KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. UME HA JIEKAPCTBEHUA ITPOAYKT 9/9/,2 5 (-7 LS
ATopBuH 20 mg puiMupaHu TabneTkH

Atorvin 20 mg film-coated tablets Gy 3’739 6 19-05 2 075

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

2.1. O6mo onucanue
Bcska punmupaHna tadbnerka ceabpxka 20 mg aTopBacTaTHH KaTo aTOPBACTaTHH KaJILlMK TPUXHpAT

(atorvastatin calcium trihydrate).

2.2. KayecTBeH H KOJIHYE€CTBEH ChCTAB

[IoMOILIIHO BELIIECTBO C H3BECTHO JIEHCTBHUE:
Besaka punmupana tadbnerka AtopsuH 20 mg cpabpxka 64,15 mg J1akTo3a MOHOXHpAT.

3a MBJIHKUA CITUCHK HA NMOMOILIHH BElEeCTBa, BUXKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

®unMupaHa TabneTka
Benu npoabarosatu puiMupaHu TabNETKH.

4. KJ/IMHHUYHHU JAHHH

4.1. TepaneBTHYHH MOKA3aAHHA

XHUIIepX0JIeCTEPOIEMHS

ATOpPBHH € MOKa3aH KaTo J0NbJIHEHHE KbM [METaTa 32 HaMaJIsiBaHE Ha MOBHILIEHHUTE OOLL X0JIeCTepol,
LDL-xonecrepos, anoaunonpoTeMd B ¥ Tpurnuuepyuan npy nauydeHTH ¢ MbpBUYHA
XHUNEPXO0JIeCTePOIEMHS, BIKIIOUYUTETHO (JaMHUJTHA XHIIEPXO0JIECTEPOJIEMHUA (XETEPO3UrOTEH BAPHAHT)
U koMOuHHpaHa (cMeceHa) xunepaunuaemMus (orropapsiia Ha Tan Ila u tun I1b ot
knacudukauusaTa Ha Fredrickson), koraro egeKkThT Ha AMETaTa U APYyrUTE HE(apMaKOJIOTHYHH
CpEeACTBa € HEOCTAThYEH.

ATOpBHH € MT0Ka3aH ChLIO M 32 MoHMXkaBaHe Ha o0 xonectepos U LDL-C npu nauueHTH ¢
XOMO3HUIoTHa ()aMHJIHA XHUIIEPXOJIECTEPOJIEMHUA KAaTO AOMBIIHEHHE KbM JIPYTHTE METOAH 32
noHwxapaHe Ha nunuaute (HanpuMep adepesa Ha LDL) unu B cinyyaure, Korato Te€3M METO/IM ca
HEAOCTBITHH.

[IpodunakTuka Ha CbpACYHO-CBHAOBO 3a00J1s1BaHE

[TpodunakTHka Ha CHPACYHO-CHAOBH HHUMIECHTH MPH MALUEHTH, IIPH KOUTO € OLIEHEHO, Y€ UMaT
BHCOK PMCK 3a ITbPBO ChPAEYHO-CBHA0OBO ChOUTHE (BXK. TOUYKA 5.1) KaTo AOMbJIIHEHHE KbM KOPEKLMUATA
Ha PYTH PUCKOBH (haKTOPH.

4.2. /Io3HpOBKAa H HAYHH HA NPHJIOKEHHE

QOSH POBKa

[Ipenn na 3ano4He Jie4eHHE ¢ ATOPBHH NMalLMEeHTHT TpsAOBa 1a Ob/1e MocTaBeH Ha CTaHAAPT




nedyennero. JJozure Tpabsa aa 6baar HHAMBHAYAIH3KPAHH B 3aBUCUMOCT OT M3XOAHHTE HHBa Ha LDL-
X0JIECTEPONA, LIE/ITA Ha JICUEHHETO H OTMOBOPA Ha MAMEHTA KBM JIEYEHHETO.

O6uyaiinara HauanHa ao3a € 10 mg BeaHsx nHeBHO. Kopexuna Ha 103aTa c¢ H3BbpUIBA Npe3
HHTEpBANH oT 4 WM Nosede ceAMHIH. MakcHManHaTa no3a e 80 mg BeIHBX JIHEBHO.

ITepsuvna xunepxonecmeponemusi KOMOUHUPAHA (CMECEHA) XUNepAUNUOeMus

[ToBeueTo MalMEHTH Ce MOBNMABAT YcnelHo ¢ AropsuH 10 mg ¢pruiMupany TabneTku BeaAHBK
aHeBHo. TepanebTuen edekT ce NoTy9ara A0 ABe CEAMHULH, a MAKCUMAaJICH TepanesTH4eH edexr ce
nocTHra 0OMKHOBEHO 3a 4 ceamuud, EQekTsT ce 3ana3ea NpH NpOALIKHTEHO JICUEHHE.

Xemeposuzomna pamurna xunepxonecmeponemus

Jleuennero 3anoura ¢ AropsuH 10 mg punmupand tabneTkn BeaAHbK AHEBHO. JlO3HTE Ce
HHAWBHIYATH3NPAT H KOPUTHPAT Ha BCekH 4 cenmuuy no 40 mg nuesHo. Crel ToBa J03aTa MOXe Ja
Obae ypenudeHa o MakcumMyM 80 mg qHeBHO M ATopBuH 40 mg pwiMnpaHy TabneTku
eJHOKPAaTHO c€ KOMOMHHPAT ChC CEKBECTPAHT Ha XKITHYHHTE KHCEITHHH.

Xomosuzomna pamiutna xunepxonecmepoiemus
HanudHu ca orpadudeH Opoil naHHM (BX. Touka 5.1).

Jlo3upoBKaTa Ha aTOPBacTaTHH NPH MaLMEHTH ¢ XOMO3UIOTHA (PaMH/THA XHNIEPXOJIECTEPONEMHA € OT
10 oo 80 mg nueBHO (BX. Touka 5.1). ATopBacTaTHH TpsAOBa aa 6BAE H3MOA3IBAH KATO AOMbIHEHHE
KBM OpYTH NTHIMAZONIOHHXABALIH TepaneBTHUHM cpeficTBa (Hanp. LDL-adepesa) npy Te3u naumexsTy
WIH NPH HERBIMOXKHOCT 33 H3NOMN3BaHE HAa TAKHBA CPEACTBA.

TIpochunakmuxa va cvpoeuno-cv080 3abornsare

[Ipu npoy4BaHuATA 33 TBPBUYHA npodunakTika no3ara € 6uwia 10 mg anesHo. Moxe f1a ca
He0OXOoaHMH NO-BUCOKH J03H, 3a Aa ¢e noaxspXxaT HuBa Ha LDL-xonectepona, cnopen HaCTOALIMTE
PBKOBOACTBA.

[Tayuenmu ¢ 6vbpeuno yepexcoare
He ce Hamara npoMsHa B Ao3aTa (BxX. Touka 4.4).

Ilayuenmu ¢ 4epHoOpobHO yepexcoane

ATtopeHH TpaOBa Ja ce nMpunara ¢ MOBHIICHO BHUMAHME NPH MaUHEHTH C 9€pHOAPOOHO YBpeXKAaHe
(BX. TOUKkH 4.4 1 5.2). ATOpBKHH € NPOTHBOIIOKa3aH IPH NALMEHTH C AKTHBHO YepHOApOOHO
3abonapaHe (BXK. Touka 4.3).

IIpunosicenue npu nayuenmu 8 cmap4ecka eb3pacm
EduxacHoCTTa M 0€30MacHOCTTa NpH malueHTH Haja 70 roaMHn, MpHEeMally NpenopbpUBaHKTE N03H, ¢a
CXOOHH € TE3H NpH 001HaTa NOMyJTaHHA.

[Teduampuyna nonyayus

Xunepxonecmepoiemus

[MpunaraHeTo Ha JEKapCTBEHWA MPOAYKT B NEAMATpHATa TPsAOBa Ja Ce H3BBPIIBA CAMO OT CIELHATHCT
¢ OMUT B JICIEHHETO HA ACTCKA XHMEPIHMUAEMHA, KATO NAIMEHTHTE TPAORa Ja Ob1aT NpeLeHABAHM
PEIOBHO N0 OTHOLICHHE HANMpeaAbka Ha JICICHHETO.

Ilpy nayueHTH Ha 10 ¥ MoBeve roAMHM NpenopbLUMTEIHATA CTAPTOBRA 032 aTOpBacTaTuH € 10 mg
NHEBHO ¢ YBeNnH4aBaHe 10 20 mg AHEBHO. Y BeIMYEHHETO Ha Jo3aTa TPAOBa Ja ¢€ H3IBBPLIBA CBITACHO
HHAHBHUIYAJTHHS OTTOBOD H IOHOCHMOCT Ha MallHeHTHTe B neauatpudara. Uadopmanuara 3a
Oe30MacHOCTTa NpH NPUIAraHeTo Ha J03u Haa 20 mg, oTroBapsAwy Ha okoo 0,5 mg/kg npu nalMesTH
B IEAUATPUATA, € OTPAHHYCHA,




ATOpBACTaTHH He € NOKa3aH 3a jJieyeHue Ha MauMeHTH noj 10-roauiiHa Be3pact.

HNpyry nexkapcTBeHH GOpMH/KONTHYECTBA HA AKTHBHOTO BEIIECTBO MOXKE J1a €2 NOAXOAMILH NPH Ta3H
IOITy TailHA.

HagMH HA DpHIOXKEHHEe
ATOPBHH € NpeHa3HaYeH 32 MepopanHo npuioxkeHHe. Beaka qHeBHA 1032 aTOPBAaCTaTHH ce MpHEMa

HAaBEAHBX K MOXE 1a Onoe NpHEMAaHA 1Mo BCAKO BpCME Ha 1ICHA ChC HIH 6e3 XpaHa.

4.3. IlpoTHBONOKA3AHHS

ATOpBAacCTaTHH € MPOTHUBONOKA3aH MPH NMALHEHTH:

- CBC CBPBXYYBCTBHTEHOCT KbM aKTHBHOTO BEIIECTBO WIH KbM HAKOE OT MOMOLIHHTE BELICCTBA HA
NeKapCTBEHUA NPORYKT, U30poeHH B Touka 6.1;

- ¢ AKTHBHO YepHOApoOHO 3a00/MBaHE HNH HEM3IACHEHO NEPCUCTHPALNO MOBUIIEHHE HA CEPYMHHUTE
TpaHCAMMHA3M, HAAXBBPIALIO 3 MbTH TOpHATa rpaHHLIa HA HOPMATa,

- MO BpeMe Ha OpEMEHHOCT, KbPMEHE H HpH KEHH € JeTEPOACH NOTEHIHAN, HENMPHIArallld CHTYPHH
KOHTpALEeNTHBHH CpeACTBa (BXK. ToUKa 4.6).

4.4. CnenHa/JHA Npeaynpexiends H NpeANa3HHE MepPKH NpH ynoTpeba

Yepuo HHY [POABH

TpabBa aa ce HanpaBAT QYHKUHMOHAIHMA YEpPHOAPOOHU H3CAEIBAHHA PERU 3aOUBAHE Ha JIEUEHUETO U
nepHoANMYHO ¢nenl Tosa. Ilpn nanueHTH, IPH KOKTO ¢e NMogBAT Oene3n ¥ CHMITTOMH, NpeaTonaralu
4epHOAPOOHO YBpEXIaHe, Te3H TECTOBE Ca 3aXbJDKUTENHH. [TannenTH, Npy KOUTO ce TIOBHINIAT HHBATA
Ha TpaHCAaMHHA3HTE, TPAGBA Aa ObAAT KOHTPOIUPAHH A0 H3YE3BaHE Ha OTKIIOHEHHETO
(OTKTOHEHHATA). AKO NOBHMIIEHUETO HA TPAHCAMUHAZHUTE, HAMXBEPJMLIC NI0BEYE OT TPH MhTH I'OpHATa
rpaHHila Ha HOpMaTa, NEPCHCTHPA, Ce NpenopbYBa HAMAIABAHE Ha 03aTa HITH NMPEyCTaHOBABAHE HA
npuema Ha ATopBHH (BX. ToUKa 4.8).

ATopBHH TpAOBa Ja ce MpUNara Npeanasiifeo IMpH MaLMEHTH, KOUTO KOHCYMHPAT 3HaYHTETHH
KOJIMYECTBA ATKOXOA W/IWIN UMAT aHaMHe3a 3a depHoapobHo 3a6onsasane.

[TpepoTepaTABaHE Ha HHCYAT Ype3 arpeCHBHO HaMATABAHE HA xonecTepona (Stroke Prevention by

A ive reduction in Cholesterol I evels (SPARCL

Post-hoc ananws Ha cy6THNOBeTEe MHCYATH NMpH NauneHTH 6e3 ncxeMuvuHa Gonect Ha cwpuero (MUBC),
KOWTO ca OHIN ¢ HACKOPO MpeKapaH HHCYJIT WIH TPaH3UTOPHA HCXeMHYHA aTtaka (T1A), e nokasan mo-
BHCOKA Y€CTOTa Ha XeMOParui4yeH UHCYJIT NPH NALUEHTUTE, BIUTKOYEHH Ha TE€panMi ¢ aTOPBaCTATHH

80 mg cnpsmo nnauedo. MNosHineH puck e 0TdeNA3aH NPEAUMHO NPH NAUHEHTHTE ¢ ITpeaXoaeH
XeMOparuveH HHCYJT HITH TaKyHapeH WH{PAPKT MPH BKIIOYBaHE B MPOYYBAHETO. 3a MallHEHTHTE C
peAXOREeH XeMOoparuieH HHCYJT 6anaHChT MEXIY PACKOBETE H MOM3UTE OT aTopBacTaTHH 80 mg €
HECHIYPEH H NOTEHLMAIIHUAT PUCK OT XeMOoparHdeH HHCYNT Tpa6Ba fa 6bae BHHMATENHO NpeleHer
MpeaH 3ano9YBaHe Ha TepanuAaTa (BXK. Touka 5.1).

