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ATtopBuH 40 mg puamupanu TadNETKH
Atorvin 40 mg film-coated tablets
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2. KAYECTBEH U KOJIMYECTBEH CbCTAB

. O6mo onucanue
Besika dunmupana tabnerka cbabpka 40 mg aropBacTaTHH Karo aTOpBAaCTaTHH KaJllMKA TpUXMUapaT
(atorvastatin calcium trihydrate).

2.2. KayecTBeéH H KO/IHYECTBEH ChCTAB

[loMOILIIHO BELIECTBO C U3BECTHO NEHCTBHE:
Besika punmupana tabnerka AtopsuH 40 mg chabpxa 128,30 mg nakro3a MOHOXHpaT.

3a NbJIHKUA CMUMCBHK HA NMOMOILHH BELIECTBA, BUKTE TOYKA 6.1.

3. JEKAPCTBEHA ®OPMA

dunmupaHa TadbaeTka
benn npoabarosatu GuaMupaHu TabaeTKH.

4. KIUHUYHU JAHHH
4.1. TepaneBTHYHH NOKA3AHHS

XHUIEePX0JeCTEPOJIEMUS

ATOPBMH € MOKa3aH KaTo JOMbJIHEHHE KbM JIMETaTa 32 HaMaJIiBaHE Ha MOBHULLIEHUTE 0011 XOJecTepoll,
[LDL-xonecrepon, anonunonporeddH B v Tpuravuepuad npuM  NaUMEHTH C  [IbpBUYHA
XUIEPXOJIECTEPOJIEMHS, BKJIIOUHUTEIHO (aMHIHA XHUIIEPXOJECTEPOIEMHs (XETEPO3UIOTEH BapHaHT)
wiM kKoMOuHupaHa (cmecena) xunepaunuaemus (orroBapswia Ha Ttvn lla w tun 1lb ot
kinacupukaumara Ha Fredrickson), koraro edekTbT Ha aMerata U ApPYrutre HedapMaxKoOJIOTHYHH
CpeACTBA € HEOCTAThYEH.

ATOpPBHH € MOKa3aH CbLIO0 M 3a MOHWXKaBaHe Ha o0uwmsa xosecrepos M LDL-C npu nmauMeHTH ¢
XOMO3UIroTHa (paMHIHA XMMEPXOJIECTEpPOJIeMHUsi KaTo JOMBJIHEHHE KbM JIDYTHT€ METOAM 3a
MOHWKaBaHe Ha nunuaure (Hanpumep agepesza Ha LDL) unu B ciydauTte, Korato Te3 METOAM ca
HEIOCTBITHHU.

[IpoduiakTHka Ha CbpP/IEYHO-CHAOBO 3a00/IABaAHE

[IpopunakTuka HA CbPAECYHO-CBHAOBH MHUMACHTH MPHU MALHUEHTH, NMPU KOUTO € OLEHEHO, 4Ye UMat
BUCOK PHMCK 3a MbPBO CbPAEYHO-CHAOBO ChOUTHE (BXK. TOYKA 5.1) KATO AOMBIHEHUE KbM KOPEKLIMUATA
Ha JIPYTd PUCKOBH (PaKTOPH.

4.2. Jlo3MpoBKa H HAYHH HA NMPHJIOKEHHE

Jlo3upoBKa

[lpenn na 3anouHe JseyeHwe ¢ ATOPBMH MAUMEHTHT TpsOBa na Obje MOCTaBeH Ha CTaHJapTHA




neuenuero. Jlozute Tpabea na 6baaT HHAMBUAYANH3UPAHN B 3aBUCHMOCT OT U3XOAHKTE HMBA HAa LDL-
X0JlecTepona, ueNTa Ha JE4YEHHETO U OTTOBOpa HA MallMEHTA KbM JICYCHHETO.

OO6unuaiiHata HauaiHa go3a ¢ 10 mg BeaHwk AHeBHO. Kopexuus Ha Jo3aTta ce H3BbpLUBA MPE3
MHTEPBANH OT 4 Unu noseve ceaMmuin. Makcumannara ao3a € 80 mg BeIHBXK AHEBHO.

ITopsuuna xunepxoaecmeponremust KOMOurupana (CMecena) Xunepaunuoemus

[loBeueTo MallMEHTH Ce€ MOBAMABAT ycnewHo ¢ ArtopsWH 10 mg ¢unmupand TabaeTkn BeAHBK
nHeBHO. TepaneBTHYeH edeKT ce noayuapa a0 [ABe CEAMHUM, a MaKCHMaleH TEpanesTUYEH eekT ce
noCcTHUra 0OMKHOBEHO 3a 4 ceamuiM. EQekThT ce 3ana3ga npy NpoabiXHUTETHO JIEYCHHUE.

Xemepo3uzomua amunna xunepxonecmeponremus

Jleuenwero 3anousa ¢ AtopBHH 10 mg dunMupand Tabnerkn BeAHBX AHEBHO. Jlo3ure ce
MHAMBHAYATU3HPAT W KOPUrMpaT Ha Bceku 4 ceamuum no 40 mg axesHo. Cnexa ToBa 03aTa MOXE 12
6bae ysenuueHa no MakcuMyM 80 mg aneBHo MM ArtopeBuH 40 mg duaMHpaHH TabneTky
e1HOKPaTHO ce KOMOMHUPAT CbC CEKBECTPAHT HA XKIIBYHUTE KHCENHHH.

Xomos3ucomua pamwina xunepxonecmeponremun
Hanuuuy ca orpaHnueH Opolt naHHmM (Bxk. Touka 5.1).

JI03MpoBKaTa HA aTOPBACTATHH NP MALKMEHTH C XOMO3UIOTHA (PaMUIIHA XUIIEPXOJIECTEPOJIEMHSA € OT
10 no 80 mg nHeBHO (BX. Touka 5.1). AtopBacTaTvH TpsabBa aa ObAe M3MON3BAH KATO AOMTBJIHEHHE
KbM APYTH JNHIHIONOHKMXKABAILKM TEPANeBTHYHU Cpeactea (Hanp. LDL-adepesa) npy Te3u MauUEHTH
WY TPH HEBB3MOXHOCT 32 U3NO0JI3BAHE HAa TaK¥Ba CpeICTRa.

Ipogpunaxmuxa na cvpoeurno-co0080 3abonssane

[Mpu npoyusaHMATA 3a MbpPBMYHAa NpogiiiakTHKa nosata ¢ Ouna 10 mg nHesHo. Moxe ma ca
HeoOXOaUMH MO-BUCOKHU JO3H, 3a 13 c€ noaxbpxaT HMBa Ha LDL-xonecrepona, cnopen HACTOALLIUTE
PBKOBOACTRA.

Iayuenmu c 6vbpeuro yapesxcoare
He ce Hanara npoMsHa B Ao3arta (Bx. TouKa 4.4).

Hayuenmu ¢ weproopobro yepedicoane

ATopBuH TpabBa Ja ce mpuiara ¢ NOBULIEHO BHUMaHMe NpY MAUMEHTH ¢ 4epHOAPOOHO yBpexaaHe
(8. ToukH 4.4 u 5.2). ATOPBHH € MPOTHBONOKA3aH NPH MNAUHEHTH C aKTUBHO HYEPHOAPOOHO
3abosifiBaHe (BX. TOuKa 4.3).

Hpunooicenue npu nayuenmu 8 cmapyecka 8v3pacm
EdukacHocTTa ¥ 6e30nacHoCTTa Npy nauueHTH Haa 70 roAMHH, MpHEeMaluy NpenopbYBaHMTE JO3M, Ca
CXOJHM C TE3U MpH 00LUATA NOMYyTaLKs.

HHeduampuuna nonvaayuA

Xunepxonecmeponemus

[IpuiaraHeTo Ha IeKapCTBEHHA MPOAYKT B NeAMarpHATa TpAOBa fa Ce H3BbPIUBA CAMO OT CNELHANHCT
C OMWT B JIEYEHUETO Ha JAeTCKa XHIEPNUIUAEMHS, KaTo NalueHTUTE TpdaOBa na Obaar npeueHsBaHH
peAOBHO MO OTHOLIEHHE HaNpeabKa HA JIEYEHHUETO.

[Ipn naumenT Ha 10 ¥ MoBeue roAMHH NPENOPBYHTENHATA CTAPTOBA J03a aTopBacTaTH € 10 mg
IHEBHO C YBenuuaBaHe 10 20 mg IHeBHO. Y BENHUYEHHETO HA A03aTa TpAOBA Na C€ H3BBPILBA ChINIACHO
MHIWBHAYANHHA OTrOBOP M IMOHOCHMMOCT HA INauMeHTUTEe B neauarpuara. HMugopmauuara 3a
6e30NacHOCTTA NMPpH Dpwiaralero Ha Ao3u Hax 20 mg, otrosapaiy Ha okono 0,5 mg/kg npy naluUeHTH
B [EAUATPUATA, € OrpaHyUYEcHa.

ATOpBAcTaTHH He € NoKa3aH 3a JIEYeHUE Ha nauveHTH noa | 0-roguiitHa Bb3pacT.




HApyru nexkapcTseHn GOpMU/KOJIMYECTBA HA aKTUBHOTO BEUIECTBO MOXE [a €3 NOAXOAALIM NPH Ta3u
WA ETIGES

HauuH Ha npujoxeHue
ATOpPBHH € NMpeaHa3Ha4eH 3a NepopanHo NpuiokeHHe. Beska IHEBHA 1033 aTOPBACTaTHH Ce MpHUeMa
HaBeAHbXK M MOXeE 1a OB/ NpMEeMaHa No BCAKO BPEME Ha AeHA ChC MM Oe3 XpaHa.

4.3. IlporuBonoka3aHusa

ATOpBACTATUH € NMPOTHBOMNOKA3AaH NMPH NaLKWEHTH:

- CbC CBPBXUYBCTBUTENHOCT KBM AKTHBHOTO BEUIECTBO WIH KBM HAKOE OT MOMOLUHMTE BCLUECTBA HA
JIEKapCTBEHUA NPOAYKT, H30POEHH B To4ka 6.1;

- ¢ aKTUBHO 4epHOApoOHO 3a00NABAHE UMU HEW3IACHCHO MEPCHCTHPALIO NOBHUIEHHE HA CEPYMHHUTE
TPaHCAMHHA3H, HAAXBHPAALLO 3 NHTH FOPHATA I'PaHMLIA H&2 HOPMATA,

- MO0 BpeMe Ha OPEMEHHOCT, KbPMEHE U MPH KEHY C NECTEPOACH NOTEHILINAJ, HENPHIArallld CHIYPHH
KOHTPALENTTHBHH CpeACTBa (BX. TO9Ka 4.6).

4.4. CneunajnH npeaynpexieHHs H NpeaAna3HH MepPKH NpH ynorTpeda

YeproapobHu npossu
Tpabsa na ce HanpaBaT GyHKUHOHATHHW YEPHOAPOOHH H3CNEABAHHMA NTPEIH 3aMI04YBaHE Ha NEYEHHETO U

MEPUOAHYHO cnel ToBa. [IpyH mauMeHTH, NpU KOUTO c€ NOABAT Oene3n W CMMNTOMH, Mpeanonaramu
4epHOAPOOHO YBpexXAaHe, TE3N TECTOBE Ca 3aIb/DKHUTENHH. [TaliMeHTH, NpY KOMTO cE MOBHUILAT HHUBATA
Ha TpaHcaMHHa3uTe, TpsOBa fga ObAaT KOHTPONHMPAHM OO0 U3YHE3IBAHE HA OTKJIOHEHUETO
(OTKJIOHEHHATA). AKO MOBHILEHUETO HA TPAHCAMWHA3ZMTE, HAAXBBLPJALLO MOBEYE OT TPH MBTH rOPHATA
rpaHHLA HA HOpMaTa, MEPCUCTHPA, CE€ NPENoOpbYBa HAMAIABAHE Ha 103aTa WM NPEYyCTAHOBSABAHE Ha
npueMa Ha ATOpBUH (BX. To4Ka 4.8).

ATopBHH TpsAOBa na ce mnpusaara NpPEeANa3IUBO MpPM NMALUEHTH, KOMUTO KOHCYMHPAT 3HAYMTEIHH
KOIHYECTRA AKOXOJ WHIM HMAT aHAMHE3A 33 HepHOAPoOHO 3abonaBaHe.

[IpenoTBpaTaBaHe Ha WHCYNT Ype3 arpecUBHO HaMansgaHe Ha xonecrepona (Stroke Prevention by
Aggressive reduction in Cholesterol Levels (SPARCL))

Post-hoc ananus Ha cyOTHNOBETE MHCYJITH NPY NauMeHTy 6e3 ucxemuuHa Sonect Ha corpuero (UBC),
KOWTO ca OMNU ¢ HACKOPO MpeKapaH HHCYNT WK TPaH3UTOPpHA HexeMHYHa ataka (TIA), e noxasan no-
BHCOKA YECTOTA HA XEMOparu4yeH HHCYIT MPU NALHEHTUTE, BKIKOYEHHW HA Tepaluf ¢ aTOPBACTATHH
80 mg cnpsiMo nnauebo. [losunieH puck € orbensizaH NpeARMHO NpPH MNALUSHTHTE C NPEAXOAECH
XEMOPAru4ycH MHCYNT WM NakKyHApeH WMHQpAPKT npv BKJIKYBAHE B NMPOYYBaHETO. 33 MAalMEHTUTE C
MPEAXOAECH XeMOparH4eH HHCYNT OanaHChT MEKAY PHUCKOBETE U MOJA3UTE OT aropaacTtaTHH 80 mg e
HECUIYPEH U MOTEHUHANHHAT PUCK OT XEMOpPAarvyeH HHCYNT TpabBa na Oble BHAMATENHO MpPELEHEH
npeay 3aMouBaHe HA TepanuATa (Bx. Touka 5.1).

