (OT HATHYHHTE JaHHH HE MOXE Aa Obae
HanpaseHa OLeHKa).

Hudbexyuy u ungbecmayun
YecTH: HasohapHHTHT,

Hapyvutenun na xpvema u numgnama cucmema
Peaxu: TpOMOOUHTONEHNS,

Hapyuwenua na umynnama cucmema
YecTH: anepruuiy peaxium;
Muoro penxu: aHaduiakcus,

Hapyienus na memaboruima u xpanenemo
YecTu: xuneprivkeMus;

Heuectn: XHIOOTJHKEMHS, MOBHIIARAHE HA TETIIOTO, aHOPEKCHA.

Hewxuwnu Hapyuenus
Heuectu: komumMapH, Ge3ChbHHE.

Hapwueuun HA HEDBHAMA cucmema

YecTu: riapobonue;

Heqecm: 3aMasHOCT, l'laPECTESHH, XHIIOCCTC3HA, HHCI‘S}’SHH, AMHEZHA,
Peaxn: nepudepHa HeBponaTHs.

Hapyviwenus na ouume
HeuecTu: 3aMBIrIIEHO 3pEHHE;
Penxu: 3putentn HapylICHHA.

Hapyuenus na yromo u aabupunma
Heuecrn: mym B yuure;
Muoro peaku; 3aryda Ha cnyxa.

Pecnupamopuu, mopaxkatiu i MeQuacmunarny HApPVIHeHUS
Yeern: dapuHronapuHreania 6onka, emicTakCcHC,

CmoMauno-4peani HAPVIeHUR
YecTu: xoHCTUNALMA, IOyBAHE, AHCNIENCHS, TANCHE, AHADHS;

Xenamoburuapuu Hapyuterus
HeuecTn: xenarur;

Penxu: xosectaruysa KbJITEHULA,
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Mpnoro peaxy: 4epnonpobHa HEROCTATEYHOCT.

Hapyuienua na xooicama u nooKoICHaAMAa muvKan

Heuectu: yprukapus, o6pus, copdex, anoneuus;

Peaxu: aHruoesem, Oynosen obpuBs (BKN. eputeMa MyaTHdopMe, cHHAPOM Ha CTHBBHC-JIKOHCHH U
TOKCHYHA €MHACPMAIHA HEKPOJIH3a).

Hapyvuenua g onopno-0guzgmeanona Cucmema i CoeOuHumeHamag mokan

YecTn: Muanrus, aprpanras, SONKH B KpaltHHUMTE, MYCKY!ITHH CTIa3MH, [OTyBaHe Ha CTaBHTe, OO/KH B
repba;

HeuecTu: 6ok RBEB BpaTa, MYCKY/JTHA YMOpA;

PelIKH: MHONIATHA, MHO3HT, PaOAOMHONNIA, MYCKY/IHA PYITYPA, TEHAMHONATHA, MOHAKOTA C YCAOXKHEHHE
Pa3KBCRAHE HAa CYXOXKHIIHATA;

MHoro peaki: Nynyc-nojao6eH CHHIPOM;

C Heu3BECTHA YECTOT2: HMYHOMEAHHPAHA HEKPOTH3HPALIA MEOMATHA.

Hapvienun na penpodvemuenama cucmema u Zopoama
MHOro peikH: rHHEKOMAaCTHS.

Obutu Hapyienust U HAPYEHUS HA MACIHOMO HO NPULOICEHNUE
Heuectn: HepasnonokeHue, actenns, 6onka B repanTe, nepudepeH OTOK, YMOPa, IOBHIIEHA
TeMneparypa.

Hzcnedeanua
YeCTH: OTKIOHERHA B YEPHOIPOOHUTE NOKA3aTENH, IOBHILEHO HUBO HA KPEATHHKHHA3A B KPbBTA;
HeuecTn: Hanuyne Ha Gl KPHBHY KIETKH B YPUHATA,

Kakro 1 npH ocrananute HMG-CoA-penykTassu HHXHOHTOPH, TIPH JIEHEHHE ¢ ATOPBACTATHH €
rabnronapaHo NOBHILIEHHE HA CEPYMHHTE TpaHcaMuHasK, [TpoMennTe ca OHIH He3HAYHTENHH H
NPEXOIHH, KOSTO HE € HATArano NPeKbCcBaHe Ha AeyeHueTo. KIHMHHYHO 3HaYHMH NOBULICHAA Ha
CEPYMHHTE TPAHCAMHHAZH (NOBeYe OT 3 MLTH HAJ FOpHATA rPaHHIlA Ha HOPMATa} Ca Bh3HUKHATH NpH
0,8% OT nauMeHTHTE Ha Tepanus ¢ aTopBacTaTHH. Tezu mpoMeHH ca 61l 10303aBHCHMHM H 00paTHMH
[IPH BCHYKH MALMEHTH.

INoBumIeHa cepymMHa KOHLEHTpauks Ha kpeatnHkiHasza (KK) 3 mbTu Haj ropHaTa rpaHHLia HA HOPMATa, €
bua Habnmronapana no BpeMe Ha KJIMHHYHH NPOYYBAHHA TIpH 2,5 % OT MallMEHTHTE HA TEPANHA C
aTopBacTaThH, noaobuo Ha pezynratute npy aApyrd HMG-CoA-penyxrasnu HHxu6utopH. [osuwenue
uan 10 nbTH Haj ropHara rpaHuua ca Bh3HHkBaaM npy 0,4% OT NauMeHTHTE, JTEKyBaHH C aTOPBACTATHH.

Hennatpyusna nonynamnis

[len#aTpHYHK HAaUHEHTH Ha Bb3pacT oT 10 a0 17 roauHn, NeKyBaHy ¢ aTOPBACTaTHH, ¢a HMANH Npodun
Ha Ge30macHOCT, NoA0GeH Ha TO3H NPH NALMEHTH, eKyBann ¢ niauebo. Hali-uecTiTe HexenanH edexTH,
Ha0/uOJABaHH B ABETE TPYITH, HE3ABUCHMO OT [IPHYHHHO-CEICTBEHATA BPh3Ka, ca OuiH HHpexunuTe. B
3-roaMiHO NpoyvsaHe, Ha Oasara Ha OlleHKa Ha ODILOTO CL3pABaHe H Pa3BHTHE, OLEHKA 110 CTaAHH Ha
Tanner v W3MepRaHe Ha BHCOYMHATA W TETNOTO, He ce HabMOAABA KITHHHYHO 3HAUHM edekT BbpXy
Pa3BHTHETO H nonoBara 3psanocT. [IpodunsT Ha 5e30macHOCT H MOHOCHMOCT MPY NeAHATPHYHH NALHECHTH
e Ou MoI00eH Ha U3BECTHHS NPOHA Ha BE20aCHOCT Ha ATOPBACTATHH MPH Bb3PACTHH.

Knunuynara Gasa aaunn 3a 6e30MacHOCT BKIIOYBA A2HHH 3a He30macHocTTa npy 520 TMALMEHTH B AETCKA
Bb3pacT, IPHEMATTH ATOPBACTATHH, OT KOUTO 7 MALMEHTH ca OriH no 6-roIHinga Bh3pact, TH
Ha Bb3pacT MexAy 6 ¥ 9 rogunu ¥ 392 nanmenty ca 6unn mexxay 10- u 17-roanIIHa By '




B1b3 OCHOBA Ha HANMYHUTE AAHHH MOKE Ja CC HanpaBH 3aKNKOYSHHETO, Y€ YECTOTaTa, THIIBT H TEKECTTa
Ha HEXCNAHUTEC JICKAPCTBEHN PEAKUMH TIPH A€1A ¢a ChNOCTAaBHMH C TE3H IPH EB3PacTHH.