[IposABH OT CTPaHA Ha CKeNeTHATa MYCKVIIaTypa
ATtopBacTaTiH, kakto U apyrute HMG-CoA-penyxrazun uHxHO6UTOPH, B pEAKH CITy4yaH MOXe Ja

oKaxe HeGIaronpuATHO Bb3AeHCTBIC BBPXY CKENETHATa MyCKYNATYPa M J1a MPUYMHN MUANTTHA,
MHO3HT B MHOMATHA, KOUTO MOTAT Jia NMporpecHpar Ao pabnoMHonm3a - HOTeHIHATHO
*KMBOTO3aCTPALIABALIO CHCTOAHME, XAPAKTEPHIUPALLO C€ ChC IHAYMTENHO NIOBHIICHHE HA HUBATA Ha
xpeaturknHasaTta (KK) - (> 10 mpT™ Han HopMaTa), MHOTTIOOHHEMHMS H MHOTTIOOHHYPHS, KOUTO MOTAT
71a JoBenar oo 6sopeyHa HeAOCTaTHIHOCT.




IIpedu nevenuemo

ATOpBacTaTHH TPA0Ba /1a ce M3MOJI3BAa BHUMATEJIHO NPH NAalHEHTH ¢ OpeApa3noaraitii $haxrop 3a
pabnomuonusa. Hupata Ha kpeatnHkHHa3ata (KK) Tpsa6sa aa ce HicneapaT MpelH 3anovBaHe Ha

NeYeHHE CbC CTATHH B CNEOHUTE CITyYaH:
- 6pOpedHO yBpEXKNaHE;
-  XMIIOTHPEOHOU3BM;
-  aHaMHE3a, BKIL. U ceMeifHa, 332 HacneaCTBeHH 3a00/19BaHHA Ha MYCKYIINTE;
- aHaMHe3a 33 MYCKYJIHa TOKCHYHOCT OT CTaTHH WiH ¢ubpar;

- aHaMHe3a 3a YepHoapoOHo 3a60ABaHe W/HIH ynoTpeda Ha 3HAYHTEIIHH KOJIHYECTRA AJIKOXOJ,;
- IpH MAUMEHTH B cTapyecka BbapacT (> 70 r.) Tpabra na ce uMa npeasua HeoOX0AHMOCTTA OT
TOBA H3CNEIBaHe B 3aBHCHMOCT OT HAITMYHETO Ha APYTH QakTopu, Mpeapasnoaramy KsM

pabaoMHOH2a;

-  KOraTo € Bb3MOXHO NOBHIIABAHE Ha IUIA3MEHUTE HHBA, HAMP. NPU B3aUMOAEHCTBUA (BiXK.
TOYKa 4.5) M cielHanHK NOMyNAlHH, BKJI. FeHETHYHH CyOnomynaumn (BXx. Touka 5.2).

B Taxupa CHTYAUHH Tpaﬁaa Ja C€ NMPEUCHH PUCKDT OT JICHCHHETO CITIPAMO BBE3IMOXKHHTC IICJI3H H CC

NpenopbyYBa KITHHHYHO NMPOCIICAABAHE.

He Tpa0Ba fa ce 3anotBa JieueHne, ako m3xoaHure HuBa Ha KK ca 3HauuTenHO MoBHINEHY. (> 5 MbTH

Hall HOpMaTa).

HameppaHe Ha kpeaTHHkHHa3aTa (KK)

KpearynkuHazata (KK) He tpabBa 1a ce u3cheABa cnel HaNnperHaTo Pu3niecko HaTOBapBaHe HITH
NpH HATHMHETO HA BEPOATHA ANTEpHATHBHA NMPHYHHA 3a yBenHueHMeTo Ha KK, ThH karo
HHTEpNpEeTALMATA Ha PE3YNTATUTE B TAKMBA CITyqaH € 3aTpyAHEHA. AKO U3XOAHHTE CTONHOCTH Ha KK
ca 3HaYHTEHO NOBUIIEHN (> 5 IMhTH HaJ HOpPMAaTa), HUBATa TPAOBa Na ce U3CNIeABAT MOBTOPHO B

pPaMKMTE Ha 5 10 7 HU, 32 1a C€ TOTBBPIAT PE3YITATHTE.

IIo gpeme Ha nevenuemo

- TMauuentute Tpabea na 6BaaT MpeAYNpEeacHH BEOHATA Aa ChOOIIABAT 32 IOABA HA MYCKYJTHH
Bonxy, kpamnu WK caaboct, ocobeHo B CTyYauTe, KOTaTO TOBA € MPHAPYKEHO C

HCPa3NOJM0XKCHAC HIH NOBHIICHHE Ha TEMIICpATYpaTa.

- Tpnbea na ce uscnenpar HuBaTa Ha KK, ako ce NoABAT TakHBa CHMITTOMM 110 BpeMe Ha
TepanuATa ¢ aTopracTaTHH. HeoOxoauMo € npexpaTaBaHe Ha TepanusTa, ako c€ yCTAHOBH, 4€

Te3U HABA Ca 3HAYHTEJTHO MOBHIIEHH (> 5 METH HaJ HOpMAaTa).

- TpabBa na ce OOMHCIIH IIpeKpaTABAHE HA JICYEHHETO, akK0 MYCKYJIHHUTE CHMIITOMH €a TEXKHU U
NpeaU3BHKBAT NOCTOAHEH JHCKOMGOPT, HOPH H B cydauTte, korato KK ca nosuinenu go < 5

IBTH HaJ HOpMaTa.

- AKO CHMIITOMHUTE OTLIYMAT K HUBaTa Ha KK ce HopManu3upar, Moxe aa ce 0OMHCITH
NOBTOPHO BKITMIOYBAHE HA aTOPBACTATHH WM 3allOYBaHEe Ha TEpanHi ¢ alTépHaTHBEH CTAaTHH

NPH H3NO0N3BAHE HA Hal-HHCKaTa 1032 U CTPHKTHO MOHHUTOpPHpAHE.

- [IpueMBT Ha aTtopBacTaTHH TpAOBa Aa O6bae NPEYCTAHOBEH, AKO € HANIHUE KIHHHIHO 3HAYHMO
nouileHne Ha HUBaTa Ha KK (> 10 meTH Haa HopMaTta) WIH ako ¢e AHArHOCTHLIHpa WIK

nogo3vpa padbaomMuonnia.

Eonospemenen npuem ¢ Opy2u Aekapcmeeny npooykmu

PHCKBT OoT pabooMHoNH3a ce MOBUILIaBa NPH €AHOBPEMEHEH IMPHEM Ha ATOPBACTATHH C ONpPeAcNICHH
JIEKApCTBESHN NMPOAYKTH, KOUTO MOraT /1a MOBHILIAT [UIA3MEHATa KOHIICHTPAIiUA Ha aTOPBACTATHH, KaTo
MOIOHHTe HHXHOuTOpH Ha CYP3A4 unu TpaHCIOPTHUTE MPOTEHHU (HAIp. LUKJIOCTIOPHH,
TETUTPOMULIMH, KIAPHTPOMHULIMH, ICNABHPANH, CTHPUNEHTON, KETOKOHA30J1, BOPUKOHA3O0I,
WTpaKoHa3on, nozakoHaszon wnu HIV-niporeasnu HHXHOUTOPH, RKTIOYHTENTHO PUTOHABHP, JIONTHHABHD,
aTa3aHABHUD, MHANPABHP, JAPYHABHUP M Ap.). PUCKBT OT MHONIATHA MOXeE CBHILO Aa Obje NMOBHINECH ITPH
eIHOBPEMEHHOTO NMpUoKeHne ¢ rempubposun K apyru pubpath, GolenpeBrp, epUTPOMHLIMH,
HMALHH, e3eTUMUO, Tenanpesup WM KOMOMHAIHA OT THITPAHABUP/PUTOHABHD. AKO € BB3MOXKHO,
BMECTO Te3H NeKapcTBa TpabBa fa ce OOMUCNAT aTTEpHATHBHH (HEeB3aNMOICHCTBALLM) TEpalliH.
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MHoro pAaKo ce cboOlaBa 38 HMYHOMEHHpaHa HeKpoTH3Hpala MronaTia (Immune-mediated
necrotizing myopathy, IMNM) no Bpeme wiu cnep JieueHue ChC CTATHHH, BKIIIOYHTENHO ©
aToppacTaTiH. [MNM KIHHAYHO ce XapaKTepH3Hpa ChC ClIaboCT Ha MPOKCHMANHUTE MYCKYJ/IH H
NOBHIIICHA HABA Ha KPEaTHHKHHA3A, KOETO NMPOALIDKABA BBIPEKH NMPEKPATABaHE Ha JIEYEHHETO ChC
CTATHHH.

B ciyuau, Korato € HeoOXoAUMO €IHOBPEMEHHOTO NMPHIOKEHUE HA TE3H JIEKAPCTBa C aTOPBACTATHH,
FIOJT34Ta H PHCKBT OT CBITHTCTBALIOTO NiedeHue TpAOBa ga 6paaT obmMucneHn BHHMaTenHo. Koraro
NalMEeHTHTE NOTYYABAT JICKAPCTRA, NOBHIIABALILY ITA3MEHATAa KOHLEHTpAald Ha aTOPBACTaTHH, Ce
NpenopbHYBa NO-HUCKa MaKCHMANHA 1032 Ha aTOpBAacTAaTHH. B cyyanTte ¢ eNHOBPEMEHHO MIPUIIAraHe ¢
MoigHH HHXHOKuTOpH Ha CYP3 A4 TpabBa a2 ce 06cbau no-HUCKA HavyallHa 0338 Ha aTOPBACTATHH H ce
NpenopbiBa ChOTBETHO IWIMHHYHO MOHUTOPUpPAHE Ha TE3M NAUMEHTH (BX. TO9Ka 4.5).

EnHOBpeMEHHOTO MpUIaraHe Ha aTopBacTaTHH M (yCHAHHOBA KHCE/IHHA He ce nmpenopbysa. ETo 3alo
no BpeMe Ha TepanHi ¢ pycHAMHOBRA KACEIHHA TpA6Ba 1a ce 0OOMHCIIH BpEMEHHO NPEKpaTABAHE Ha
npHeMa Ha aTopBacTaTHH (BX. Touka 4.5).

ITenuaTpyvHa [IOMYN
Bce ome HAMA AaHHH 33 0€30M1aCHOCTTA Ha JIEKAPCTBEHMA MPOAYKT MO OTHOLNCHHE HA PACTEXKA H

Pa3BHUTHETO TP Ta3H nonynauus (Bxk. Touka 4.8).

Hatepcruiganya 6enoapobua Gonecr
H3ommpaH ciTyyan Ha HHTepcTHLHANHA OenoapobHa fonect ca foknanpaHM MPH HAKOU CTATHHH,

ocoBeHO NpH MPOAB/DKUTENHA Tepanua (BX. Touka 4.8). CHMNTOMUTE MOTaT Ja BKIMIOYBAT JUCTTHEA,
HEAPORYKTHBHA KAlIUTHIIA M BNOMIABAHE Ha IIOCTHOTO 3APABOCIOBHO ChCTOAHHME HA OpraHH3Ma
(ymopa, 3ary0a Ha Terjo H Tpecka). AKo ¢e YCTAHOBH, Y€ [TALMEHT € pa3sBHI HHTEPCTHIHAIHA
BenoapoHa fonect, TepanuATa ChC CTATHHH TpAOBa fa Ob/e NpekpaTeHa.

3axapeH nnaber

Hstxou faHHH NOKA3BAaT, Y€ CTATUHUTE KaTO KNAC JIEKapCTBa MOBHLIARAT HURATA HA IIIOK03a B KPHBTA
H, P HAKOH NMALHEHTH C BUCOK PUCK 0T Obaeit guaber, Morat fa Mpeau3BHKaT HUBO Ha
XUnepriukeMis, MpH KOETo € MOIXOAALI0 NpiIaraHeTo Ha CTAHJAPTHO JieYeHUe ITpH aAnaber.
BbnpekH ToBa NOHMKaBAaHETO Ha CHAOBUS PHCK OT CTATHHHTE MIPEBHILABA MO 3Ha9EHHE PHCKA OT
nuabet u Toii He TpaAOBa na OpAE NPHYMHA 3a MPEKPATABAHE HA TEPANMATA CbC CTATUHH. PHCKoBHTE
nauyeHTH (FmoKo3a Ha rnajgHo 5,6 ao 6,9 mmol/l, BMI>30 kg/m?, nopuilieHy TpRrIMUEPHAH,
XHNIepTOHHUA) TpAOBa fa ce MpocNeAABaT KIHHUYHO B OHOXHMHYHO CBINTACHO MECTHHTE PLKOBOACTBA.

[loMoLIHY BELIECTBA
ATOpPBHH chABPXa NakTo3a. [lanueHTH ¢ peaku HacneACTBEHH NpobJIeMH KATO ranakTo3Ha

HENOHOCHMOCT, NaKkTazeH Aeuumt Ha Lapp wim rmoxo3o-ranakro3Ha Manabcopbuus He Tpa6Ba na
IpHEMAT TOBA NIEKapCTBO.

4.5. BammopeificTBRE ¢ APYrH JEKAPCTREHH NPOAYKTH B ApYrH POPMH HA BI3AHMOAECHCTBHE

Egexmu na eOHOBPEMERHD NPUNONCEH U NEKAPCMEEH U RPOOYKMU 8bPXY AMOpPEaAcmamuH
ATopBacTaTHH ce MeTabonusHpa ot nuroxpoM P450 3A4 (CYP3A4) u e cybeTpaT Ha TpaHCIOPTHHTE
NMPOTENHHU HAMp. TPAHCMOPTEpa Ha YepHoapobHoTo 3axBauiaie OATP1B1. ExqnospemerHoTo
NpHNarase Ha JIEKapCcTBeHH MPOAYKTH, KOMTO ca HHxHO6uTopd Ha CYP3A4 unH Ha TpaHCTIOPTHHTE
fIPOTEHHHN MOXKE a J0BeIE A0 MOBHINABAHE Ha IJ1A3MEHHTE KOHLEHTpallld Ha aTOPBACTATUH H
MOBHHIEH PHCK OT MHOMATHA. PUCKBT MOXe 21a c€ MOBHLIH CBHLUO NPU €AHOBPEMEHHO NTpUaraHe Ha
ATOPBACTATHH C JAPYTH JIEKAPCTBEHM NMPOAYKTH, PHTEKABAILK NOTCHUHAN a HHAYLHPAT MHONATHA
kaTo PuOpaTH 1 e3eTUMHO (BX. Touka 4.4).