[lpoAaBY OT cTpaHa Ha CKENETHATA MYCKYJaTypa

ATtopsactariH, KakTo M Apyrute HMG-CoA-penykTazHd HHXHOUTOPHM, B peJKH Cllyyad Moxe Aa
OKaXe HeONaronpuaTHO BBL3ACHCTBHE BLPXY CKENETHATA MYCKYJaTypa 4 [a NPHYHHY MHANTHi,
MHO3HT H MHONATHA, KOMTO MOraT na nporpecdpar a0 pabaoMHonMza - NOTEHUMATHO
’KMBOTO3aCTpalllaBail0 ChCTORHHE, XapaKTEPU3Hpallo C€ ChC 3HAYUTEIHO MOBUUISHHE HA HUBATA HA
kpeaTnHkiHHaszara (KK) - (> 10 nmbTH Han Hopmara), MHOrnobvHeMus U MHOFOONHYPHA, KOUTO MOraT
Aa aoseaar Ao O6uOpeyHa HenOCTaTHLYHOCT.,

IIpeou neuenuemo

ATopBacTaThH Tpsifpa na ce W3MOJI3BA BHUMATENHO MPH NMAUKEHTH C Npeapasnonaraii gpaxkrops
pabnomuonusa. Hupara Ha kpeatnHkuHasata (KK) tpabsa na ce m3cnensar npenu 3apo<Ban
MICYEHUE CbC CTATHH B CIEAHHTE Cly4au:




- ObOpeuHOo yBpEKAAHE;

- XMNOTHUPECOHAHN3BM;

- aHaMHe3a, BKJl. ¥ CeMeliHa, 32 HacneACTBEHH 3aboNsBaHHUA HA MYCKYJIUTE,

- aHaMHe3a 3a MYCKYJIHa TOKCHYHOCT OT CTaTHH WK ¢pubpar;

- aHaMmHe3a 3a 4epHOAPOoOHO 3adonaBaHe WKWK yrnoTpeda Ha 3HAYUTETHU KOJIHYECTBA aNKOXOJ;

- NpM NMaLKEHTH B crapuyecka Bb3pacT (> 70 r.) tpabBa Aa ce MMa npeasua HEoOXoAUMMOCTTa OT
TOBA H3C/IEABAaHE B 3aBUCHMOCT OT HANMYHUETO HA APYrd (akTopH, npeapasnonaralii KbM
pabaomMuonunsa;

-  KOraTo € BB3MOXKHO MOBHILABZHE HA IUIA3MEHUTE HUBA, HANpP. NPH B3aUMOICHCTBHUA (BX.
TO4KA 4.5) ¥ CleLIHANH{ MONyalWHK, BK1. FeHeTHUHH cybnionynauuu (BX. To4ka 5.2).

B TakuBa cuTyauuu TpadBa aa ce NMpeueHH PUCKLT OT JICYSHHETO CAPSAMO Bb3MOXHHUTE IMON3U U CE
ApenopbYBa KNHHWYHO NPOC/easBaHe.

He TpalBa aa ce 3amouBa neueHue, ako u3xoaHure HUBa Ha KK ca 3HauuTenHo noBUIUEHH. (> 5 AbTH
Haj] HOpMara).

Msmeprate Ha kpeaTHHKUHAa3aTa (KK)

KpearunkuHasara (KK) He TpabBa na ce u3scnensa Ciiel HanperHato QU3UYECKO HaTOBapBaHE WIIN
npid HAIMYHETO Ha BEpPOATHA AITEpHATHBHA NPpUM4MHA 3a yeBeauudeHueTo Ha KK, ThH karo
WHTEPIPETALMATA Ha Pe3yJTATHTE B TAKMBA C/YYaH € 3aTpyAHEHa. AKO U3XOAHUTE CTOMHOCTH Ha KK
ca 3HA4YMTENHO MOBHIICHH (> 5 MbTH HaA HOPMATA), HUBaTa TpAOBa Oa ce H3CJCABAT MOBTOPHO B
paMKHUTE HAa 5 no 7 OHW, 3a Ja Ce NOTBbPAAT PE3Y./ITATHTE.

I1o epeme na nevenuemo

- [laumentute TpsOBa 4a ObJar NpeAyNpedeHd BeAHAra Aa cbo0IlaBaT 3a NoABA HA MYCKYJHHA
bonky, Kpamnu HUnM cnabocr, 0COOEHO B CIIy4auTe, KOr4TO TOBA € HOPUIAPYNEHO C
Hepa3NnoNOMKEHHE WK NOBHLUEHHE Ha TEMNEpaTypara.

- Tpabea aa ce uscneasar HuBaTta Ha KK, ako ce moABAT TaKHBA CHUMNTOMH [0 BpPEME Ha
TepanuaTa ¢ aroppactaruH. HeoOXoaumMo € npexparaBaHe Ha TEPAnuATa, aKo €& YCTAHOBH, 4e
T€3¥ HHBA Ca 3HAYUTCNHO NOBUUIEHH (> 5 MBTH HAQ HopMaTa).

- Tpsabea ga ce OOMUCTH NPEKPATABAHE HA JICUCHUETO, AKO MYCKYNHUTE CUMIITOMU €A TEXKH U
MpeXH3IBUKBAT NOCTOAHEH QUCKOMQPOPT, A0pH W B cnyuaute, korato KK ca nosriuesn go < 5
MbTH HAJ HOpMATa.

- Ako cuMmnromuTe OTiyMAT U HMBata Ha KK ce Hopmanusupar, MOxe Oa ce OoOMMCAH
MOBTOPHO BKJ1HOUBaHE HAa ATOPBACTATHMH WIM 3aN0o4BaHE HA Tepanus ¢ alTepHAaTHBEH CTATHH
MpH U3INON3BAHE HA HAR-HUCKATA N03a U CTPUKTHO MOHHTOPHPAHE.

- IlpuembT Ha aTopBacTaThUH TpAOBa Ja ObAe NMPEYCTAHOBEH, AKO € HATHLE KIMHHYHO 3HAUYHUMO
noBuiieHde Ha HuBata Ha KK (>10 n»td Haa HopMara) UMM ako ¢e AUArHOCTHUUPA WU
noaosupa pabaoMHONH3A,

Eonoapemenen npuem c dpyeu rexapcmeeHu npooyKmu

PucksT OoT pabmoMHonM3a C¢ NOBUIUABA NPH €AHOBPEMEHEH MPHEM HA ATOPBACTATHH C ONpeaeNIeHU
NEKApCTBEHH MPOAYKTH, KOMTO MOraT Aa MTOBULIAT IU1a3MEHATA KOHUCHTPALMA HA aTOPBACTATHH, KATO
MOIIHUTE HMHXMWOUTOpM Ha CYP3A4 WM TpaHCNOPTHUTE MPOTEMHH (HANpP. LHMKIOCIOPHH,
TEAUTPOMHLUMH, KIApUTPOMHUMH, [CJaBHUPAWH, CTHPHNEHTON, KETOKOHA30/, BOPHKOHA30/1,
UTPAKOHA30J1, N03aK0oHa30n unv HIV-npoTteazs UHXUOUTOPH, BKIIKOUMTEIHO PUTOHABUD, TOTIMHABUD,
aTa3saHaBup, MHAHPABHP, AAPYHABUP U AP.). PUCKBT OT MHOMNATHA MOXE CbLUo Aa ObAc MOBUILEH NPH
eAHOBPEMEHHOTO MNpuaokKeHne ¢ rempudbposwn v apyru ¢pubpatH, OoLENPEeBHpP, €PUTPOMHLHH,
HHAUMH, €3e¢TUMHO, TenanpeBUp WM KOMOUHALMA OT THIpaHABHP/PUTOHABHP. AKO € BB3IMOXHO,
BMECTO TE3M NekapcTsa TpabBa Aa ¢ OOMUCITAT anTepHaTHBHU (HEB3AUMOAEHCTBRALLH) TEPANUU.

MHoro paako ce ¢pofilapa 3a HMYHOMEAUMpaHA HEKpoTH3upaiua Mdonatus (Immune-mediated
necrotizing myopathy, IMNM) no BpeMe€ uWAM cnep JEUEHUE CbC CTATHHH, BKIHYUTENHO ¢




MOBUILUCHA HHBA HAa KPCATHHKUHA3A, KOCTO IMPOABbIAXKAaBa BLIPCKHU TMNPEKPATABAHE HA JICHCHHETO ChO
CTaTHHM.

B cny4au, korato e HeoOX0AKMMO €AHOBPEMEHHOTO NPUWIOKEHHE HA TE3H JICKApCTBA C ATOPBACTATHH,
[10713aTa M PUCKBT OT ChITbTCTBALUOTO jieyeHHe Tpabra jJa Obaar obMucieHd BHumatenHo. Korato
NalMEHTUTE MOJY4aBaT JEKapCTBa, MOBUILABALLM [UTA3MEHATA KOHLEHTpaLUsA Ha aTopBacTaTHH, Ce
npenopbyBa NO-HHCKA MaKCUMaTHA 1032 HA ATOPBACTaTHH. B ciiyyanTe ¢ €1HOBPEMEHHO MpUIaraHe ¢
mouHK UHXHOUTOpH Ha CYP3A4 Tpadea aa ce 06ChIN NMO-HUCKA HayallHa 1032 Ha aTOPBAaCcTaTUH M Ce
NpenopbhyBa ChOTBETHO KIMHUYHO MOHUTOPHPAHE HA TE€3H NALUEHTH (BXK. Touka 4.5).

EnHoBpeMeHHOTO npuiaraHe Ha aToOpBacTATHH M yCUAMHOBA KMCENWHA HE ce npenopbyBa. ETo 3a1uo
Mo BpeMe Ha Tepanuda ¢ dycnanHOBa KUceNUHa TpsOBa na ce oOMUCIM BPEMEHHO NpekpaTABaHe Ha
npyHema Ha aTOpBacTaTHH (BXK. Touka 4.3).

PuCKXBT OT MHONATHA W/MNH padIOMUONN3a MOXKE [a C€ MOBULIU MPHU CBHITBTCTBALIO MPUIIONKEHUE Ha
HMG-CoA penykrasHy MHXHMOUTOpH (HAmp. aTOPBACTATHH) M AanTOMMLHKH (BX. Touka 4.5). Tpsbea
Aa ce oOMMCIY BpEMEHHO CNUpaHe Ha ATOPBHH NPU NAUMEHTH, ApUEMailyd DAMTOMULIMH, OCBEH aKO
MOA3UTE OT CHIOBTCTBAILOTO MPUIOKEHHE HE MPEBUIIABAT PUCKA. AKO CHBMECTHOTO MPHIIOKEHHE He
Moxe na ce u3berne, nusata Ha KK Tpa6Ba na ce uaMepsar 2-3 NbTH CEAMUYHO W MTAUUEHTHUTE TpsaOBa
aa ce HabmonaBaT BHUMMATENHO 3a BCAKAKBU MPH3HALUM WM CUMNOTOMM, KOMTO OMXa MOIMIH Ja ca
U3ABa HA MHONATHUA.

[legnarpuyHa_nonynauna
Bce ouie HAMA AaHHU 3a 6€30MacHOCTTA HA JIEKAPCTBEHWA MPOAYKT MO OTHOLLUEHHE Ha pacTeka M

Pa3BUTHETO NPU Ta3K Nonynayus (Bx. Touxka 4.8).

UuTrepcruunanHa benoapobHa fonect

HM3onupany ciyyad Ha MHTEpCTHUHAIHA OcnoapobHa Oonect ca JOKTAOBaHW NPH HAKOHM CTATHHM,
0coO€HO TNpU NpoAbKHUTENHA Tepanua (Bx. Touka 4.8). CUMNTOMUTE MOTarT 43 BKIHOUYBAT AUCIMHER,
HEMPOAYKTHBHA KallIMUA U BJAOLIABAHE HA LWUIOCTHOTO 3/IpaBOCIOBHO CBHCTOAHME HA OpraHuiMa
(ymopa, 3aryba Ha Terjo ¥ Tpecka). AKO ¢€¢ YCTAHOBH, Y€ MALMEHT € Pa3BWI HHTECPCTULIHANTHA
OenoapoHa Gonect, TepanuATa CbC CTATHHM TPAOBa Aa ObAE NpeKkpaTeHa.

JaxapeH nnaber

Hskow NaHHHU NOKa3BaT, Y€ CTATHHUTE KaTO KJ1AC JIEKapCTBa MOBHUILABAT HUBATA HA r1OK03a B KPLBTA
M, MPH HAKOM MNAUMEHTH ¢ BHCOK PUCK OT Obaewn Auaber, Morar Aa nNpeau3BMKAT HHBO Ha
XUIEPrAHKEMHUA, NPH KOETO € MNOAXO/ALLO MPUIaraHeTo Ha CTaHAAPTHO JieyeHHE npH aunader.
Bnnpekd TOBa NOHWKABAHETO HA CHAOBUA PUCK OT CTATHHWUTE MPEBHILABA MO 3HAYEHHE PHCKA OT
nnaber v Toil He TpAOBa na ObAEe NMPUYHHA 32 NPEKPATABAHE HA TEpalusTa ChC CTaTHHH. PUCKOBHTE
MauMeHTH {rJIIOKo3a Ha raagHo 5,6 no 6,9 mmol/l, BMI>30 kg/m°, noBHUIEHW TPHUIIHLIEPHIM,
XUTIEpTOHUA) TpaAOBa Na Ce MpocaeaaBaT KNHHUYHO H OMOXMMUYHO CBHIIIACHO MECTHUTE PHKOBOACTBA.

[ToMOLIHW BELIECTBA
ATOpPBHH CbIbpka nakTo3a. IlauMeHTH € peaxyd HacJeacTBEHH nNpobleMM KaTte ranakro3Ha

HEMOHOCHUMOCT, JaKTa3eH AePUUMT Ha Lapp WM rmoxo3o-ranakto3Ha mManabcopbuus He TpaOBa na
npueMaT TOBa JIEKapCTBO.

4.5. BiaumoaelicTBHe ¢ APYTH JEeKAPCTBEHH NPOAYKTH H APYTrH (pOpPMH Ha B3aUMOOeHCTBHE

Fhexmu Ha eOHOBDPEMEHHO NPURONCEHU NEKAPCMBEHT NPOOYKMU 6bDXY AMOPEACAMuH

ATopBacTaTHH ce Meraboausupa oT uuToxpoM P450 3A4 (CYP3A4) 1 e cybecTpaT Ha TPaHCIIOPTHHTE
NPOTEHHH HANp. TpaHcnopTepa Ha uepHoApobHoTro 3axsawlase OATPIB1. EanospeMenHoTO
npuiaraHe Ha JICKapCTBEHH NMPOIYKTH, KOMTO ca HHXHOMTOPH Ha CYP3A4 unv Ha TPAHCITOPTHHTE




ATOPBAacCTaTHH C APYrH JIEKApCTBEHHW MPOAYKTH, MPHUTEXaBalld NOTEHLMAN 1a UHAYLIHPAT MUOMATHA
karo ¢pubpary u e3eTUMHO (BXK. To4Ka 4.4).