Homaﬂ,BaHH €a CIICAHHATE HEXCIAHH PEAKIMH NPH NPHIOKCHHCTO HA HAKOH CTATHHH!

- Hapyitenna na cexcyannara pyHkums;

- Henpecus;

- Otaenny ciyyan Ha HHTEpcTHLHANH Genoapobna Gonect, 0cofGeHO NpH ABbITOCPO4Ha TEpanus
{(Bux Touka 4.4);

- 3axapen guaber: uecToTara € OORBLP3aHA ¢ HAMUKE HA PUCKOBH (aKTOPH (FITIOKO3a HA IIALHO
noseye WM pasHa Ha 5,6 mmol/l, BMI > 30 kg/m?, HuBa Ha TPHIAMUEpHAKMTE, AHAMHE3A 34
XHIIEPTOHHS.

CrnobiiaBade HA NOKO3IMPAHH HEXEJIAHH PEAKUHH
CpobLIapaHeTo HA MOJ03UPAHH HEXKENAHH PeakLMH CIIe] paspellasane 3a ynoTpeba Ha leKapcTBEHH

NpoJyKT ¢ BaxkHO. ToBa MO3BONABA 4 NPOAL/DKH HAGMIOIEHHETO HA CHOTHOLICHHETO NIO3a/PHCK 38
JIEKAPCTBEHHA NPOAYKT. OT MEAHLHHCKHTE CIELHATHCTY C6 M3HCKBA Ja ChoOIIABAT BCAKA TIOA03HpaHa
HeXesaHa peakius upes Hanbianurenda areHuns no nekapcreara, yi. ,,Jdaman [pyes” Ne 8, 1303 Codna,
Tem.: +359 2 8903417, yeOcaiiT: www.bda.bg.

4.9 [penosnpane

Creundmuno neveHue npH npeaosupate ¢ Aroppacratud ['enepukoH Hima. B cnyyait Ha npeao3upase
NauKeHTsT TPAOBRA 1a ObJIC JIEKYBaH CHMIITOMAaTHYHO H NpH HeoOX0OMMOCT Aa ¢ MPUIIOKH MOLTBPKALLO
nevenye. Tpabpa na ce HanpasAT H3CTEABAHNA Ha YepHoaopGHaTa (YHKUMA W Ja C€ NPOCIeAaT HABATa Ha
cepymuara KK. [lopanyu BHCOKHAT aMHHTET HA CBLP3BAHE HA ATOPBACTATHH C TTA3MEHHTE NPOTEHHH, He
€€ 0UAKBA XEMOAHAJIH3ATA Aa NIOKAYBa 3HAUMTE/IHO CTOHHOCTTA Ha KIHAPBHEA.

5. ®APMAKOJIOTHYHH CBOHCTBA
5.1 <PapmakonHHAMHYHH CBOHCTBa

DapmMakoTepanepTH4HA rpyna: JlekapeTsa, moHWKaeai(k cepyMuuTe tunyan, HMG-CoA-penyKkrasHu
wuxHOHTOpH, ATC Kon: C10AADS

ATOPBACTATHH € CEJIEKTHBEH, KOHKYpeHTeH huxuburop na HMG-CoA-penykra3ara, HHBO-OrpaHuyaBalil
CHIHM, O1I'0OBOPEH 32 NPEBPBILAHETO HA 3-XUAPOKCH-3-METHAMMYTAPHIKOSH3NM A B MEBANOHAT,
IPEKYPCOP HA CTEPONUTE, BKAOUHTENHO x0mecTepol. TPHIIHUEPHAHTE B XOIECTEPOTBT B YSPHHA Apob
€a BIJIIOUEHHK B ChCTABA Ha JIMMONPOTEHHY ¢ MHOro Hucka nasTHOCT (VLDL) 1 nocTeisaT B MIa3Mara,
JOCTHralikK 10 nepuhepHHTE ThKaHH. JInnonporexnnuTe ¢ Hucka mrbTHoct {LDL) ce obpasysart or
VLDL # ce Bkro4Bat B KaTaboIM3Ma raBHO Ype3 PEUerTopH ¢ BHCOK apuHuTeT KbM LDL-penentopu.

ATOpBACTaTHH HAMAIABA MIA3MEHATA KOHLCHTPALUMA HA XOJAECTEPONT U KOHLICHTPAIlMATA Ha
JAHOONPOTEHHY B CepyMa 4pes MHxubupane Ha HMG-CoA-peaykra3ata M BOOCIEACTBHE HA
XonecTeposioBata 6HOCHHTE3A B UepHUs Jpob. ATopBacTaTHH CHILIO NOBHIIABA 6pOd HA XENATOUMTHHTE
LDL-penentopn sbpxy KJeTbYHATA NOBBPXHOCT ¢ &N no-a06sp kataboaussm Ha LDL.

ArtopBactaTid HamanAea LDL-nponyxuunsta v 6posa Ha LDL-uactunute. Toil BOAY 10 3HAUKTENIHO H
TNIPOABJDKHTENHO NOBHINABAHE Ha LDL-peuentopHata akTHBHOCT, KAKTO H A0 3HaYMTENHA Tipom
Ka4ecTBOTO Ha LDL-uacTHUNTS, ATOpBACcTATHH & eclJeKTHBeH 3a Hamanaeade Ha LDL-xo

IIOBJIHABA OT NPOAYKTH, TOHHXKABALH JIHITHAHTE.



ATOpBAcTaTHH HaMangBa KOHUEHTpauwaTa Ha obius xonecrepoi (30-46%), LDL-xonectepona
(41-61%), anosunonporeun B (34-50%) u tpurnauepunn (14-33%) kato naBa NpOMEHIHBO IOKAUBAHE
Ha HDL xosectepon  anoninonpotens A; B HalIpaBeHO J103033BHCHMO NpOyyBaHe. Tesu pesyararu ce
OTHACAT 33 NALHEHTH C XETEPO3HTOTHA (paMuaHa XHnepxonecTepoieMns, HethamMHIIHa hopma Ha
AHNEPXOIECTEPOJIEMHA H CMECEHA XHNEPIHITHAEMHA, BKIIOYHTEIHO MALHEHTH ¢ HEHHCYIHHO3ABHCHM
3axapeH gHaber.

TIoHWXAaBAHETO HA HUBOTO HA OOLWKA XonecTepos, LDL-xonectepon ¥ anonunonpotedH B Hamansapa
pHCKa OT CHPACHHO-CBIOBH HKHIIHJSHTH H CHPACUHO-CHA0BA CMBPT.

XoMo3HroTHa PaMHIIHA XUIIEPXOECTEPOAEMHUS

B MyITHUEHTPOBO, OCEMCEIMUUHO, OTBOPEHO MPOYYBAHE HA NPUHINALIA HA “Compassionate use” ¢ ONIHA
3a pa3Ii4HA NMPOILIKHTENHOCT, ca OHNK BKMoYeHH 335 nauuenTtd, 89 oT KOMTO ca OHJH ¢ YCTAHOBEHA
XOMO3HMroTHa GaMuiIHa Xunepxonecreponemus. [1pn Tax e HaOmoNaBaHO CPEAHO IOHHKEHHE B HHBOTO
Ha LDL-xonecrepona ¢ okono 20%. ATopBacTaTiH € npuaarat B o3 Ao 80 mg na aex.