Huxubutopn Ha CYP3A4




HMa naHHHU, Ye MOLDHHATE HHXHOUTOpHU Ha CYP3A4 BOAAT A0 3HAYNTENIHO NOBHINEHH KOHLUEHTPALHH
Ha aTOpBAcTATHH (BHX Tabnuua 1 n nogpobHata uHpopManua no-aomy). ExHoBpeMeHHOTO
MpHnaraHe Ha MoIIHHA HHxuOUTOpK Ha CYP3A4 (Hanp. LHMKIIOCTIOPHH, TEIMTPOMHLIMH,
KJIapUTPOMMLMH, AeJIaBHPAXH, CTHUPHIIEHTOJI, KETOKOHA3071, BOPHKOHA30], HTpaKOHa30J1, 03aKoHA301
u HIV-nipoteasin HHXMOUTOPH, BXIOUYUTEIHO PHTOHABHD, JIOITHHABMD, aTasaHaBHp, HHAKHABHD,
NAPYHABHP H Ap.) N0 Bb3MOXHOCT Tp4A0Ba Aa ce u30area. B cayuan, koraro He MoxXe a ce Hiberse
eIHOBPEMEHHOTO MPHJIaraHe Ha Te3H JIEKAPCTBEHH NIPOAYKTH ¢ aTOPBACTATHH, TpabBa Aa ce oOMHCAT
M0-HHUCKH HA4alHa U MAaKCHUMATHA JO3H Ha aTOPBACTATHH, H C€ NPENOPhYBa MOAXOAAUIO INTMHHIHO

npocneABaHe Ha nangeHTa (Bx. Tabmuua 1),

Vmepennte HEXHOUTOPH Ha CYP3 A4 (Hanp. epMTPOMULIMH, JMITHA3EM, BepanaMui ¥ QIIyKOoHa30J1)
MOTaT Ja MOBHINAT IUIAa3MEHUTE KOHLEHTPAaLMH Ha aTopBacTaThH (B, Tabnuua 1). Habmopagsau e
MOBKIIEH PHUCK OT MUONATHA NpHU ynoTpeba Ha epHTPOMHLIMH B KoMOKHaUKs ¢bhe cTaTHHH. He ca
npoBeXAaHK NPOYYBAHHA Ha B3aMMOJEHCTBUATA, KOHTO [a OLICHAT e(peKTHTE Ha aMHOJAPOH WIH
BepanmaMIUT BEPXY aTopBacTaTuH. M3secTHO e, ye aMHOoJapOoH U BepallaMiil HHXUOHPAT aKTHBHOCTTA
Ha CYP3A4 1 eqHOBPEMEHHOTO NPWIAraHe ¢ aTOPBACTAaTUH MOXe J1a A0BEle 10 TIOBHIICHA
exCo3MIMA Ha aroppacTaTHH. ETo 3amo npu enHoBpeMeHHa ynorpeda ¢ yMepeHH MHXHUOHTOpH Ha
CYP3A4 tpabra 1na ce 06chaM NO-HHCKa MAKCHMANHa f03a Ha aTOPBACTATHH M JIa Ce MpOBee
NOaXOAALIO KIMHHYHO NIPOCNeAABaHe Ha nauueHTa. KNMHWYHO MpoclesBaHe ce Mpenopbyba KakTo
NpH 3aMouBaHe Ha TepalnaTa, Taka ¥ IPH NOCeABalla MPoMAHAa Ha IO3UPOBKaTa Ha HHXHOUTOpA,

Unaykropu Ha CYP3A4

EnHOBpEMEHHOTO NMpHIATAHE HA ATOPBACTATHH C MHAYKTOPU Ha lMTOXpoM P 450 3A4 (Hamp.
edaBUpeHL, puGaMInH, XBJT KAHTAPHOH) MOXKe [1a J0Be/le A0 MPOMEHTHBO NTIOHIDKEHHE Ha
IUIa3MEHHTE KOHLUCHTPAOWHA Ha aropBacTatvH. [lopaau nBoiHHA MexaHH3BM Ha B3aMMOLCHCTBHE Ha
pudamMmun (MHIYKUHA Ha MTOXpOM P-450 3A4 u nuxnbupane Ha TpaHCIOpTepa Ha XENaTOLUHTHOTO
saxBalaHe OATP1B1) ce npenopryBa egHOBPEMEHHO NPUIIaraHe Ha aATOPBACTAaTHH ¢ pHGaMITHH, T
KaTO MO-KbCHOTO NPWIOKEHHE Ha aTOPBACTATHH clle]l MpUeM Ha pudaMIUH c€ CBBP3Ba ChC 3HAYNMO
HaMAaJIABAHE HA IUTa3MEHHUTE KOHLCHTPALH Ha aTOpBAcTaTHH. BiuauueTo Ha pudaMiniH BbpXy
KOHIICHTPALMHTE HAa AaTOPBACTATHH B XCMATOLMTHTE € HEW3IBECTHO H, AKO €AHOBPEMEHHOTO NMpPHIIAraHe
He MOXe Ja ce u3berne, nalueHTHTe TpaOBa Xa ce NPOCIeITBaT BHHMATEIHO 33 OLIEHKA Ha
TepaneBTHIHHTE €PEKTH.

HuxuOUTOpH Ha TPAHCIIOPTHUTE NPOTEHHHU

Huxubutopure Ha TPaHCIIOPTHHTE MPOTEHHH (HAIp. WHKIOCNIOPHH) MOXKE a NOBULLIAT CHCTEMHATA
HATHYHOCT Ha aTOpBacTaTHH (BXK. Tabnuua 1). E¢ekTsT oT MHXUOUpaHEeTO Ha TPAHCMOPTEpPHUTE Ha
XenaTOLMTHOTO 3aXBalllaHe BBPXY KOHLUECHTpAUMATA Ha aTOPBACTATHH B XeNAaTOLMTHTE € HEU3BECTEH.
AKO eJJHOBpEMEHHOTO NPUNaraHe HEMOXe Aa ce H3berne, ce npenopsrYBa NOHKKABAHE HA N03aTa M
KIHHHYHO HabmoneHHe Ha edekTHTe (BXK. Tabnuua 1).

["emdnbpo3wy/Oubpatu

CaMmocToaTenHaTa ynorpeba Ha ¢ubpaTH ce cBbp3Ba NOHAKOra ¢ MUONATHA, BKIIOYHTEIHO
pabooMuOIKH3a. PHCKBT OT TAKMBA CHCTOAHHMA MOXE Ja C€ MOBHLUM NPH €AHOBPEMEHHOTO
npuIoKeHHe Ha GuOpaTH M aTOPBAacCTaTHH. AKO €JHOBPEMEHHOTO NPHJIaraHe HE MOXKe J1a ¢ce H30ErHe,
TpaORa Ja ce Mpunara Hali-HHUCKATa TepaneBTHYHA 1032 aTOPBAaCTATHH H nauMeHTa TpabBa na ce
MOHHTOpPHPa BHUMATEIHO (BXK. TouKa 4.4.).

EzeTnMub

CaMoCTOATENHOTO MIPWIOXKEHHE Ha €3¢THMHD ce CBBP3Ba ¢ MHOMATHA, BIITIOUUTENHO pabaoMuonnaa.
3aTOBa PUCKBT OT TAKHBA CHCTOAHUA MOXKe Aa Obae NOBHIUIEH MPH eAHOBPEMEHHOTO NPUIIOXEHHE Ha
e3eTHMHO M aTopsacTaTHH. IIpenopbysa ce BHHMATENHO KJIHHUYHO MOHHTOPHpPAaHE Ha TE€3H NALMEHTH.

Konecrunon
[MnasmeHnTe KOHUEHTPALMH Ha ATOPBACTATHH M aKTHBHHTE My MeTabOMTH ca GHIN MO-HHCKH
(npuGnusuTenHo ¢ 25%) KOraTo KOJIECTHIION € NPANAraH eAHOBPEMEHHO C aTOPBACTHAPY .,‘mﬂﬁ?ﬁ\




CIpAMO TMIIHAHHUTE HUBaA oDave ¢ HUI ro-u3pas3eH, KoraTo ATOPBHH H KOJIECTHNON €A NPHIIAraHK
eIHOBPEMEHHO, OTKOJIKOTO ITPH CaMOCTOATE/IHO MPHIIOXKEHHE Ha ABETE JIEKAPCTBEHH CPEICTBA.

O ycHAHHOBA KHCENHHA

He ca nmpopexxaaHu Npoy4YyBaHHA Ha B3aMMOACHCTBUATA HA aTOPBACTATHH ¢ QYCHIMHOBA KHCENIHHA.
KakTo ¢ oCTaHaNUTe CTATHHH, MHOMATHA, BKIIOUMTENHO pabaoMHOIN3a, ca ChO0LaBaHH mpH
NOCTMAPKETHHTOBATA ynoTpeba npy eIHOBpEMEHHO MPHIIAaraHe Ha aTOpBacTaTHH K QyCHIOHOBA
KHceNnHHa. MeXaHM3MBT Ha TOBA B3aUMO/ICHCTBHE HE € H3BecTeH. [lalmeHTHTe TPOGBa BHHMAaTENHO Ja
ce MOHHTOPHPAT H MOXe J1a ObIe YMECTHO BPEMEHHO NMPEYCTAaHOBABAHE ITPHEMA HA aTOPBACTATHH.

Komxuuy-
B'hl‘l‘pEKH, 4Yg€ HEC Ca NMPOBECKIAHH NMPOYYBAHHUA 34 BE&HMDHEﬂCTBHHTa Ha aTOPBaCTaTHH € KOJIXHIIHH,

choOLI2BaHH ca CTyYan Ha MHOTIATHA, KOTAaTO aTOPBAaCTATHH € NMPWIaraH eAHOBPEMEHHO C KOMXHIIMH,
Heo06xoauMo € NoBHILEHO BHUMAHHE NTPU NIPEANHCBAHETO HA ATOPBACTATHH C KOJIXHLIMH.

Edexm na amopeacmamun 6vpxy eOHo8peMERHO NPUTAZANY NEKAPCMEEHU NPOOYKMU

[urokcut

ITpH MHOTOXPATHO NPHICKEHHE HA JUTOKCHH ¢THOBpEMEHHO C 10 mg aTopBacTaTHH CTAllHOHADHHUTE
KOHLEHTPAIMH Ha JUTOKCHH Ce MOoBHIUABAT Nieko. [[aieHTH, KOHTO NpHEMAaT AMIOKCHH, TpAOBa na
OBOaT BHUMATETHO MPOCICASBAHM,

[lepopanny KOHTpAUEOTHBY
EnHoBpeMEHHOTO NMPUNAraHe Ha aTOPBAacTaTHH C NMepopaneH KOHTPaleNTHB BOAH 10 MNOBHIIEH?

niasMeHa KOHUCHTpallHA Ha HOPECTHHAPOH H CTHHHWICCTPaaHOJ.

Bapgapus

B kTHHHYHO MpOYYBaHe NPH NaLHEHTH, MPHeMallld IPOABDKHTEIHA Tepanud ¢ Bapdapui,
eXHOBPEMEHHOTO NIpHiaraHe Ha 80 mg aTopBacTaTHH AHEBHO C Bap(apHH NPHUHHABA JIEKO
NOHWXEeHHE OT 1,7 CeKyHAH Ha NpOTPOMOUBOBOTO BpEME B IIBPBHTE 4 IHH Ha JICHEHHETO H BPBIIAHE
KBM HOpMata 10 |5-THA A€H OT JIEYEHHETO ¢ aTOPBAacTaTHH. BBIpeKy e MHOTO PAAKO ¢a Cbo0IIaBaHH
KITHHWYHO 3HAYKMH B3aHMOLCIHCTBHNA C aHTHKOATY/IAHTH, MPOTPOMONHOBOTO BpeMe TpadBa na 6bje
onpeAeneHo Npeay 3an04YBale Ha aTOPBAaCTATHH NPH MAlMEHTH, MOMyYaBallll KyMapHHOBH
aHTHKOATYJIAHTH H AOCTAaTHYHO YECTO B HAYAJIOTO Ha TEPANMATA, 3a Ja CE MOACHTYPH, Y€ HE BB3HHKBA
3HAYHMa NMPpOMAHa B npoTpoMOuHOBOTO BpeMe. Korato ce nokymeHTHpa cTabunHo noTpoMOHHOBO
BpeMe, TO MOXe Ja Obae MOHNTOPHPAHO Ha MHTEPBAIH, KOUTO OOMKHOBEHO ce MPenopbyuBaT NMpH
NalMeHTH Ha KYMAPHHOBHM aHTHKoAryIaHTH. [lo3aTa Ha aTOPBACTATHH He ¢€ CBBP3Ba ¢ KbpPBEHE WIH C
NMPOMEHH B MPOTPOMOMHOBOTO BpeMe MMPU NNALMEHTH, KOUTO HE MPHEMAT AHTHKOArYIaHTH.

Ieauarpuyna nomynauus
IIpoydpaHHA RBPXY JIEKAPCTBEHHTE B3aUMOACHCTBHA Ca H3BBPLICHH €IHHCTBEHO ITPH Bb3PACTHH.

CreneHTa Ha B3aMMOEHCTBHE B TIEAHATPHYIHATA MOIyNALHA HE € H3BeCTHa. TpaAOBa na ce UMar
NpeABKI ropecnoMeHaTHTE B3aMMOACHCTBHA NIPH Bb3PacTHM H NpeRyNpexACHUATa B TOYKa 4.4 npH
NMPUIOXKEHHE B NEeJHATPHYHATA MOy IaLHs.