Huxuburopn Ha CYP3A4

HMma naHuy, ye MolHuTe HHXHOUTOpU Ha CYP3A4 BOAST N0 3HAYMTENHO NOBULIEHU KOHLEHTPALHH
Ha aTopBacTaTMH (Buxk Tabmuua 1 M noapobHata uHdopmauus no-gony). EAHOBPEMEHHOTO
npwiaraHe Ha MoiuHu HHXxUOuTOpH Ha CYP3A4 (Hanp. UMKNOCIOPHH, TEIHTPOMHIMH,
KNapuUTPOMHULIMH, IejTABUPAMH, CTHPHIIEHTON, KETOKOHA30/1, BOPUKOHA30/1, HTPAKOHA30), MO3aKOHA30
U HIV-nporeasnn wHXUOMTOPU, BKIIIOUUTENTHO PHTOHABHP, JIOMWHABUpP, aTa3aHABUP, WHAWHABUD,
[apyH4aBHp M Ap.) MO Bb3MOKHOCT TpAbBa na ce u3barsa. B cnyuau, korato HE MoXe Ja ce u3berHe
e1HOBPEMEHHOTO MPUIaraHe Ha Te3u JIEKAPCTBEHH MPOAYKTH C aTOpBacTaTHH, TpAORA Aa ce 0OOMHUCHAT
no-HUCKH HavyajlHa M MakCHMMaiHa JO34 Ha aTOpBAacTaTHH, U CE€ NpenopbyBa NMOAXOAALIO KITHHHYHO
MpocaeasaBaHe Ha nauMedTa (Bx. Tabnnua 1).

Ymepenute uuxudbrropu Ha CYP3A4 (Hanp. epuTpOMHULINH, TUATHAIEM, BEpAaMWI H (IyKOHA30:1)
MOTAT /12 MOBULIAT MIa3MEHHTE KOHLEHTpalMH Ha aropBacTaTHH (BX. Tabnuua 1), HabaogasaH e
AIOBUILEH PHCK OT MHOMATHA NpH ynoTpeba Ha epUTpPOMHUMH B KOMOMHauMsa cbC cTaTHHU. He ca
APOBEXAAHH NMPOYYBAHHA HA B3AUMOAECHCTBHATA, KOMTO 1a OUCHAT €PEKTHTE HAa aMHOAApOH HIH
BEpanaMuil BbpPXY aTopBacTaTUH. M3BecTHO €, Yye aMUOAapoH M BepanaMui WHXUOHpAT akTMBHOCTTA
Ha CYP3A4 W enHOBpPEMEHHOTO IMpWiaraHe ¢ aropBacTaTHH MOXE JAa JaoBede A0 MNOBHIICHA
eKCMO3HLMA Ha ATOpPBACTATUH. ETO 3alllo MpH eAHOBpeMeHHa ynotpeba ¢ yMepeHd UHXHOHTOPH Ha

CYP3A4 tpsabpa ga ce obdcbAM MO-HMUCKA MAKCUMAJHA A03a HA aTopBacTaTHH M Ja c€ mpoBelae
NMOAXOAALLO KIWHUYHO MPOCNEaABaHE HA nauueHTa. KnuHHYHO npociensBaHe ¢ Mpenopb4Ba KakTo
NpH 3al0YBaHe Ha TepalunATa, Taka v NPy NOoCAeABalla NPOMAHA HA JO3HPOBKATA HA HHXHOWTOPA.

Huavkropu Ha CYPIA4

EQHOBpEMEHHOTO NpWiaraHe Ha aTopBaCTaTHUH ¢ MHAYKTOpH Ha uutoxpoM P 450 3Ad4 (manp.
edaBUpeHL, PHQAMIUH, XBIT KAHTAPHOH) MOXKE Ja AOBEAE 10 NPOMEHINBO NOHHMKEHHE Ha
MJ1a3MEHUTE KOHLIEHTpallid Ha atopBacTaTuH. [lopagn ABOWHWA MEXaHU3IBM Ha B3aUMOACHCTBHE HA
pridamMnud (MHAYKUMA Ha uuToxpoMm P-450 3A4 v uuxubupaHe Ha TpaHCMOpTEpa Ha XEMaTOUMTHOTO
zaxBaiiaHe OATP1B1) ce npenopbuBa €¢AHOBPEMEHHO MpHNIAraHe Ha aTOpBacTaThH ¢ pudaMnuH, THH
KaTo MO~-KbCHOTO MPHIOKEHHE HA aTOPBACTATHH Clej pHeM Ha pHPAMITHH Ce CBLP3BA CbC 3HAYUMO
HAMAIABAHE HA IUIAIMEHMTE KOHUEHTpPAUMM Ha aropsBacTaTUH. BiuaHueTro Ha pUaMIIMH BBPXY
KOHLEHTPALIMUTE HA ATOPBACTATHH B XEMATOLMTHUTE € HEU3BECTHO M, AKO €JHOBPEMEHHOTO NpHlaraHe
HE MOXe Ja ce M30erHe, nauueHTUTe TPsOBA Aa Ce€ MNPpOCNeasBaT BHHMATEIHO 3a OUEHKA Ha
TEPANCRTHUYHUTE EPEKTH.

MHXHONTOPH HA TPaHCOOPTHUTE NMPOTENHHU

MHXHOUTOpHTE HA TPaHCMOPTHUTE NPOTEHHH (HAmp. UKKIOCIOPHMH) MOXKE Aa NOBULIAT CHCTEMHATA
HaJIMYHOCT Ha aTtopsBacTaTvH (Bxk. Tabnuua 1). EdekTbT OoT UHXUOUpAHETO HA TPaHCNOpPTEpPUTE Ha
XeMnaTOUMTHOTO 3aXBallaHe BbPXY KOHUEHTPALMATA HA aTOPBACTATHH B XeMaTOLMTUTE € HEH3IBECTEH.
AKO €1HOBPEMEHHOTO NPUIaraHe HEMOXKe na ce u3berne, ce NpenopbuBa NOHWXABAHE HA A034Ta U
KIMHHYHO HaOnroaeHue Ha edexktuTte (K. Tabavua ).

["eMpubposznn/Pubparu

CamocroaTenHara ynotpeba Ha ¢ubpatd ce cBbp3Ba MOHAKOrA ¢ MHONATHA, BKIIOYWTETHO
pabaoMHonu3a. PHUCKBT OT TaKuMBa CbCTOAHUA MOXKE Ja Ce TMOBHIUH TNpH eJHOBPEMEHHOTO
npwioxkeHue Ha GpROpaTH ¥ aropBacTaTHH. AKO €JHOBPEMEHHOTO NpHNAraHe HE MOXKe Aa ce u3berxe,
TpAbBa Aa ce mpwiara Hal-HUCKaTa TepaneBTHYHA N03a aTOpBAcTaTHH W nauueHTta TpsdBa na ce
MOHHUTOPKHPAa BHUMATENHO {BX. TO4YKa 4.4.).

EzeTuMmub

CaMOCTOATENHOTO [NIPHIOKCHHC Ha e3eTUMHO ce CBBbp3Ba C MHOIIATHA, BKNIHOYHTCIIHO pﬂﬁ,ﬂﬂMHOﬂH'Hﬂ.




Konecrunon
[[na3sMeHUTe KOHLEHTpALMM Ha aropBacTaTHMH W AKTUBHUTE MYy MeTabonuTu ca OuMnM No-HUCKH

(MpuONU3AUTENHO ¢ 25%) KOraro KOAECTUNON € MPUIAraH €IHOBPEMEHHO ¢ aTOpBacTaTHH. EdexTst
CIIpAMO JIMIMAHUTE HUBA 00aue ¢ OuUn no-uspaseH, KOraro ATOPBUH W KONECTUNON Ca [MPHJIAraHH
€AHOBPEMEHHO, OTKOJIKOTO NMPH CAMOCTOATENTHO NTPHIOKEHHE Ha ABETE JIEKapCTBEHU CPECTRA.

PycUAUHOBA KHCEIUHA

He ca nmpoBexAaHW NpOY4BAHMA HA B3aMMOICHCTBHATA HAa ATOPBACTATHH C GYCHUAMHOBA KHCENMHA.
Kakto ¢ ocraHanure CTaTUHM, MHUOMATHA, BKJIOUHMTENHO pabaoMuonuia, ca CbodlaBaHH npH
NOCTMAPKETUHrOBaTa yrnotrpeba nNpy €JHOBPEMEHHO NpHiaraHe Ha aTopBacTaTHH M (GyCHAOHOBA
KucenrnHa, MexaHu3MbT Ha TOBa B3aUMOAECHCTBUE HE € U3BecTeH. [lauueHTuTe TpadBa BHUMATENTHO 14
C& MOHHTOPHPAT U MOXe 1a ObAe YMECTHO BPEMEHHO NPEyCTaHOBABAHE NTPUEMA Ha ATOPBACTATHH,

KonxHUMH

BenpekH, ue He ca NMpOBEXAAHMU TpOYUYBAHUS 3a B3aWMOJACHCTBUATA HA ATOPBACTATHH ¢ KOJIXHLHH,
CbOOLUABAHM Ca ClyYyad Ha MHONATHA, KOTaTO aTOPBAaCTATHH € MpUJiaraH €1HOBPEMEHHO C KONXHIINH.
Heobxoanmo € noBULICHO BHUMAHHKE MPH [PEANHCBAHETO HA aTOPBACTATHH C KOAXHLMH.

HantoMuLivH: CboOuaBaHH Ca C1y4dn HA MUONATHA W/KAHW paDaoMHOIK3a [TPH CBBMECTHO
npunoxeHne Ha HMG-CoA peayxTtazHd HHXHOUTOPH (HANp. aTOPBACTATUH) U AANTOMULIMH, AKO
CHBMECTHOTO NMPHIIOKEHNUE HE MOKE Ja Oblae H30erHaro, ¢& Npenopbs4Ba NOAXOAALIO KIHHAYHO
HabnroacHHe (Bxk. Touka 4.4),

Egexm na amopsacmamun abpxy eOHOBPEMEHHO NPUNACAHYU JEKAPCMBEHU NPOOYKMU

JIMrOKCHH

[Ip# MHOroXpaTHO MPUIOKEHHUE HA AUIOKCHH €IHOBPEMEHHO ¢ 10 mg aTopBacTaTHH CTALHOHAPHUTE
KOHLEHTpalKWK HA AUIOKCHH C€ NOBUILABAT JeKO. [lauMeHTH, KOUTO NpUeMaT AWrOKCHH, TpadBa da
ObIAT BHUMATENHO NPOCICOABAHH.

IlepopanHy KOHTpaLETHBA
ENHOBPEMEHHOTO TNpWilaraHe Ha aTopBACTaTHH € NEPOPAICH KOHTPAUCNTUB BOAW 10O TIOBMLIIEHA
INA3MEHA KOHUEHTPALUA Ha HOPETUHAPOH H €THHUNECTPAAHOI.

BapgapuH

B KIMHHMYHO nNpoy4YyBaHE MpPH NALUMEHTH, NPUEMALLIN NPOOWDKHTENHA Tepanuad ¢ BapdapuH,
€IHOBpPEMEHHOTO npunarase Ha 80 mg aropeacTariH JAHEBHO ¢ BapdapuH MNPHYMHABA JIEKO
NMOHMXEHHUE OT 1,7 CeKYHAH Ha NpOTPOMOHHOBOTO BpPEME B ITbPBHUTE 4 AHHM HA NIEYEHUETO U BpbLIAHE
KBM HOpMaTa 10 |5-Tus feH OT JIeYEHHETO C aTopBacTaTHH. Bbopekn 4e MHOTO paaKo ca Cho0IHaBaHU
KIIHHHYHO 3HAYUMHU B3aUMOACHCTBUSA C aHTHKOAryjJaHTw, NPOTPOMOMHOBOTO BpeMe TpaOBa ma Obae
OnpeAeneHo MNpeaM 3anoyBaHe HAa ATOPBACTATHH MNpPH NALUMEHTH, NONy4YaBalld KyMApUHOBH
@HTUKOATYJTAHTH W JOCTATLYHO YECTO B HAYANIOTO HA TEPanuATa, 3a a € NMOACHIYPH, Y€ HE Bb3HUKBA
3HaYUMa NPoMsAHa B NpoTpoMOMHOBOTO Bpeme. Korato ¢e JokyMeHTHpa cTaOWNIHO MoTpoMOMHOBO
BpeMe, TO MOX€ Aa Oblie MOHHMTOPHPEZHO Ha UHTEpPBANH, KOMTO OOMKHOBEHO C€ MpEnopmuBar IpH
NalMeHTH Ha KYMaprMHOBU AHTUKOArynaHTH. [lo3ara Ha aTOpBacTaTHH HE Cce CBbpP3Ba ¢ KbPBEHE MJIH C
NPOMEHHU B RPOTPOMOKMHOBOTO BpeME NpH NALIMEHTH, KOUTO HE NPUEMAT aHTHKOAryNaHTH.

[leanarpdyHa nonynaunus

[IpoyuBaHHa BbLPXy JCKAPCTBEHHTE B3aWMOIEHCTBUA ca HM3BLPIUEHH E€AMHCTBEHO MpPH BbH3PACTHH.
Crenedra Ha B3aUMOJICHCTBHE B NEAMATPUYHATA MONyNaulus He € M3BecTHA. Tpabsa 1a ce WMar
MpeABUL MOPECNOMEHATUTE B3aUMOACHCTBHUA MPH BBIPACTHU W MPEAYNpEexkaeHUaTa B TOYKA 4.4 npH
MPIWIOKEHHE B MEAUATPUYHATA MOMYAALIHA.

Tabnuua 1: Edektd Ha eAHOBPEMEHHO  TNPWIAraHW _ JIEKAPCTBEHW  MPOAYKTH
dhapMakOKHHETHKATA Ha aTOPBACTATUH




EaHoBpEMEHHO ATOpDBaCTaTHH

npunaraH nekapcteeH | Jloza (mg) [Tpomsana B | Knunnyna npenopuka’

NPOAYKT H PEXHUM Ha AUC#

AO3HpaHe

Tunpanasup 500 mg | 40 mg ot aeH 1, T 9,4 nbTH Koraro €IHOBPEMEHHOTO

ABa mbTd | 10 mg ot aeH 20 npufiiaraHe ¢ aropBacTaTHH €

AHeBHO/PuToHasup 200 HeoOX0AMMO, HE  MNPEBHLI

mg ABa I'LTH AHEBHO, § apaiitc 10 mg aropsacTaTuH

AHH (o1 aen 14 no 21) agHeBHo.  [IpenopwuBa  ce

TenanpeBup 750 mg ua | 20 mg eadokpatda | T 7,9 nbTH KJIMHUYHO [MpOCliesBaHe Ha

8 daca 3a 10 aHu 1033 TE€3M MalUUeHTH.