Amepocraepoza

Iipu npoyysane REVERSAL (Reversing Atherosclerosis with Aggressive Lipid-Lowering Study) ce
npocneassa epekTbT HA HHTEH3HBHOTO HAMAJABAHe HA NHIAIKTE ¢ aTopeacTaThy 80 mg H B cTaHaapTHa
CTENeH HaMaflfgBaHe OT CTPaHa Ha npasactaTiH 40 mg Ha KOpoHApHATA ATEPOCKICPO3a, KATO TOBA Ce
AOKa3Ba C BBTPECHAOBO YNTPa3ByKoBo HicneasaHe (IVUS), no BpeMe Ha aHrnorpadus Npy NAUKEHTH Che
3a00JIBaHE HA KOPOHADHHTE APTEPHH.

B TOBa paHAOMHU3HPAHO, ABOHHO-CNATIO, MYJTHIIEHTPOBO, KOHTPOIHPAHO KIHHHYHO NPOYUBAHE,
nposeseHo npu 502 nauuenTa 3a nepuon ot 18 meceua, pesynrature ot IVUS cayxkat kato ocHosa. B
rpynara nau{eHTH, MpYeMally aTopsacTaTul (n=253) He ce nalbJoJaBa NPOrpecHs HA aTSpOCKIIepo3aTa.

Cpeanata npouenTia npoMaHa Ha o01maA 06eM Ha aTepOMHTE (KOHWTO ca IbPBHYHUA KPHTEPHH B
u3cnenpanero), e -0,4% (p=0,98) B rpynara Ha nalueHTHTE, pHEMalLH aTopeacTaTHH W +2,7% (p=0,001)
B IpyNarta Ha NALHEHTHTE, NpueMaliy npasactatid (=249). CpaBHEH ¢ TIpaBacTaTHH, e(peKTsT Ha
aTopBacTaThH € sHayuTenet (p=0,02). BanaareTo Ha HHTEH3HBHOTO JIHIMUAHO NOHHKABAHE BBEPXY
ChPACHHO-CLOBATA CHCTEMA (HAMp. peBackyanusauus, HedaraieH MHOKapIeH HH(APKT, KOpoHApHA
CMBPT) HE € NIPOYYEH B TOBA H3CNERBAHE.

B rpynara na nauneHTHTe, NpHeMalld aropsactatun, LDL-xonecteponsT ce noHHxaga 1o cpento 2,04
mmol/l £ 0,8 (78,9 mg/dl = 30) ot ycTaHOBeHHS B HayaloTo Ha WicneasaHeTo 3,89 mmol/l = 0,7 (150
mg/mL £ 28), a B rpynaTa Ha nauneHTHTE, NpHeMainH nparactatus, LDI-C ce nonmxasa no cpenuo 2,85
mmol/l £ 0,7 (110 mg/d] &+ 26) or ycranosesnus 8 Ha4anoTo Ha uschearaneto 3,89 mmol/l £ 0,7

(150 mg/d] + 26) (p<0,0001). ATOPBACTATHH CBLIO TAKA BOAY J0 3HAYHTEIHO CHIKAaBaHE Ha o0LIHA
XOJIeCTepoIl Cbe cpenHo 34,1% (npaBactathy: -18,4%, p<0,0001), cpenHUTE HHBA HA TPHITIHUEPHIR C
20% (npasacrarun: -6,8%, p<0,0009) u cpenHuTe HUBA Ha amonunonporerH B ¢ 39,1% (npasacTaTdH: -
22,0%, p<0,0001).

ATOpBacTaTHH nosuiuasa HueoTo HA HDL-xonectepona ¢ 2,9% (npagactatun: +5,6%, p=NS).
Habnronasa ce cpenno nonmxkasane ¢ 36,4% na C-reactive nporeut (CRP) 1a aropBacTaTHH, CPaBHEHO €
5,2% nonunxasane #Ha CRP B rpynara Ha npasacTtatud (p<0,0001).

Pe3ynTaTiTe OT M3CIEABAKETO Ca NOMYYEHH NMPU NpIiaraHe Ha jo3a oT 80 mg. 3arosa Te e 61Xa MOTIIH
Aa e SKCTPATOIUPaT 33 HO-HUCKH A03H.

BMAKKHETO HA HHTEH3HBHO JHIHIHO NOHHXABAHE HA STOPBACTATHH BLPXY CHPAEYHO-CHAOBATA -
CMBPTHOCT W 3200/1€B2EMOCT He € IPOYHEHO B TOBA Heneagane. [lopaau ToBa, KAHHEYH ﬁ\iﬂﬂlﬁeﬁ

TE3HW PE3YJITATH 34 NBPBHYHATA H BTOPHUIHA [IPCBCHUHA HE ChPASYHO-CLOOBUTS HHLIH, /

[TpodunuTe 3a 6e30NACHOCT ¥ TOASPAHTHOCT B ABETE IPYNH €4 CXOOHH.



Ocmvp KoOpoHapen cHHOpom

B npoyusasweto MIRACL ce oLcHaBa aeficTuero Ha 80 mg aTopBactatut sbpxy 3086 nauneHTu
(aropsacrarun n=1538; placebo=1548) ¢ ocTbp KOpoOHApeH cUHAPOM (non-Q MHOKapAeH HHDAPKT WK
HecTaOHIIHA AHTHHA NeKTOpHC). JleueHHeTo e 3aNoYHANO 110 BpeMe Ha ocTpaTa dasa cien
XOCMHTANH3AIMA ¥ ¢ NPogBIDKHI0 33 nepuoa ot 16 ceamuun. Jevenueto ¢ 80 mg atopeacTaTHH NHEBHO
yAB/KABa BPEMETO 10 NOsBa HA KOMOMHUpaHATa THPBHYHA KpaiiHa Touka (CMBPT, HE3ABHCHMO OT
NPUYMHATA, HeaTaleH MHOKapAeH HHDAPKT, peCYCHHTHpPAH ChpAeueH apeCT HIH aHIHHA TIEKTOPHC C
[IAHHH 33 UCXEMHS HA MHOKap/a, HANarala XOCNHTAH3a1Hs ), TOKa3Baiikn HaMalleH1e Ha pucka ¢ 16%
(p=0,048). HamancHuero ce ABMKH NPeaHMHO HA PeayKiMs ¢ 26% Ha peXOCMHTATH3ALHUATA, CBbP3aHA ¢
aHrMHa [IEKTOPHC, Th/IKALLA CE HA HCXeMHA Ha MHokapaa (p=0,018). BropuuHuTe KpaiiHH TOUKH He
AOCTHFAT CTATHCTHYECKA 3HaYMMocT (00mo: mnanebo — 22,2%:; atopsactaTtid — 22,4%).

IMpotunbT Ha He3omacHOCT HA aTOpBAcTaTHH B nipoyyuBaHeTo MIRACL KopesHpa ¢ JaHHHTe,
NpeAcTaBeHy B Toyka 4.8.