Tabnuua |: EdekTn Ha € JHOBpEMEHHO NPHIAraHH JIEKapCTBEHH NPOAYKTH BEPXY
dapMaKOKMHETHKATa Ha aTOPBACTATHH

EnxnoBpeMeHHO ATOPB2CTaTHH

NIpwiIaraH jekapctsel | Jlosa (mg) [IpoMsaHa B Kiiunnuna npenopbka*
NPOLYKT U PEXHM Ha AUC%

AO3HpaHe

Tunpanasup 500 mg 40 mg ot oen 1, 19,4 mpTH Korato eqHOBpEMEHHOTO
NBa NBTH 10 mg ot nen 20 NpUnaraHe ¢ aTOPBACTATHH €
aHesro/Puronasup 200 HeoOX0ANMO, HE NMPEBHIN
mg /iBa ITHTH JHEBHO, 8 asalite 10 m

ouH (ot aeH 14 no 21) AHeBHO. I1
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Tenanpesnp 750 mg na | 20 mg exHoKpaTHa T 7,9 mbTH KJIMHHYHO MpOCielABaHe Ha
8 gaca 3a 10 anm 2032 T€3H MALHEHTH.
I{uxnocnopux 5,2 10 mg BenHBXK JHEBHO 1_T 8.7 nbTH
mg/kg/neH, nmocrosyHa | 3a 28 AHM
n03a
JlomuHasnp 400 mg 20 mg Benubx AHeBHO | 1 5,9 meTH Korato e1HOBpEMEHHOTO
IABA TbTH THEBHO/ 3a 4 aHU MpUJiaraHe ¢ arOpBacTaTHH €
Putonaeup 100 mg npa HEODX0AHMO, C€ MPENOPBYBAT
| nbTH AHEBHO, 14 1HH _ MO-HHCKH NOAXBPXKALLH 03U
Knapurpomuums 500 80 mg Beausx AHeBHO | 1 4,4 wHTH Ha aTopBacTaTH. IIpu no3u
mg ABa ITbTH IHEBHO, 9 | 3a 8 AHH Ha aTOpBaCTaTHH
TTHH Hagsumasamy 20 mg, ce
Npenopbh4YBa KIMHHYHO
| NpoCiieIABaHe HA IIAITHEHTHTE.
CaksnHaBup 400 mg 40 mg BegHBX AHEBHO | T 3,9 mpTH Korato eAHOBpEeMEHHOTO
JBA IBTH JHEBHO/ 3a 4 JHU NpWIaraHe ¢ aTOPBacTaTHH €
Putonasup (300 mg HeoOX0ANMO, Ce NPEnepLYBaT
JIBa NMBTH JHEBHO OT MO-HUCKH NOLTHPXKAIIHN JO3H
THH 5-7, TOBHILEH 710 Ha aTopBacTaTHH. I1pH 103K
400 mg nBa MBTHU Ha aTOpPBACTATUH
JHEBHO Ha 2eH 8), AHM Haasunasauy 40 mg, ce
4-18, 30 min cnep Mpenops4YBa KNHHHYHO
103aTa Ha npociensBaHe Ha NalHEHTHTE
aTOpBaCTaTHH
HNapynasup 300 mg asa | 10 mg Beansx avesHo | 1 3,3 meTH
IThTH AHEBHO/ 3a 4 IHH
Puronasup 100 mg nea
ITbTH AHEBHO, 9 1HK |
Utpaxonaszon 200 mg | 40 mg eaHokpatHa 1 3,3 mBTH
BEJIHLK JTHEBHO, 4 NHM | no3a
Pozamnpenasup 700 10 mg Beansvx aneBHo | T 2,5 NbTH
mg ABa ITbTH JHEBHO/ | 32 4 AHM
Puronaanp 100 mg apa
TbTH AHeBHO, 14 U |
QozamnpeHasup 1400 | 10 mg peannx avesHo | 12,3 muTH
mg [Ba ITbTH JHEBHO, | 3a4 OHM
14 nHu _
Henduuasup 1250 mg | 10 mg pennsx avesno | 1 1,7 neTH Hsama cnenmantay npenopn»ku
IBa MbTH AHERHO, 14 33 28 AHH
BHK
Cox ot rpefindpyr, 40 mg, eAHOKpaTHA 1 37% He ce npenopsura
240 ml BegHBxK noza ¢JHOBPEMEHHHA MpHeM Ha
OHEBHO™ roleMH KOJIMYeCTBa COK OT
rpeindpyT ¥ aTOPBaCTaTHH
Hwrrnazem 240 40 mg, eqHOKpaTHa 1 51% Cnen 3anousaHeTo Ha
mgBEaHBX AHEBHO, 28 | no3a TEpaMATA WIH Ced NpoMaHa
IOHH Ha AO3UPOBKATA Ha
OUITHA3EM, ce MpenophyBa
KJTHHUYHO POCNE/IIBaHe Ha
l_HaIIHeHTHTE.
Epurpomuuns 500 mg | 10 mg, enHokpaTtHa T 33% IlpenopruBa ce Mo-HHCKa
YEeTHPH NBTH AHEBHO, 7 | Ao3a MaKCHMaJIHa [03a B KIHHHIHO
RHU pocieJsBaHe Ha NAlHEHTHTE.
Amnogunus 10 mg, 80 mg, eAHOKpATHA 1 18%
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ceaMHLIK

i

|

| no-Manko ot

e/IHOKpaTHa A03a N033a
Lnmeruaun 300 mg 10 mg BeAHBX AHEBHO
YEeTHPH ITbTH AHEBHO, 2 | 3a 2 ceAMULM 1%

A g .

Hama crienMan{u npenopbku

TPH IbTH JHEBHO, 7
AHH

2034

AHTHaLUHA 10 mg BeansXx aneHo | | 35% HsmMa cnenmnanHy npenopbhKu
CYCINEH3NS OT 3a 4 cegMHIK
MarHe3HeB H
aJlyMHHHEB
xugpokcua, 30 ml
YeTHPH MHTH JHEBHO, 2
ceaMHLIH L
Ejasupeny 600 mg 10 mg 3a 3 aHM 1 41% HsaMa cnenuanHy npenopbxu
BeIHBXK JHEBHO, 14
OHH
Pudamnusn 600 mg 40 mg eAHOKpATHA T 30% AKO ¢THOBPEMEHHHMAT NpUEM
BeIHbK JHEBHO, 7 IHM | Ao3a He MoxXe Ja ce n3berne, ce
(TpHeMHTE ca Nno npenophuBa KIHHHYHO

| paNIigHO BpEME) | npoCneAsBaHe Ha NalMeHTHTE.
Pudamnun 600 mg 40 mg eaHOKpaTHA | 80%
BEIHBXK JHEBHO, 5 IHN | A03a
(mpuemure ca no

A3JIM4HO BpEME J _ 1 _ _
lem$pubposun 600 mg | 40 mg eaHoxpaTia 1 35% [IpenoppHaBa ce No-HACKA
ABa ITbTH AHEBHO, 7 ao3a Ha4aJTHa 1033 H KITMHHYHO
IHH | npocneasBaHe Ha MAIUEHTHTE
dbenodudpar 160 mg 40 mg epHokpaTHa 1 3% [IpenoppuBa ce Mo-HACKa
BEAHBX QHEBHO, 7 IHK | A03a HaYyajiHa 034 4 KIMHHYHO
| | mpocneasBaHe HA MALWEHTHTE

bouenpernp 800 mg 40 mg enHOKpaTHA 1 2,3 meTH [IpenopbuBa ce Mo-HUCKA

HayanHa n03a U KIMHHYHO
NPOCNEAABAHE HA TE3H
naueHTH. [Ipn
€IHOBPEMEHHOTO NMPUIOKEHHE
¢ bouenpesup, NHEBHATa 1032
aATOpBacTaTHH He TpAdBa na
nmpesninasa 20 mg

& CToliHOCTUTE RallEHH KATO X-ITBTH NMPOMAHA, NIPEACTABAT MPOCTO CHOTHOMIEHHE MEXITY
CBhITHTCTBALLIO NPHWIaraHe U CaMOCTOSTENHO MPWIAraHe Ha aTOpBacTaTHH (T.€ | — MBT = HAMaA
npoMaHa). CTORHOCTHTE, AaNECHHU KaTo % MpoMsAHa, NPEACTaBAT % pa3nHka No OTHOLUCHHE Ha

CaMOCTOATETHO NMPUIOKEH aropBacTaTHh (T.€ 0% = HAMa NpoMsiHa).

" BK. TOUKH 4.4 1 4.5 33 KIMHAYHATA 3HATHMOCT
*Copanpika eQHa WK NoBe4Ye CbCTaBKHU, KOMTO HHXHOHpaT CYP3A4 n MoraT Ja NoBHILAT [UIa3MEHHTE
KOHIIEHTPALIMH Ha IEKapCTBEHN NPOdYKTH, KOUTO ce MeTtabonusupat ot CYP3A4. [IpueMsT Ha eHa
qama 240 ml cox ot rpefindgpyT cbino Boau no noHwkaeane Ha AUC ot 20,4% 3a akTHBHMA
opToxuapokcH MetabonuT. ['oneMu KonuuecTBa cok oT rpedindpyT (Hax 1,2 | aHesHo 3a 5 1HH)
noeuinaBa AUC Ha aTtopsactatud 2,5 mbTH 4 AUC Ha aKTHBHUTE CHCTaBKH (aTOpPBACTAaTHH M

MeTabouTH).

» CyMapHa aTOPBACTATHH €KBHBAIEHTHA AKTHBHOCT

[ToBHIOIEHHETO € 03HaUeHO KaTo ,,T", MOHIDKEHHETO KaTo ,,]

Tadnuua 2: E¢dext Ha atopBacTaTHH BbPXY GapMaKOKMHETHKATA Ha AHOBPEMEHHO HPHIOXEHH

a
JACKAPDCTBCHHU ITDOAYKTH




ATOpBacTaTHH H EnHOBpPEMEHHO NPHJIOKEH JIEKADCTBEH NMPOAYKT
CXeMa Ha JI03HpaHe JlexapcTaen npoaykt/o3a IIpomssa B AUC? | Knnswanan

(mg) _ NIPEenopLKH 1
80 mg BeaAHBX Hurokcnn 0,25 mg BEIHBXK 1 15% [NTanueHTH MpHEMAaLLH
NHeBHO 3a 10 AHU aHepHo, 20 aHH JUMrOKCHH TpaOBa na

OBIaT BHUMATENHO
_ _ OCJICIABAHH
40 mg BeAHDBXK [lepopanuu koutpauentHs | T 28% Hsma cnennanyu
IHERHO 32 22 OHH BEAHBX JHEBHO, 2 Mecela T 19% Npenopbku
- HoperrHapoH [ mg
- Erwnunecrpaauon 35
LE —

80 mg BeAHDXK *denazon, 600 mg 1 3% Hsama cnequaniu
JHEeBHO 33 15 aum eIHOKpaTHa 11033 . NpENOPBKH
10 mg eaHokpaTHa Tunpanaesup 500 mg nBa Hama nmpoMaHa Hama cniennanun
ao3a nbTH AHeBHO/PuTOHaBUp 200 NpenopbkM

mg ABa ITbTH XHEBHO, 7 NHU
10 mg peaHbx dozamnpenasup 1400 mg 1 27% HxaMa cnieupanHy
AHEBHO 33 4 AHH ABa MbTH JHEBHO, 14 OHH NMpEeNnopbKH
10 mg peAHBXK ®ozampenasup 700 mg nea Hama npoMmsHa Hama cnienuanau
OHEBHO 3a 4 AHU meTH AHesHO/PuToHarup 100 NPENOPBHKH

mg JBa ITbTH JHEBHO, 14 1K |

& CroifHocTHTE NajieHH Kato % MpoMAHA NPERCTABAT % pasziuka no OTHOLIEHHE HA CAMOCTOATENHO
NpuRoxKeH aTopBacTaTHH (T.¢. 0% = HiMa npoMsHa)

*EHOBpEeMEHHOTO NMpUNaraHe Ha MHOTOKPaTHH J03W aTOPBACTATHH H (¢HA30H MOKa3BAT MANBK MITH
HEeONOBUM €(eKT BbpXY KIHPBHCA HAa (eHa3oH.

ITopuIEHHETO € 03HAYEHO KATO ,,T°, MOHIDKEHUETO KaTo ,,] "

4.6. PepTHAATET, 6pEMEAROCT H KBpMEHe

X eHM ¢ JeTepoNieH NOTEHIHAN
Xenute c nerepofier noreHUnan TpabBa Aa H3MON3BAT e eKTUBHA KOHTPALENLMA IO BpEME Ha

neyeHHeTo (BXK. Touka 4.3).

bpemeHHOCT
ATOpPBACTATHH € NPOTHBONOKA3aH N0 BpeMe Ha OpeMeHHOCT (BX. Touka 4.3). be30macHOCTTa IPH

OpeMeHHH XKeHH He e YcTaHoBeHa. He ca NpoBeXaaHM KOHTPONHPaHH KIMHMYHH NPOYYBAHHA C
aTOPBACTATHH NpH OpeMeHHH XeHH. Paako ca momydaBaHu chOOLICHHS 32 BPOJECHH aHOMAITHH Clle]]

uHTpayTepunHa excrnosuus Ha HMG-CoA-pegyxrazun HHXHOuTOpH. IIpoyuBaHusaTa npy KHBOTHH
NOKa3BaT PEMPOOYKTHBHA TOKCHMYHOCT (BXK. TOUKa 5.3).

Jleaenunero Ha MalkaTa c aTOPBACTATHH MOXXE Ja MOHIKH (PeTanHUTe HUBa HA MEBAITOHAT, KOWTO ¢
NMpeKyp<op Ha XoecTeposioBara OMOCHHTE3a. ATEpockaepo3aTa € XpoHHUEH mpolec H 0OHKHOBEHO
NPEeKPaTABAHETO HA NHNHAONOHMKABAIIMA 1EKAPCTBEH MPOAYKT N0 BpeMe Ha OpeMeHHOCT Bu
TpAORANO A2 MMA ManbK €(ekT MO OTHOLICHHUE HA ABJITOCPOYHHA PUCK, CBBP3aH ¢ MbPBHYHATA
XHNEPXONeCTEPONEMHA.

Mo Te3n npH4HHN ATOPBUH He TpAOBa Ja ce NMpuwiara NpH KEeHH, KOUTO ca OpEeMEHHHU, ONMUTBAT Ce 1a
3a0peMeHeAT WIH NOJ03UpaT, 4ye ca OpeMeHHH. JleyeHneTo ¢ ATOpBHH TpsabBa Aa ce MpeyCTaHOBM 34
nepuoaa Ha OpEMEHHOCTTa WM JOKATO Ce YCTAHOBH JIHIICa Ha OpeMeHHOCT (BX. To4Kka 4.3).