[{uknocnopuy 5,2 | 10 mg Beanbx nHeBHO | T 8,7 mbTH

mg/kg/ned, nocrosHHa | 3a 28 oHK

103a

Jlonunaeup 400 mg | 20 mg BeaHbxk AHEBHO | T 5,9 nbTH Korato €IHOBPEMEHHOTO

ABA NBTH  IOHEBHO/ | 3a 4 AHM [pujiaraHe ¢ aTopBacTATHH €

Puronasup 100 mg asa HECODX0AMMO, CE NpernopbLUBaT

NbTH AHEBHO, 14 THH NO-HUCKH NOJABPXALM N034

Knapurpomuuud 500 | 80 mg BeaHwvk aHeBHO | T 4,4 NbTH Ha aropeactatuH. [lpu ao03m

mg ABa NbTH AHEBHO, 9 | 3a 8 AU Ha aTOpBacCTaTUH

JHH HaaBdmasamd 20 mg, ce
npenopbuBa KIIHHHYHO
NpocieAfABaHe Ha NalHeHTHTe.

CakBunaBup 400 mg | 40 mg BeaHBX AHEBHO | T 3.9 nBTH Koraro eAHOBPEMEHHOTO

IBa NBTH  JOHEBHO/ | 3a 4 OHM MPUJIAraHe ¢ aTOPBACTaATHH €

Putouasup (300 mg HeoOX0IUMO, Ce MpPENOPHLYBAT

ABa [TbTH OHEBHO OT MO-HUCKU MOJAbpXAILUKM d03H

JAHH 5-7, DOBULUEH 10 Ha aropsactaTtvH. llpu no3u

400 mg nBa 0bTU Ha aTOPBAaCTaTHH

OHEBHO HA /IEH 8), OHU HaaByiiapaii 40 mg, ce

4-18, 30 min cnen npenopb4sa KIIMHHYHO

n03aTa Ha NpOCNeaABAHE HA MAIIMCHTUTE

aTOPBACTATHH

Hapynasup 300 mg nsa | 10 mg Beanbx aHeBHO | T 3,3 NbTH

MBTH JAHEBHO/ | 3a 4 OHH

Putonasup 100 mg asa

NMbTH JHEBHO, 9 nHH

HUrpakonaszon 200 mg [ 40 mg epHokpatHa | T 3,3 NbTH

BCAHDK JHEBHO, 4 AHKH | Ao3a

Mozamnpedasup 700 | 10 mg BeaHsx ZHEBHO | T 2,5 NbTH

mg ABa ITbTH AHEBHO/ | 3a 4 NHM

Putonaeup 100 mg asa

NbTH JHEBHO, |4 OHH

Mdozamnpenasup 1400 | 10 mg Beaubx aHeeHo | 1 2,3 mbTH

mg ABa I'bTH AHEBHO, | 3a 4 SHH

14 nHK

Hendunasyup 1250 mg | 10 mg seauwx avesHo | T 1,7 mbtH HaMa crienManHB npenopbuKH

ABa M»TH OHeBHo, 14 | 3a 28 gHu

AHH

Cok ot rpeindpyt, | 40 mg, eaHokpatHa | T37% He ce npenopbLUBa

240 ml BEAHDBK | 1032 C¢AHOBpEMEHHHA [pPHEM Ha

JHEBHO¥ rONEMH  KOJMIHYECTBA COK OT
rpeRngpyT U aTOpPBACTaTALL

JunTnazem 240 | 40 mg, ennokpatHa [ T51% Cnen 33110‘13

TR




MEBEAHBXK OHEBHO, 28 | 0034 TEepanuATa WIK C/el NpOMAHA
OHH Ha A03UPOBKATA Ha
OMNITHA3eM, Ce MNpenopbypa
KIHHAMHO MpoCneasiBaHe Ha
NaLMEHTHTE.
EpurtpomuidH 500 mg | 10 mg, eadokpatHa | T33% [TpemopbuBa ¢€  MoO-HUCKa
YETUPH ITBTU OHEBHO, 7 | mo3a MAKCHUMAaJIHA 71033 U KIMHHYHO
JHH POCIICAABAHE Ha NALIHEHTHTE.
Amioaunud 10 mg, | 80 mg, eaHokpatHa | T 18% HsaMma cneudanHd npenopbKU
€AHOKpaTHa 1034 A03a

Llnmeruann 300 mg
YETHPH MbTH JHEBHO, 2
CeOAMMLUM

10 mg BeAHBXK AHEBHO
3a 2 CeAMMLIH

| no-Manko ot
1%

HsaMa cneunanHy npenopbku

AHH

AHTHaUUAHA 10 mg BeaHBAK AHEBHO | | 35% Hama cneuManHu NpenopbkKu

CyCIEeH3UA oT | 3a 4 ceamMuuUu

MATCHE3NEB H

AnyMUHHUER

xuapoxeun, 30 ml

YETHPH NbTH AHEBHO, 2

CSAMULIN

Edasupery 600 mg | 10 mg 3a 3 auu { 41% Hama cneunanHuy npenopbku

BSIHBXK JHEBHO, |4

AHU

Pudgamnua 600 mg |40 mg eaHokparHa | T 30% AKO €NHOBPEMEHHHAT NpHEM

BEAHBX AHEBHO, 7 OHM | Bo3a HE MOXe aa ce Huiberue, ce

(npueMdTe ca 10 npenopbLUBa KJIMHUYHO

 pa3iH4yHO BpEME) npocieAABAHE HA NALWEHTHTE.

Pudbamnua 600 mg [ 40 mg epHokparha | | 80%

BEIHbX IHECBHO, 5 IHHU | A03a

(MpueMHTE ca  no

Pa3/INYHO BpPEME)

['empubpoznn 600 mg [ 40 mg enHokpatrda | 1 35% [lpemopbuBa c¢ce  Mo-HHCKa

ABa MbTH IHEBHO, 7 | nos3a HayalHa 0032 H KIHHHYHO

OHY NPOCEAABAHE HA NALIMEHTHTE

Qenopuopar 160 mg | 40 mg eanokpatHa | T 3% [lpenopbuBa ¢€  MO-HUCKA

BEIHLX JIHCBHO, 7 IHM | A03a Ha4YaqHa 40328 H KJIWHHYHO
npocieasiBaHe Ha MALMEHTUTE

bouenpesup 800 mg [ 40 mg eaHokpatHa | T 2,3 mbTH [IpenopbuBa ce€  MO-HHCKA

TPH NOBbTH AHEBHO, 7 | A03a HauaqHa J[03a M KJIMHWYHO

NPOCAEAABAHE Ha TE3H
NalHEHTH. [Tpw
EAHOBPEMEHHOTO NPUIIOKEHHUE
¢ douenpeBup, AHEBHATA O03a
aTopBacTaTMH He TpaOBa na
npesuuiasa 20 mg

& CrToMHOCTHTE [aNeHH KaTo X-NbTM NPOMAHA, MPEACTABAT [POCTO CHLOTHOILLEHUE MEXAY

CBIILTCTBALIO MPWIaraHe H CaMOCTOATENHO NPUIAraHe Ha aTropeacTaTMH (T.€¢ 1 — nbr =

HAMA

npoMsHa). CroliHocTHTe, HadaeHH Kato % npoMAHA, APESACTAaBAT % pasnuka No OTHOLUEHUE Ha
CAMOCTOATENHO NpUNnoxeH aTopBacTaTuH (T.€ 0% = HAMa nmpoMsaHa).
" BxK. TOYKH 4.4 ¥ 4.5 3a KIHHUYHATA 3HAYUMOCT
*Cbabpxa €1HA MK NOBeYe CHCTARKH, KOUTO HHXUOupatr CYP3A4 u Morat aa MoBHUIAT Mha3MEHUTE




OPTOXHAPOKCH MeTaGonnt. ["onemu konuuecTBa cok oT rpeindpyr (Han 1,2 | aHeBHO 3a 5 IHH)
nosdwasa AUC ua aroppactatidH 2,5 neTM U AUC Ha akTUBHWTE CBHCTaBKM (ATOpPBAcCTaTUH M

MeTabonuTH).

» CyMapHa aTOpBACTATHH €KBUBANEHTHA AKTHBHOCT
[ToBULIEHNETO € 03Ha4YeHO KarTo ,,T", MOHMKEHUETOo KaTo ,,|™

Tabnnua 2: EdexT Ha aropBacTaTUH BbPXY (HAPMAKOKMHETHKATA HA €AHOBPEMEHHO MPUIOKEHU

NEKAPCTBEHH NPOAYKTH

ATOpBACTATHH ¥ | EAHOBpEMEHHO MPUIOXKEH NEKAPCTBEH MPOAYKT
CXEMa Ha J03upaHe Jlexapcten  npoxykt/Jo3a | [pomana B AUC* KnHHHYHH

(mg) NpenopbKH
80 mg  Beaubx | Hurokcun 0,25 mg Beaunx | T 153% [lauMeHTH npuemalld
nHeBHO 3a 10 aHu IHEBHO, 20 AHH IWrokCHH TpabBa na

ObOaT  BHHUMATEJIHO
npoCaeAsBaHK
40 mg  BeaHbx | Ilepopanuu  koHTpauerntusd | T 28% HaMma CMEeLHUATHH
IHCBHO 3a 22 OHH BEIHBX AHEBHO, 2 MECEUa T 19% NPEenopPbKH
- Hoperunapon | mg
-  EruHunectpaaunon 35
Ug

80 mg  BeaHbx | *DenailoH, 600 mg | T 3% Hama CRELHATHH
DHEBHO 3a 15 IHH €AHOKpaTHa 1032 npenopbKU
10 mg enHokpaTtHa | Tunpanasup 500 mg nBa | Hama npoMsaxa Hsama CneLHATHH
0033 neTH AHeBHO/PutoHasup 200 NpenopbKU

mg ABA TbTH JHEBHO, 7 NHH
10 mg  Beauwx | Mozamapenasup 1400 mg | | 27% Hsama CneLHanHy
AHEBHO 34 4 JHH JABa MbTH AHEBHO, 14 1HH NPENnopbKH
10 mg  Beanwx | PozanpeHasdp 700 mg asa | Hama npomsna Hama CneUHanHU
JAHEBHO 3a 4 IHH NbTH AHEBHO/PUTOHaBHp 100 Npenopbku

mg ABa MbTH RHEBHO, 14 JIHU

& CtolHOoCTHTE NaneHH Kato % npoMsiHa MpeAcTaBAT % pa3inka no OTHOIUEHHE HA CaMOCTOATENHO
NPUNOXKEH ATOPBACTATHH (T.€. 0% = HAMA MpoMsHA)

*EQHOBPEMEHHOTO NPWIAraHe Ha MHOTOKPATHU AO03W ATOPBACTATHH M (eHA30H MOKA3BaT MATbK HIIH
HEeJIONOBUM eeKT BhPXY KNHpbHCa Ha peHa3oH.

[ToBuILIEHHETO € 03HAYEHO KATOo ,, T, MOHWKEHHUETO KaTo ,,] ™.

4.6. QepTHAATET, OpeMEHHOCT H KbPMEHE

JKeHu ¢ neTepoieH noreHnyan
XKenute ¢ perepoaeH noTeHUMan TpAOBa Aa M3NON3BaT €(PEKTUBHA KOHTpALENLMA NCe BPEME Ha
neyeHueTo (BXK. Touka 4.3).

bpemMeHHOCT

ATOpBAcTaTHH € NPOTHBOIOKAa3aH Mo Bpeme Ha OpeMeHHOCT (Bxk. TOuka 4.3). bezonacHocTta nNpH
OpeMeHHHM XeHH He e ycraHoBeHa. He ca npoBekAaHM KOHTPONHPAHHM KIHHHYHHK MPOYyYBaHHA C
ATOpPBACTaTHH Npu OpeMEHHM KeHH. PAOKO ¢a nonyyaBaHW ChOOILUEHUS 3a BPOACHH aHOMANHU cliell
HHTpayTepuHHa excno3uums Ha HMG-CoA-peaykrazud HHXHOUTOpH. [1poyuBaHusaTa npa XHUBOTHH
MOKA3BaT PENPOAYKTUBHA TOKCHYHOCT (BX. TOUKA 5.3).




TpAOBANO Aa HUMA MaibK €dEKT N0 OTHOLIEHHE HA IOBNTOCPOYHUA PHUCK, CBbp3aH ¢ NbpPBMYHATA
XHUNEPXOIECTEPOJIEMHUSA.

Mo Te3su npuyuHKM ATOpPBHH He TpAbBa Ja ce npuaara npH sKeHH, KOUTO ca OpeMeHHY, ONHUTBAT ¢e Ja
3abpeMeHedT WM Noao3upar, ve ca OpeMenHH. Jleuennero ¢ ATopBHH TpsabBa na ce NpeyCTaHOBH 3a
nepioaa Ha OPEMEHHOCTTa MK AOKATO Ce YCTAHOBY JIKIICA Ha OpeMEHHOCT (BXK. TouKa 4.3).

KtpMmeHe

He e W3BeCTHO Janu IEKapCTBEHOTO CPEACTBO U META0OUTHTE MY CE EKCKPETHpAT B KbpMara.

[Ipy MIbXOBe MNa3MEHWTE KOHLIEHTPAUWM HA aTOpPBACTATHH W HErOBUTE aKTUBHH METAa0ONUTH ca
DAH3KH 10 Te3H B KbpMaTa (BxX. Touka 5.3). [lopaad BE3MOMHOCTTA 332 CEPHO3HU HEXENAHHU PeaKiiUH,
KEHHTE NpUeMally ATOPBHH, TpAOBa Ja NPEeyCTAHOBAT KbPMEHETO (BX. TOUKA 4.3). ATOPBACTATHH €
MPOTHBOTIOKA3aH M0 BpeMe Ha KbPMEHE. (BXK. Touka 4.3).