[Ipodunarmura Ha coepdeyno-codoan zaboarearus

EdekTsT Ha aTopBacTaTuH BHPXY (arainu u Hedatanuu ChpAcUHO-CHAOBH 3a0011BaHHg HA KOPOHAPHHTE
apTEePHH € OLUEHEH B PAMKMTE HA €IHO PaHAOMMU3UPAHO, ABOITHO-CNANO, TaLeb0-KOHTPOIHPAHO
npoyusane Anglo-Scandinavian Cardiac Qutcomes Trial Lipid Lowering Arm (ASCOT-LLA).
ITaupenTure ca xuneproduun ot 40- 10 79-romHIIHA BL3PaCcT, KOUTO HAMAT NPEAIECTBAIL MHOKAPAEH
HH(APKT M He Ca NeKYBaHH 33 CTEHOKapaus B uMar HuBa Ha TC< 6,5mmol/l (251 mg/dl). Beuuku
MAMEHTH HMAT MOHe 3 OT NpelBAPUTENHO ONPEASTEHHTE PHCKOBH (aKTOPH 34 Pa3BHTHE HA
CBPACUHO-CbIOBO 3a00/sBaHe: MBXE Hal 55-TroIMINHA Bh3pacT, MyIIaud, AHa0eTHLH, aHAMHE3a 33
XPOHHUYHO CHPEUHO-ChA0BO 3a00ABaHe ¢ penaTHBHa bpea cteneH, TC/HDL-C>6, nepudepuo cvaoso
3a00/5BaHe, TeBOKAMepHa XUITePTPodrst, NpeIecTBal ChPASHHO-ChAOR HHUMIEHT, cnenudnina EKI
NPOMAHA, NPOTEHHYPHA/an0yMHUHYpHA. He BCHUKH naluenTH ¢a OHIIH OLCHEHH KaTo TAKHBA ¢ BHCOK PHCK
0T Pa3BHTHE HA THPRH ChPASHHO-CHA0B HHLKAEHT.

TlaupesTuTe Ca NOANOKEHY HA AHTUXRNEPTCH3IUBHA TEPANHs (MM CXeMa C aMNOTHITHH HH ATEHON0N), B
koMO#nauus atopsactarud 10 mg aueBHo (n=5168) unu miauedo (n=5137).

ADCONOTHHAT H OTHOCHTENEH IOHWKABAIL pHcka ¢eKT HA ATOPBACTATUH ¢ KAKTO CleaBa:

OTHOCHTENTHO Esoz Ha Te AGcomoTHO
HHuuaent HaMANABAHE Ha ARACHTH HaMaNCHUE Ha p-cTOHHOCT
ucka (%) {aroppactaTnn ncka ' (%)
P cupamo rwianebo) P
Daranzo CepReUHO-
CBhI0BO 3a00JI9BAHE H 36 100 cpamo 154 1,1 0,0005
HedaTanen
MHOKapaeH HHGapKT
O6bwwo chpaeyHO-
CbIOBH HHUH/JICHTH H 20 389 cripamo 483 1,9 0,0008
PeBACKYTH3AIMOHHH
npouesypH
O6wo kopoHapHu 26 178 cupsaimo 247 1,4 0,0006
HHULHTEHTH

ObwaTta CMBPTHOCT H ChpAeYHO-CHAOEATA CMBPTHOCT HE €A 3HAYMTEHO CHIXKEHH (
212 yHuMAaenTa, p=0,17 u 74 cnpamo 82 unumaenta, p=0,51). [Ipu noarpynosu aHg
(81% Mbxxe, 19% keHH), nonzarta OT aTOPBACTATHH Ce HABMIONABA TIPH MBXKE, HO
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MpH #KEHY, BEPOATHO NOpay HUCKOTO HUBO HA WHIMACHTH B MOArpYrara Ha xeuute. ObWAaTa 1
CbPIEYHO-CBAOBATA CMBPTHOCT €4 HHCNEHO NO-BUCOKH TTpH xkeHH (38 cnpamo 30 u 17 cnpamo 12), no
TOBA HAMA CTATHCTHYECKA CTOHCHOT. MMa 3HAYMTENHO lekapcTBEHO B3aMMOLCHCTBHE IIPH OCHOBHATA
AHTHXUNEPTEH3MBHA TepannA. OCHOBHATA KpalHa CTOMHOCT Ha (haTanHo ChP/SUHO-CBAOBO 3a00N4BaHe H
HedaTanes MHOKapaeH HHADPKT ca 3HAUUTE/IHO MOHHIKEHH IIPH IALIMCHTH HA ATOPBACTATHH, KOMTO Ca
npuemany amnoaunud (HR 0,47 (0,32-0,69), p=0,00008), Ho H¢ ¥ NpH TE3H, NEKYBAHH C ATEHONON

(HR 0,83 (0,592-1,17), p=0,287).

EdexTnT Ha aToppactaTiH BEPXY GaTaNHK 1 HehaTAHH ChP/IEUHO-CHA08H 3a00ABAHMA € TIPOYYEH ChILO
TaKa MpH €1HO PaHAOMH3HPAHO, ABOHHO-CIIANO, MY ITHLCHTPORO, IL12aLe00-KOHTPOIMPaHO [IPOYYBAHE
Collaborative Atorvastatin Diabetes Study (CARDS), nposejieHo NIp# NAUHEHTH ¢ THIT 2 3axapeH Anaber,
ot 40- a0 75-ronuwna Be3pact, 6e3 aHaMHE3a 33 TPEALIECTBANIO ChPAEYHO-ChIOBO 3a00MBaHe, MMALIM
crofiroctr Ha LDL-C <4,14 mmol/1 (160 mg/dl) u tpurmauepuau <6,78 mol/l (600 mg/dl). Benukn
TALIHEHTH HMAT [IOHE €HH OT CNeJHUTE GaxTOpH: XHIIEPTOHHA, MyIAYH, PETHHOMATH,
MHKPOANOYMHRYPHS HITH MaKpOANOyMHHY TS,

[HaunenTute Ory TpeTHpau ¢ atopeactaThi 10 mg guesno {n=1428) unu nnaneto (n=1410) 3a nepuon
oT 3,9 rogHHH.

EexTeT Ha HamansBane Ha aGCONMIOTHUA M OTHOCHTENTHHA PHCK NPH ynoTpeGaTa Ha aTOPBACTATHH €
KaKTO CAcaBa:

Huumpesr OtHocuTenHO Bpoit Ha AbBcomoTHO p-cToHHOCT
HAMANEHUE Ha MHUHIEHTHTE HaMaNeHUE HA
) I ro
pucka (%) {aTopBacTaTHH pucka ' (%)

cpsaMo naanebo)

Bakau cupreyto-
CHZIOBH MHIHAEHTH
(tharanen u HedaTanen
OCTHP MHOKap/IEH
undapkr, Tax MH,
CMBPT NOPaAM
KOPOHAPHH
3a00NnsABaHN,
HecTabUITHA aHTHHa
[EKTOPHC, KOpOHAPEH
aprepuaneH Gaiinac,
IpEKyTaHHa
KOpOHAapHa
HHTEPBEHLHY,
PeBacKyatH3aNuns,
HHCYNT)

MU (daranen u
Hedartanen ocrep MU, 42 38 cnpsmo 64 1,9 0,0070
THx MH)

Hucynr (daranen u
Hedataren) 48 21 cnpsivo 39 1,3 0,0163

! Basupaiiky ¢& Ha PasTUMMATE B OOIIATA YSCTOTA HA HHUHACHTHTE, HaGMIONABAHH PH CPEIR0 NPOCIEAABane ot 3,9 roMHK

i

37 83 cnpsamo 127 32 0,0010

HsMa JaHHH 32 pasnnuHe B NeueOHUs eexT B 3aBHCHMOCT OT [ONTd, BL3PACTTa HITH Har
LDL-C. o

Habmonasa ce 6aaronpusaTHo pa3BUTHE B HHBOTO Ha CMBPTHOCT (82 CMBPTHH CIyd :
rpymarta cnpsmo 61 B rpynara Ha aropeactaTii, p=0,0592).