KbpMeHe
He e H3BECTHO AANH NEKAPCTBEHOTO CPEACTBO H METAOOTUTHTE MY C€ eKCKpeTHpaT




[1pu WIBX0BE IUIA3MEHHTE KOHIEHTPALIMH Ha aTOPBacTaTUH M HETOBUTE AKTHBHH META0OIHUTH ca
Onu3KK 10 Te3H B KppMaTa (Bx. Touka 5.3). [lopagy BB3MOXHOCTTA 38 CEPHO3HH HEXKETAHH PeaKLMy,
XEHHUTE ITPHEMallH ATOpBHH, TpA06Ba Aa MPeyCTaHOBAT KbPMEHeTO (BXK. ToUKa 4.3). ATOpBacTaTHH €
MPOTHEONOKA3aH Mo BpeMe Ha KbpMeHe. (BX. To4Ka 4.3).

PepTHAUTET
[IpoyuBaHuATa MPY XKHBROTHH HE MOKA3BAT BIMAHHEC Ha aTOPBACTATHH BBPXY MBXKKHA H KEHCKHA

deprunurer (BX. TouKa 5.3).
4.7. EdexTn BBPXYy cnocobnocTTa 32 modupane H pabora ¢ MAHEH

ATOpPBHH He NOBIMABA HITH MOBIKABA NMpereOpekuMo cnocobHoOCTTa 3a WodHpaHe M paboTa ¢
MAIHHH,

4.8. Hexenanu nexapcTBeAH peaknnn

Cnopen 6a3ara AaHHY OT alueb0 KOHTPONHMPaHH NMPOYYRAHHA ¢ aTopBacTaTHH OT 16 066 (8 755,
NpHeMALIH aTOPBACTATHH ¥ 7311, npueMainy mauebo) NauHeHTH, NEKyBaHH B MPOABLIDKEHKE Ha
cpenHo 53 ceaMuuH, 5,2% OT NalMEHTUTE Ha aTOPBACTATHH Ca ITPEKPATHIIH ICHEHHETO NMOpaaH
HeXKeJaHH JIEKapCTBEHH peakuyu, B cpasHeHHe ¢ 4% OT MauMeHTHTE Ha mnauebo.

B13 ocHOBa Ha A@HHHTE OT KIMHHYHH NMPOYYBAHHA U OOLIMPHHA MOCTMAPKETHHIOB OIKT NO-I0JY €
peacTaBeH NpOQIWIBT HA HEXXEAAHUTE JICKAPCTBEHH PEAKLMM HA aTOPBAaCTaTHH.,

H3uncnennTe 4YeCTOTH Ha HEXKENTaHHNTe JICKAPCTREHH peaKIlMH ca rPpYIHPaHH ChITIACHO CIIE/IHATA
koHBeHUuA: 4ecTH (> 1/100 no < 1/10); newectn (= 1/1 000 no < 1/100); peaxu (= 1/10 000 oo

< 1/1 000); muoro peaxu (< 1/10 000); ¢ Hen3pecTHa 9ecTOTa (OT HANMMYHHTE AAHHH HE MOXe 1a Onae
HanpaBeHa OlieHKa).

Ungpexyuu u ungpecmayuu
Yeemu: Ha30(apHUHTHT

Hapyuenua va kpvema u aumgrama cucmema
Peoxu: TpomboLiMTONIEHNA

Hapyvwenua na umynnama cucmema
Heemu: aJIeprHYHH peakLMH
Mnuozo peoxu: anapunakcus

Hapyuienus na memaboauzva u xpaneiemo

Hecmu: XHIIEPIIICKUMHUA

Hevyecmu. XHIIOTTIMKEMUA, NMOBHILABAHE HA TEI1I0TO, aHOPEKCHA
[lcuxuunu Hapywienus

Hevuecmu. KoIMapy, bescbHEe

Hapywenua na nepgnama cucmema

Yeemu: rnasobonme,
Hevecmu: 3aMaliBaHe, NapecTesys, XMIoeCTe3HA, JUCTEY3Us, aMHe3Hs
Peoku: nepudepHa HeBPOMaTUA

Hapyuienua na ouume
Heuecmu: 3aMBITICHO 3pEHHE
Peoxu: 3PUTENHH HApyLIeHHUs




Hapvuwienua na yxomo u nabupunma
Hevecmu: THHHUTYC

Mrnozo peoxu: 3aryba Ha ciyxa

Pecnupamopnu, 2pvonu u Meougcmunaniu
Yecmu: dapunronapuureanta 60snka, eMUCTAKCHC

CmoMauiHo-YpeeHy HapyueHus
Uecmu: 3anek, PpAaTyJIeHUHA, JUCTICTICUA, FrafieHe, UapHS

Hevecmu: NnoBpblIaHe, Gonka B ropHaTa U AOJIHATA YacT Ha KOPEMa, OPHIBaHe, NaHKPeaTHT

XengmobunuapHu Hapyutenus
Hevecmu: XernaTur

Peoxu: X0J1ecTasa
Mhuozo pedxu: 4epHoapoOHA HEAOCTATLYHOCT

Hapyuienua na xoxcama u nooKoicHama mvkau
Hevuecmu: YPTHKAapHi, KOXKeH 0OpHB, IPYPHTYC, Alonenua. copbex

Pedxu. AHTHOHEBPOTHUYEH OTOK, OYyJI03€H AepMATUT, BKMIOYHTETHO EpHTEMA My IITHhOpME,
CHHApOM Ha Stevens-Johnson B TOkCHYHA enuaepMaTHa HEKPOIH3a)

Hapyuenus na Myckyno-ckeremnama cucmema u CoeOUHUMERRAmMa NoKan

Yecmu: MHUANrua, aprpairua, 60oika B KpaHHHLMTE, MyCKYIHH CI1a3MH, TIOAYBaHe Ha CTaBUTE,
Oonka B repba

Heuecmu: 0onKH BBER BpaTa, MyCKyJIHa ¢i1aboct

Peoxu. MHOTIATHA, MHOIUT, padAOMHONN3A, TEHAHHONATHA, MOHAKOTa YCOXHEHH C
pa3KhCBAHE

C HeuzgecmHa uecmoma: HMYHOMEIHHpaHa HCKPOTH3IUpallla MHOTIaTHA

Hapyuienus ng 8b3npousegoumennama cucmema u cvpoama
Mrnozo pedxu: THHEKOMAaCTHS

Obwu Hapywenus u eoekmu Ha MACMOMO HA NPUAONCEHUE
Hevecmu: HEpa3MnoJIOKEHAE, acTeHus, 6onka B 06nacTTa Ha rppAHNA KOll, nepudepeH OTOK,
yMOpa, BUCOKa TeMIepaTypa

H3credeanus

Uecmu: MOBHIIIEHA CTORHOCT Ha MepHOAPOOHNTE QYHKIMOHANHH 10KA3aTE/H, MOBHIAECHA
cepyMHa KpeaTHHKHWHa3A.

Heuecmu: NEBKOLIMTH B ypHHaTa

Kakto v npu apyrure HMG-CoA-penykrazHu MHXUOHTOPH, NMPU NALMEHTH, JIEKYBAHH C
aTOPRACTaTHH, ¢ ChobIIaBaHO 32 NMOBUIIEHY CEPYMHH TPAaHCAMHUHa3M. Te3u MpoMeHH 0OMKHOBEHO ca
OWIH NIEeKH ¥ NPeXoAHH U He ca HAJlaraiy NpeyCcTaHOBABAaHE Ha TepanuATa. KIIMHUYHO 3Ha9HMH
(moBede OT 3 MbTH HaJ| rOpHAaTa rPaHMLIA HAa HOPMAaTa) MNOBUIIEHWA HA CEPYMHHUTE TPaHCAMHHA3H Ca
ycraHoBeHH nipH 0,8% o1 GonHuTe HA NeYeHMe ¢ aTOPBacTaTHH. Te3n noBuIeHus ca 6unu
0303aBUCHMH B 0OpaTUMHM NMPH BCHYKY MALMEHTH.

[Torymmenu HHMBA HA cepyMHaTta KpeaTHHKHHA3a (KK) 3 mbTH Han ropHara rpaHMiia Ha HOpMaTa ca
YCTaHOBEHH NpH 2,5% oT OCJIHUTE Ha JICUEHHE ¢ aTOpBacTaTil, nogobHo Ha aApyruTe HMG-CoA-
peayKTa3sHH HHXUONTOpH B KNMHHYHY npoy4yBaHuA. Huea, 10 meTH mo-BHCOKM OT ropHaTa rpaHHIa Ha
HOpMaTa, € UMaiio H NpH 0,4% oT JIeKyBaHUTE C ATOPBACTATHH MaLMEHTH (BXK. TOUKa 4.4).




[leanaTpH3Ha NONMyIAUNA

Knunudanata 6a3a gaHHH 3a 6e30MacHOCT BKIIOYBA JaHHM 33 0e30MacHOCT ApH 249 nauHeHTH B
IETCKA BH3PacT, KOHTO €A HONYYIABANH aTOPBACTaTHH, OT KOHTO 7 NaluueHTH ca OunH nox 6-roaninHa
BB3pacT, 14 NalMeHTH Ha BB3pacT Mexay 6 H 9 ronunn, 4 228 nanpenTtu ca 6w Mexny 10 u 17
roguHH,

Hapyuernua na nepgiama cucmema

Yecmu: rnasobonue

CroMauino-4peeHYy HADYUICHUR

Hecmu: abpoMHHanHa 00nKa

Hzcredeanun

Yecmu; NOBHILUABAHE HA ATaHMHAMMHOTpaHC(epasaTa, NOBHINABAHE HA CEpYMHATA
KpeaTHHKHHA3A.

B33 0oCHOBA HA HATHUHUTE TaHHU C& 0YAKBA HECTOTATA, BUABT H TEXKECTTa HA HEXCIAHUTE PEaKLHH
IIpA Aeiia 18 6bnaT ChINMTE KATO IMPpH Bb3PACTHH. IloHacToALEM HAMA I'OJIAM OIIHT 110 OTHOIIESHHE HA
0e30nacHOCTTA B ABJATOCPOYEH TUIaH TPH NECIHATPHIHATA IOy TaLHA.

[Tpn npunOXeHHUETO HAa HAKOM CTATHHH €A ChOOINARBAHM CJICAHHTE HEXETAHH CHOHTHA:
¢ HapymeHa cexcyanna QyHKIHS;
o Jlenpecus;
e OroenHM cydau Ha HHTEpCTHIHATHA benioapobHa Gomnect, ocobeHo NMPH TRIroCpovYRa
Tepanud (Bx. To4ka 4.4);

e 3axapen nHaber. YecroTaTa 1e 3aBUCH OT HATHIHETO WM OTCHCTBHETO Ha PHCKOBH (aKTODH
(rmoxo3a Ha rmagHo > 5,6 mmol/l, BMI > 30 kg/m?, nosHineHs TpHIIHLEpHIH, aHAMHE3A 38

XHIMEPTOHHA).
CrpobliiapaHe Ha NOI03RPAHE HEXeEJIaHH DEaKLHH

CrobiaBaHeTo Ha OAOIHPAHH HEXKEIaHH PEakLMH CJIe[ pa3peillasaHe 3a ynorpefa Ha ekapcTBeHUA
NPOXYKT € BaXkHO. TOBa MO3BOMABA Aa TPOAB/DKH HaOMONEHHUETO Ha CHOTHOWEHHETO NON3a/PUCK 3a
nexapcTBeHHA npoaykT. Hexenanure peakumn Moxe Aa ObAaT ChodIIEeHH JUpeKTHO Ha
HamsnnurenHa areHUna no nexaperaara (HAJ]):

BBJITAPUA, Codua 1303, yn. Jamar ['pyes 8
Ten. +359 2 8903555

en. nona: bda@bda bg

yeOcalit: www.bda.bg

4.9. Ilpeno3mpane

CneundHuHO NeUYEHHE TpH NpeRo3dpaHe Ha ATOpBHH HaMa. IIpu npeaoinpane nanmeHTsT TpabBa Aa
ObZie 1eKyBaH CHMOTOMATHYHO H A3 C€ NPEANPUEMAT NOAAbPKAIIN MEPKH CMIOpea HeobXoUMOCTTA.
TpsbBa na ce HanMpaBAT 9epHOAPOOHH GYHKUMOHAIHH TECTOBE U 13 CE MOHHTOPHPAT HHBATa HA
cepymHaTa KK. Ilopaau BHcOKaTa CTEINEH HA CBBP3BAHE HA ATOPBACTATHH C IUIA3MEHHUTE MTPOTEHHH HE
C€ OYaKBa XeMOJAHAIH3aTa 1a YCKOPH 3HAYHTETHO KTHPBHHCA HA ATOPBACTATHH.

5. OAPMAKOJIOTMYHH CBONCTBA

5.1, PapMakoAHEAMEYHE CBOlicTBA




dapmakoTepaneBTHYHA rpyna: Jlekapcrpa, perynupaiy munuaure, HMG-CoA-peaykrasnu
uuxubutopu, ATC xon: CI0AAQS

ATopBacTaTHH € cefekTHBeH, komnetutueeH HMG-CoA-penyxrazeH HHXHOHTOP, CKOPOCTONMpPEaENALN
€H3HM, OTTOBOPEH 33 MPEBPBILIAHETO HA 3-XUAPOKCH-3-METHII-I Ty TAPHAKOEH3HM A 10 MEBAJIOHAT,
NPeKypcop Ha CTEPOJIMTE, BIFOYHTEIHO HA XOJIeCTEpOia. TPUITTHUEPHIANTE H X0IE€CTEPOITLT B YEPHUA
apo6 ce BKMOUYBAT B CHCTABA HA JIMMONPOTEHHHN ¢ MHOTO HHUCKa IUTbTHOCT (VLDL) K ce otaensT B
1a3Mara 3a NMpeHacaHe go nepudepHure ThkaHu. Jlunonporennure ¢ HucKa wisTHOCT (LDL) ce
oOpasysat oT VLDL u ce katabonusmnpat npeau BCHUKO Ype3 peLienTopH ¢ BUCOK aduHUTET KbM LDL

(LDL peunentop).

ATOpBacCTaTHH NOHWXaBa IJIA3AMEHUTE HHBA Ha XOJIECTEPOIIa H MNONIPOTEHHUTE Upe3 HHXHOHpaKe Ha
HMG-CoA-peaykrazata H nocneasainara OMOCHHTE3a Ha XONECTEpo B yepHus Apod U yBenuyasa
Opoa Ha yepHOapoOHKTE peuentopy 3a LDL BbpXy KieTh9HaTa NOBBPXHOCT 332 YCHIICHO YCBOABAaHE H
kataGonn3sM Ha LDL.

ATOpBacTaTHH HaMasaBa oOpasyBaHetro Ha LDL u 6posa Ha LDL-4acThHuure. ATOpBacTaTHH
NMPHYHHABA 3HAUYUTEITHO W OIbATOTpaiiHe NOBHINABAHE HAa AKTMBHOCTTA Ha peuenTtopure 3a LDL,
NMPHAPYXEHO ¢ ONMarolIpUATHa MPOMAHA B Ka4€CTBOTO HA LIMpKynupamure LD -qacTHim.
ATopBacTaTHH ¢ epHKaceH 3a noHmkasaHe Ha LD -xonecrepona npH nauMeHTH ¢ XOMO3HIOTHA
dbaMIIHa XHIIEPXOJIECTEPOSIEMHA — rpyna O0JIHM, KOKTC OOMKHOBEHO He C€ BITUAAT OT IOHMXKaBaIlH

JIHITHAUTE JICKApCTBa.

YeTaHoBeHO €, U€ aTOPBAacTATHH NoHmKaea obmua xonecrepon (30-46%), LDL-xonecrepona (41-
61%), anonunonporedH B (34-50%) u tpurnuuepuaute (14-33%), kaTo ChleBPEMEHHO BOJH 110
Bapuabunan nopuiienus Ha HDL-C u anonunonporenH A B 103a-3aBHCUMO NPOyYBaHe. Te3u
pe3yJITaTH ¢ NMOTBBPXKAABAT NPH MALMEHTH C XETEPO3UIoTHA GaMuINa XHNEPXOoIecTepoNeMus,
HedaMWIHA XUNIEPXOJIECTEPOSIEMHS H CMECEHA XHMNEPMNNHIEMH, BKTIOYHTETHO MALUMEHTH C
HEHHCYJIMHO3ABHCHM 3axapeH aHaber.

HokazaHo e, 4e NOHWKeHUeTO Ha obmya xonectepos, LDL-xonecrepona ¥ anonunonporerH B
HAMAaJIABa PHCKA OT ChPAEYHO-CHIOBH HHLHACHTH H ChPACIHO-CHI0BA CMBPTHOCT.

XoMo3uroTHa GaMWwiIHA XHNEPXoIecTePONeMHS

B MyJTHUEHTPOBO OCEM CEAMUYHO OTBOPEHO MPOYUBAHE 3a MHJIOChPAHA YNoTpeda ¢ daKynTaTupeH
YABJDKEH NEPHOA € Pas/INtuHa NMPOABLIUKHTENHOCT, ca OWAHM BKTIOYEHH 335 nauneHTH, 89 oT Kouto cac
YCTAHOBEHA XOMO3IUToTHa aMiiHa xunepxonecreposaeMui. I1pa tezu 89 nauMeHTH, CpeaHoTo
noHwkeHne Ha LDL-xonecrepona e npubnusurenHo 20%. ATopeacTaTHH € npuiaras B 1034 10 80

mg/neHx.

Arepockiepo3a
B knunmuHoTO npoydaBaHe REVERSAL (Reversing Atherosclerosis with Aggressive Lipid- Lowenng

Study — PeBepcua Ha arepockiiepo3arta Upes arpecHBHO JIHITMAHO NOHKKaBaHe) eQeKTHT Ha
HHTEH3HBHO NOHIDKABAHE HA THIIMAHTE ¢ aTopBAacTATUH 80 mg H CTAHAAPTHO NNOHMXABAHE Ha
JURIMHANTE ¢ MpaBacTaTHH 40 mg ITpH KOPOHAapHA aTEPOCK/IEP03a € OUCHEH Mpe3 BTPEChIAOBO
ynTpasBykoso uacneasane (IVUS) no speme Ha aHruorpadus rpy nauyMeHTR ¢ HCXeMHYHa 00JecT Ha
cepueTo (MbC). B ToBa panaoMusupaHo, ABOHHO-CNANO, MYJTHLICHTPOBO, KOHTPOIHPAHO KIHHHYHO
npoy4Bane, IVUS e HanmpaseHo B HauanoTo Ha npoy4dBaHeTo U Ha 18-ua Mecen npn 502 nauuenty. B
rpyrnara Ha atopBactaTul (n=253) HaMa nporpecns Ha aTepoCcKIepo3aTa.

MeanaHaTa Ha MPOLIEHTA Ha IPpoMaHa B 001mus odeM Ha aTepoCKIepOTHYHATA IUIaKa OT HAa4anoTo Ha
npoy4uBaHeTo (ITbPBHYEH KpHTEpHil Ha MpoyusaHeTo) € -0,4% (p=0,98) B rpynara Ha aTOpBacaTHH H
+2.7% (p=0,001) B rpynata Ha mpaBacTaTuH (n=249). B cpaBHEeHHE ¢ NpaBaCTaTHH, ¢PEKTHTE HA




NOHHXKABaHE BbPXY CBPACYHO-ChAOBATa kpaliHa TodKa (Hamp. HeoDXOAMMOCT OT PeBACKYIapH3alya,
HedaTaneH MUOKapAeH HHGAPKT, KOPOHAPHA CMBPT) HE € H3C/Ie[BaH B TOBA NPOYYBaHeE.

B rpynara Ha aropBacatid LDL-xonecTeporsT ¢€ € NOHIDKHII A0 cpeliHaTa CTOWHOCT oT 2,04 mmol/L
+0,8 (78,9 mg/dL +30) cnpsamMo uixoanara croinocT or 3,98 mmol/L +£0,7 (150 mg/dL. £28), a B
rpynarta Ha npasacratuH LDL-xonecteponsT ce € NOHMXKIT 00 CPedHATa CTOHHOCT oT 2,85 mmol/L
+0,7 (110 mg/dL £26) cipamo u3xonnata crofiHoct ot 3,98 mmol/L £0,7 (150 mg/dL +£26)
(p<0,0001). ATopBacTaTHH CHIIO TAKa 3HAUYUTENHO € HAMANHI CPEIHHUTE CTOHHOCTH Ha OOLIHS
xonecrepon ¢ 34,1% (npapacratuH: -18,4%, p<0,0001), cpeanure HuBa Ha TpHrIuuepuaute ¢ 20%
(mpaBacTaTiH: -6,8%, p<0,0009) n cpenuns anonunonporeut B ¢ 39,1% (npaeacratun -22.0%,
p<0,0001). AropsacraruH ¢ nosuiuun cpeauus HDL-C xonectepon ¢ 2,9% (npaeacratus +5,6%,
p=NS). IMa cpeano namanenue ot 36,4% Ha C-peakTHBHHA MPOTEHH B IPYNaTa Ha aTOPBaCTaTHH B
CpaBHeHMe ¢ HaMaleHue oT 5,2% B rpynara Ha npasactatvH (p<0,0001).

PesynraTuTe OT MPpOydYBaHETO ¢a MOJY4YeHH Py no3upoBxa oT 80 mg. CnenosareniHo, Te He MOTaT Jia
ce eXCIUIOaTHPAT BBPXY NO-HHCKUTE JO3HPOBKH.

[MpodunuTe Ha 6€30MACHOCT K NOHOCUMOCT B ABETE JIEKYBAHH Py c¢a OWIH CpaBHHMH.

EdexThT OT HHTEH3MBHOTO NOHMWKABAHE HA NTHMHUANWTE BBPXY OCHOBHHUTE CBPACYHO-CBAORH KpalHH
[IeJTH HE € U3CIIE[BaH B TORa MpOy4YBaHe. ETO 33110 KNMHHUYHATA 3HAYMMOCT Ha Te3H ,,BhobpaxaeMu™
pe3yJITaTH 10 OTHOLUEHHE HA IThPBHYHATA M BTOPHYHATA NMPOPHIAKTHKA HA CHPASYHO-CBIOBH
ChOMTHA He e U3BECTHA.

OCTBbp KOPOHAPEH CHHIPOM
B npoyusaero MIRACL ce ouenspa atoppactaTid 80 mg npn 3086 nauneHTn (aTopBacTaTHH

n=1538; nnauebo n—=1548) ¢ ocTLp XOpoHapeH cHHAPOM (non-Q MuokapaeH HHPAPKT WK
HecTabHunHa aHruHa nexkropuc). JleueHHETO € 3anOYHATO MO BpeMe Ha ocTpa dasza cnel
XOCIIHTAJIM3IHpAHE H € NPOABIDKHIO 32 nepuon oT 16 ceaMuuu. JleueHuero ¢ atopeactaTuH 30 mg
NHEBHO YBE/IHUABA BpEMETO /10 NoABa Ha KoOMOMHHpaHaTa TbpBHYHA KpaHHa TOYKA, ONPEAENEHa KaTo
CMBPT, HE3aBHCHUMO OT NpHYHHATA, HedaTaleH MHOKapIeH HH(PapPKT, pECYCHHTHPAH ChPACUEH apecT
HITH aHrMHa MeKTOPHC ¢ JaHHH 3a HCXEMHA Ha MHOKapaa, HaJlaralga XoCnuTand3aling, mokassaiku
pexykuus Ha pucka ¢ 16% (p=0,048). Tosa e npearmHo BCeacTsne Ha 26% penykia Ha
PEXOCHHTANM3ALMATA 32 aHTMHA IEKTOPUC C JaHHU 32 HcxeMmus Ha MHokapaa (p=0,018). Hpyrure
BTOPHYHH KpatHU LeNIH He JOCTUraT CTAaTHCTUYECKa 3HAYMMOCT caMH nio cede ¢ (0bimo: nnauedo:
22,2 %, atopsacTtaTiH: 22,4 %).

[TpogwrsT Ha 6e30MacHOCT HAa aTopBacTaTHH B npoy4yBaHeTo MIRACL croTBETCTBA HA ONMUCAHHUAT B
To4YKa 4.8.

HEGQHIIHKTHKBL H3d ChPDIACYHO-CBIA0OBO 3abonapaHe

EdexThT Ha aTopBacTaTHH BBPXY daraiHa u HedaTaHa HcXeMUYHa 601€CT Ha CLPLETO € OLICHEH B
PaHIOMH3HPaHO, ABOHHO-CIANC, ITaLe60-KOHTPOJIIHPAHO NPOYyYBaHe, AHTIIO-CKaHIHHABCKO
MPOYYBaHe 32 CHPACUHO-CHIAOB H3IXOA — KIIOH € NOHIDKaBaHe Ha nunuante (Anglo-Scandinavian
Cardial Outcomes Trial Lipid Lowering Arm (ASCOT-LLA)). [TaunentuTe ca ¢ XAEnepToHus, 40-79-
roguinHy, 6e3 mpeaxoaeH MHOKapAeH HHRQapKT KM JIeYEHUE 3a CTEHOKapAUa U ¢ HUBA Ha o1
xonectepon (0OX) < 6,5 mmol/]l (251 mg/dl). Bcuukyn natMeHTH ca UMM Hali-Manko 3
MpeNBAPHATETHO AcPHHHPAHH CHPAEUHO-CHIOBH PUCKOBH (PaKTOPH: MBXKKH IT0J1, BB3pacT = 55
roHHH, NymeHe, Auaber, anaMHesa 3a UbC npw poacTeeHuk ot mepea anHnd, OX:HDL-C> 6,
neprdepHO cHAOBO 3a00/1BaHe, IEBOKAMEPHA XHIIEPTPOPH, NPEAX0oaeH MO3BIHO-CBHA0B HHUHACHT,
cneunduana EKI™ anoManua, nporenHypus/anbyMudypus. He BCHUKH BKMIOYEHH MMALMEHTH Ca
NpeHeHeHH KaTo MaHHEHTH ¢ BUCOK PHUCK 3a ITBPBH CHPACYHO-CBHAOB HHIIHICHT.
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[TauneHTHTE Cca JICKYBAHH ¢ aHTUXHINICPTCHINBHA TCPAIIHA (HJ'IH CXEMa, OCHOBaBallla CC Ha aMNIOAHIIHH,

HJIM CX€Ma, OCHOBaBallla ¢c¢ Ha areHo101), B kKoMOrHauKsa MM ¢ atopeacratud 10 mg nuesHo
(n=5,168) unu nnauedo (n=5,137).

EdexThT Ha HaManABaHE Ha aGCOMOTHHA U OTHOCHTESTHHA PHCK NpH ynoTpeba Ha aTOpBaCTaTHH € Oun
KaKTO Cle/Ba_

HrnongedaT OTHocHETEARD bpo# na AbcomoTHO CrofirocT HA p
HAMAIEHHE HA HHOHJIEHTHTE HAMAJICHHE HA
packa (%) (aTopBactaTAR | prckal (%)
| cnpamo naane6o)
Paranua UbC nmoc 36% 100 cmpamo 154 | 1,1% 0,0005
| HedpaTanen MH | _ 1
Q610 cppaeuHo-cra0BH | 20% 389 cnpamo 483 | 1,9% 0,0008
HHLHIEHTH U
peBacKyJIapH3aLtHOHHH
poLEIyPH
06110 KOpPOHAapHH 29% 178 cnpamo 247 | 1,4% 0,0006
HHIHASHTH L

'B13 OCHOBa Ha pa3NMKara B 00lIaTa 4ecTOTa Ha HHIMASHTUTE, HaOOAaBaHH NPH CPEAHO
npocieasBane ot 3,3 FrOOHHH.
UBC — ucxemudHa 6onect Ha cspueto; MU — MHokapaeH HHOApKT.

O61aTa CMBPTHOCT H ChpAEYHO-CHA0BATa CMBPTHOCT He ¢a OMnH 3HaYMMO HamaneHH (185 cripaMo
212 unumaenTa, p=0,17 u 74 cripamo 82, p=0,51). B ananuza Ha nogrpynara no noj (81% mbxe, 19%
»KEHH) OnaronpuaTeH edeKkT Ha aTopBacTaTHH € OnA HAOMIOIaBaH IPU MBbXkKETe, HO HE MOXKE J1a Ce
YCTaHOBH NPH XEHUTE, BEPOATHO NOPaJM HHCKATa HECTOTA HA MHLMAGHTH B XeHCKaTa MoArpyna.
OO011aTa ¥ ChPACYHO-CH0BATA CMBPTHOCT € HHCIIEHO [TO-BHCOKA NpH xeHHTe (38 cnpamo 30 u 17
cnpamo 12), Ho ToBa He ¢ 6Mno cTaTHCTHMECKH 3Ha9HMo. FIMarno € 3HaYWTeNnHO TepaneBTHYHO
B3aHMOIEHCTBHE OT CTPaHa Ha OCHOBHATA aHTHXHNEPTEH3NBHA Tepanua. IInpBHYHaTa XpaifHa To4Ka
(¢atanna UBC nmoc Hegaranen MH) e 3HauuMo peTyuHpaHa OT aTOPBACTATHH IPH MAUHECHTH,
nexysanu ¢ amnoaunuH (HR 0,47 (0,32-0,69), p=0,00008), Ho He K npH Te3H, NTCKYBAHHA € ATEHONO/
(HR 0,83 (0,59-1,17), p=0,287).

EdexThT Ha aTOPBACTATHH BBPXY QaTanHo M He(GaTanHO CHPACYHO-CHIOBO 3a00/IBaHE € CBHIIO
OLEHEH B PaHAOMM3IHPAHO, ABONHO-CAKNO, MyITHULIEHTPORBO, IUTaleb0-KOHTPOIHPAHO [IPOYYBaHeE,
“ITpoyuBaHe Ha atopBacTaTHH npu guabet* (Collaborative Atorvastatin Diabetes Study (CARDS))
NPpH NalMeHTH ¢ THN 2 guaber, 40-75-roqmunm, 6e3 npeaxonHa aHaMHe3a 32 ChPACTHO-ChA0RO
sabonAasane ¥ ¢ LDL-C £4,14 mmol/l (160 mg/dl) u tpurnuuepuau < 6,78 mmol/l (600 mg/dl).
Boyyki nalMeHTH ¢a HMaIH NoHe | oT cneaHUTe pUCKOBH (PAaKTOPH: XHICPTOHHS, HACTOALLO NylNeHe,
PETHHOMATHA, MHKPOANOYMHHYPHS HJIM MaKpoanOyMHUHypHA.

[TauneHTRTE Ca NeKyBaHH ¢ aTopeacTtaTiH 10 mg aHeBHO (n=1,428) unu nnauedo (n=1,410) npu
MEIHaHa Ha NpocieasBaHe OT 3,9 rOaHHM.

Eq}em*r HA HaMAaJIsIBaHe Ha aﬁcumg_gmiﬂ M OTHOCHTEJIHHA PHCK ¢ aTOPBacTaTHH € OK1n KaKTo CJieRra

HanmgenT OTROCHTEAHO bpoii Ba AGcomorno | CrofiHocT Ha p
HAMAa/IeHHAE Ba HHOHICHTHTE HamMa/lcHHE HA
pucka (%) (aTopeactaTam | packa' (%)
_ CnpaMo n1311e60)
l'onemu cupaedso- 37% 83 cnipamo 127 3,2% 0,0010
ChJOBH HHLMAEHTH
(daraner u HedataieH
OMMH, Tux MU, BHesanHa

HUBC emBpT, HecTabMIHA
creHokapauns, CABG,




- |

PTCA, pepacKkynusanus,

MU (daranex 4 42% 38 cnipamo 64 1,9% 0,0070

nHedaTanes OMH, Tnx
MH) ¢ |
HUucynty (paTanyu 48% 21 cipamo 39 1,3% 0,0163
_HegaTaniy) |
'B13 ocHOBA Ha pa3/IMKaTa B 00IIaTa YeCTOTA Ha HHIUACHTHUTE, Ha0moaaBaHH NIPH CPEAHO
npocnenasade o1 3,9 roguHH.

OMMH-ocTep Muokapaer uudapkr;, CABG — koporapeH aptepuanet 6aitnac; UbC — ucxemuina
Gonect Ha cepuero; MU-mmoxapaeH nugapkr; PTCA — nepKyTaHHa TpaHCIyMHHANTHA KOPOHapHa
AHTHOIUIACTHKA.

HaMa poka3aTeNcTBO 3a pasjidka B ¢pekra oT IEUCHHETO CIopel 1Mos1a, Bb3pacTTa WiH H3X0AHOTO
Hupo Ha LD -xonecteposna Ha nauueHTa. baaronpuaTHa TeHAeHUMS € Hab/moAaBaHa N0 OTHOLIEHME
Ha HHBOTO Ha CMBPTHOCT (82 cMBPTHH Ciyuau npi mauebo rpynara cnpaMo 61 B rpynara Ha
atopBacTaTHH, p=0,0592).

Peipaaysupant HHCYIT
B NPOYYBAHETO Hpenompamnaue Ha HHCYJIT YPC3 arpCCHBHO HAMANABAHC HA HHBATa Ha XONCCTCPONa

(Stroke Prevention by Aggressive reduction in Cholesterol Levels (SPARCL)) e oueHeH edekThT Ha
aroppacraTvH 80 mg AHeBHO WNH Wanebo No oTHOLIEHHE NOABAaTa Ha HHCYIIT IpH 4731 nauneHTH ¢
HHCYJIT MK NpeXoaHa HexeMudHa ataka (T1A) B paMkuTe Ha ipeaxoauuTe 6 Mecela u 6e3 aHaMHe3a
3a UBC. [Mauuenture ca 60% Mbxke, 21-92 roaunn (cpeana Bb3pacT 63 ronHHH) H H3XOZHO HHBO Ha
LDL cpeano 133 mg/dl (3,4 mmol/1). Cpennara crofinoct Ha LDL-C ¢ 6mna 73 mg/dl (1,9 mmol/1) no
BpeMe Ha JIeueHHeTo ¢ aropBacTaTiy # 129 mg/dl (3,3 mmol/l) no Bpeme Ha nedenuero ¢ mianebo.
MenuaHata Ha rnpocneassaHe e 4,9 roauRm.

AtoppactaTeH 80 mg ¢ HaManu pUCcKa OT TbPBHYHATA KpaiHa Touxa daTancH W HedaTaneH HHCYNT 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 cnea aganTHpane Ha
W3XOJHHTE XapaKTEPHCTHKH) B cpaBHeRHe ¢ nanie6o. ObiaTa cMbpTHOCT € 9,1% (216/2365) npu
aTopBacTaTHH cripamo 8,9% (211/2366) npu niauedo.

B post-hoc ananus aTopeactaTiH 80 mg e HaMaTHIM JECTOTaTa Ha HCXeMuueH HHCYT (218/2365,
9,2% cripamo 274/2366, 11,6%, p=0,01) u e noummn decToTaTa Ha XeMoparuyeH HHCynT (55/2365,
2,3% crpamo 33/2366, 1,4%, p=0,02) B cpapHeHHE ¢ mnauebo.

e PHCKBT OT XeMOparuieH HHCYJNT € MNOBHILIEH [PH MALMEHTHTE, KOHTO Ca ¢ NPeAIIeCTBALL
XeMOparuueH HHCYIT NpH BKJIOYBaHe B Mpoy4usaneTo (7/45 mpH aToOpBaCTaTHH cnipaMo 2/48
npu nanue6o; HR 4,06; CI 0,84-19,57) ¥ pHCKBT OT HCXEMUYEH HHCYJIT € CXOJIEH B ABETE
rpynu (3/45 npu aTopeacTaTHH cnipaMo 2/48 npu nnauebo; HR 1,64; 95% (I, 0,27-9,82)

¢ PHCKBT OT XeMoparsieH HHCYT € MOBKLIEH NpY MAalLMEHTH, KOUTO ca ¢ ApeAIeCTBall
naKyHapeH uH$papKT npy BKo4BaHe B npoy4saHeTo (20/708 npH aTopBacTaTHH CTIPAMO
4/701 npu mwiauebo; HR 4,99; 95% (I, 1,71-14,6), HO pMCKBT OT HCXEMMYEH HHCYJT TNPH TE3H
NMaLMEeHTH ChIno € Hamanan (79/708 npu atopsactarun cipamo 102/701 npu mnauebo; HR
0,76; 95% CI, 0,57-1,02). BramMoxHO e KpaliHMAT pHUCK OT HHCYIIT Ja € NOBHIIEH NPH
MauMeHTHTE ¢ MPEXOEH TaKyHapeH WHApKT, KOUTO NoMyvyaBaT aTopBacTaTvH 80 mg Ha AeH.

O6inara cMbpTHOCT € 15,6% (7/45) npn neyenue ¢ atoppactaTiH crnpaMo 10,4% (5/48) npu
NMpHiIaraHe Ha mianefo B noarpynata MAUMEHTH C MPeAXOOCH XeMoparmiaeH uacynt. Obwara
cmbpTHOCT € 10,9% (77/708) mpu aTopeacratud cripsivo 9,1% (64/701) npu nmnauebo B noarpynara
MalHEHTH C NPEOXOACH TAKYHapeH HHQpapKT.




IlenuaTpH9Ha NOMTYA

Xemepozuzomua Gamiving XunepxorecmeponeMuR npu neQuampliyn nayuenmu Ka evipacm 6 - 17
200UHU

[IpoBeaeHo e 8-ceqMUIHO OTBOPEHO MPOYYBAHE 32 OLICHKA HA PapMakOKHHETHKATA,
¢dapMakoanHaMHKaTa, 6€30MaCHOCTTA U NOHOCHMOCTTA HA aTOPBAaCTaTHH MPH JeLa M MOAPacTRALIM C
FeHETHYHO [0Ka3aHa XeTepO3UroTHa GaMuIHa XHUnepxonecTepoaeMus U 6a3oBu cToiHOCTH Ha LDL-
C>4 mmol/l. [IpoyusaneTo o6xBaiua 39 aena ¥ NOXPACTBALLM Ha Bh3pacT oT 6 Ao 17 ronuHu.
Koxopra A exnouea 15 geua, Ha Bp3pactT 6 — 12 roguHH B mepBH cTanui no Tanner. Koxopra b
BKJIIOYBA 24 Aeua Ha sw3pacT 10 — 17 roopunu B cTaguii no Tanner >2.

HagannaTa 1032 aTOpPBacTaTHH B KOXOpTa A e 5 mg nHeBHO noA opMarta Ha Tabnerka 3a TLBYEHE U
10 mg nueBHO nopa gpopMaTa Ha PHAIMHUpaHa TabneTka B koxopTa b. lanena e Bb3MOXHOCT HadaNHaTa
1033 J1a C¢ YABOM, ako He e AocTHrHara croifHoct 3a LDL-C <3,35 mmol/l Ha yeTspTa ceamuua u
aKO aTOPBAaCTaTHH ¢e MoHaca nobpe.

Cpeanute croiiHoctH 3a LDL-C, TC, VLDL-C, u Apo B ca Hamanenu npe3s BropaTta ceAMHIA MPH
BCcHukH nManmeHTH. IIpH mammeHTH, Ha KOHTO A03aTa ¢ O1ia yIRoeHa, ¢ Ouno HabmoAasaHo
OOITBJIHUTEITHO HaMaJIEHHE Ha CTOMHOCTHTE HAa BTOpaTa CeAMHKLA NPH TBPBOTO H3MEpBaHe cliell
NoBHinaBaHe Ha No3aTa. CpeBKAT MPOLICHT Ha MTOHIKABaHE Ha CTORHOCTHTE HA IKITHAHUTE
napaMeTpu € OHJI CXOEH 3a IBeTe KOXOpTH 6e3 3Ha4cHHE JaNTH NaLHEHTHTE €2 OHTH OCTaBEeHH Ha
TAXHATa IThPBOHAYANHA A03MPOBKA WIH T4 ¢ Ouna ynpoeHa. Ha 8-Ma ceaMHIa cpeHO NPOLEHTBT HA
npoMsaHa oT 6asoBrTe cTofiHocT HAa LDL-C n TC e 6un npubnusurento ceoreeTHO 40% 1 30% Han
ofcera Ha Bb3IeACTBUE.

Xemepozuzomna pamuing xunepxorecmeporeMus npy neduampusny hayuenmu wa evipacm 10— 17
20QUHY

IIpn gBO¥HO-CANO, IIaneto KOHTPOJIKPAHO NMpOYYBaHe NoclieIBaHO OT OTBOpEHa (a3a Ha
npoy4saHero, 187 MoMueTa ¥ MOMHYETA ClIe/l ITbpPBaTa MEHCTpYallud, Ha Bb3pacT MexXITy 10 u 17
ronuuH (cpeaHa Bb3pacr 14,1 roauHu) ¢ XeTepo3uroTHa paMuina xunepxonecreponeMus (FH) wm
TeXKKa XHIIEPXOoNecTeponeMun ca OUNY paHIOMH3HPAHH Ha fieyeHHe ¢ aTopBacTaTiH (n=140) uu
niaanebo (n=47) B npoas/DKeHHE Ha 26 ceAMULIY, Cllel KOETO BCHIKH NMPHEMATH aTOPBAaCTATHH B
MpOABIDKEHME Ha ome 26 ceamuity. JloaupoBkaTa Ha aTOpBacTaTHH (BeAHbBXK AHeBHO) € 10 mg 3a
MEPBHTE 4 CEOMULM K NocheABallo yBeaudasaHe 10 20 mg, B ciyyail ye HUBaTa Ha LDL-Xonectepona
ca > 3,36 mmol/l. AToppacTaTHR CHrHH(HKAHTHO HaMalABa IUTA3MEHUTE HHBA Ha O0MIMS
xonectepon, LDL-C, TpurmMuepuaute v anoadnonpoTerH B npes nupeute 26 ceanMHLM HA ABOHHO-
cnanarta ¢asza. Cpennata gocruriarta croiiHoct Ha LDL-C e 3,38 mmol/l (range; 1,81 — 6,26 mmol/l) B
rpynara Ha aTOpPBAacTaTHH cpaBHeHa ¢ 5,91 mmol/l (range: 3,93 — 9,96 mmol/l) B nnane6o rpymnara
npe3 26-ceAMHYHATa ABOHHO-CIANA (a3a.

JIOWRIHHTENHO NEAHaTPHYHO NMPOYYBaHe Ha ATOPBACTATHH Cpellly KOJIECTHIION NPH NALHEHTH ¢
XHIEPXONecTeEponeMua Ha Bp3pacT 10-18 roauHu ycTaHoBgRa, 4e aTopBacTaTHH (N=25) npenn3BuKea
curiHdukaHTHO HamaneHre Ha LDL-C Ha 26-ta ceaqmuua (p<0,05), cpaBHeH ¢ konectunon (N=31).

[TpoyuraHne 32 ,,MHIOCHpAHA yrioTpeha™ npu MauHeHTH C TEXKa XHIIEPXOJIECTEPOICMH
(BK/TIOUHMTENTHO XOMO3HIOTHA XHMIIEPXONECTEPONIEMHAA), BIUTFO4BA 46 neAHaTpHYHH MalMEHTH,
JIeKyBaHH ¢ aTOPBACTATHH THTPHPAH B 3aBHCUMOCT OT OTrOBOpa (HAKOX NALHEHTH ¢a npueMany 80
mg aTopBacTaTHH AHEBHO). [IpoyuBaneTo npoab/nKaBa 3 roguHU: LDL-X0necTeponsT € HaMaleH ¢
36%.

JsnrocpodHara epMKAacCHOCT Ha Tepalui ¢ aTOPBAaCTATHH B JIETCKa BH3PacT 3a HaMaJiBaHE Ha
3a60/1€BAEMOCTTa H CMBPTHOCTTA B 3ps/a Bb3PaCT HE € YCTaHOBEHA,




[TPH JICYEHHETO HA XOMO3UIOTHA (PAMHNTHA XHNEpXOoJecTeponeMus, KoMOHHHpaHa (cMeceHa)
XMNEPXONIECTEPOIEMUA, THPBHYHA XHIIEPXONECTEPONIEMHs H NPEBEHIUATA HA ChPACYHO-CHIOBH
crOUTHA (BX. TodKa 4.2 32 WHopMalHA 3a MeAUaTpHIHATa ynoTpeba).

5.2. OPapMakoKHHETHUYHH CBONHCTBA

Abcopbimn

ATopBacTaTHH ce abcopbupa 6bp30 cnea nepopanHo NpUIOKEeHHE, MAKCHMAJIHA NNa3MEHa
koHueHTpana (Cna) ce mocTHra 3a 1 no 2 vaca. Crenenra Ha abcopOuns ce nokaupa
NMpONOPLHOHAIHO Ha £03aTa Ha aropBacraTvH. Ciea nepopajHoO NpHIOKEeHHEe OHOHATHYHOCTTA Ha
aropsacTaTHH GuaMupaHu TabneTkd € o1 95 a0 99% B cpaBHEHHE ¢ Ta3H Ha NIEPOPAITHHA Pa3ITBOP.
AGcomoTHaTa OMOHAIMYHOCT HA aTOPBACTATHH € MPHONH3UTETHO 12% W CHCTEMHATa HATHYHOCT Ha
umxuouTOpHarta akTHBHOCT 328 HMG-CoA penykrasata e npubnusurento 30%. Huckara cucremna
HATIMYHOCT C€ 0T1aBa Ha NPEeCUCTEMEH KIHPBHC B FACTPO-UHTECTHHANTHATA MYKO3a H/HIH Ha first-pass
MeTabo3BEM B YepHHA apob.

Pasnpeneneuye
Cpenuuart ofeM Ha pasnpeneieHHe Ha aTopBacTaTHH ¢ mpubausurenno 381 L. ATopeacTaThH ce
CBBP3Ba C IUIa3MEHHUTE NPOTEHHH B > 98%.

broTpaHCcHOpM

ATopBacTaTiHH ce MeTabonusnpa ot uuToxpoMm P-450 3A4 o opTo-H NapaxXuaApOKCHIHPaHH ACPHBATH
H pa3NivHY HEeTa-OKUCIUTENHH MPOaYKTH. OCBeH APYTHTe ITbTHINA, TE3H JICKApPCTBa CE
MeTaboNM3UpPAaT AOMBLIHHUTENHO Upe3 NTIOKYpoHupaHe. In vitro naxubuuuara Ha HMG-CoA
peayKTa3aTa oT OpPTO- H NapaXHAPOKCHITHPAHUTE METabONIMTH € €KBHBAJICHTHA Ha Ta3H OT
aroppactatuH. [IpuGmusurenno 70% ot LupKynMpaiiaTa HHXHOHTOpHa akTHBHOCT 38 HMG-CoA
peAyKTa3aTa ce¢ OTAaBa Ha aKTUBHMTE METabO/THTH.

EnyMunmpane
ATOPBACTATHH C€ K3NTBYBA MPEIMMHO C XKITHYKATA CJIEN XenaTaneH H/WIH eKCTpaxenaTaieH

MeTabonuseM. Marnexaa, obaue, ue JJeKapCTBOTO HE NPEThPIABA 3HAYHTENIHA €HTEPOXENaTaliia
peunpkynaia. CpeIHHAT IUTa3MEH NMOMYXHBOT Ha aTOPBacTaTHH IIPH Xopa ¢ npubnMauTentHo 14
yaca. [Tony>XMBOTHET Ha HHXHOUTOpHATa akTMBHOCT 3a HMG-CoA penyxrasara e npubnusutenso 20
no 30 9aca nopaay y4acTHETO Ha aKTHBHHTE METa0OMUTH.

Creyuainyu nonyaayuy
Hayuenmu 8 cmapuecka ev3pacm.

[InasMeHHTE KOHLIEHTPALMH HA ATOPBACTATHH M HEMOBHTE aKTHBHH METabONHTH ca No-RUCOKH TpH
3OPaBH XOPa B CTAP4ECKa Bh3PacT, OTKOJIKOTO NPYU MIAAN MALMEHTH, a8 €(EKTHTE N0 OTHOINEHHE HA
JHNUIHTE ¢ CPaBHHEMH C Te3H IPH M0-MJIadH MauyeHTH.

Ileduampuuna nonyrayus

B oTBOpeHO, 8-ceAMMMHO NPOYYBaHe, NEAHATPHYHN NaUMEHTH (Ha Bb3pacT 6-17 roauun) 1 craguit no
Tanner (N=15) u cragmii no Tanner >2 (N=24) ¢ xeTepo3nroTHa $paMHIIHA XHNIEPXONECTEPOSIEMHA H
6a3zoBm croiHocTH Ha LDL-C >4 mmol/l ca nexypanu ¢ 5 unu 10 mg tabnerxu 3a JpBUCHE WIH
cboTBeTHO 10 unu 20 mg dunMupann TabneTky aTOpBacTaTHH BEIHBXK AHCBHO. EAMHCTBEHaTa
3HAYHTENHA MPOMAHA BbB (hapMaKOKMHETHYHHNA MOAE Ha MOy alHATa, JIEKyBaHa C aTOPBaCTaTHH, €
TeNlecHaTa Maca. BUIHMHAT nepopalied KIHPBLHC Ha aTOPBACTaTHH NPH NEAHATPHIHH MaUKEHTH Ce
ABABA NOACOEH HA TO3M NMPH BB3PACTHH CICH ATOMETPHYHO H3MEPBaHE Ha TENECHOTO TerNo.
CroTretrHo Hamanenue Ha LDL-C u TC e Ouno vabmoaaBaHo B AHala3oHa Ha eKCMO3HLIMA Ha
aTOPBAaCTAaTHH H 0-XUAPOKCHATOPBACTATHH.

llon




AUCQC). Te3u pa3ivKH HAMAT KIHHHYHO 3HAYCHHE M HAMA KIMHHYHO 3HAaYHMH PA3NHKH MEXTY
eeKTUTE 110 OTHOLIEHHUE HA THITHANTE NPH MBXKE H XXEHH,

Tlayuenmu ¢ bvOpeuno yepexcoane
Br6peunuTe 3a00ABaHHS HAMAT RIHAHUE BHPXY ILTA3MEHHTE KOHLIEHTPALMH HIH BEPXY JIHNHAHHTE
edexTH Ha ATOPBACTATHH M HETOBUTE AKTHBHH META0OIHTH.

HHayuenmu c uepHoOpobro yepexcoane

[L1a3MeHHTE KOHLEHTPAIIMH Ha aTOPBACTATHH M HEFOBUTE aKTHRHH MeTabONHTH €2 3HAYUTEIHO 1O~
BHCOKH (npubnu3urento 16 nbra 3a Cou ¥ 11 0bTH 32 AUC) npH NaLHEHTH ¢ XpOHHMYHA ANTKOXONHA
yepHoapobua 6onect (Child-Pugh B).

SLOCI1B1 norumopghuzom

YepHoapoOHoTo saxpaiate Ha BcikH HMG-CoA-peaykrazHu WHXUOHTOPH, BKIIOYHTENHO
aTOPBACTaTHH ce H3BbpuiBa nocpeactsoM AOTP1B1 Tpancriopren nporenH. [IpH nauyeHTH Cbe
SLCOI1B1 nonpMopdu3bM Ma PUCK OT NMOBUIIEHA €KCIIO3NIMA Ha aTOPBAacTaTHH, KOETO MOXe J1a
[0Bele a0 NOBHIIEH PHCK OT pabaoMuonusa (Bx. To4uka 4.4). [TonuMoppH3IMBT NpH reHa, Koaupaul
OATP1BI1 (SLCOI1BI1 ¢.521CC), e cBBp3ad ¢ 2,4 NLTH MO-BHCOKA CHCTEMH3 HAMIHOCT Ha
aropsacraTuH (AUC) B cpaBHeHHe ¢ UHAUBHAH Ge3 To3u reHoTHneH BapHaHT (¢.521TT). l1pn Tesu
NAalMEHTH € Bh3MOXHO CBIIC NEHeTHYHO Aa € HApYLICHO YePHOAPOOHOTO 3aXBalliaHe Ha
aTOPBACTATHH. Bb3MOXHHUTE NOCNEACTBUA BbPXY €(PHKACHOCTTA Ca HEH3BECTHH.

5.3. llpeaxTHEAYIHA JaHHH 32 6€30MaCHOCT

ATOPBACTATHH He € TI0Ka3as MyTareHeH WiH KJIacTOreHeH IoTeHunan B fartepus oT 4 in vitro TeCTOBE
¥ B €IMH aHAITH3 in vivo, ATOPBACTATHH HE € KaHLeporeHeH 3a ILTbXOBE, HO INMPH NMpiiaraHe Ha
BUCOKH [03H pH MHLIKM (qosenu Ao 6-11 mbTH no-srcoku croiiHocTH Ha AUC (0 no 24 yaca) B
CpaBHEHHE C TE3H NPH X0pa, ApUeMann Hali-BUCOKATa MPENOPBUHTENHA 103a) €a Ce MOABIIH ClTyyaH
HA XenaTouenyynapeH aleHoM NPH MBXKHTE H XEMaToLENyapeH KapLUHHOM ITPH XEHCKHUTE XKHBOTHH.

Uma nanHu oT npoy4BaHHA npk xkuBoTHY, y¢ HMG-CoA-peayKkTasHHTe HHXHOHTOPH MOXe Aa
BIHAAT BHPXY PAa3BUTHETO Ha eMOpuoHuTe U dperycure. Ilpn nrbxose, 3ailH H Ky4yeTa aTOPBaCTATHH
HAMa eGeKT BBPXY DEPTUITMTETA U HE € TEPATOreHEH, HO NMPH TOKCHYHH 32 MaHKaTa J03H, PH
TUIBXO0BE M 33ifiliy € eHabmonaBaHa peTanHa TOKCHYHOCT. Pa3BUTHETO Ha MOKONEHHETO TIPH ILTHXOBE €
3a0aBEHO H NMOCTHATATHOTO OLENsBaHe HaMANEHO NPH eKCITO3HIHA Ha MalKaTa Ha BUCOKH 103U
aTopBacTaTuH. [IpH UIbX0BE HMa AOKA3AaTENICTRO 32 NPEMHHABAHE HA NIEKAPCTBOTO MPE3 NNalCHTATA.
I1pH nnbXoBe IUTa3MEHKTE KOHLEHTPAIHH Ha ATOPBACTATHH ca OTH3KH A0 Te3H B MiAKoTo. He e
H3BECTHO JANTH ATOPBACTATHH H HETOBUTE MeTaDOIUTH Ce eKCKPEeTHPAT B KhpMaTa.

6. GOAPMAIEBTHYHU JAHHH

6.1. CoHcpbK HA TOMOIIHHTE BEIIECTRA

Kanuues kapbonar

JlaxTo3za MOHOXHOpAT

MuKpOKpHCTATHa Lenylo3a

Kpockapmenosa HaTpuit

[lonucopbar 80

Huckosucko3zHa xuapokcanpomuuenynoda (HPC-SSL)
MartesueB creapat

PnrIMOBO NOKPHTHE
Onanpait AMB OY-B-28920 — nosmn(BrHANOB ankoxon), THTaHOB AHOKCHA (E 1

nysenatl, neunthH (E 322) - Tank (E 553b) (1/1) n kcanToHoBa ryma (E4135). / N —




6.2. HechbBMECTHMOCTH

Henmprnoxumo

6.3. Cpox Ha roaHocTt

2 rOOUHH

6.4. Cnenna/jHR yChOBAY HA ChXpaBeHHE

Jla ce chbXpaHfABa Ha MACTO, HEQOCTHITHO 33 Aella.

Ja ce cpxpaHsasa B OpUrHHAIHATA ONAKOBKA.

Ha ce cxxpanasa nog 25°C.

6.5. Bua B chpObpKABEE HA ONAKOBKATA

Baucrep ot 6ano Henpo3apauHo Al-Al gonuo.

PasMep Ha ONaKOBKHTE:

30 diMupany TabneTku.

90 hpunMHpaHH TabneTkH

He BcHMky BHAHMBE OMAaKOBKK MOXe Ja 6B1aT MycHAaTH B npoaax6a.
6.6. Cnennaaun opeana3Hy MePKH NIPH H3XBLPIAAHE
Hsama cnetiyanyy HINCKBaHHUA.

HeusnomseauusaT eKapcTBEH NPOXYKT WIH OTHaIbYHHTE MATEPUANIM OT Hero TpAGBa Ia e U3XBBPIAT
B CHOTBETCTBUE C MECTHHUTE H3UCKBAHHA.

7. NPHUTEXATEN HA PAZPEUIEHHETO 3A YIIOTPEBA
HOBEJ ®APMA EOO

oya. ,,bearapus’™ Nel(09

Codusa 1404, brnrapus

8. HOMEP HA PAPELIEHHUETO 3A YIIOTPEBA

Per. No 20120469

9. 1IATA HA ITBPBO PAZPEHIABAHE/IIOTHOBABAHE HA PAZPEIIEHHUETO 3A
YINIOTPEBA

JlaTa Ha mbpBo paspewagane: 20.09.2012 r.

10. JATA HA AKTYAJIU3IUPAHE HA TEKCTA

01/2025 1.