QDepTHIHTET
[IpoyuBaHMATa NpH XUBOTHH HE MMOKA3BaT BIMAHHE HA ATOPBACTATHH BBLPXY MBXKKHS W JKEHCKHS
(pepTUNUTET (BAK. TOUKA 5.3).

4.7. EdexTn Bppxy cnocobnocrTa 3a WwogHpane H padoTa ¢ MaALLLUHM

ATOpBHH He MOBJHABA WIH MMOBNUABA NpeHeOpexumMo crnocobHocTTa 32 WwodupaHe #4 padora
MalUHHH.

4.8. HexenaHU JIeKapCTBEHH peakU MU

Cnopen 6azara AaHHU OT maauedo KOHTPONMpaHH NpoyyBaHus ¢ aropsacratvH or 16 066 (8 755,
npueMald aToppacratH U 7311, npuemaiud nnainedo) maumeHtn, NeKyBaHH B MPOAB/DKEHHE Ha
cpeaHo 53 ceamuum, 5,2% OT nNauUEHTHTE HA ATOPBACTATHH €A NPEKPATHIH JNEUESHHETO nopaiu
HeXeJIaHM JIEKAPCTBEHH PEaKLIMU, B cpaBHEeHHE € 4% OT nauMeHTUTe Ha mnatedo.

B13 OCHOBA Ha JAHHHUTE OT KJIMHHYHH NPOYYBAHUA M OOLIMPHHA NOCTMAPKETHHIOB OMMT [O-AONY €
npeacTaBeH NPOQUIbLT Ha HEXENAHUTE JIEKAPCTBEHH PEaKUMK HAa aTOPBaCcTaTHH.

W3uNCNEHUTE YECTOTH HA HEXEeJaHMTEe JIeKapCTBeHR PEakUMM C¢a rpyNUpaHd CbriacHO clejHara
KoHBeHuuA: 4ectn (> 1/100 oo < 1/10); Heuwectn (= 1/1 000 no < 1/100); peaxn (= 1/10 000 no
< 1/1 000); muoro peaky (< 1/10 000); ¢ Heu3BeCTHA 4€CTOTA (OT HANMYHHUTE AAHHHK HE MOXe Na Obje
HaMpaBeHa OLICHKA).

Hugpexyuu u unghecmayuu
Yecmu: Ha30(apUHIHUT

Hapywenua na kpvema u aumgrama cucmema
Peoxu: TpoMOOLUTONEHHUSA

Hapywenus na umynnama cucmema
YHecmu: AJIEPry4yHH peaKLnu
Muoeo pedxu: anadpunakcus

Hapywenua na memabonuima u XpaneHemo
Yecmu: XHUNEPri1cKUuMHs
Hevecmu: XHNOTNMUKEMHS, MTOBUIUABAHE HA TEMNTOTO, AHOPEKCHA

[lcuxuunu Hapyuerus
Heyecmu: KoLIMapH, D€3CHLHUE




Hapyuwienusa na nepsnama cucmema

Yecmu: rinasobonue,
Hevuecmu. 3aMalBaHe, NAPECTE3NA, XHUNIOECTE3HUA, IUCTEey3UA, aMHE3UA
Peoku: nepudrepHa HEBpONATHA

Hapyuwienus na ouume
Hevecmu. 3aMbIJICHO 3PEHHE
Peoxu: 3PUTETHH HAPY LIEHUSA

Hapywienus na yxomo u aabupurma
Heuecmu. TUHHUTYC
Munoco peoxu: 3ary0a Ha ciyxa

Pecnupamopru, eprOHU 4 MEQUACTNUHAHY
Hecmu. (rapHHroiapMHreaita 0oka, EMUCTaKCHC

CmoMawHo-4pesHU HapyieHUs
Uecmu: 3aneK, QUIaTyNEHUMSA, INCNENCus, raacHe, nMapus
Heuecmu: noBpbluaHe, Oonka B ropHaTa # A0AHATa YacT HA KOpeEMa, OpHrBaHe, NaHKPEaTUT

Xenamobunuaprnu HapyuleHu.

Hevwecmu: XECMaTUT

Peoxu: X0NnecTasa

Muoeo peoxu: vepHOAPOOHA HEAOCTATBHYHOCT

HapyuieHus Ha Koxcama u NOOKOICHAMA MbKaH

Hevecmu. YPTHKAPHUA, KOXKEH 0OpHUB, IPYPHUTYC, &NONneLus. chpdex

Peoxu. aHTHOHEBPOTHYEH OTOK, OY/103€H JepMaTUT, BKIKYUTEIHO €pUTeMa MYITH(OpME,
CUHAPOM Ha Stevens-Johnson M TOKCHYHA €NKACPMAJIHA HEKPONW3a), NMXEHOHAHA
NEKAPCTBEHA PEeaKLIMA

Hapywenua na Myckyno-ckeremnama cucmema u Cb€0UHUMeRHama movkaH

Yecmu: MHANTHA, apTpanrus, 00/ka B KpaHHHUKTE, MYCKYJIHH CRa3MH, NOAYBAHE HA CTABHTE,
Ooska B repba

Hevwecmu: OONKH BLB Bpara, MYCKYy/Ha cnaboct

Peoku: MUONATHA, MHUO3UT, padaOMUONU3A, TCHAWHONATUA, T[OHAKOra YCIOXKHEHH C
pa3KkbCBaHE

C neuszgecmna vecmoma: UMYHOMEAHHPAHA HEKPOTU3INUPALIA MUOTIATHA

Hapyvwernus na b3npouszeodumertiama cucmema u 2spdama
Mrnoz0 pedku.: rUHEeKOMacTUSA

Obwiu HapyueHun u epexmu Ha MACmMomo Ha NPWIOHCEHUE
Hevecmu: HEPA3MOIOKEHHE, acTeHnA, 0onka B obnacTra Ha rpbAHMA KOLU, nepudepeH OTOK,

yMOpa, BUCOKA TeMNepaTypa

Hicredeanus

Yecmu: MOBUILEHA CTOWHOCT Ha 4YepHOApPOOHHUTE (PYHKUHOHAIHH MOKa3areNnH, IOBULIECHA
CEpPYMHA KpeaTHHKHHA3A.

Heuecmu: NEBKOLIMTH B YpUHaTa

Cv00o6U HapyweHus.
Peoxu: BaCKynur




Kakto u npn apyrute HMG-CoA-peaykTtazHH HHXHOWTOPHM, 0NPH [ALHEHTH, JIEKYBaHH C
aTOPBACTATHH, € ChOOLLABAHO 332 MOBHIUCHH CEPYMHH TpaHCaAMHMHA3K. Te3d NpoMeHH 0OMKHOBEHO Ca
OUNH Jex¥ W NPEXOJHM M He ca Hanaraid NpeycTaHOBABaHe Ha TepanudaTta. KIHHMYHO 3HAYWMMM
(noBeye OT 3 MBTH HaJ ropHaTa rpaHRLAa HA HOPMATa) NMOBHUILIEHUA HA CEPYMHHUTC TpaHCaMMHa3M ca
ycTaHoBeHH mnpH 0,8% oT OonnuTe HA JE€YEHME C ATOPBACTAaTHH. Te3d MOBHILCHMS ¢a OHIIH
N0303aBUCUMH Y 00paTUMU IPH BCHYKH NALIUEHTH.

[ToBneHd HHBA Ha cepymHaTta xpearMHkuHaza (KK) 3 meTH Hap ropHara rpaHMlia Ha HOpMarta ca
YCTAHOBEHH MpH 2,5% oT OONHUTE Ha JIeYeHHE ¢ aTOpBacTaTdH, noaodHo Ha apyrure HMG-CoA-
peayKTa3HH HHXHOUTOPH B KIIMHHYHHU Npoy4uBaHuA. Huea, 10 mbTH NO-BUCOKH OT FOpHATA rpaHula Ha
HOpMaTa, € umMao ¥ npu 0,4% oT NeKyBaHHUTE ¢ aTOPBACTATHH NALIMEHTH (BK. TOUKa 4.4).

[TeanaTpuyHa Nonyaalus

Knuanynata Oasa JaHHU 3a O€30MacHOCT BKNIOYBA JaHHH 3a 0e30nmacHOCT npu 249 mauueHTH B
IETCKa BL3PAcT, KOWTO Ca NOJyYaBalid aTOpBAacTATHH, OT KOUTO 7 MalMEHTH ¢a OuiK noja 6-ronuiiHa
BB3pacT, 14 MmauueHTH Ha BB3pacT MExAy 6 U 9 rogwHu, u 228 nauneHTy ca Ownd mexnay 10 u 17
TOAUHU.

Hapywenus na nepenama cucmema
Yecmu: rnasobonue

CmomMamno-4pesrHYU HAPYWEH U

Yecmu: abnoMmuHanHa 6onkKa

Hzcnedsanun

Yecmu; NOBULIABAHE HAa aJaHUHAMMHOTpaHcdepazara, [TOBUHMIABAHE Ha CEPYMHATA
KpeaTHHKYHA3a.

Bb3 OCHOBAa Ha HaNUUHWTE JAHHHM ce OYAKBA YECTOTaTa, BUOBT H TSKECTTA HA HEKENAaHUTE peakiluu
npu Aeua aa 6bJAT ChIUMTE KaTo MpH Bb3pacTHU. [loHacTosILEM HfMA FONAM OfMUT 110 OTHOLUIEHHE Ha
0e30nacHOCTTa B ABJTOCPOUYEH I/1aH NPH NEeAUATPUYHATA MOy ALy,

[Mpy NpUNOKEHHETO HA HAKOH CTATHHH ¢a CHOOLIABAHU CICOHHTE HEMENaHU ChOUTUS:
e Hapyumena cexcyanHa (pyHKLUNA;
e Jlenpecus;
e OtTaenHu ciyyad Ha WHTEpcTHLManHa OenoapobHa Oogsect, ocobeHO NpH ABATOCPOYHA
Tepanus (BX. To4ka 4.4);

¢ 3axapeH apuabet. YecToTaTa LIE 3aBUCH OT HATMYUETO WIH OTCHCTBHUETO HA PUCKOBH (QaKkTOpH
(rMroKxo3a Ha rmagdo > 5,6 mmol/l, BMI > 30 kg/m?, noBuiueHH TPUrMULEPHAH, aHAMHE3a 34

XUIEePTOHHA).

Cbo01iasaHe Ha NOAO3IUPAHH HEXETAHU PeaKLIUU

Cpo01aBaHeTO HA NOJO3HPAHH HEXEIAHU PEaKlMM ClIe] pa3pellaBaHe 3a ynoTpeda Ha JeKapCTBEHUS
npoAYKT € BakHo. ToBa Mo3BoigBd A2 OPOAb/IKH HabAIOAEHHETO Ha CHOTHOLUEHUETO MON3a/pUCK 3a
NeKapcTBeHUA TPOAYKT.  HexkenanuTe peakuwd Moxe Aa ObaaT cCboOOILIEHH OHPEKTHO Ha
HM3nsauauTenna arenuuys no gekapcersara (MAJI):

BbJIT"APHUA, Codua 1303, yn. Jamsan ['pyes 8
Ten. +359 2 8903555

en. nowua: bdai@bda.bg

yeOcaiT: www.bda.bg




4.9. Mpeaoznpane

CneundruHO JIeUeHHe Npy Npefao3dpaHe Ha ATOpBUH HAMa. [1pu npeno3upaHe nauMeHTsT TpAGBA na
Obae JeKyBaH CUMNTOMATHYHO U A3 Ce MPEANpUEMAT MOALbPHKALIM MEPKU cropel HEOOXOAUMOCTTA.
Tpabsa ga ce HanpaBAT 4epHOAPOOHU (PYHKLMOHATHHM TECTOBE M J1a CE MOHWTOpPHpAT HHUBATa Ha
cepymMHara KK. [lopaay sucokaTa crened Ha CBbP3BaHC HA aTOPBACTaTHH C IUIa3MEHHUTE NPOTCHHH HE
Ce 0YaKBa XEMOIHAJIM3aTa 14 YCKOPU 3HAYHUTENIHO KNMPBHCA HA ATOPBACTATHH.

5. MAPMAKOJOINHUYUHU CBOUCTBA

5.1. DapmMaxoAHHAMHMHH CBOWCTBA

MdapmakoTepanesTHyHa rpyna: Jlexapcrea, perynupawn saunvautre, HMG-CoA-penykraznu
uaxuburopyu, ATC xoa: CI10AAQDS

ATOPBACTATHH € cenekTuBeH, koMmneTutneeH HMG-CoA-peaykTaseH MHXHOUTOP, CKOPOCTONpEAEN AL
€H3UM, OTIOBOPEH 3a NPEBPHILAHETO HA 3-XMUAPOKCH-3-METHI-TNYTapHIKOSCH3MM A 10 MEBAJIOHAT,
[PEKYPCOP Ha CTEPOANTE, BKIIIOYHUTENHO HA XONECTEpoa. TpUIITHLIEPHAUTE U XONECTEPONBT B YEPHHA
Apo0 ce BKNIOUBAT B CHCTABA HA JIMMONPOTEUHH ¢ MHOro Hucka naskTHOCT (VLDL) u ce otaensT B
1a3Mara 3a npeHaciHe 0o nepudepHHTE ThKaHW. JlunonporenHure ¢ Hucka nnsTHoOCT (LDL) ce
o6pasyBar or VLDL u ce karabonnanpar npean BCUUKO Ype3 pEeLENTopy ¢ BUCOK aprHUTET KhM LDL
(LDL peuenTtop).

ATOPBACTATHH MOHWXKABA [U1A3MEHMTE HUBA HA XOJIECTEPOT1A H NHMONPOTEHHUTE Upe3 HHXHOUpaHe Ha
HMG-CoA-peaykrasata v nocineapaiiata OMOCHHTE3a HA XOJIECTEPON B 4EpHUs Opod M yBEnHuaBa
Opos Ha YepHOApoOHHTE peuenTopd 3a LDL BbpXy KneThuHATa NOBBPXHOCT 33 YCHICHO YCBOABAHE U
katabonunibvM Ha LDL.