Peyudusupany uncymm
[1pu npoyusane Stroke Prevention by Aggressive Reduction in Cholesterol Levels (SPARCL) edexrsT Ha

aroppacrarus 80 mg nHeBHO 1K nanebo BbpXy HHCYNTA ce oueHsBa npd 4731 naumenra, KORTO ca
NPEKHBEAN UHCYIT MITH NIPEXOJHO UCXEMHYHO YBPEXKIaHe B PAMKHTE HA HPEAXOJHHTE 6 Mecela ¥ HAMAaT
AHAMHE3a 33 KOPOHAPHO ChpAeHHO 3abonarane. [Tanuentute ca 60% mbxe, ot 21-92 roguuiHa ep3pact
{(cpedHo 63 roguHA BE3PACT) H Ca HMaTH H3x0RH0 HEBO Ha LDL-C 3,4 mmol/l (133 mg/dl). Cpeanoto
HuBo Ha LDL-C no rpeme Ha nedenuero ¢ aropsacraris e 1,9 mmol/l (73 mg/dl) u 3,3 mmol/]

(129 mg/dl) npu nnaue6o. CpesroTo npocnenssane NpoIbIKUIO 4,9 FOTNHH.

TTonmxapaHe Ha pucka OT (aTaneH WM Hedaranen uHcynr ¢ aropsactatu 80 mg e 15% (HR 0,85; 95%
CI, 0,72-1.00; p=0,05 unu 0,84; 95% CI, 0,71-0,99; p=0,03 cpaBHeHO ¢ U3XOAHHTE CTOHHOCTH) CHPAMO
nonyueHueTe npy naauebo. Obmiara cMbpTHOCT (Bewux ciryuan) e 9,1% (216/2365) B rpynara Ha
atopBacTatid cupaMo 8,9% (211/2366) npu nirauebo.

B nocneasaun aHanu3 ce ycTaHoBSBA, Y€ aTOpBAcTAaTHH S0 Mg NOHMXKABA PUCKA OT HCXCMUUEH UHCYINT
(218/2365, 9,2% cnpamo 274/2366, 11,6%, p=0.01) 1 noBMILABA PHCKA OT XEMOPArHYEH HHCYAT
(35/2365, 2,3% cnpamo 33/2366, 1,4%, p=0,02), cpasHeH ¢ nnauebo.

. PHCKBT OT XeMOparuuen HHCYIT Ce NOKA4YBa NpH MAHHEHTH, KOHTO B HAYAJIOTO HA H3CeBaHETO
MMaT aHaMHe3a 3a NPEKapaH XxeMoparuyeH uucyir (7/45 3a aTopBacTaTTHH cripAMo 2/48 za
nnanebo; HR 4,06; 95% CI, 0,84-19.57) u pucka 3a HcXeMHUEH HHCYAIT € CXOIEH H B ABeTe IPYyIH
(3/45 3a aropeactaTiH B cpaBHeHue ¢ 2/48 3a nnauebo; HR 1,64; 95% CI, 0,27-9,82).

. PHCKBT 0T XeMOpAru4eH HHCYAT CE NOKAYBA MPH MALHEHTH, KOHTO B HAYAJIOTO HAa M3C/ISBAHETO
MMaT aHaMHe3a 3a npekapaH NakyHapes ungapikr (20/708 3a atopsacratus cnpaMo 4/701 3a
naauebo; HR 4,99; 95% CI, 1,71-14,6), Ho PHCKBT OT HCXEMHYEH HHCYIIT CC TOHHXABA IIPW TE3H
nanueHts (79/708 3a aropeactatus cnpsamo 102/701 3a nnauebo; HR 0,76; 95% CI, 0,57-1,02).
B13MOXHO € KpalfHEAT PHCK OT HHCYIIT A CE MOBHMIIABA NPH MAUHEHTH C JAKYHApeH HHapKT,
KOHTO IIPHEMAT aTOPBAacTaTHH B 103a 80 mg/neH.

O61aTa cMBbPTHOCT (CMBPTHOCTTA NOPAAH BCHYKH IpHYHHK) € 15,6% (7/45) 3a aTOpBacTaTHH CIPAMO
10,4% (5/48) B noarpynara Ha MaUMEHTHTE ¢ NPEIXOAEH XeMoparduen HHCYNT. CMBPTHOCTTA TTOPaaH
BCHUKH NpHYHEH € 10,9% (77/708) 32 atopBactaTiH cnipsamo 9,1% (64/701) 3a naanebo B noarpymnara Ha
MAHEHTHTE ¢ MPeaXOASH NakyHapeH HHDAPKT. '

IeanaTpHyHa nonynaiys

Xemepozuzomua hamuing xunepxotecmeporemMus npy nEQUGMPUYHY BAYUEHIMY HA 8b3pacm 6 — 17
200uny

IMposeacno e 8-cenMUYHO OTBOPSHO NIPOYYBAHE 34 OLEHKA Ha (papMAKOKHHETHKATA,
dapmaxoauHamukarta, HE300ACHOCTTA M IOHOCHMOCTTA Ha ATOPBACTATHH NMPH IELA H [I0IPACTBALIH C
TeHeTHYHO J0Ka3aHa XETEPO3HIroTHa haMiHa XHTIepXoecTepoaeMus 1 6asosa craokinoct wa LDL-C > 4
mmol/L. TIpoy4saHero obxraina 39 fela M noAPacTBAIM HA BL3PACT MeXAay 6 u 17 rogunu, Koxopra A
BKIIOYBA 15 feta Ha BB3pacT Mexay 6 u 12 rogMHn B nbpeH cranuil no Tanner, I0KATO B koxopta b ca
BEIOYeHH 24 sena mexxay 10 u 17 roguuu e craauii mo Tanner > 2.

Hauantara no03a Ha aTopRacTaTyH B KOXOpTa A € 5 mg AHeBHO oA popmara Ha TabneTka 3a ThBUESHE H

10 mg nueBro B KOXOpTa B nog dopmara va dunmupana tabnetka. JlaneHa e Bb3MOKHOCT 3a YABOABAHE
Ha J103aTa, NPH YCIOBHE, ue He Obe AOCTHTHATA TapreTHaTa cToiiHocT Ha LDL-C < 3,35
CCAMHMHA Tepanus, 1 aK0 aTopBacTaATHH CE& NOHACA ]106]33.

Cpennute croiinocT Ha LDL-C, o6ums xonecrepos, VLDL-C u Apo B ca Hamang
MalHEeHTH [Ipe3 BTOpaTa CeAMHIA Ha jieueHue. [lpy nauneHTH, Ha KOHTO 103aTa €



Hal/l01ABAHO ROMBIHATENHO HAMAJICHHE B CTORHOCTHTE, IBE CEAMMIH CNie/] NOBAILABAHETO HA 103aTa.
CpeaHus NpoLEeHT HA HaMaNeHHE HA JIATTH/THATE APAMETPH € CXO/CH [P JBETE KOXOPTH, Oe3 3HAUSHHE
Aanu PhPBOHAYaNIHATA n03a e Ouna yBosBaka UM He. Ha ocMara ceaMuna cpeiHOTO HaMAIEHHE B
6asosurte croiinoctyt Ha LDL-C u torannus xonecrepon ¢ Suno npubnnzntento 40% u 30% chotBerso,
TIpH BCHUKH [PHJIAraHy 103u.