ATopBacTaTHH HamansBa oOpasyBaHero Ha LDL W Opos #Ha LDL-uactvuure. ATOpBacTaTHH
MPHYMHABA 3HAYMTEIIHO M JBJArOTpailHO NMOBULUABAHE HA AKTUBHOCTTA Ha peuentopute 3a LDL,
MPUAPYXKEHO C OnaronpHATHa nNpoMsHa B KauyecTBOTO Ha uvpkynupamute LDL-gactHum.
ATOpBacTaTUH € epukaced 3a nouHuxasaHe Ha LDl.-xonecrepona npH nmauMeHTH ¢ XOMO3WIOTHA
daMHUIIHA XHUMEPXONECTEPOSIEMHA — rpyna 60NHH, KOUTO OOMKHOBCHO HE C€ BIMAAT OT MOHHXKABallH
NTUNUINTE JIEKAPCTBA,

YCTaHOBEHO €, Y€ aTopBacTaTHH NMoHWxaBa obuims xonecrepon (30-46%), LDL-xonecrepona (41-
61%), anonunonporedd B (34-50%) w tpurnuuepupure (14-33%), KaTo ChIUEBPEMEHHO BOAH N0
papuabundy noBumedsua Ha HDL-C u anonunonporeddH A; B 003a-3aBUCHMMO Npoy4BaHe. [e3u
pe3yNTaTH C€ MOTBbPXKIAaBaT NPH MNAaLMEHTH C XETEPO3UIroTHA (aMWIHA XHNEPXOJECTEPONIEMHA,
HepaMUIHA XHUMEPXOJIECTEPOJIEMHA W CMECEHA XHOEPIMIIMAEMHA, BKIHUYHTENHO NALHEHTH C
HEWHCYNHMHO3ABUCUM 3axapeH auader.

JlokazaHo €, 4e nOHWKEeHWeTo Ha obumna xonecrepon, LDL-xonecrepona u anonunonpotenH B
HaMansABa PUCKa OT CbPAECYHO-CHJA0OBH HHUMKAEHTH H CbPASHHO-ChI0BA CMBPTHOCT.

XoMO3UroTHa (haMJIHA XUIIEPXONECTEPONECMUS
B MyATHLEHTPOBO OCEM CEIMHYHO OTBOPEHO MpPOY4BaHE 3a MWIOCHPAHA ynorpeda ¢ ¢pakynTaTHBEH

yAbIDKEH NEPHO ¢ pa3iiyHa MPOIb/XKHTETHOCT, ca OUITH BKIKO4YCHH 335 nauveHTH, 8% oT KOUTO ca C
yCTaHOBEHA XOMO3MroTHa ¢damunHa xumnepxonectepoiieMus. [lpy resd 89 nauMeHTH, CpedHOTO
noHwxkeHne Ha LDL-xonecrepona e npubnusutenHo 20%. ATopBacTaTud € npunaraHd B 1034 Ao 80
mg/OeH.

ATEPOCKAEpO3a




B knunnunoto npoyysase REVERSAL (Reversing Atherosclerosis with Aggressive Lipid- Lowering
Study — PeBepcus Ha aTepocknepo3aTa 4pe3 arpeCHBHO JIMITMAHO NOHWXKaBaHe) eexTbT Ha
MHTEH3HBHO TIOHWXKaBaHe Ha JNHUNMAMTE C artopBacTaTHH 80 mg M CTaHAapPTHO [MOHHXKABAHE HAa
NUNUWAMTE ¢ npaBactatiH 40 mg npd KOpOHAapHa aTepockiiepo3a € OLEHeH 4pe3 BBTPECH/0BO
ynTpa3sykoso uicnensate (IVUS) no Bpeme Ha aHriorpadus npy MauMeHTH ¢ UcxeMuuHa bojecr Ha
cbpuero (MBC). B ToBa paHaoMu3dpaHo, ABOHHO-CIIANO, MYJITHUEHTPOBO, KOHTPOJINPAHO KIMHHYHO
npoyuBaHne, IVUS e HanpaBeHO B Ha4anoTo Ha NpoyuBaHeTo M Ha 18-usa meceu npwn 502 nauueHTH. B
rpynara Ha atopBacTaTiH (n=253) HAMA MPOTpPeECHs Ha ATEPOCKIEpO3aTa.

MenunaHaTa Ha MPOUEHTA Ha NMpoMsHa B 0011Mg 00eM Ha aTEPOCKNEPOTHYHATA IU1AKa OT HAYANIOTO HA
npoyuBaHeTo (MbPBHYEH KPUTEPHIt Ba npoyusaHeTo) e -0,4% (p=0,98) B rpynara Ha aTopBacaTHH H
+2.7% (p=0,001) B rpynara Ha npaBacTaTtuH (n=249). B cpaBHeHue ¢ npaBacTaTHH, ePeKTUTE Ha
aATOpBACTaTHH ca craTHcTRYeckd 3HauuMu (p=0,02). EdexkTbT Ha HHTEH3UBHOTO JIMIIKUIHO
NnoHMKaBaHe BbPXY ChPAEUYHO-CHAOBATA KpaitHa Touka (Harp. HEOOXOAHMMOCT OT PEBACKY/IapH3allus,
HedaraieH MHoKapacH HH(APKT, KOPOHAPHA CMBPT) HE € M3C/IenBad B TOBA NpOYYBaHe.

B rpynata Ha aTopBacatii LDL-xonecTeposbT ¢e € NOHHXKKA A0 cpeaHaTa croliHocT ot 2,04 mmol/L
+0,8 (78,9 mg/dL. £30) cnpamo u3xoaHata croiHocT ot 3,98 mmol/L. 0,7 (150 mg/dL +28), a B
rpynara Ha npaBacTaTdH LDL-XonecreponsbT ¢ € MOHWXKUN 10 cpeaHaTa cToiHocT ot 2,85 mmol/L
+0,7 (110 mg/dL +26) cnpamo wu3xoaHata crodiHOCT oT 3,98 mmol/L £0,7 (150 mg/dL. +26)
(p<0,0001). ATopBacTaTHMH CBILUO Taka 3HAUYMTENHO € HAMAIMA CPEAHMTE CTOMHOCTH Ha OOWHA
xonecrepon ¢ 34,1% (npaBacrartuH: -18,4%, p<0,0001), cpeanuTe HuBa Ha Tpurnuuepuante ¢ 20%
(npasactatuH: -6,8%, p<(,0009) u cpeanus anoaunonporend B ¢ 39,1% (npasacratud -22.0%,
p<0,0001). AtopeactatuH ¢ nmosuwnn cpeaHuss HDL-C xonecrepon ¢ 2,9% (npaeacratun +5,6%,
p=NS). Uma cpenHo HamaneHue oT 36,4% ua C-peakTHBHMS NPOTEUH B rpynara Ha aToOpBaCTATHH B
CpaBHEHME ¢ HamajieHKe OT 5,2% B rpynara Ha npasactatis (p<0,0001).

PesyataTture oT npoy4yBaHeTO ¢a NoayuyeHH npy Ao3dpoBka oT 80 mg. CneaosarenHo, T€ HE MOrar Ja
C€ €KCIUTOATUPAT BbPXY INMO-HHCKHUTE TO3HPOBKH.

[TpodunuTte Ha 6€30MaCHOCT M MOHOCHMOCT B ABETE JICKYBaHU IPyNU ca OWIH CPaBHHMH.

EdekTbT OT MHTEH3MBHOTO NMOHHXXAaBaHe HA NMNUAMTE BLPXY OCHOBHHTE CbPAEYHO-CLAOBU KpaiiHH
11€JIM HE € U3CJIEABaH B TOBA MpoyusaHe. ETO 3au10 K1MHUYHATA 3HAYMMOCT HA Te3H ,,BhoOpakaeMu™
pe3yNTaTH 10 OTHOLIEHHE Ha NbPBHYHATA W BTOpHMuMHATA MNpOUIAKTHKA HA CbPAECYHO-CHAOBH
CbOMTHA HE € U3BECTHA.

OcThp KOpOHAPEH CHHAPOM
B npoyusanero MIRACL ce oueHnssa aropBactatud 80 mg npu 3086 nmaumeHtd (aropBacTaTHH

n=1538; nnanebo n=1548) ¢ ocTbp KOpOHapeH cUHApOM (non-Q MuOKapaeH HHQAPKT WIH
HecTaDWNMHa aHryHa rMekTopuc). JleweHHeTo e 3amo4yHaTo MO BpeMe Ha octpa dasa cnen
XOCNUTATH3IMPAHE U € MPOARMKUNO 3a nepuold oT 16 ceamuuy. JleyeHueTo ¢ atopractaTHH 80 mg
JIHEBHO YBE/IMYABA BPEMETO AO MOABA HA KOMOMHUpaHaTa MbpBMYHA KpaliHa TOYKa, ONpEAeeHa KaTo
CMBPT, HE3ABUCHMO OT NpPHUHHATA, HedaTaIeH MHUOKAPJACH HH(APKT, pECYCLUMTHPAH ChPACUEH apect
WKW aHIHHA TICKTOPHC C JAHHW 3a UCXEMHA HAa MHOKapaa, Hajlaralua XOCNHTAIW3aLUMA, NoKa3sBaHKH
pelyKuds Ha pHcka ¢ 16% (p=0,048). ToBa e¢ npeauMHO BCNEACTBHE Ha 26% peaykuua Ha
PEXOCNHTANM3AUMATA 32 aHIMHA NEKTOPHC ¢ AaHHHW 3a Mcxemua Ha muokapaa (p=0,018). Hpyrure
BTOPUYHH KpaiHHW LIENM HE JOCTHraT CTAaTHCTHYECKA 3HAYUMOCT caMu no cede cu (oduo: mnnauedo:
22,2 %, atopBacTaTiH: 22,4 %).

[MpodunbT Ha Be30naCHOCT HA aTOPBAcTAaTHH B nNpoyuBaHeTo MIRACL cboTBETCTBA HA OMHCAHUAT B
Touka 4.8.

[IpodunakTHKa Ha CbpPACUYHO-CBAOBO 3a00NaBaHE




EdekTbT Ha aTopBacTaTHH BuLpXy (aranHa ¥ HedaTaTHA UCXEMHUYHA DONECT Ha CLPLETO € OLIEHEH B
pPaHAOMH3UPaHO, ABOHHO-CNANO, IMNALEOO-KOHTPOJNIMPAHO NPOY4YBAHE, AHIO-CKaHAMHABCKO
NPOyYBaHE 3a ChPAEUYHO-CHAOB H3X0A — KIOH ¢ MoHMxaBaHe Ha jaunuaute (Anglo-Scandinavian
Cardial Qutcomes Trial Lipid Lowering Arm (ASCOT-LLA)). [TauuentuTe ca ¢ xuneprouus, 40-79-
FOOMIIHKM, O€3 MpeAXOReH MHOKAapAeH MH(APKT WM JIEYEHUE 33 CTEHOKApAMs W C HMBA Ha oOil
xonecrepoa (OX) <6,5mmol/l (251 mg/dl). Bcuukyn mnauveHTH c¢a  uManud  Hal-manko 3
NpeaBapHTENHO AePHHHpPAHH CLPACHHO-CHIOBH PHCKOBH (AKTOPH: MBKKK MOJ, Bb3pACT =53
roavHy, nyueHe, auader, aHamHesa 3a UBC npu poacrseHnk oT nupBa nuHua, OX:HDL-C> 6,
neprugepHo cLAOBO 3abonaABaHe, NCBOKAMEpHA XUnepTpodus, NpeaxoaeH MO3bYHO-CbIOB WHLU/EHT,
cneuupruHa EKIT aHomanusa, npoTeuHypus/anOyMuHypua. He BCHUKH BKJIIOYEHM MNAUMEHTH Ca
MPCUCHEHH KATO NMAallMEHTH C BUCOK PUCK 33 ITbPBH ChPACYHO-CHI0B UHLIH/EHT.

[ManueHTHTE Ca NEKYBaHU ¢ AaHTHXHACPTEH3UBHA Tepanus (WIY cXeMa, OCHOBABAIlA C€ Ha AMJIOAMIIHH,
WIM CXeMa, OCHOBapallla ¢e Ha areHonon), 8 KoMOMHauMs WiIM ¢ artopactaTH 10 mg nHeBHO

(n=5,168) unu mianedo (n=5,137).

EdexTbT HAa HaMansBaHe Ha aOCONTHUA W OTHOCUTETHUA PUCK NPH ynoTpeba Ha aTOPBAaCTAaTHH € OUn
KaKToO ¢/eaBa:

Hunnaenr OTHOCHTEAHO bpoii Ha AGCONIOTHO CrofiHocT HA P

HaAMAaJeHHe HA | HHONHUAEHTHTe HaMaJleHHe Ha

pucka (%) (aTopBacraTun | pucka' (%)

crpamo niaaiebo)

Qaranna HBC mmoc | 36% 100 cipamo 154§ 1,1% 0,0005
Hedataies MU
06w cupaeuHo-cba0BH | 20% 389 cnpamo 483 | 1,9% 0,0008
MHLUWIEHTH H
pEBACKYNApU3ALUOHHHU
npoLeaypH
Obwio KOpoHapHHu | 29% 178 cnpamo 247 | 1,4% 0,0006
WHLIUEHTH

'Bb3 ocHOBA Ha pasnukara B ofuiara 4ecTOTa HAa MHUMACHTHTE, HaOMIOAaBaHH TNpPU CPEdHO
npocieaspale ot 3,3 roguHH.
MBC — nucxemuuna donecr Ha copueto; MU — MmuokapneH nHdapkr.

Obmara CMbPTHOCT H ChPASYHO-CBHOBATA CMBPTHOCT HE €A OuAM 3Ha4MMO namancHu (185 cnpamo
212 nnumpeHTa, p=0,17 u 74 cnpsamo 82, p=0,51). B ananu3a Ha noarpynara rno non (81% Muxe, 19%
end) OnaronpuaTten edekT Ha atopBacTaTHH € Oun HabnionaBaH NpM MBXETE, HO HE MOXe Oa Ce
YCTAHOBH NpPH KEHWTE, BEPOATHO MOpajdd HUCKATa YECTOTR HAa MHIMASHTH B XKEHCKAaTa noarpyna.
OOwara U CbpAeYHO-CbAOBATA CMBPTHOCT € YHUCJICHO MO-BUCOKA Npu skeHure (38 cnpamo 30 u 17
cnpaMo 12), HO ToBa He € OMNO CTAaTUCTHYECKH 3HAUYMMO. MMano e 3HAUMTENHO TepancBTHYHO
B3aHMMOJEHACTBHE OT CTPaHAa HA OCHOBHATA AHTHMXMIIEPTEH3UBHA Tepanua. [IbpBHYHATA KpaiiHa TOYKa
(parana UBC nnioc Hedaranen MHM) e 3HauWmo peaylMpaHa OT aTOpBAacCTATHH NMpH MALUEHTH,

nexkyBanu ¢ amnoaunui (HR 0,47 (0,32-0,69), p=0,00008), HO He K NpH TE3H, NEKYBAHHU C ATCHONO
(HR 0,83 (0,59-1,17), p=0,287).