B5B BTOpO OTBOPEHO MPOYUBAHE C eAHO pamo, 271 MOMUETa H MOMHYETA ¢ XETEPO3HIOTHA (haMHHA
XHTIEPXOJECTEPONEMHSA HA Bb3PacT 6-15 roanHu ca OHJIH BKIIOYEHH H NeKYBAHH ¢ aTOpBacTaTHH 3a
TIEPHOA OT 3 rOAMHK. 32 BKINIOYBANE B IPOYUBAHETO € HAKNCKBAHO NOTRLPACHA XeTepo3uroTHa gamMuina
XHNEPXONECTEPOAEMHS K H3X0AHa cToitHocT Ha LDL-C > 4 mmol/] (npubnusurento 152 mg/dl).
IIpoyusaneto pxmousa 139 neua B mbpBu cranuii no 7anner (00HKHOBEHO HA BB3pacT OT 6-10 roauHy).
Jlozara Ha aTopBACTATHH {BEAHBK AHEBHO)} € OMna 5 mg (TabneTkH 3a ALBYEHE) NPH LeLd Ha Bb3PacT nox
10 roaunn. [leua Ha Bu3pact 10 roaHHH B MoBeue ca 3anousaNd Jedenne ¢ 10 mg aTopacTaTus (BeIHBK
ANEBHO). BeHuKH Jiella ¢a MOTTIH 12 NONYYAT TUTPUPAHE A0 O-BHCOKH RO3Y 33 NOCTHUraHe Ha NPHUCAHU
croitHocTi Ha LDL-C < 3,35 mmol/1. Cpeauara 103a, aganTipaHna cIpamMo TETOTO, 3a LA HA BL3pacT
ot 6 go 9 rogunn e 6una 19,6 mg, a 3a neua Ha Bo3pact 10 roauud u noeeue ¢ 6una 23,9 mg.

Cpeauunre (+/- CO) usxonuu croiinocTh Ha LDL-C ca 6umu 6,12 (1,26) mmol/1, koeto e 6uno
npubnusutento 233 (48) mg/dl. Bixre Tabnuua 3 no-gony 3a OKOHUATENHUTE Pe3yTATH.

JlaHHHTE Ca CLOTBETCTBAMH Ha JIMICA Ha edpeKT BbPXY KOHTO U [1a € OT MapAMETPHTE Ha pacTeka H
pasBHTHETO (HANp. BHCOUAHA, Terno, BMI, craauii mo Tanner, OugHKa HA H3CIE/IOBATEIIS 3a LANOCTHOTO
CH3PABAHE H PA3BHTHE) P NMEAHATPHYHH NARHEHTH H IOHOLIH € XCTSPO3UIroTHA (JaMiiHA
XHHCPXOJ’IECTCPOIICMHH, MoNyyaBally JeyeHue ¢ aTopBacraTuH 1o Bpeme Ha 3-F0,E[P[[UHO MpoOyHBaHe. Br3
OCHOBA Ha OLEHKa HA U3CISAOBATENS HE ¢ OTUETEH SheKT no OTHOLICHHE HA BUCOUHHATA, TErNoTo, BMI
No BB3PACT WIH OO PH NOCELUECHHE,

Taﬁmma 3 JIHIIHEOIIDHHJKaBalllH QGKTH Ha aTOI!BaCTaTHH HpH HHOIIHA MOMYeTa H MOMHYETA €
X€Tepo3nroTHa haMuIHa XunepxoecTepoaemus (mmol/1)

Bpemesa N TC (CO) LDL-C (CO) | HDL-C (CO) TG (CO) ApoB (CO)"’
TO4YKa

Hzxoaan 271 7,86(1,30) 6,12(1,26) 1,314{0,2663) | 0,93(0,47) 1,42(0,28)**
CTOHHOCTH ]
Meceu 30 | 206 4,950,771y * | 3,25(0,67) 1,327(0,2796) | 0,79(0,38)* 0,90(0,17)*
Mecen 240 5,12(0,86) 3,45(0,8D) 1,308(0,2739) | 0,78(0,41) 0,93(0,20)***
36/ET

TC= 06w xonecreposn;, LDL-C = xonecrepon ¢ Hucka nimbthoct-C;, HDL-C = xonecTepau ¢ BHcoka nuretHoeT-C; TG
= TpurnunepHay; Apo B = anommnonporenn B; “Mecen 36/ET™ pkimoyea NnocaenHa BE3HTA 34 IMIATA, KOHTO ¢a
H3JIE3]TH OT NPOYHBAHETO Npe/M NJIAHHPaHaTa KpaiiHa Touka Ha 36-1 Mecell, KakTo H MbAHM 36-MeCeYHH JaHHH 3a
NHLATA, 3aBbPLIMAH 36- MeceuHoTO YyacTue ,,**= Mecen 30 N 3a Tosu napamersp € Oun 207; “**°= Haxogun
crodHOCTH N 32 To3K mapaMeTbp e Gun 270; “**** = Mecey 36/ET N 3a Toan napaMetsp e 6un 243; ,#“=g/n 3a Apo
B.

Xemeposuzomna hamiina xunepxorecmeponemus npy REQUAMpPUYHY nayuenmu Ha gvapacm 10— 17
200y

B aBoiiHo-casMno, M1aLeb0-KOHTPONHPAHO NPOYYBAHE, OCNEIBAHO OT OTBOPEHA (a3a, 187 MoMueTa H
MOMHUETA CAE TbPBATa MEHCTPYALUS HA BL3PacT Mexay 10 v 17 roaunu (cpeana eb3pacr 14.1 rogunu)
¢ XeTepo3nroTHa paMHIHA XHIEPXONECTCPOIEMHA Ca OHITH PaHAOMU3UPAHH HA aTOPRACTATH
unr nnaueGo (1=47) 3a 26 ceaMuum, Chel KOSTO BCHYKY Ca TIPUEMany aTOpBACTATHN 3
Jozara ¢ 6una 10 mg BeaHLK JHEBHO 33 IbPBHTE 4 CEAMHLM K € yBeaudeHa Ha 20 m
crofinoct Ha LDL-C > 3,36 mmol/L. [1pe3 mopBuTe 26 ceaMuLy OT ABOHHO-CAANAT,
€ A0BEN A0 3HAUHTENHO MOHHAABAHE HA MIa3MEeHHTE HUBA Ha ODLIHA XomecTepod, #




TPHIAMLEPHIHTE B anoaunonpoTeus B. Cpeanara croitnoct Ha LDL-C npe3 26-cenmuuHarta JROHHO-
cisna dasa e 6una 3.38 mmol/L (Mexny 1,81 u 6,26 mmol/L) B rpynara, npuemana atoppacTaTis, u 5,91
mmol/L (mexny 3,93 1 9,96 mmol/L) B nnaueGo rpynaTa.

Ipw 1pyro neaHaTpH4HO NpoyuBaHe Ha ynoTpebara Ha aTOPBACTATHH CNPAMO ynorpebara Ha
KOJIECTHIION NPH MAUKEHTH ¢ XHNEpXoecTepoaeMus Meskay 10 v 18 roaunn, Ha 26-Ta ceIMHIIA €
YCTAHOBEHO, Y€ aTOPBACTATHH (N=25) noBen Ao 3Ha4nTeAHO nonmxasate (p < 0,05) B vuBoto Ha LDL-C,
B cpaBHeHHe ¢ konectunoa (n=31).

ITpoyusane Ha NpUHELHIA “compassionate use” NP MALHSHTH ¢ TEXKKa XHUITEPXONECTEPOICMHS
(BKII}O‘iHTeIIHO XOMO3HIOTHA XHHC]JKOJ‘[BCTCPOIICMHSI), BKJIIOYBA 46 NeAUaTpH4YHH MALIHEHTH, JICKYBaHH C
aTopBacTaTHH, THTPHPAH B 33BHCHMOCT OT TEPANeBTHYHHS OTrOBOP (HSKOH NALMEHTH ca npHeManu 80
mg nHesHo). [Ipoyusanero npoabinkasa 3 roaunn, LDL-xoxecreponsT Hamansea ¢ 36%.

He cbiliecTBYBA OBATOCPOMEH ONMHT OTHOCHO S(JHKACHOCTTA HA ATOPBACTATHHOBATA TEPAIINE NPH JCIIA,
CBBP3aHa ¢ HAMallcHHE Ha 3a00J1eBaeMOCTTa H CMBPTHOCTTA B 3PAIa Bb3PacT.

Epponeiickara areHuis no JeKapcTBaTa 32 MOMEHTA ¢ OTJI0MKHIIA 33/1bDKEHHETO 33 M0JABAHE HA
pe3yliaTaTi OT NEYECHHETO C aTOPBACTATHH [IPH ASLA Ha Bb3pacT OT (} 10 6 ronHH, cTpajaly ot
XETEPOIUTOTHA XHAEPXONECTEPONEMHS H IPH Jela Ha Be3pacT ot 0 10 18 roautu ¢ koMOMHHpana
(cMeceHa) XOMO3HIOTHA (PaMHIIHA XMIIEPXOAECTEPONEMHA H MBPBHYHA XMMEPXOISCTEPONIEMH, KAKTO H
TEIH OT NPEBEHIINA HA ChPACUHO-ChADBH CLONTHA (BI:K Touka 4.2 [eduampuuna nonyvaayts).

5.2 <DapMakoKHHETHYHH CBOH¢TBA

AOcopbuus

Cnen nepopaneH npueM aTopBacTaTiH ce abcopbupa 6bp30: MaKCHMANHA MIa3MeHa KOHUEHTPAIHA (Crax)
ce poctura cnen 1-2 waca. Ckopocrra Ha abcopOums HapacTBa NPONOPUHOHANHO C YBEIHYABAHE HA
Ao3aTta Ha aTopeacTaTHH. BuonannuxocTTa ua aropsacratun rummupany tabneTku e 95-99% oT TasH np
NPUIOKEHHE Ha pa3TBOP. AGCONIOTHATA GHOHANMYHOCT HA ATOPBACTATHH ¢ mpubmasuTenHo 12% u
CHCTEMHATA HAMYHOCT HA HHXHOHTOpHATA akTHBHOCT 3a HMG-CoA-penykrazara & npHOIH3HTEAHO
30%. Huckara cicTeMHa HANMYHOCT ODHKHOBEHO C€ OTIABA HA NIPECHCTEMEH KITHPBHC B IMraBuLaTa Ha
FaCTPOUHTECTHHANHMA TPAKT H/HITH Ha e(heKTa Ha IbPBO NMPEMHHABAHE B UepHHA Apos.

Paznpenenenue
OcuoBrusT 00eM HA PANPOCTPAHEHHE HA ATOPBACTATHH € TpHOnu3nTenHo 381 L. ATopBacTaThH ce
cBBp3Ba B 98% c nnazMeHnTe NPOTEHHH.

Metabonu3om

AropsacTarthn ce Merabonmsupa ot uutoxpoM P450 3A4 no opTo- H napaxuApOKCHIRPAHH IPOH3BOLHHE
H DA3THYHE NpoayKTH Ha Oeta-oknchenue. [lo Apyra mbTHIIA HA MeTaboH3HpaHe Te3H MPONYKTH ce
MeTabONH3NPaT Ypes FIOKYPOHHpaHe. fn vitro nuxubupaneto Ha HMG-CoA-peayxrasaTa 0T OpTo- H
NApaxuIPOKCHIAPAHA METAOOIMTHTE € EKBHBAIEHTHO HA TOBA OT aTopsacraTH. [Tpubnusnrento 70% ot
LUHpPKYIHpallara HHEXHOHTOpHA akTHBROCT 32 HMG-CoA-peaykrasara ce 0TAaBa Ha aKTHBHHUTE
MeTabONHTH.

Enumunnpase
ATOpBACTATHH CE EKCKPETHPA NPEMMHO ¢ XITHUKATA CNEZL XenaTaneH M/uiH eKCTpaXenaTaneH

MeTabonn3bM. JIeKapCTBEHHAT NPOAYKT HE € MOLJIOKEH Ha 3HAUMTENEH eHTEPOXENaTaleH ar.
CpeqHuAT MLIa3MeH NONYKUBOT Ha ATOPBACTATHH MPH Xopa & npubnuzutento 14 uaca, F
uuxuOuTopHaTa aktuHOCT 38 HMG-CoA-penykrasara e npubnuszutenso 20 ao 30
HAJIM4HETO Ha AKTHBHY METAOOIHTH.




ATOpBACTaTHH ¢ cyGeTpar Ha YepHOAPOOHHTE TPAHCTIOPTEPY W HA NOAMNISITHINTE, TPAHCNOPTHPAIIM
oprannuHy aHuonu 1B1 (OATP1B1) u 1B3 (OATP1B3). MetabonuTHTe Ha aTOpBAcTATHH ca cybCcTpaT
Ha OATPI1B1. YcranoBeHo € ChLLIO Taka, Y€ aTopBacTaTu e cyOcTpar Ha eNyKCHHTE TPAHCNOPTEPH HA
OPOTESHHA, CBLP3aH ¢ MHOXKESCTBEHA eKapeTBena pesncTedTHocT 1 (MDR1), H Ha NpoTeHHa Ha
PE3NCTEHTHOCT Ha paka Ha repaata (BCRP), kouto Moxe na orpasudar ypepHata abcopOLs H KITBYHHA
KITHPBHC HA ATOPBACTATHH.

Chelyanny nonyjaannuu

Hayuenmu a CIRApYecKa 8u3pdcm

[1nasMeHHTE KOHUEHTPALMK HA ATOPBACTATHH W HEFOBUTE MeTabONNTH ca MO-BHCOKH IPH 3ApaBH
HHIHBH/H B HANDEHANA Bb3PACT, OTKONKOTO TIPH MM MALHECHTH, T0KATO €PEeKTHT BhpXY JUAHIUTE €
noJ00eH H NpH JBETE rPYNH NaLHEHTH.

Heouampuuna nonyaayus

B oTtgopeHo, 8-ceAMu4HO NpoyyBaHe, NSAHATPHYHK Hal[MeHTH (Ha Bb3pacT Mexay 6 H 17 roauuu) 1
craamii 1o Tanner (n=15) u cranuii no Tanner > 2 (n=24) ¢ xeTepo3uroTHa gamunna
XunepxolnecTeponeMus H 6azosu croiiHocti Ha LDL-C > 4 mmol/L ca nekyBaHu ¢ 5 mg uid 10 mg
Tab/eTKa 3a IbBYeHE HIH ChOTBETHO ¢ 10 unmi 20 mg dunmupany TabieTky aTOPBACTATHH BEANBK
axeBHO. EfpncTBEHATa 3HAYHTENHA IPOMAHA BEB (PAPMAKOKUHETHUHHS MPOdHIT Ha NONYALHATa,
JIEKYBaHA ¢ aTOPBACTATHH, € TeJIECHATA Maca. BHANMHSAT nepopalieH KITHPBHC Ha AaTOPBACTATHH MIPH
NeAUATPHYHH NALKMEHTH € Nogo0eH Ha TO3H MPH BB3PACTHH CJICH aJIOMETPUHHO H3MEPBAHE Ha TENECHOTO
Terno. CbotBeTHO HamaneHreTo Ha LDL-C u o6umsa xonectepon ¢ Ouno Hadmoaasano 8 AHana3oHa Ha
CKCIIO3MI[HA HA ATOPBACTATHH H O-XUAPOKCHATOPBACTATHH.