EdexThT Ha aropsacTaTMH BbPXY ¢aTtaniHo W HedaTaTHO CbPACYHO-CBAOBO 3a00N8BaHE € CbIUO
OLIEHEH B PaHAOMH3HPaHO, ABOMHO-CNANO, MYITHLECHTPOBO, MI1aueOO-KOHTPONUPAHO NpOYUBAHE,
“[IpoyyBaHe Ha atopsactatuH npu auaber™ (Collaborative Atorvastatin Diabetes Study (CARDS))
npyd naumeHTH ¢ TN 2 guaber, 40-75-roguwny, 0€3 npeOXoiHa aHaMHe3a 3a CBhPACYHO-CHAOBO
jabonseaHe ¥ ¢ LDL-C <4,14 mmol/l (160 mg/dl) w Tpurnvuepray <6,78 mmol/l (600 mg/dl).
Bcyuku mauueHTH ca uMalk noHe 1 oT cieAHUTE PUCKOBH (PaKTOPH: XHINIEPTOHHA, HACTOALLO MYILEHE,
PETHHONATHA, MUKPOANOYMUHYPHS WIN MaKpoanOyMUHYpHS.

MEMaHa Ha MpocaeaapaHe orT 3,9 roardHu.




EdekTbT Ha HamansaBaHe Ha a0COMOTHHA U OTHOCHTENHHA PUCK ¢ ATOPBACTATHH € OU KaKTO crieABa

HuumpeHr OTHOCHTEOHO bpoii ua AGcoOTHO CrotiHocT Ha p
HAMAJIEHHEe Ha | HHUHIEHTHTE HAMAJIEHHE H3A
pucka (%) (aTopBacTaTun | pucka' (%)
CNPAMO N1auebo)
["onemu CbhpiieuHo- | 37% 83 cnpamo 127 3,2% 0,0010
CbIOBH MHUUICHTH

(hbataner M HedaraneH
OMMH, ux MH, BHe3zanHa
HNBC cMmbpT, HecTtabunHa
CTEHOKAPAHA, CABG,
PTCA, peBacKkynu3aLu,

MHCYJIT)

MH (haraneH n| 42% 38 cnpsamo 64 1,9% 0,0070
Hedaraned OMM, Tux

MH)

Hucyntv (daraniu u | 48% 21 cnpamo 39 1,3% 0,0163
HegaTalHH)

'Bb3 OoCHOBa Ha pasnukara B o0IlaTa uYecTOTa Ha WHUMAEHTHTE, HabmomaBaHH npy CpeaHo
npocneasBaHe ot 3,9 roonHu.

OMH-octep muokapaeH uHdpapkr, CABG - xopoHapeH aprepuanen Oaidnac; MbC — ucxeMuuHa
bonect Ha ¢bpuero, MU-muokapaeH uHdapkT; PTCA — nepkyTaHHa TpaHCIyMUHA/HZ KOpOHapHa
AHCHOITACTHKA.

Hsama nokazatencTso 3a pa3nuka B epeKTa OT ASUYEHHETO Cnopea nona, Bb3pacrTa WIKW H3XOAHOTO
HuBo Ha LDL-xonecrepona Ha nauueHTta. bnaronpuarHa TeHaeHUMs € HabmiogaBaHa [0 OTHOLUCHHE

Ha HMBOTO Ha CMBPTHOCT (82 CMBPTHHM Ciayyau npu mnauebo rpynara copsMo 61 B rpynmarta Ha
atopsacraTvH, p=0,0592).

Peunansupaul MHCYT
B npoyusaHneTto [IpenoTeparaBaHe Ha HHCY/IT Ype3 arpeCUBHO HaMangBaHe HA HHBATa Ha XonecTepoJsia

(Stroke Prevention by Aggressive reduction in Cholesterol Levels (SPARCL)) e oueneH edexTsT Ha
atopeacTaTul 80 mg NHEBHO WY MNauedo NO OTHOLICKHE MOABATA HA MHCYNT NpH 4731 MaUKEHTH C
HHCYNT WIH npexoaHa ucxeMuyHa araka (T1A) B paMkuTe Ha npeaxoaHuTe 6 Meceua U De3 aHaMHesa
3a MBC. [Taunenture ca 60% Mbxke, 21-92 roanHy (CpeaHa Bb3pacT 63 rojAMHU) U U3XOAHO HUBO HA
LDL cpeano 133 mg/dl (3,4 mmol/l). Cpeanara crofinoct Ha LDL-C e 6unna 73 mg/dl (1,9 mmol/l) no
BpeMe Ha Ne4yeHneTo ¢ atopBactatuH ¥ 129 mg/dl (3,3 mmol/l) no BpeMe Ha neyeHHeTo ¢ mialedo.
MenuvaHnarta Ha npocneassaHe € 4,9 ronuHH.

ATopsactatu 80 mg ¢ HaManuN prcKa OT NbPBUYHATA KpaliHa TOUYKA QaTancH M HedaTaneH UHCYIT C
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 cnen ananTupaHe Ha
W3XOAHWTE XAapaKTepPHCTHKW) B cpaBHeHHMe ¢ nanuebo. OOwara cmuprHoct € 9,1% (216/2365) nipu
aropBacTaTHH cnpsmo 8,9% (211/2366) npu nnauebo.

B post-hoc aHanuz atopBactatud 80 mg e HaManunu yecrorara Ha UCXeMHUUeH HHcynaT (218/23635,
9,2% cnpamo 274/2366, 11,6%, p=0,01) n € NOBHLIKA YECTOTATA HA XEMOpAruueH UHCYNT (35/2363,
2,3% cnpsaMo 33/2366, 1,4%, p=0,02) B cpaBHeHHe ¢ maueho.
¢ PHCKBT OT XeMopardiyeH HMHCYJIT € MOBHIICH NPH MAaUMEHTUTE, KOUTO ¢a ¢ MpeAllecTBaiy
XeMOparMueH MHCYIT MpH BKIIOYBaHE B npoyuBaHeTo (7/45 npu aropeactarud cripamo 2/48
npn nmanuedbo; HR 4,06; CI 0,84-19,57) n pUCKBT OT HCXEMUUYEH UHCYNT € CXOIEH B ABETE
rpynu (3/45 npu atopBacTaTHH cnpamo 2/48 npu mnauebo; HR 1,64; 95% Cl, 0,27-9,82)
® PUCKBT OT XeMoparddeH WHCYNT € MOBMWWEH [PH MAUKMEHTH, KOHWTO Ca ¢ NpeilJecTE
naKkyHapeH uH$papkr npu BisnousaHe B npoyuBaHeTro (20/708 npu aropBacTg
4/701 npu nnauebdo; HR 4,99; 95% Cl, 1,71-14,6), Ho pyCKBT OT HCXEMHYECH KK




MAlHEHTH Cbilko € Hamanan (79/708 npu aropsactarud cnpamo 102/701 npu nnauedo; HR
0,76; 95% CI, 0,57-1,02). Bbp3MOKHO € KpalHMAT PUCK OT WHCYNT Ja € MNOBHIUEH MNpPH
MALMEHTUTE ¢ NMPEXOACH NaKyHapeH HHQAPKT, KOUTO noay4asar atopsacratud 80 mg Ha jeH.

OoOwara cmbprHocT € 15,6% (7/45) npu nedeHde ¢ aropsactatiH cnpsaMo 10,4% (5/48) npwu
npuiarade Ha mnauebo B Mnoarpynara nauMeHTH ¢ MpeaxojeH XxemopardueH MHcynt. OOuwara
cMBepTHOCT € 10,9% (77/708) npu aropracratun cnpsamo 9,1% (64/701) npu nnauedo B noarpynara
MALUKEHTH C NPEAXOAEH TaKyHapeH NHPApPKT.

[TeanarpyuyHa nonynauus
Xemepozucomua gamuina Xunepxonecmepoiemus hpy neguampuyny_nayueHmu Ha ev3pacm 6 - 17

COOUHU

[lpoBeaeno ¢ 8-ceAMM4HO OTBOPEHO MPOYUBAHE 332 OLEHKa Ha (apMakOKHHETHKaTa,
papMakogHHaMUKaTa, 6€30MacHOCTTa H NOHOCHMOCTTA Ha aTOPBACTaTHH MPH Aeua ¥ NMoApacTBalIM C
EHETUYHO AOKa33HA XETEPO3UroTHa GaMHIHA XHnepxoyecTeposieMus U 6a308u cToiHOCTH HA LDL-
C>4 mmol/l. TlpoyuBaneto ofxpama 39 neua U noapacTBallM Ha Bb3pacT OT 6 no |7 roauHu.
Koxopra A Bxknwusa 15 aeua, Ha Bb3pacT 6 — 12 roauHyd B nbpBU ctagui no Tanner. Koxopra b
BKAIOUBA 24 neua Ha Bu3pacT 10 - 17 roauHu 8 ctanuii no Tanner >2.

HauanHara 103a aTopBacTaTuH B KOXOpTa A € 5 mg AHeBHO noa ¢gopMara Ha TabneTka 3a QbBYEHE H
10 mg nHeBHO nox dopmara Ha punmupasa Tabnerka B koxopTa b. JlaneHa € Bb3MOXKHOCT HaYanHara
003a Ja C€ YJABOH, aKO He € A0CTHrHata croifHocT 3a LDL-C <3,35 mmol/l va yeTBbpTa ceammnua wn
aKO ATOPBACTaTHH Ce noHacs A00pe.

Cpeanure crottHocty 3a LDL-C, TC, VLDL-C, n Apo B ca Hamanenu npe3 BTopaTta ceiMHdLia Opu
BCUYKM nauueHTd. [IpM nauueHTH, HA KOWTO po3ara € Ouna yaBoeHa, € Owio HabnioaasaHo
OOMLITHUTEIHO HaMaJleHHe HAa CTOMHOCTUTE Ha BTOpaTa CEAMMLA IPU OBPBOTO M3MEPBAaHE cClel
NoBUILIABAHE Ha ao3ara. CpeaHMAT NPOLUEHT HA NMOHMXKABAHE HA CTOMHOCTUTE HA JIMNUAHHKTE
napaMeTpHy € OUn cxozeH 3a ABeTe KOXOpTH 03 3HAUCHUE Aand NAlMEHTUTE ca OUNU OCTaBEHH Ha
TAXHAaTa MbpPBOHAYAIHA A03UPOBKA WK T4 € Ouna yasoeHa. Ha 8-ma ceaMula cpeHO NPOLUEHTHT Ha
npomaHa ot 0azoBuTe cToiHOCTH HA LDL-C u TC e 6un npubausnrento ¢cvoTBeTHO 40% # 30% Han
ofcera Ha Bb3eiicTBHE.

Xemepozucomia QaMuing XunepxoaecmepoieMus Npu neduampuyHu nayuenmuy Ha ev3pacm 10— 17
200UHU

[Ipn ABOHHO-cnsAno, nnauebo KOHTPOJMPAHO MpPOY4YBaHE MOCNEABAHO OT OTBOpPeHAa (a3a Ha
npoyusaHero, |87 MoMyera U MOMHYETA CI€J NbPBATA MEHCTpyalus, Ha Bb3pacT mexay 10 u 17
roAuHu (cpeaHa eb3pacT 14,1 rOgHHH) C XETEpPO3HIoTHA paMunHa xunepxonecreponemus (FH) wiu
TEKKA XUNEPXONECTEPOIeMua ¢a OWNM paHAOMU3ZMPAHH Ha NeudcHue c atopsactaTuH (n=140) unu
naauedo (n=47) B npoAw/DKEHUE Ha 26 CEAMHUM, C/el KOETO BCHYKH MPUEMANIM aTOPBACTATHH B
NPOABLIKEHHE HA ole 26 ceaMUuM. Jlo3MpoBKaTa HA aTOPBACTATHH (BEAHBXK AHEBHO) € 10 mg 3a
NbPBHUTE 4 CEAMULM U NOCNEABALLO yBen4asaHe a0 20 mg, B cny4ai 4¢ HuBata Ha LDL-Xxonecrepona
ca > 3,36 mmol/l. ATopBacTaTMH  CHUFHM(PMKAHTHO HaMalfiBa IUa3MEHHMTE HMBA Ha O0L(UA
xonectepos, LDL-C, Tpurnauepuayte H anonunonpoTedH B npes nupeute 26 ceaMULM HA ABONHO-
cnanara (aza. CpeaHara aocturiara croudHocT Ha LDL-C ¢ 3,38 mmol/l (range; 1,81 — 6,26 mmol/l) B
rpyrnara Ha aTopBacTaTHH cpaBHeHa ¢ 5,91 mmol/] (range: 3,93 — 9,96 mmol/l) B mnaue6o rpynara
npe3 26-ceaMUYHaTA ABolHO-cnsna ¢aza.

JONbIHATENHO MNEAHATPUYHO NPOYYBAHE HA ATOPBACTATHMH CPELlY KORECTHION MNPH NALMEHTH C
XUNEpXoaecTeponeMus Ha Bb3pacT 10-18 roanHun ycraHoBsBa, e aropBactaTiH (N=23) npenn3suksa
CUrHU(PUKAHTHO HamaneHue Ha LDL-C Ha 26-ta ceamuua (p<0,05), cpasueH ¢ konectunon (N=31).

[IpoyuBaHe 3a ,MMWNIOCBpEHA YynoTpeba nNpd MNALMEHTH C TEXKAa XHNEepXone
(BKJIIOYMTENIHO XOMO3MIOTHA XHUNEPXONeCcTeponeMus), BKIO4Ba 46 neauarpyd
JICKYBAHH C aTOPBACTATHH TUTPUPAH B 3aBUCUMOCT OT OTroBopa (HAKOM MALHUEHTH ¢#



mg aTopsacTaTuH NHEeBHO). [IpoyuBaHero npoabmkasa 3 roadHH: LDL-xonecreponsT e HamaleH ¢
36%.

I['I:HFOCPO‘-IH&T& E(IJHK&CHDCT Ha TEpallua € aTopBacTaTHH B ACTCKA BBL3PACT 34 HAMAJIABAHC Ha
3a00/1€BAEMOCTTA U CMBbPTHOCTTA B 3palia Bb3pdcCT HE € YCTAHOBCHA.

Esponeiickara areHums No nekapcTeara € OTIIOXKWIA 3AABIKEHHETO 3a NOAABAHC HA PE3YJITATH OT
MpPOyYBaHUA C aTopBacTaTHH Nnpd aeua or (0 [0 noa 6-roaduiHa Bb3pacT MpU JE€YEHHE Ha
XeTepO3UroTHA (PaMWITHA XHIIEPXOJIeCTEpONieMHst, KakTo U npu aeua ot O go noa |8-roawwHa Be3pacr
Mpd JIEYEHHETO Ha XOMO3MIroTHA (aMuIHA XUNEPXOoNecTeposieMUa, KOMOMHHMpaHa (cMeceHa)
XUIEPXOJecTEPOIEMHUs, NMbpPBUYHA XHWIMEPXOJECTEPOJEMNS U TNPEBCHUUATA HA CHPACUYHO-CHAOBHU
cxOuTHA (BXK. TOUKa 4.2 3a HH(pOpMaLKA 32 MeadarpyuyHara yrnorpeba).

5.2. dapMaKoKHHeTHYHH CBOliCTBA

Abcopbuus

ATtopBacTaTdH ce abcopbypa OBp30 Cnell MNEPOopasHO NPWIOKEHHE; MaKCUMalHa TUIa3MeHa
koHUeHTpauMa (Cpax) ce moctura 3a | no 2 yaca. CreneHta Ha abcopbuus ce nokauysa
PONOPUMOHANHO Ha 0O3aTa Ha artopsacTaTdH. Cnea nepopaiHo NMpWIokKeHHEe OHOHATHYHOCTTA Ha
aToOpBACcTATUH PUIMHPEHHU TAONETKU € OT 95 no 99% B cpaBHEHHE C Ta3H Ha NEPOPATHHUA PA3TBOP.
AbconroTHaTa OHOHATKYHOCT Ha aTOPBACTATHH € NpudnusutenHo 12% U cucTeMHaTa HANMYHOCT Ha
uHxHbuTopHata aktuBHocT 3a HMG-CoA peayxrazara e npnbansutento 30%. Huckara cucTeMHa
HATUYHOCT Ce OTAaBa Ha NPECUCTEMEH KNUPbHC B MACTPO-HHTECTHHANHATA MYK032 H/WNH Ha first-pass
MeTabonu3bM B YepHusa Apod.

Painpeaeneuue
Cpennuat obeM Ha pasnpeacnesde Ha atopsacratHH € npubausurenHo 381 L. ArtopsacraTtvH ¢e

CBbP3BA C [UTA3MEHUTE APOTEHHH B = 98%.

buorpancdopmanug

ATopBacTaruH ce MeTabonu3upa ot uutoxpoM P-450 3A4 no opro-u napaxuapokcunupaHu AepUBATH
U pa3/iInuHKM  OeTa-OKUCAMTEJHH MpoaAyKTH. (OCBEH ApPYrUTE MObTHILA, TE3d JIEKapCcTBa e
MeTabONU3IUPAT HJONBIHUTENRHO 4Ype3 I[NIKYpOHUpaHe. [n vitro uHxubOuumatra Ha HMG-CoA
peAyKTa3aTa oOT OpTOo- H NapaxWAPOKCUIUPAHUTE METADONUTH € EKBUBAICHTHA HAa Ta3d oOT
aropBacTaTuH. IIpubnusutenno 70% oT uupKynudpawarta HHxuOuTopHa akTBHOCT 33 HMG-CoA
peaykra3ara c¢ OTIaBa Ha aKTUBHUTE METaOOUTH.

EnyMuHupaHe

ATOpBacTaTHH Ce€ M3NbYBA MPEAMMHO C SKIbYKATA CNed XENaTaneH W/ WIM CKCTpaxenaTasjeH
mMetabonu3ssM. Harnexkna, odaue, ye NEKAPCTBOTO HE MNPETHLPIABA 3HAYHTEIHA EHTEPOXENATAIHA
peudpkynaurs. CpeaHUST IUIa3MEH NONYXUWBOT Ha aTOPBACTATHH MNpH Xopa € npudauiurenHo 14
yaca. [lony:xMBoTeT Ha HHXMOMTOpHATA AKTHBHOCT 3a HMG-CoA peaykrasara ¢ npubnusurenHo 20
10 30 yaca nopaay y4acTHETO HA AKTUBHUTE META0ONUTH.

Cheyuaniu nonyaauut

Hayuenmu & cmapuecka ev3pacm:

[InazaMeHuTe KOHLIEHTpAUMM HA aTOPBACTATHH H HETOBUTE 4KTHMBHH METAabOJMTH ca NMO-BUCOKHU NPH
3paBH XOpa B CTapyecKa BB3PacT, OTKOJAKOTO MPH MJIAAH MALMEHTH, a €PEKTHUTE MO OTHOLIECHHE Ha
NUNHAKTE Ca CPaBHUMM C TE3H NMPHU NO-MIAdH NMalHEHTH.

[1eouampuuna nonynayus
B oTBOpeHO, 8-ceAMMYHO NMpOYyuBane, MeAUATPUIHY NAUMEHTU (Ha BL3pacT 6-17 roguHKn) 1 cragnii no
Tanner (N=15) u cranuii no Tanner >2 (N=24) ¢ XeTepo3urotHa aMuiIHa XUNEPXOJECTEPOJIEMH




3HAYMTEJIHA NPOMAHA BLB (papMaKOKHHECTHYHMA MOAEN HA ONYyJalMATa, JEKYBAHA C ATOPBACTATHH, €
TejecHaTa Maca. BUAWMUAT nepopaleH KIHPBHC HA aTOPBACTATHH MpPH NEAUMATPHYHU MALMEHTH CE
ABABA MOAOOEH Ha TO3M MpU BB3PACTHH CHEN AJOMETPHYHO H3MEPBAHE HA TENECHOTO TErTI0,
CvorBeTHO Hamanenme Ha LDL-C n TC e 6uno HabnwaaBaHO B OHaNa3zoHa HA €KCNO3HLMA HA
ATOPBACTATHH U O-XHIAPOKCUATOPBACTATHH.

Ilon

KoHueHTpauMuTe Ha aTopBacTaTUH U HErOBUTE aKTHBHH MeTabONUTH NPH XKEHHTE CE pa3iHyaBaT OT
Te€3H NpU MbxeTe (KeHu: npubnusurento ¢ 20% no-Bucoxkm 3a Crax U ¢ 0koNno 10% no-Hucku 3a
AUC). Tesu paznuky HAMAT KIWHWUYHO 3HAUCHUE M HAMA KAHHHYHO 3HAUYMMHU Pa3jiIUKH MeEXAy
ePCKTUTE N0 OTHOLICHUE HA JIMNUAUTE NIPU MBIKE H XKEHH.

Hayuenmu c 6vbpeuno yepexcoane
bnOpeuHnTe 3a00nNBAHUS HAMAT RIIMAHHE BbPXY TUIa3MEHUTE KOHLUEHTPALWU UIIH BbPXY JIMITHIHHTE
e(EeKTH Ha aTOpPBACTATHH ¥ HErOBUTE aKTUBHH METAbOIUTH.

Hayueumu ¢ ueprodpobno yspexcoane

[Ina3sMeHWTE KOHLIEHTPAalMN HA @TOPBACTATHH U HErOBMTE AKTUBHU META0OQNUTH €A 3HAYUTENHO MO-
BUCOKH {NpudNu3urento 16 nbtu 3a Crax M 11 bTH 32 AUC) NpH NauMEHTH ¢ XpOHHYHA a1KOXOJIHA
yepHoapoOHa 6onect (Child-Pugh B).

SLOCIB1I nornumopguzem

YepHoapoObnoro 3axBamnadHe Ha BCH4KH HMG-CoA-peaykraznn HUHXUOMTOPH, BKAKOUYHTENHO
aTopBacTaTuH c€¢ HM3Bbpuiea nocpeactsoM AOTPIB1 TpancnopreH nporedd. Ilpy pauMeHTH cbe
SLCOI1B!| nonumopduszbm MMa PHCK OT NOBUILEHA €KCNO3MLIMA HA aTOPBACTATHH, KOETO MOXE Ja
IIOBEAE A0 MOBUIUEH PUCK oT pabaomuonuia (Bx. Touxa 4.4). [fonumMoppuamMbT Npy reHa, KOOUPALL
OATPIB]1 (SLCOI1BI1 ¢.521CC), e ¢Bbp3aH ¢ 2,4 MbTH NO-BHCOKA CHCTEMHAa HAJWYHOCT HA
aropacTaTuH (AUC) B cpaBHeHHe ¢ MHAUBUOMA O€3 TO3M reHOoTHrieH sapuanT (¢.321TT). lipu Te3n
NALUMEHTH € Bb3MOXKHO CbIUO [CHETMYHO Aa € HapyileHO UYEpPHOAPOOHOTO 3axBalllaHE Ha
aTopBacTaTHH. Bb3MOXHHTE MOCNEACTBUA BhPXY €PUKACHOCTTA CA HEU3BECTHM.

5.3. IlpeakAHHUYHH ZaHHH 32 0e30MaCHOCT

ATOpBAcTaTHH HE € MoKa3an MyTareHeH WIHM KJ1aCTereHeH NoTeHunan B 0atepusd oT 4 in vitro TecToBe
U B €IWH aHanu3 in vivo. ATOpBACTaTHMH HE € KaHLEPOreHEeH 3a IUTbXOBE, HO MpU MpHlaraHe Ha
BUCOKH 10034 npv MUILKH (1oBenHd a0 6-11 nmbTH no-sucokd croiiHoct Ha AUC (0 g0 24 vaca) B
CPaBHEHHUE C Te3U {IpH XOpa, NPUEMANIH Hal-BUCOKATA NPENOPBUNTENHA 103a) €A € NOABWUIHK cily4yaH
Ha XenarouelylapeH aAcHOM MPH MbKKHTE U XeNaToLeNyNapeH KapUHHOM MPH AKEHCKHTE XXUBOTHH.

HMa naHHuM oT npoyuBaHus npH KUBOTHH, 4e HMG-CoA-penykTraznure HWHXHOMTOpH MoXKe Aa
RIMAAT BbPXY Pa3sBHTHETO Ha eMOpHoHUTEe U gerycute. [lpn nmnbxoBe, 3aiillM U KyyeTa aTOpBacTaTHH
HAMa e(eKT BbpXYy (QEpPTUANUTETE U HE € TEPATOrCHEH, HO NMPH TOKCHMYHM 3a Malkara Ao3W, NpH
[U1bXOBE H 3aHLH € eHaONoaaBaHa eTaiHa TOKCUYHOCT. Pa3BUTHETO Ha MOKONEHUETO NPH UILXOBE €
3a0aBEHO U MMOCTHATATHOTO OLENABAHE HAMANEHO MPH EKCMNO3WLKMA HAa MAWKaTa HA BUCOKM A03M
aropsacTtaTuH. [lpn meXxoBe MMa NOKA3ATE/CTBO 32 [IPEMHHABAHE HA JIEKAPCTBOTO PE3 NNALEHTaTa.
[lpy nNnbXOBE NMNa3zMeHUTE KOHUCHTPALUMKM HA aTOPBACTATHH ¢a OAM3KM R0 Te3n B MaskoTo. He €
W3BECTHO JAIH aTOPBACTATUH U HETOBHUTE METAOOMIUTH CE EKCKPETUPAT B KbPMATA.

6. DAPMALEBTHYHHU JAHHH

6.1. CnucenbK HA NOMONIHHTE BellleCTBA

Kanuunes kapboHaT
JlakT03a MOHOXHIOPAT




MukpokpHcTanHa Lenyno3a

Kpockapmenosa HaTpHil

TToancopbat 80

Huckoucko3zna xuapokcunponunuenynosa (HPC-SSL)
Marue3ueB creapart

OHAMOBO NOKPHTHE
Onanpait AMB OY-B-28920 — nmonu(BuHunos ankoxon), turaHos avokcun (E 171), rank (E553b) —

ny3eHak, seuntdH (E 322) - rank (E 553b) (1/1) v kcantanosa ryma (E415).

6.2. HecbBMeCTHMOCTH

Henpunoxumo

6.3. Cpok Ha roaHecT

2 NOJAWHH

6.4. CneuHaJHH yCI0BHS HA CHXPaHEHHE

Ha ce cpXpaHaBa Ha MACTO, HEAOCTBHITHO 32 Aeua.

Ha ce cbXpaHsaBa B OpUriHaIHaTa ONakoBKa.

Ha ce cbxpansBa non 25°C.

6.5. BHa n cbAbpKAHHE HA ONAKOBKATA

bnucrtep ot 08010 Henpo3padHo Al-Al ¢osnuo.

Pa3mep Ha ONaKoOBKHTE:

30 ¢dunmupaHy TabaeTKH.

90 duamupaHy TadneTKy

He BCHYKM BUAMBE OMAKOBKK MOKE Ja ObAaT NyCHATH B npoaaxoa.
6.6. CneusanHu npeanazHH MepPKH NPH H3XBBPJAHE
HsamMa crnieunaniyd H3UCKBaHUA.

Hewn3non3BaHUAT JICKAPCTBEH NPOAYKT WK OTMAAbYHHTE MATEPHAIIH OT Hero TpAbBa na ce U3XBLPIAAT
B ChOTBETCTBHE C MECTHHUTE H3NCKBaHWA.

7. NPHTEXATEJ HA PAJPEHIEHHETO 3A YIIOTPEBA
HOBEJI PAPMA EOQOQ/]

Oyn. ,.bearapusa” Nel(9

Codus 1404, bvnrapus

8. HOMEPHA PASPEINEHHETO 3A YITOTPEBA

Per. Ne 20120470

9. JAATA HA ITbPBO PA3ZPEIIABAHE/IOJHOBABAHE HA PA3PEUHIEHHETO
YNOTPEBA




Hara Ha nbpBO paspewiapaHe: 20.09.2012 r.
Hara Ha noaHossBane: 27.09.2017 r.

10. ZATA HA AKTYAJIH3UPAHE HA TEKCTA

06/2026 r.