Hon

KouuenTpaunsara Ha aTopBacTaTHH H HETOBHTE AKTHBHH METabOJHTH Ny KEHU CE Pa3NivyaBa OT TasH
pH MBXke (keHu: npuoansuTento 20% no-sucoka Cua W npubnuzutento 10% no-uucka AUC). Tesu
pasAMYHA HAMAT KIMHHYHO 3HAYCHHE, H HE BOAST A0 KNHHHYHO 3HAUMMH Pa3fIHKH B €)eKTa BbPXY
JAUNHIHTE IPH KEHH # MBKE.

Bvipeuna nedocmamvunocm
brOpeunnTe 3abongBaHus HAMAT BIMSHHE BHPXY NIA3MEHATA KOHUEHTpPAIME WIH BBPXY

JTHOHIOMOHHKABAITHS C(beKT Ha aTOpBAaCcTaTHH H HETOBHTC AKTHBHH MeTalOIHTH.

Yeprnodpobna nedocmansynocm
[TnasMeHaTa KOHLEHTPaLH Ha aTOPBACTATHH H AKTHBHHTE MY MCTAGOTMTH 3HAYUTEINHO C€ TOKAYBa

(npubausutento 16 nbTH npy KpHBaTa Ha Cpex ¥ 11 obTH Ha KpuBaTa Ha AUC) npH NalMeHTH ¢
XPOHHYHO ANKOXONHO YepHoApoOHO 3abonasaue (Childs-Pugh B).

SLCOIBI nonumopdiuzom

OATPIBI-TpaHcnopTHHA NPOTEHH YYacTBa B 4epHOAPoGHOTO 3axBawmane Ha BeikH HMG-CoA-
peAyKTasHH HHXHOHTOPH, BKIIKOMHTENHO atopsacTarhH. [Tpy nanuentd ¢ SLCO1B1 nonumopdusem
CBhHICCTBYBA PHCK OT YBCIHYeHA CKCNO3HUHA Ha aTopBacTaTHH, KOETO MOXKE da AOBeEOC N0 NOBHIIEH PHCK
OT Bb3HHKBaHe Ha pabmomMuonn3a (BHK Touka 4.4.). [TlonumopdusmeT B rena, kogupawl OATP1B1
(SLCO1BI ¢.521CC) e cBbp3aH ¢ NoBHIIeHa 2,4 NbTH eKCNO3MIKA Ha atopBacTaTHH (AUC), B cpaBHEHHE
¢ HHAWBHAH 0e3 TO3M reHoTUNeH BapuaHT. [Ipu Te3n mauueHTH € BB3MOKHO ChILO 'EHETHYHO Ja €
HapyLIeHO YepHOAPOOHOTO 3aXBalllaHe Ha ATOPBACTATHH. Bo3MOXKHMTE (10CIESACTBHA BEPRY
edHUKacHOCTTa He ¢a HIBECTHH.

5.3 IIpeaxsIHHHYHHE NaHHA 32 Ge30macHoOCT




ATOPBACTATHH HE MPOABARA MYTATEHEH WJIH KIACTOFEHEH MOTEHLMAN, OLCHEH Npu 4 in vitro IpOyYBaHUA
¢ win 6e3 MeTaboNMTHA aKTHBHOCT M IPH €4HO 1 Vitro TIpOYUBaHeE,

ATOpPBacTaTHH HE € KAHUCPOTSHCH HPH IUTBXOBE, HO MPH MpHiaraHe Ha BACOKH [IO3H NPH MUIIKH (J0BEIH
10 6 — 11 mbTH MO-BUCOKH CTOHHOCTH HAa AUC)24p, B CPABHEHHE C TE3M MPH XOPa, NPHEMAJH Haii-
BHCOKATa MIPENIOPBLYUTENHA 103a) €A HaDMIOAABAHH CNIYYaH HA XCMATOLENYIApeH afcHOM IIPH MBXKKHTE H
XeTATOUENYNAPEH KapUUHOM NPH KEHCKHTE XKHBOTHH.

Hwma paHHM OT Npoy4BaHAs IpH KHBOTHE, Ye HMG-CoA-penyxkrazHuTe HHXHOHTODH MOXKE /12 BITHAAT
BbPXY pa3BUTHETO Ha eMOpHoHHTE M detycnte. Tpu nkXoBe, 3aliiu ¥ Ky4era, aropBacTaTHH HAMA
edexT BBPXY (ePTHIHTETA U HE € TEPATOreHe , HO MIPH TOKCHYHH 34 MAHKATA 103K MPH [LTLXOBE H 3aliuy
¢ HabmonaBaHa QeTanHa TOKCHYHOCT. Pa3BUTUETO HA NOKONEHHETO NPH NITEX0BE € 3aDaBeHo U
MOCTHATATHOTO OLEABAHE — HAMANEHO, NPH SKCMIO3MIHA HA MaifkaTa Ha BUCOKH J03H atopBacTatuH. [Ipn
NIbXOBE UMA OKA3aTEICTBO 34 PEMHHABAHE HA IEKAPCTBOTO Mpe3 MIALEHTATA, 8 [JIa3MeHHTE
KOHUEHTPALMK Ha aTOPBACTATHH €4 MOJAOOHH HA HIMEPCHUTE KOHUCHTPAlUMH B kbpMaTa. He € u3BecTHO
Jlait aTOPBAacTATHH H HETOBUTE METADONUTH CE EKCKPETHPAT B KbpPMaTa.

6. PAPMALNEBTHYHH JAHHH
6.1 CuHcbK HAa NOMOMIHHTE BEIECTBA

Hopo

Mauuron

[enynoza, MEKPOKPHCTATHA

Kannuer xapbonat

Ioenaon (tum K30)

Kpockapmenosa natpuid

Harpues naypuncyndar

CHIMIIHEB JHOKCHJ, KONOHAEH Ge3BoaeH
Maruesues creapat

Durmoso noxkpumue
Onanpaii 650

Tanx

6.2 HecbBMeCTEMOCTH
Henpuaoxumo

6.3 Cpoxk ua ronnocT

AVAl Gnuctepn — 2 roquHu
HDPE 6ytunku — 18 mMecena

6.4 Coennanuu yc/IoBHS Ha ChbXpaHeHHe
Ha ce cbxpaHaBa noa 25°C.
6.5 BuiHchIbLPKAHHE HA CHAKOBKATA

Bactepu ot Al/AL gonuo u HDPE 6yTuiixs.
Kapronena xytus ¢ 30 ¢unMupann Tabnetks.




6.6 Chenuanny Npeana3HH MEPKH NPH H3XBbpAsne

Hsima crieuHannn u3HCcKBaHKA.

7.  TPHTEXATEJI HA PASPEIIEHHETO 3A YIIOTPEBA

Genericon Pharma Gesellschaft m.b.H.

Hatherstrasse 211, 8054 Graz

ABcCTpus

8. HOMEP(A) HA PASPELHIEHHETO 3A YIIOTPEBA

Aropsactati ['enepukon 10 mg dunmupann tabnerxu — per. Ne 20110178

Aropsacratin ['enepukon 20 mg ¢punamupanu Tabnersu — per. Ne 20110179

9. JATA HA ITHPBO PA3ZPEUIABAHE/IOAHOBABAHE HA PASPEHIEHHETO 3A
YIIOTPEEBA

Jara Ha mepBo paspewarane: 24.03.2011

Jata Ha nocnenHo NojaHoBaBaHe: 16.03.2016

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA




