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KoM Ve

1. HME HA JIEKAPCTBEHMS MPOAYKT
86/ 11K F7h- €02 n ¥

17112021

Paspewerue Ne

ATopaanut 5 mg/10 buaMHpaHH TabaeTKH

Nonfnedia fe sssasrasssssrsanner

Aordin 5 mg/10 mg film-coated tblets

2. KAYECTBEH H KOJIHMECTBEH CbCTAB
Beska dunmupana tabnetka chabpika 5 mg aMIOAKITMH KaTo amioaMnuHoB 6esunat (amlodipine

besilate) n 10 mg aTopBacTaTHH KaTo aTOPBACTATHH KAILMI TpuxHApat (atorvastatin calcium
trihydrate).

3a MbAHMS CNHUCHK HA MOMOILHKTE BELLECTBA, BHKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
®unmupaHa tabnerka.

AtopaanuH 5 mg/10 mg dpuamupanu TabaeTky ca 6e/u, KPbIiK, BOHHOM3MBbKHANH GHAMMpPaHH
TabNeTKH Cbe CKOoceHH pbOoBe. Pa3mepu Ha Tabnetkara: npubansuressHo 6 mm.

4. KJ/IMHHYHH JAHHH

4.1 TepaneBTHYHH MOKA3ZAHHA

ATOpJarnuH e NoKasaH 3a npe0TBPaTABAHE HA ChPAEYHOCHA0BH ChbOUTHA NPH NALKEHTH C
XHMEPTOHHA C MOHE TPH ChITBTCTBALLM ChPAEYHOCHA0BH PHCKOBH (haKTOPa, HOPMAJIHH /10 JIEKO
MOBHLIEHH HMBA HA XoJiecTeposl, 03 KIIMHHYHO M3iBeHa HCXeMHUUYHA DOJIECT HA CHPLETO, MPH KOWTO
KOMOWHHMPAHOTO M3M03BaHe HA AMJIOJMITHH W HHCKA /1032 aTOPBACTaTHH € MPHETO KaTo MOAXOALLO B

CbOTBETCTBHE HA CbBPEMEHHHTE TEPANeBTHYHH YKa3aHHs (BK. Touka 5.1).

ATOpaanuH cieiBa Ja ce M3Mo/3Ba NpH HeaaeKBaTeH OTrOBOP HA JHeTa W ApYry HedapMakoIOruiHU
MEPKH.

4.2 Jlo3MpOBKA H HAYHH HA NPHJIOKEHHE
O3HpPOBKA

OOuuaiiHaTa HavanHa 103a e 5 mg/10 mg BeaHBXK AHEBHO.

[1pu nauMeHTH ¢ ycTaHOBEHA HY’K/a OT M0-CTPOI KOHTPOJ BbPXY KPbBHOTO HalsraHe Mo
npunara 10 mg/10 mg BeaHbxkK AHEBHO.

Jo3ure morat aa Obaar MPHEMAHH N0 BCAKO BpeME Ha 1CHA, C WIIH oe3 XpaHa.



ATopnanui moxe Aa ObAe NPUITAraH CaMOCTOATETHO HITH B KOMOHHALIWA ¢ AHTHXHIIEPTEHIHBHH
NeKapcTea, HO HE Tpadea 1a ce npHeMa B KOMOMHALMA ¢ ApYT OlIOKep HA KAILMEBUTE KaHATH HITH ©
JpYr CTATHH.

[TaumMenTH B CTApYECKA BL3pAcT

He ¢ HeoOx0aKMMa KOpPEKLMS Ha 103aTa MU NALMEHTH B CTApYeCKa Bh3pacT (BK. Touka 5.2).

HMalieHTH ¢ YepHOAPOOHO YBpEkKaaHe
ATopaanuH € NPOTHBONOKA3aH NPH NalMCHTH ¢ aKTHBHO YepHoapobHO 3aboassaHe (BX. Touka 4.3).

[auyenTy ¢ 60peyHa HEAOCTATHYHOCT
He ce nHanara npomMsHa Ha Jo3aTa IMMpH NauMeHTH ¢ HapyweHa Ob0peuna dyHkunsa (8x. Touka 4.4 u
TOUKA 5.2).

EnHoBpeMeHHa yoTpeba ¢ ApYru JEKAPCTBEHH MPOIYKTH
AKo ce npunara eIHOBPEMEHHO ¢ LUMKIOCAOPHH, 103aTa Ha AaTOPBACTaTHH He TpAGRA a HAIBHINABA
10 mg (ps&, Touka 4.5).

[1pn mauueHTH, npuemaly aHTHBHpYCHHLe CcpelcTBa 3a Nevense Ha xenatut C karo
e10acBHp/TPa3ONpPEBHp MM JIETEPMOBHP 3a IPOMHUNIAKTHKA HA HHTOMEraJloBUpYCcHa HHpeKLMs
€JHOBPEMEHHO C ATOPBACTATHH, I03aTa HA aTOPBACTATHH HE TpsiGBa na nperuinasa 20 mg/nen (Bx.
Touku 4.4 u 4.5).

YnotpebaTa Ha aTOPBACTATHH HE € TIPEMOPbYBA MPU MALMEHTH, MPHEMAIIH NETEPMOBHP
eTHOBPEMEHHO ¢ LIMKIOCNOPHH {Bx. Touku 4.4 u 4.5).

[Teduampuyuna nonyrayus

BezonacHocTTa ¢ epekTHBHOCTTA Ha ATOpIANMH NP A€UA W IOHOLIM He ca yctaHoBeHu. [lopaau Tosa
NPUICKEHHETO HA ATOPIANKH TPH TE3H [ONYJIAUHH HE Ce MPenopbyBa.

HauuH HA HpHIOKEHHE
ATOpPJIZTHH € 33 NePOPaTHO MPUIOKEHHE.

4.3 IlporTHBONOKA3ANMHA

ATOpIanuH € IPOTHBOIOKA3ZAH NP NaUHEHTH:

- KOHTO MMaT CBPBLXYYBCTBHTENHOCT KM JHXMIPOIHPHANHH, AKTHBHUTE ChCTABKH AMJIOIAHITHH
W aTOpPBACTATHH WK KbM HAKOE OT [IOMOLLHMTE BEILECTBA, 30O POCHM B TOUKa 6.1;

- KOMTO HMAT aKTHBHO YepHOoApoOHO 3a0019BaHe LM HEHISCHCHH NEPCHCTHPALUY NOBHILIEHHA
Ha CepYMHUTE TPAHCAMHHA3M, HAZIXBBPISHIH 3 MbTH FOPHATA IPAHMIIA HA HOPMAT4;

- 1o Bpeme Ha OpPEMEHHOCT, [IPH KbPMeHE W NIPH XKeHH ¢ JAeTepodeH NOTEHUHAT, HEH3MOI3BAIIH
MoAXOJLIH KOHTPAUEITHEHH MEPKH (BXK. ToUKa 4.6);

- B KOMOMHALIHA ¢ HTPAKOHA30M, KETOKOHA30/ H TEAMTPOMMLMH (BK. Touka 4.5);

- KOHTO MMAT TEXKKa XHIOTOHMS,

- KOMTO €4 B HIOK (BKNFOUYHTENHO KAPAMOIeHEH LIOK),

- KOMTC MMAT 3aITyLUBAHE Ha W3X0Ja Ha IARATa kaMepa (Hamp. BHCOKA CTENeH Ha aopTHA
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4.4 CnenHaJHH NpeayNpPeXICHNS K NPe1NAIHH MEPKH NPH ynoTpeda

Copaeuna HeAOCTATBLIHOCT

ITaLHenTH CBC ChPAEYHA HEIOCTATHYHOCT TPAOBa Aa ObAAT TPEeTHPAaHH C NMOBHILEHO BHMMaHHe. [1pn
ABJIFOCPOUHO, I1ALEO0-KOHTPONHPAHO TIPOYUBAHE MPH NMALMEHTH C TEXKA ChpIeHHa HEAOCTATLYHOCT
(NYHA xnac 11l v IV), noknanBaHata yecToTa Ha My/JIMOHApEH OTOK € OHnla NO-BHCOKA B rpynarta
TPETUPAHA ¢ AMJIOJHIIHH, B CPaBHEHHE ¢ rpynaTa ¢ anaue6o (. Touka 5.1). bnokepure Ha
Ka/IUHEBHTE KAHAIH, BKIIOUMTETHO aMITOHITHH, TPA0Ba Ja OhAAT H3MOI3BAHU C MOBUILIEHO BHUMAaHHE
TIPH MAUHEHTH ChC 3ACTOHHA CbpAeHHa HEAOCTATBYHOCT, Thil KATO MOXE Aa CE& NOBHLUH PUCKA OT
OBbIeIH KapIHOBACKYAPHH HHUHAEHTH U CMBPTHOCT.

Yepuoapobnu edextn

Tpabea ga ce HamParAT PYHKUHOHANHH YE€PHOAPOOHH M3C/IEABAHUS NIPSIH 3aMOUBAHE HA JICYEHHETO,
NEPHOAHYHO ClleNl TOBA, KAKTO M MPH NALKEHTH, KOUTO PA3BUBAT HAKAKBH OENe3H H CHMITTOMH,
npeAnonaraly Yyepuoapobuo yepexaaHe. B ciydaii Ha NOBHLLIEHH HHBA HA TPAHCAMHHA3HTE, TE
TpA0Ba 12 C€ MOHMTOPHPAT A0 H34YE3BAHE HA AHOMATIHHTE.

Axo nosrenueTo Ha ALT vnu AST, naaxespsaiio noeeyue OT TpH NbTH FOPHATA FPAHULA H HOPMATa
(ULN) nepcueTupa, neuennero TpadBa /1a ce npeyCcTaHOBH.

[TonyxMBOTHT HA aMAOAHNHH € TIPOIBLLKHTENEH H cTolHOCTHTe Ha AUC ca no-BHCOKH Npu
MALMENTH ¢ HApYLUEeHA YepHoIpoOHa QyHKLUMSE; HE Ca YCTAHOBEHM MPENOPBKH 34 JO3HPOBKATE,

Hopaﬂu ChABPAKAHHETO Ha aTOPBacTaTHH, ATOp,Ilal'IHH TpﬂﬁBa Aa ce npuiara npeanasjineo NnpH
MANHUEHTH, KOCUTO KOHCYMHPAT 3HAYMHTENHH KOJTHYECTBA ANKOXO0J1, [IPH MaUHUCHTH C T-{E[DHD,E[[)()GHO
YBPEX/aHe H/UITK ¢ aHaAMHe3a 32 YePHOAPOOHO 3abonaBaHe.

CxenleTHO-MYCKY/THH edeKTH

Kakro u apyru HMG-CoA-penykrazHu HHXUOHTOPH, ATOPBACTATHH MOXKE 14 3ACETHE CKEJISTHATA
MYCKYNaTypa H 1a MPHYHHH MHAITHA, MHOZHT M MHOMATHSI, KOMTO MOraT PAIKO Ja MPOFPECHPAT 10
pabIoOMMOMN3a, XapaKTEPU3HPAILA CE ChC 3HAYHTENHO MOBHIIEHHE HA HUBATA HA KPEaTHHKHHA3aTa
(KK) (> 10 nb14 Han ULN), MHOTTTOOHHEMHS H MHOTIODHHYPHS, KOWTO MOTAT 10 AOBEJAT A0
6BLOpeUHa HelOCTaTBYHOCT M MOFaT B PelKH ciyuad Aa GbaaT daTanHy.

I[Ipn TpeTHpaHH CbC CTATHHHM ACHMNTOMHH NaLMEHTH HE CE NPENnopbYBa PeAOBEH KOHTPO HAa HHBATA
Ha KK van apyru MyckyiHu ensumu. Bourpexu ToBa, NpH NaUMEHTH ¢ peapasnonaraiiy (akTopu 3a
pabAoOMHOIN3a M IPH TE3W C MYCKYJTHH CHMIITOMH C€ NpEenopbyiea MoHUTOpHpare Ha KK npenu
3AM04BAHE HA JIeYEHHE ChC CTATHH, KAKTO M MO BPEME Ha TPETHpaHe Che CTaTHH (BXK. 110-107Y).

MHoro paako ce cboOllasa 3a IMyHOMeHHpaHa HekpoTunpaima Muonatua (MHMHM) no epeme win
clieql iedeHHe ¢ HAKOW cTaTHHH. UMHM knauuuvHO ce xapakTepu3dpa ¢ nepcHcTipalia cnaboct Ha
OPOKCUMATHHTE MYCKYJIH H IOBHLIEHH CEpyMHA HHBA HA KPEaTHHKHHA3A, KOWTO NPOAL/DKABAT
BBIPEKH NPEYCTAHOBABAHE HA JIEYEHHETO CBC CTATHHH.

IIpenn neYeHHETO

ATopianus TpaOBa Ja Ce NPeankcBa BHUMATEIHO HA NAUKMEHTH ¢ npeapasmoaaraiy $akTopH 3a
pabnomuomiza. [lpean 3anousaHe Ha JieueHHe ChC CTATHH, HABOTO HA KpeaTHHkHHazaTa (KK) Tpsabsa
Ja ce U3IMCPBa B CIeJHHUTE CTy4aH,

- 6bOpeuno yBpexxaaHe;
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- fIPH NALMEHTH B cTapvecka Bb3pacT (> 70 roawHK) TpAabea na ce npenieHH HeoOXOAUMOCTTa OT
TOBA M3MEPBAHE B 3aBUCHMOCT OT NMPEAPa3NoNaraunTe kKbmM pabnoMHonnza GakTopu;

- CHTYALHH, MPH KOUTO MOXKE A3 Bb3HHKHE NOBHILEHHE HA IUIA3MEHHUTE HHBA KATO Hamp.
B3AMMOAEHCTBHA (BX. TOUKA 4.5) M CHELMAIHY NONYJIALMH, BKIIOYHTEIHO FEHETHUHH
cydnonynauuu (Bx. Touka 5.2).

B Takuea CHTYAllHH, PHCKLT OT JICUCHHETO TpﬂﬁBa 1A ce MpeUueHH CIPAMO BLIMOAKHHTC NOJIZH H CE
[IPEnopL4Ba KIHHHYHO MOHHTOpPHPAaHE.

He Tpabpa na ce 3anouBa fevueHue, ako H3XoanHTe HuBa Ha KK ca 3nauurtenno nosuiieHd (> 5 mbTH
Haa ULN),

Hsmepsane ua xpeamunkuHazama

Kpeatunkunazata (KK) ve tpadea 1a ce uscnenea cnea Texko GU3IMUECKO HATOBAPBAHE HJIH NPH
HaIHYHE HA BB3MOXHA AITEPHATURHA NpU4KHA 32 yYBennyeHHeTo Ha KK, Thil kato ToBa 3aTpyaHsaBa
MHTEPNpETALMATa Ha pe3yaTaTuTe. AKO 3XoaHHTe cToitHocTH Ha KK ca 3HauuTenHo nosHwenH (> 5
muTH Haa ULN), HuBaTta TpaOBa CHCTEMHO fa ce u3cneasaT NOBTOPHO 5 10 7 AHK NO-KbCHO, 32 Ja ce
MOTBLPIAT PE3YNTATHTE.

[To EpeMe Ha JeUESHHETO

- INaunenTute Tpabea na 6bNAT NpeAyNpeieHH BeHara ja cbobLIaBaT 3a NOLBATA Ha
HEeODACHHMH MYCKYIIHH OOJIKH, MYCKYJTHH KPaMIiH HI# cnabocT, 0co0eHO aKo ¢a MPHAPYKEHH
OT HEPA3MONOKEHHE HIH TOBHILIEHA TEMIIEPATYA.

- AKO TakHBa CUMITTOMH Ce TIOABAT MO BPEME HA JICUCHHETO ¢ ATOpAAIHH , TpadBea 1a ce
uscneaea HuBoto Ha KK Ha nauuenTa. Jleyenueto Tpadea 1a Ob/ie NMpeKpaTeHo, ako ce
YCTAHOBH, Y€ TE€3IH HHBA Ca 3HAYMTE/IHO NMOBHILEHH (> 5 nbTH Haa UJLN).

- Tpsabsa na ce 0bcbau npekpaTaBaHe HA NEUCHHETO, AKO MYCKYTHUTE CHMITOMH €4 TEXKH H
NpeAM3BUKBAT HeMpeKbCHAT AMcKoMopT, 1opH KoraTo Hueara Ha KK ca noeuienn no < 5
meTH ULN.

- AKO CHMITOMHTE OT3BYHYAT H HUBaTa Ha KK ce Hopmanusupar, Moxke 1a ce odcbau
NMOBTOPHOTO BKJIIOYBAHE HAa ATOPJANHH B MO-HUCKU TO3H H NPH CTPHKTHO MOHUTOPHPAHE.

- ATopmanuH TpsGBa 7Ja ce MpPeKpaTH, aKo C€ NOABAT KIHHHYHO 3HAYMMH MOBHIUCHHA Ha
uuBata Ha KK (> 10 nbru ULN) wnu ako ce auarHocTMUMpa WIH Ce MOAO3HPa
pal JOMHOIH3A.

AMIIOINNMH HE MOB/HABA PE3YITATUTE OT NabOPaTOPHYU U3CIEIBAHHS.

CeIBTCTBAINA TEPATHS ¢ APYIH JICKAPCTBEHH NPOIYKTH

KakTo u npu IpyTH CTaTHHH, PUCKBT OT padIOMHONIH3A ce TTOBUINABA, KOraTo ATOPIanyH CE Mnpuara
€THOBPEMEHHO C HAKOH JIEKAPCTBA, KOMTO MOKE A3 MOBHLIAT NNa3MEHHUTE KOHLEHTPALME HA
aTOPBACTATHH KATO: MOLHH HHXHOHTOpH Ha CYP3A4 vnu TpaHCNOPTHHTE NPOTEUHH (Hanp.
UHKIIOCNOPHH, TEIMTPOMHIIMH, KIAPHTPOMHUMH, JeTABMPAHH, CTHPHIIEHTO, KETOKOHA30,
BOPHKOHA30/, HTPAKOHA30, MO3AKOHA30, neTepMoBup W HIV-nporeasHn HHXHOHTOPH BKAKOUHTENHO
PHTOHABUD, TOMWHABHP, ATA3AHABUP, HHIMHABUP, JapYHABUP TUIIPAHABHP/PHTOHABHD H p.). PUCKBT
OT MHOIIATHA MOXKE ChLIO 3 ce MOBULIH NMPH eHOBpeMeHHa ynoTpeda ¢ reMuOpo3HiI U APYTH
¢pubparu, aHTURMpYCHY cpeacTia 3a jeueHue Ha xenatut C (HCV) (Gouenpesup, Tenanpeeup,
enbacBHp/rpa3onpeBUp) EPUTPOMHLNH, HHALMH, €3eTHMUO MW KONXUUMH. BMecTo Te3u nekapcTaa,
TpsOBa Na ce OOMMCIAT ANTEPHATHBHH (HEB3aHMOAEHCTRALLN) TEPANHH, AKO € Bb3MOXKHO.




NPHIOKEHUE HA BY3HA0BA KMCEIHHA € KPaHHO HAJIOMMTENHO, JIEYEHHETO ChC CTATWHH TpAORa A4 ce
NPEeyCTaHOBH MO BPEME Ha MEepHoa Ha JeueHue ¢ dy3naoBa kucennua. Fima cpodlieHns 3a ciiyyaH Ha
pabaoMHOIN3a (BIIIOYHTENHO ¢ ETANEH HIX0) NPH NALMEHTH, NOAYUYABALIH Ta3H KOMOHHALNA (BXK.
Touka 4.5). INauvenTsT TPAOBaA 1a ObAE NOCHBETBAH A NOTHPCH HE3a0aBHO MEIMLIHHCKA NOMOIL, AKO
pasBHe CHMITOMH HA MYCKYNHa cnaboct, 0oika HiH BoJIe3HeHOCT.

JleueHuneTo Che CTATHHH MOsKe 1a ObJe OTHOBO 3aNOYHATO CEJeM JHH clie]l TIoC/IeHaTa A03a Ha
{dy3MI0Ba KHCEIMHA.

[Ipu W3BBHPEAHH OOCTOSTENCTBA, NPH KOMTO € HEOOXOAMMO NMPOABLHKHUTEIHO CHCTEMHO NPUIOKEHHE
Ha (y340BA KHCE/IMHA, HANIPUMEP, NIPH JIEYSHHE HA TSXKH HHOEKLHH, HEOOX0AHMOCTTa OT
€/THOBPEMEHHOTO TIPHAAraHe Ha AtopaanuH M $y3un0Ba KMCceIHHa TpaDBa Ja ce pa3riieskaa cyua
110 CITy4aH H [0 CTPOro NEKApCKO HabMIACHHE.

IlpepoTBpaTdaBaHe HA HHCYAT Ype3 ArpecHBHO HAMAJSBAHE HA HABATA HA XoJaecTepoia (Stroke
Prevention by Aggressive Reduction in Cholesterol Levels (SPARCL)

Post-hoc ananu3 Ha cyGTHROBETE HHCYATH NpH natxeHTH He3 nexemuyHa Honect Ha cwpuero (MBC),
KOMTO ca OHTH ¢ HACKOPO MpeKapaH WHCYAT MilH TPAH3MTOPHA HexeMHuHa aTaka (TIA), € nokasan no-
BHCOKA 4ECTOTa HA XEMOPArHYHHA MHCY/IT NPH NALHEHTHTE, 3aN0YHaIH ¢ aTopeacTaTuH 80 mg
cnpamo niauebo. [MosuiueH puck e oTdenA3aH NpeHMHO NPH MALMEHTHTE C IIPEIXOAEH XEMOparHyeH
HHCYAT W/IH IJaKyHapeH HH(apKT NPH BKJIIOYRAHE B MPOYYRAHETO. 3a MALMEHTHTE C NPEAX0AEH
XeMOpArH4YeH KHCYNT UNK NaKyHapeH HH(apKT, 6anaHChT MEXAY PUCKOBETE M MONZHTE OT
aropBacTuH 80 mg e HeCHIypeH W NOTEHIKANHHAT PHCK OT XeMOparuueH HHCynT Tpabea 1a Obae
BHHMATETHO NPELEHEH TIPE/IH 3aMQUYBaHe HA TepanuysarTa (BA. Todka 3.1).

Hurepernnnannaa 6eaoapodua dosect

[1pn npueM Ha CTATHHH ca ChOOLIABAHE OTAENHH ClIy4YaH HA HHTEPCTHUHANTHA HenoapobHa bonecr,
0cOOEHO TIPH MPONBDKUATEHA Tepanus {8k, Touka 4.8). [TpossaTe MoOraT na BKJIOYBAT AHUCITHEA,
HENPOyKTHBHA KALWIHLA H 00110 BIOLIABaHE HA 34paBeTo (YMopa, 3aryda Ha Terjio W Tpecka).
TepanuaTa cbe cTaTHHi TpadBa a ce MPEYCTAHOBH, aKe Ce NOJ03HPA, Ye HALKHEeHTLT € pa3BHil
HHTepcTHLHANHA BenogpobHa Gonect.

3axapen guaber

HskoM paHHM Moka3sar, Ye CTATHHHTE KATO KJIAC JIEKApCTRa, MOBHILABAT HHBATA Ha MIOKO33 B KPbBTA
H NpH HAKOY MALUEHTH, C BHCOK PUCK OT Obaeln AnaldeT, MOrar 1a NpeiM3BUKAT HUBO HA
XHNEPTITHKEMHS, MPH KOSTO € MOAXOAALIO IPHIArAHETO HA CTAHZAPTHO JICUCHHE MPH THadeT.
Bbnpeky ToBa MOHMKABAHETO HA CHAOBHA PUCK OT CTATHHHTE TIPEBHINIABA NO 3HAYEHUE PHCKA OT
auabeT v Toil He TpabBa na Obae npu4MHA 3a NIPpeKpaTIBaHe HA TepanuATa ChC CTATUHH. PHCKOBHTE
nauyMeHTH (TII0KO3a Ha raaHo 5,6 10 6,9 mmol/l, BMI>30 kg/m?, NoBHLIEHH TPUrIMLEPHAHM,
XHNEepTOHKA) TPAOBA Na ce NPOCTeAABAT KIMHHYHO 4 OHOXHMHYHO ChrTaCHO MECTHHTE PbKOBOACTRA.

ATOpIanHH ChIBPXA HATPHH
Tosa nexapcTrO chabpsKa no-Manko ot 1 mmol Hatpuit (23 mg) Ha TabneTka, T.€. MOXKE J1a CE KaxKe,
4eg MPAKTHYECKH HE ChABPIKA HATPHI.

4.5 BiammoaeHcTBHA ¢ APYTH JIeKaPCTBEHH MPOAYKTH H APYTH $OpPMH HA B3AHMOJCHCTBAA

BiaumogeficTBHA, CBHP3aHA ¢ KOMOHHHPAHOTO JICKADPCTBO
JaHHH OT npoy4RaHe NPH 37pPaRH AHLA HA B3aNMOACHCTRACTO MEXTY AKTUBHHTE KOMINOHEHTH Ha

REKApeTBOTO, BIMouBawo 10 mg amnoaunus v 80 mg aropeactarvH, NoKa3ear, ue
($apMaKOKHHETHKATA HA AMIIOJMIIMH € HENPOMEHEHa NIPH eIHOBPEMEHHOTO NPHITaraHe Ha
nexapctsara. He e yctanosen edext Ha aMnoaunuH Bepxy Cmax Ha aTopBacTaTiH, Ho AUC




He ca npopesxaanu u3ciieABaHHA © aMIOIMMHH/ATOPBACTATHH, KOMOHHALMS C HHKCHPaHH 1034, H
ApYTH N¢KAPCTRA, HO €a [IPOBEJSHH MPOY4YBAHKSA C OTAEIIHUTE KOMIOHEHTH aMIOIHINHH H
ATOpBACTATHH, KAKTO € OIHCAHO NO-1071Y:

BianmonelcTBHSA, CREP3AHN ¢ AMJIOIHNHHA

HenpenopbiaTe 1A KOMOHHANHSA

JaHTponen (MH)Y3HA): NPH KHBOTHH ¢a HADMIOAABAHH C/IyYaH HA NETA/THA KaMepHa QuOpHIailks |
KapAHOBACKyNapeH KOManc BB BPBH3Ka C XUITEPKAIMEMUS CIIE/L NPHEMA HA BEpanaMui U
HHTPABEHO3HOTO NMPHAOKEHHE Ha AAHTpOAeH. [lopaay pHeKa OT XHNEPKATHEMHA, € IPENOPLUYHTETHO
EIHOBPEMEHHOTO NPHIMKEHHE Ha OIOKEePH HA KANIMEBUTE KAHAITH, KATO aMIIOJHITHH, J1a ce H30arsa
APH NAUHEHTH, NPEPa3NONOKEHH KbM JOKaUECTBEHA XHNIEPTEPMHA H B TIPOLIEC HA JIEYCHHE HA
3M0KAYECTBEHA XHITEPTEPMHAS.

[lo exctpanonanus kOMOHHHPAHETO HA AMJIOIMITMH W AAHTPOJIEH TPAOBa Na ce 30Area (BXK. To4Ka
4.4),

KomOaHaANHE, H3HCKBAIIH MOBHIICHO BHHMANHE

baknodien: 3:acunBaHe Ha aHTUXUNEPTeH3HBHUA edekT. Heo0X0MMMO € MOHUTOpHPAHE Ha
apTEPHATHOTO HANAraHe M KOPUIHPAHE HA 103aT4 HA aHTHXHITEPTEH3UBHOTO JIEKAPCTBO.

CYP3A4 nnxuburopu: EnHospeMeHHaTa ynorpefa Ha aMNOAHNHH € MOWIHH MITH YMEPEHH
unxudnTopr Ha CYP3 A4 (npoTeasHd HHXHOUTOPH, a3010BH aHTH(YHIMLHIH, MAKPONHIH, KATO
EPHTPOMHIIHH HIIH KIIAPHTPOMHLMH, BEpanaMKl, HNH AWITHA3EM) MOKE J1a JOBEAE 10 3HAUMTETHO
MOBHILABAHE HA SKCIIOZHIIMATA HA AMIOJHNMH, BOAELIA A0 NOBALIEH PUCK OT XHMIIGTOHHA.
Koiuununara kaprruxa Ha Te3d [IK npoMenn Moske na Obae No-ACHO NposiBeHa NMPH HALMEHTH B
cTapdyecka Bb3pacT. [lopaau Toea, MOXe 1a ca HEODXOAUMH KJIHHHUYEH MOHHTOPHHT H KOPEKLIHA Ha
Ao3ara,

CYP3A4 unaykroph: [Ipu enHoBpeMeHHO npuagKeHHe HA H3BeCTHH HHAYKTOpH Ha CYP3A4
[I143MEHATa KOHLIEHTPaLMA HA aMJIOIMITHH MOXKe na Bapupa. [lopaaH ToBa KPLBHOTO HandraHe TpadBa
Ila ce NpocieAfsBa H 12 ce OOMHCTH aJanTHPaHe HA 103aTa KAKTO TI0 BpeMe, TAKA | clel
€IHOBpEMEHEH MpHeM, ocobeHo cbe citHH CYP3 A4 wHAyKTOpY (Hamp. pudamMnuLmH, KbIT
KaHTApHOH).

[lpriema Ha amnoauiHH ¢ rpedndpyT uny cok or rpeindpyT He ce NpenopbYBa, Thil KaTo
OHOHAIMMHOCTTA MOXKE N1a 6bie NOBUIIEHA NPH HAKOH MALMEHTH, B PE3YNITAT HA NOHMMKABALUH
KPBBHOTO HayiAraHe epeKTH.

EdexkTn Ha aMI0IHNHH BLPXY APYIH JIEKAPCTBEHH NPOAYKTH

ECbCKTHTC Ha MOHHKABAHE HA KPBLBHOTC HANAraHe Ha aMIOOHNKWH HMAaT aiIHTHUBHO JCHCTBHE KBM
MOHHKABAIHTE KPBBHOTO HalsAraHe e(l)eKTH HA ApYrd aHTHXHINEPTEH3HBHH JICKAPCTBCHH ITPOAYKTH.

Taxpomumye: ChblecTBYBa PHCK OT OBHULIABAHE HA HHBATa HA TAKPOJIHMYC B KPbBTa, KOTATO CE
rnpuaara €¢IHOBPEMEHHO C AMNOIUITHH, HO (hapMaKOKMHETHYHHA MEXaHU3MBT HA TOBA
B3aMMOACHCTBHE HE € HAMBLTHO U3ACHEH. 3a Aa ce n30erHe TOKCHUHOCT Ha TAKPOIHMYC,
NPHIOMEHHETO HA @aMIIOAHIMTHH TIPH MALHEHT, 1eKYBaH ¢ TAKPOJIHMYC H3UCKBA MOHHTOPHPAHE Ha
HHBATa Ha TAKPOJIIMMYC B KPBHBTA U KOPEKLIHs Ha 403aTa Ha TAKPOJAHMYC, KOraTo € UenechodpasHo.

excnoznuuaTa Ha mTOR wHxubuTOpUTE.



Hpn KJIHHHYHH MPOY4YBaHHA OTHOCHO BBaHMOﬂeﬁCTBHﬂTa, AMIOAWIIHH HE © MOBJTHAT]
(hapMaKOKHHETHKATA HA ATOPBACTATHH, AMFOKCHH HITH BaphapHH.

KomOnnanus, KouTo TpsidBa 1a ce HMAT NpeABHA

Anda-1 backepu B ypoaoruaTa {npa3oind, £1dy3031MH, JOKCAZOCHH, TAMCYJIO3HH, Tepa303HH):
yCHﬂBaHe HAa XHIIOTCHIHBHHA ed)em*. PHCK OT TeXKa OpTOCTaTH'-IHa XHOOTOHUWA.

AMHd}OCTHHI YCHNIBAHE HA XHIIOTEH3UBHHA ed)eKT oT l'lpPlﬁaBHHe Ha HEXKEIIaHH eq)eKTP].

HMHNpaMUHOBH aHTHAEIPECAHTH, HEBPOJIENTHUH: AHTUXHNEPTEH3IUBEH e(PEKT H MOBHIIEH PHCK OT
OPTOCTATHYHA XHITOTOHHA (aIuTHBEH egeKrT).

beta-Gui0kepu npy chLpgeuHa HEAOCTATHLYHOCT (B6W30ONPONO,. KAPBEIHNO, METONPOON): PHCK OT
XHNOTOHHA H ChP/Ie4HA HEIOCTATLYHOCT MPH MALMEHTH C JIATEHTHA WM HEKOHTPOJIMPAHA ChpAEYHa
HELOCTATBYHOCT (i Vifro HeraTMBEH HHOTPOTeH eeKT Ha AMXHAPOMUPHAMHHUTE, PA3JIMUYHO 3aBHCHM
OT MPOAYKTHTE, KOHTO MOXKE /1a YCHIIM HEraTHBHHTE MHOTPOTHH epexTH Ha DeTa-OnokepuTe).
HanuureTo Ha neueHue ¢ 6eTa-0i0KEPH MOKE 14 HAMANY 10 MUHMMYM pedIeKCHATA CUMITATHKOBA
peakuus, 3a1CHCTBAHA B CYYaH Ha NMPEKOMEPHO XEMOIMHAMHYHO MOBIMABAHE.

KOpTHKOCTEPOH/IH, TETPAKO3aKTHA: HAMAIEHHE HA AaHTHXHNEPTEH3HBHUA ediekT (edekT Ha 3anbpiKaHe
Ha BOJA H HATPHH [IPH KOPTUKOCTEPOHANTE).

Jpyry aHTUXMNEPTEH3HBHM JIEKAPCTBA: €HOBPEMEHHOTO MPUJIAraHE HA AMIOAMITHH ¢ APYTrO
AHTHXHIEPTEH3HBHO NIekapeTBo (GeTa-0nokep, Onokep Ha adrnortersud 1, auypernk, ACE-
MHXHOUTOP) MOXKE J1a YCHIIH XHITOTEH3HBHHUS edekT Ha amnoaunun. JIeueHne ¢ TPMHHTPAT, HUTPATH
WK JpYry BazoAMNaTaTopH Tpabea ga Obe BHUMATENHO OOMUCTEHO

Cunaenadui: enuHuyHa po3a ot 100 mg cuigeHadu Npy MAUKMEHTH ¢ €CEHLIMATHA XHIIEPTOHUA

HsiMa eeKT BbpXy (AapMaKOKHHETHYHHTE IaPAMETPH Ha AMITO/IMMHH.

[Ipn xoMOMHHpaHO H3MON3BAHC HA AMJIOJMMMH W CHIAEHAHN, BCAKO CPEACTEO HE3ABHCHMO OKa3Ba
cODCTBEHHA CH epeKT, MOHMkKABALI KPbBHOTO HANIATaHE.

[Mknocnopud: HimMa npoyysaHHs 3a JIEKAPCTBEHH B3aMMOICHCTEMA, MPOBEACHK ¢ UHMKIOCIOPHH H
AMIOAHNKH TIPH 31paBH J0OPOBOILIH UM APYrH MONYJIALHH, ¢ H3KIIOYESHHE HA BAUMEHTH ¢ OhOpevHa
TPAHCIUIAHTALIMA, KbAETO ce HalNIoAaBaT NPOMEHTHEH nosuiuenns (cpeaHo ¢ 0% o 40%) na Haii-
HHCKHTE KOHLCHTPALHH Ha BHKAocnopuH. Tpadea aa ce 0OMMC/IH 38 MOHHTOPHHI HA HUBATA Ha
UHKJTOCMIOPHH TIPH NalMeHTH ¢ Ob0peyYHa TpaHCMNaHTAIMS Ha JIEUEHHE ¢ aMIIOTHIMH, a J03aTa Ha
LMKJTOCTIOPHH TpAGBA Aa c& HaMallH cnope;l HeOBXOHMOCTTA.

HpH W3CNEIBAHE HA B3aUMOAEHCTBHATA € ITOKAa3aHo CBLUO, HC CHMCTHIMH, aTOpPBACTATHH,
aﬂyMHHHCBH/MaFHeZEHeBﬂ COJIH B AHTOKCHH HE TTOBJIKABAT d)apMaKOKI/lHeTHKaTa Ha aMJIOOHITHH.

EEKT OT €AHOBPEMECHHOTO NPHAMKERHE HA ADYIH JeKAPDCTBEHH NMPOAYKTH € ATOPBACTATHH

AtopsacTaTul ce meTabonuzupa ot iuroxpom P450 3A4 (CYP3A4) u e cyberpar Ha yepHOapoOHHTE
TPaHCNIOPTEPH H HA NOHNENTHAMTE, TPAHCIOPTHPALLH opraHiuHH aHnoHn1 B1 (OATP1B1) u 1B3
(OATP1B3). MetabonuTute Ha aTopsacratiH ca cybctpatd Ha OATP1B1. ATopeactaTuH chio Ce
HACHTH(HLHPA KaTO CyOCTpaT Ha IPOTEHHA, CBbP3aH C MHOKECTBEHA IEKAPCTBEHA PEIUCTEHTHOCT |
(Multi-drug resistant protein 1, MDR1) 1 npoTenHH Ha pe3HCTEHTHOCT HA paka Ha rbpaarta (Breast
cancer resistant protein, BCRP), kouT0 MO%e aa orpannyar upeBHaTa abcopOums H AUTBHHYSACIAPIHE
Ha aTOPBACTATHH (BXK. TouKa 5.2). EIHOBpeMeHHOTO NpH/IaraHe Ha JI€KAPCTBEHH PO m?ﬁ ,gef \
nHxnOuTopK Ha CYP3A4 unH TpaHCNOPTHHTE NPOTEMHH MOXKE 714 N0OBEIE 0 [IOBHIL ﬁham x
KOHLEHTPALMH HA aTOPBACTATHH W MOBHILEH PHCK OT MHONATHA. PUCKBT Moxke ChiLg 11& c;e nii
IPH €JHORPEMEHHO MIPU/IAraHe HAa ATOPBACTATHH C IPYTH JEKAPCTBEHH MPOIYKTH, r{gﬂ"ﬁe@xalaaum
NOTEHLHAT 132 HHAYLIHPAT MHonaTua Kato $HOpaTH K ezerumud (B, Touka 4.4). i




Huxubumopu na CYP3A4

YCTaHOBEHO €, Ye MOIHHTE HHXUOHTOpH Ha CYP3A4 BoasT 10 3HAYHTEIHO HOBHILABAHE HA
KOHLEHTPALMKTE Ha aTopBacTaTyH (Bx. Tabnuua | v nogpobuara undopmalina no-nomy).
EnnoBpeMEHHOTO NpH/iarade Ha MOLIHK MHXHOMTOPH Ha CYP3A4 (Hamp. LWMKIOCTIOPHH,
TEJTUTPOMULIMH, KNAPUTPOMHLMH, JENABUPAUH, CTHPHIIEHTON, KETOKOHAZ0/, BOPHKOHA30I,
MTPaKOHA30/1, MO3AKOHA30J, HIKOW aHTHBHPYCHH CPEACTEA, H3MOJ3BaHH NpH AeueHHeTo Ha HCV
(Hanpumep endacsup/rpasonpeenp) U HIV nporeaznn uuxubGuTopH, BKIKOUHTETHO PHTOHABHUD,
JIONHHABHD, aTa3aHABHD, HHAHHARHP, JapyHAaBHp K ap.) TpAOBa na ce n3dsrea, ako e Bb3MoxkHO. B
CyuaH, KOTATO ETHOBPEMEHHOTO NPHUIAraHE Ha TE3H IEKAPCTBEHH NPOIYKTH © ATOPBACTATHH HE
MOJKE a ce H30erHe, TpAOBRa 1a e OOMMCIIAT MO-HHCKH HAYATHA M MAKCHMATHA /1034 aTOPBACTATHH W
CE NpenopbYBa MOAXOAAO KIHHHHHO npociesBatde Ha nauveHtHte (Bx. Tabauua 1).

Ymepensnt uHxuOuTopu Ha CYP3A4: (Hanp. epuTPOMUIKH, AWITHAZEM, BepanaMii H (GuIyKoHa30:1)
MOXKE Jla IOBHILAT MJIA3MEHHTE KOHLIEHTpalUWH Ha aTtopsacTaTiH (Bx. Tabmauua 1). Habnioaasan e
MOBHIUEH PHCK OT MHONATHS MPH YNOTpeba HA EPUTPOMHLIMH B KOMOHHALIMA CbC CTATHHHU,
[Ipoy4Banua Ha B3aMMOAEHCTBHATA, OLEHABALIH epeKTHTE HA AMHOZAPOH H BEpanaMmi BbpXy
aTOPBACTATHH HE Ca NpoBekAaHu. H3BecTHO e, ye KakTo aMHOJapOH, Taka M RepanaMul, Huxubupar
akTHBHOCTTA HA CYP3A4 v eqHOBpEMEHHOTO MM NpUNaraHe ¢ aTOPBacTaTHH MOXKE J1a AOBEAC [0
NOBHLUEHA CHCTEMHA CKCIIO3MLIMA HA aTOPBAcTAaTHH. [lopaau TOBa NpH €AHOBPEMEHHO [IPHNATAHE ¢
yMepeHH HHxuOuTOopH Ha CYP3 A4 TpsafBa na ce 0OMKCIIN N0-HUCKA MAKCHMAJTHA 1032 aTOPBACTaTHH
H Ce MPEenopbUBa MOAX0 L0 KIHHAYHO NpocieasBaHe Ha nauuedTa. [Ipenopsusa ce noaxoasuo
KIIHHHYHO MPOCNEAABAHE B HAYAJIOTO HA TEPANHATA KK PH NPOMsAHA Ha A03aTa HA HHXUOHTOpA.

Huovemopu nag CYP3A44

EanoBpeMeHHOTO npunaraHe Ha aTOPBACTATHH ¢ HHIYKTOPH Ha uutoxpom P450 3A (Hanp.
edaBupeHL, pHPaMNHH, KBIT KEHTAPHOH) MOXKE 14 AOBEAS A0 BapuabHIHO NOHWXKABAHE HA
N1a3MEHUTE KOHLIGHTPALIMK Ha aTopeacTaTuH. [Topangu gBoitHOTO B3auMoeHCTBHE Ha pHaMNHH
(vunayxuna Ha uutoxpom P450 3A v MHXHOHLUS HA XeNATOUMTHHS TPAHCTIOPTEH NPOTEHH 3a 00paTHO
noemane OATP1B1), exHOBpeMEHHOTO MPUAAraHE HAa aTOPBACTATHH ¢ pHMAMITHH ce NMpPenopbyea,
KaTo 3ab0aBE€HOTO NPMIAraHe HAa aTOPBACTATHH ClIell MPHIAraHeTo Ha pHpaMIIMH CE CBbP3Ba ChC
3HAYMTENHO TIOHHMKCHUE HAa NJIA3MEHHUTE KOHLEHTPAaLMH Ha aTopBacTaTHH. Boiipekn ToBa, eQeKThT Ha
puhamMnuH BbPXY KOHLIEHTPALMHTE HA aTOPBACTATHH B XENATOUHTHTE € HEYCTAHOBEH H KO
€IHOBPEMEHHOTO NPIIAraHe He MOXe aa ce H3berHe, nauMeHTHTe Tpadsa BHUMATENHO A4 C€
fpocneassar 3a euKacHoCT.

anuéumopu HA mpaucnopmepune

HHXUOUTOPHTE Ha TPAHCIOPTHITE NPOTEUHH (HAMP. LHKIOCIOPHH, JIETEPMOBUP) MOKE Aa MOBHLIAT
CHUCTEMHATA €KCMOIMIMA Ha aTopeactaTtul (Bxk. Tabnuua 1). Edexrbt ot HHXuOUpaHeTO Ha
4epHOIPOOHHTE TPRHCIIOPTEPH HA OOPATHOTO NOEMaHE BbPXY KOHLEHTPaLMHTE Ha aTOPBACTAaTHH B
XEMATOLMTHUTE € HEH3BECTEH. AKO eJTHOBPEMEHHOTO NMpHIaraHe He MOXe Aa ce niberue, ce
MpenopLYBa NOHWKABAHE HA 403aTa H KIIHHHYHO Mpocieadpane 3a epukacHocT (mx. Tabmuua I).

YnotpebaTa Ha aTOPBACTATHH HE CE MPENOPBYBA IPH NALKEHTH, TPHEMALLH TETEPMOBUD
€IHOBPEMEHHO ¢ LMKIOCTIOpHH (BX. Touka 4.4),

Tempubpozw/hudpamu

MAlHEHTHTE TpaSBa 2l ce npocienasar (B}K Touka 4.4).



Eszemumud

CamocToaTenHata ynorpeda Ha e3eTHMHO ce CBbp3Ba ¢ MYCKYJIHH IPOABH, BIJTIOHHTETHO
paGaoMHonu2a. ETo 33110 pUCKbT OT Te31 CHOHTHA MOXKE f1a ce IIOBHIUM NIPY eJHOBPEMEHHa ynoTpeba
Ha e3eTUMHG M aropeacTaTu. [Ipenopbya ce MOAXOAAUIO KIMHHYHO NpocieqsBaHe Ha Te3H
NaLHEHTH,

Korecmunoa

[TnazmeHuTe KOHUSHTpAallHK Ha aTopBaCTATHH H HEFOBHTE AKTHBHH meTabOMUTH ca OHTH NO-HUCKH
{cvroTHOWEHHE HA KOHUEHTpaurs Ha atopsacTatuy: ,74), korato KonecTunon ¢ npunaras
€THOBPEMEHHO C aTopBacTaTuH. EexTsT Bhpxy munuuTe, odaue, e Oun no-uzpaseH npu
CHHOBPEMEHHOTO MPUAIAraHe HA aTOPEACTATHH W KONECTHUIION, OTKOJIKOTO MNPH CaAMOCTOATEJIHOTO
NPHIOKEHHE HA IBETE JICKAPCTBA.

Dy3u008a KUCeAUHA

PuckbT OT MHOMNATHA, BRIIOUUTEIHO pabaoMHonH3a, Moxe 1a Obe NOBHILEH [IPH SAHOBPEMEHHOTO
npHIaraHe Ha JIEKApPCTBEHH (POPMH 3a CHCTEMHO MpPUIOKEHHe Ha (hy3110Ba KHCEIHHA CbC CTATHHH.
MexaHH3MBT Ha TOBa B3aBMOJIEHCTBHE (HE3aBHCHMO 1anH & papMakoJHHAMHYEH HITH
thapMaKOKHHETHUYEH HJIH H ABATa) BCE OLIE ¢ Hen3BecTeH. Mma cpobieHua 3a caydau Ha
pPabaoMHONH3A (BIUTIOUMTENHO € TETANEH H3X0A) MPH NaLMEHTH, MOJY4aBaLld Ta3H KOMOHHALMA.

AKO JISYEHHETO ChC CHCTEMHA cbyauﬂosa KHCCIIHHA © HEOﬁXOI[HMO, JIEYCHHETO ¢ aTOpBACcTaATHH T'pﬂﬁBa
Aa ce NpCYCTaHOBH 10 BpEME Ha Nnepuoa Ha JICHCHHE Ha ¢y3u,u03a KHcelMHa. Biikre ¢bLLo TOUKa
44.

Koaxuyun

Bhnpeky ye He ca NpopexaaHH MPOYUBAHHA 34 B3aMMOAeHCTRHE HA aTOPBACTATHH H KOJXHLIKH,
cyvau Ha MHOTIATHA ca OGNk HabMIOAABAHH NpPH NedeHHe C aTOPBACTATHH, NPUNAraH €XHOBPSMEHHO
¢ KOAXHUMH. H3nckea ce BHUMaHHe NpH NPEARHCBAHE HA ATOPBACTATHH C KOTXMLMH.

Edexrn na aToppacTATHH BLPXY APYIH JIEKAPCTBEHH IPOAYKTH, IPH e1HOBPEMEHHO
OpHIaraHe

ueOKCUH
Korato MHOrOKpaTHH 1034 AMIOKCHH M 10 mg aTopBacTaTHH ca NPUIAraHy eIHOBPEMEHHO,
CTALMOHAPHHTE KOHUEHTPALIMK HA JHIOKCHH ca ce noBuuniy neko. [auueHtyre, npueMaiun
JAMFOKCHH, TpADBa N2 OBAT MOAXOAALLO NPOCICAABAHH,

Hepopanu konmpayenmuau
EﬂHOBpeMBHHO Npy4naraHe Ha aTOpBAacTaTHH C NEPOPAICH KOHTPAULNTTHE TpeJHM3BHKRBA MOBHIIIEHHUE HA
MIa3MCHHTE KOHUEHTPALMH HA HOPCTHHAPOH K CTHHHNCCTPARHOM.

Bapdapun
B KNHHHYHO NpoyYBaHE NMPH NALMEHTH HA XPOHWUHA Tepanus ¢ Bap(apHH, €1HOBPEMEHHOTO
npunarane Ha atopsacTatuH 80 mg nHeBHO ¢ BapdapHH € NPeAH3BUKAIO MAIKO NOHHKEHHE, OT
okono 1,7 ceKyHaH, Ha NpoTpoMOUHOBOTO BpeMe Mpe3 MBPBUTE 4 NHH HA NMPHEM, KOETO €€ & BLPHATO
KbM HOPMA B PAMKHMTE Ha 15 AHM OT HAUaJIOTO Na TepanusATa ¢ aTOpBacTaTHH. Bbnpeku ue MHOMO
MAJIKO CJI}‘"‘IEIH Ha KJITHUHHYHO 3HAYHUMH B3aHMOI{eFICTBH}I C aHTHKanyﬂaHTH ca C'bOﬁLHaBaH

npHeMallld KyMapHHOBH AHTHKOAryJIaHTH U IOCTATBYHO YECTO B HAYAJIOTO Ha Tepan 3
CHTYPHO, Y€ HAMA IPOMERH B TO3H NOKasaTes. BeAHbk yeTaHOBEHO CTABUIHO NPOTPAMBHI

EPEMe, MOHHTOPHPAHETO HA TO3M NOKA3aTesl MOXE 1a CTaBa Ha 0DWuaiiHUTe HHTEPBA fgf E .
MPEMOPLHHTENHH 3 NALIMEHTUTE HA KyMAPHHORH aHTHKOATYJIAHTH. AKO 103aTa Ha dRopBacTar

MPOMEHH WJTH CE NPEKPaTH NPHEMBT, TPAOBA A3 ce MOBTOPH chillaTa npoueaypa. Tep "n\ﬁ'%fag 3
N
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ATOPBACTATHH HE € CBbP3aHA C KbPREHE HIIK € NPOMEHH B POTPOMOHHOBOTO BpeMe TPH MALIHEHTH,

HEMpHeMalllH aHTRKOATYTaHTH.

Tabanua 1: EdekTH Ha €THOBPEMEHHO MPHIATAHH JEKAPCTBEHH TIPOAYKTH BBPXY

(hapMakOKHHETHKATA Ha 4TOpBaACTATHH

EanospemenHo npunarad ATtopsacTaTuH

NIEKAPCTREH MPOYKT U PEXHM Ha Hosupoeka [Tpomsna KnunuyHa npenopbka®

N03MpaHe (mg) B AUC*

I'nexanpeeup 400 mg BeaHbX 10mgOD3a | 83 ENHOBPEMEHHOTO NPHIIOHKEHHE C

AHeBHO/MuOpenTaceup 120 mg 7 oxu NPOIYKTH, ChIALPKALLY

BCAHBK AHEBHO,7 JHH rAeKanpeBHp HIH NHOPEHTACBHP,
€ NPOTHBONOKA3AHO (B, TOUKA
4.3).

Tupnanasup 500 mg ABa nbTH 40mge Jlen | 9.4 Koraro eaHOBpeMeHHOTO

AHesHo/Putonasup 200 mg asa 1, 10 mg MpHJIATAHE C ATOPBACTATHH &

MBTH AHEBHO, 8 OHH (oT aed 14 qo Hen 20 HeoOX0/JHMO, He npeBUllaBaiiTe

21) 10 mg aropBacTaTHH AHEBHO.

Tenanpesup 750 mg, npe3 § yaca, 20 mg, SD 7.9 llpenoptyea ce KIHHHYHO

10 anu MpOCieITBaHe HA Te3d MaLHEHTH.

Huknocnopux 5,2 mg/kg/new, 10 mgOD3a | 8,7

NOCTOAHHA 0034 28 1M

Jlonuxasup 400 mg aBa mbTH 20mgOD3a | 5,9 Hsama cnenmguiHy npenopbKy.

nxesHo/Puronaeup 100 mg nea 4 nHu ATtopnanuH cbabpxa 10mg

MbTH ZHEBHO, 14 aHun aTopBacTaTHH.

Knapurpomuuun 500 mg nga st | 80 mg OD3a | 4,5

JHEBHO, 9 THH 8 num

Caksunasup 400 mg a8a mbTH 40mgOD3a | 3,9 Hsma cneungyuHy npenopbKH.,

nHeno/Putonaeup (300 mg asa 4 nHu Aropaanus ceabpka 10mg

MbTH HEBHO OT AHH 5-7, MOBHUIIEH &TOPBACTATHH.

a0 400 mg apa MbTH THEBHO Ha AEH

8), aHu 4-18, 30 min cnen gosaTa Ha

aToOpBaCTATHH

Hapyuasup 300 mg apa nvru 10 mgOD3a | 3.4

aueeno/Puronasup 100 mg aga 4 nHH

NbTH JHEBHO, 9 AHU

Hrpakodazon 200 mg nuesno, 4 anu | 40 mg SD 3,3

$ozamupenasup 700 mg npa mbTH 10mgOD3za | 2,5

aHeeHo/Putonasup 100 mg aga 4 nuu

NbTH AHEBHO, 14 nHMU

M®o3zamnpenasrp 1 400 mg asa vt | 10mg OD 3a | 2.3

JHeBHO, 14 gHu 4 nHu

EnbGacsup 50 mg BegunKk 10 mg SD 1,95 Jlozara Ha aTopBacTaTHH HE

aunesno/rpazonpesup 200 mg TpaOBa 1a MPEBHLLIABA AHEBHA

BCIHBIK JHEBHO, 13 aHu no3a o1 20 mg no BpeMe Ha
¢AHOBPEMEHHO NMPHIOKEHHE C
MPOJYKTH, ChAbPKALIK eNdacBup
H.IA [pa3onpeBHP.

JlerepmoBup 480 mg, Beannx 20 mg, SD 3,29 Jlozara Ha aTopsacTaTH e

AHerHO, 10 aun TpsGBa 1a NpeBHILAS lv-l:gjlﬁzﬂﬂ 7o
no3a ot 20 mg o) Siw%,ﬂa’ )
€/HOBPEMEHHO ngﬁgﬁa‘feuﬁ&e
TIPOAYKTH, C'bﬂh;t?!c_ﬁm’ﬂ
NCTEPMOBHP. ] b o

Hendguuarup | 250 mg nsa bty 10mgOD3a | 1,74 Hsma crierngnumi nperopEicu.




JHeBHO, 14 1HM 28 oHu
Cox ot rpelindpyT, 240 mL Beansx | 40 mg, SD 1,37 He ce npenopbusa
JHeBHO* €HOBPEMEHHHA NPHEM Ha
FONEMH KOTHYECTRA COK OT
rpeAndgpyT ¥ 4aTOPBACTATHH.
Huntuazem 240 mg peannk aHesHo, | 40 mg, SD 1,51 Ciea 3anovsaHeTo Ha TepanuaTa
28 auu M CJlel MPOMSAHA Ha
JO3MPOBKATA HA JHITHAZEM, CE
NPENopPbYBA KIMHHYHO
NPOC/IEAABAHE HA MALHEHTHTE.
Eputpomuiun 500 mg wervpw nyte | 10 mg, SD 1,33 [Ipenopbuea ce KNMHHAYHO
AHEBHO. 7 JHH NPOCIeAABAHE HA MALIMEHTHTE.
[Humernaun 300 mg yeTHpH MbTH 10 mg OD3a | 1,00 Hsama cieuHalIHy TIpenopbKu
IOHEBHO, 2 ceAMHLH 2 ceaMuUM
Konecrunon |0 mg nga nbtu 40 mg 0,74** Hama crienmansiv npenopbkH
AHEBHO, 24 cegMHIU BEOHLHK
JHEBHO 34 §
CCAMHLM
AHTHAUHMIHA CYCTIEH3HA, 10 mg OD 3a | 0,66 Hama cneuuanHu npenopukx
ChObPKALLA MATHE3HEB K 15 oHu
anyMHHHER XHApokcHau, 30 ml
YEeTUPH ITBTH JHEBHO, |7 1HU
Edarupenn 600 mg seanbxk 10 mg3a 3 0,59 Hsama crneunanau npenopbku
JHEBHO, 14 THH JHH
Pudamnun 600 mg seanwxk aueeno, | 40 mg SD 1,12 AKO €IHOBPEMEHHOTO
7 1HH (€OHOBPEMEHHO TIPHIOXKEH) MPHNOKEHHE HA ATOPBACTATHH H
Pudamnun 600 mg seaunx auesHo, | 40 mg SD 0,20 pHdaMITHLIHH HEe MOe Ja ce
5 nnu (no34 pazneneHun BLB u3berue, ce NpenopbYBa
BpEMETO) KNMHUYHO NpOC/ieAsBaHE HA
NAUHEHTHTE.
TempnBposnn 600 mg asa nbTH 40mg SD 1.35 [TpenopbuBa ce KIHHHYHO
JHEBHO, 7 IHH npoc/esSBaHe Ha TE3H NALUEHTH
denodubpar 160 mg reaHBx 40mg SD 1,03 [TpenopuuBa ce KIHHHYHO
JHEBHO, 7 HM npocliesBaHe Ha Te3H IALHMEHTH
bouenpesup 800 mg TID, 7 nxu 40mg SD 23 [TpenopbyBa ce HUCKA HA4ATHA

1032 W KIHHAYHO HA0IOACHHE Ha
Te3 nanuveHTy. Jlosarta Ha
aToOpBACTATHH He TPAOBa Aa
HAJBHILABA JHEBHA 1034 OT

20 mg nNpH ¢IHOEPEMEHHO
npunokeHue ¢ OoLEenpeBUp.

& [peacTaBnaBa ChOTHOLIEHHE MEXUTY JIEUEHHATA (NEKAPCTBEH NPOYKT, NPUIAraH eIHOBPEMEHHO ¢
aTopBacTATHH, CIPAMO CAMOCTOATC/IHOTO NPHIOKECHHE HA ATOPBACTATHH).

* Bk. TOuKH 4.4 1 4.5 33 KNIHHHYHATA 3HAYHMOCT.
* Cbaspika e/THA WK foBeve cheTaBkH, KouTo HxuOupat CYP3A4 u morar na NOBHILAT MilazMeHHTe
KOHLIEHTPAUWH Ha IEKAPCTBEHH NPOAYKTH, KOUTO ce MeTabonusupar ot CYP3A4. [IpHembT Ha enHa
yawa 240 ml cok ot rpefindpyT cho Boau o nonmwkasane Ha AUC ot 20,4% 3a akTHBHMS

OpTOXHIpOKCH MeTabonuT. ['onemu komnyecTsa cok oT rpeindpyT (Hag 1,2 1 aHesHo 3a 5 aHy)
nosumasa AUC na atopeacratii 2,5 mbti 1 AUC Ha aKTHBHHTE ChCTABKH {aTOPBACcTaTH

MeTabOTHTH).

*% F
CbOTHOLIEHHE, H34HCIeHO Ha §a3aTa Ha enuHH4HA npoba, p3erTa 8-16 u. cnen nozam. .

OD = Benuwx aneBHo; SD = enHokparna no3a; BID = nsa netv axesno; TID = tpu

QID = yeTHp# NbTH JHERHO




Tabnmua 2: EdekT Ha aTopsacTaTvH Bupxy apMakOKMHETHKATA HA €AHOBPEMEHHO IPHAOHKEHH
JIEKAPCTBEHHM NPOAYKTH

ATopBacTatH U EaHoBpeMeHHO NPHIOKEH JTEKAPCTBEH NPOAYKT

cxema Ha nosvpane | Jlekapcreed npoaykt/Joza Ilpomsna B | KNHHHYHH Npenopbku
{mg) AUC#

80 mg OD 3a 10 aun | dQurokcun 0,25 mg OD, 20 1,15 [TaunenTH npuemMalli JHMOKCHH
IOHH TpaORa 1a ObLAAT BHUMATENHO

Npoc/ie MBatu

40 mg OD 3a 22 anu | llepopanuu kouTpauentuen | 1,28 Hsma cneunanHu npenopbsky

0D, 2 meceua 1,19

- HOPETUCTEPOH | mg
-€TMHWA ecTpaauon 35 pg

80 mg OD 3a 15 auu | * deHasoH, 600 mg SD 1,03 HsMa crnelHATHH NPenopbKH

10 mg, SD Tunpanasup 500 mg 1,08 Hsma criennaiyy ApenophkH
BID/purosasup 200 mg BID,
7 OAHK

10 mg, OD 3a 4 aun | @ozamnpenasup 1 400 mg 0,73 Hsima cnieunanyu Openopbku
BID. 14 quu

10 mg, OD 3a 4 puu | ®ozamnpenarup 700 mg 0,99 Hsma cnelHanHy npenopbKH
BID/puronasup 100 mg BID,
14 nuu

4 [IpencTaBnsea CHOTHOIEHHE MCKIY JIEUEHHATA (JIEKAPCTBEH IIPOAYKT, MPHIAraH eJIHOBPEMEHHO C
aTOpPBACTATHH, CIIPAMO CAMOCTOSTE/THOTO NMPHIIONKEHHE HA ATOPBACTATHH)

*EIHOBPEMEHHOTO NPHJIAraHe HA MHOTOKPaTHH J03H aTOPBACTAaTHH W (PEHa30H NOKA3BaT MATbK

HJIH HEJOMOBUM e(PeKT PBPXY KITHPBHCA HA (PeHA3OH.

OD = seanwxk AHerHO; SI = ¢nHokparna gosa

4.6 PepruianTer, GPEMEHHOCT H KbPMEHE
ATopaanuH € NPOTHBONOKA3aH 110 BpeMe Ha OpPeMEHHOCT H KbPMEHeE.
KeHH ¢ neTeponeH MOTEHLIHAT:

KeHute ¢ feTepoaeH noTeHUHat TpAOBA aa w3non3ear eeKTHBHA KOHTpALIILIUA [0 BpEME Ha
JeveHHeTo (BXK. Touka 4.3).

BpemeHHocT:
bezonacHocTTa Npyt GpemMeHHH JKeHH He e ycTaHoBeHa. He ca npoBe)iaHH KOHTPONHPaHH KIHHHYHY

MPOYUBAHHMA C ATOPBACTATHH NMPH OpeMeHHH xeHH. Paako ca nonyuaBann cboGLICHHS 3a BPOACHH
aHOMAaJMH CREN HHTPayTepuHHa ekcno3uuns na HMG-CoA-peaykrasiu unxuduropu. IlpoyysaHusata
NPH AKHBOTHH NOK43BaT PENPOAYKTHEHA TOKCHUHOCT {(BiK. TOUKa 5.3).

JleueHHETO HA MaHKaTa C ATOPBACTATHH MOKE 1A MOHKXH (ETATHUTE HUBA Ha MEBA/IOHAT, KOHTO €
IPEeKypcop Ha XosiecTepoiioBaTa GHOCHHTE3a. ATepocKilepo3aTa € XpOHHYEH HpoLec H O0HKHOBEHO
MPeKpaTABAHETO HA JIHIMAOMOHKABALIKA TEKAPCTBEH MPOAYKT MO BpeMe Ha OpeMeHHOCT GH
TPAGBAJIO j1a UMA MATBK e(EeKT 10 OTHOLIEHHE HA ABATOCPOUHHA PHCK, CBBP3aH ¢ MbPBHYHATA
XHIEPXOIECTEPONEMHA.

Aa 3abpemMeHeaT Uy o03upar, ye ca GpemerHu. Jleuenunero cue ATopnanus Tpadea 1a
MPEeYCTAHOBH 32 NEPHOIA Ha OPEMEHHOCTTA MM IOKATO C€ YCTAHORH JIHIICA HA OpeMeHH
Touka 4.3.) =

AKO ce YCTaHOBH OpeMeHHOCT No BpeMe Ha jieueHHeTo, ATopaandd Tpadea na Obne
CnpsH,



KnpmeHe
AMIO/IHNHH CE€ EKCKPEeTHPA B KbpMaTa npH xopa. YacTra oT no3ara 3a MaiikaTa, nonydeHa OT

KbPMA4ETO, € H3YHUCAEHA ¢ HHTEPKBAPTHIEH JHanasoH 3-7%, makcumyM 15%. EdexrsT Ha
aMIIOTHNUH BBPXY KbPMayveTaTa € Heu3BecTeH. He € M3BecTHO AasiH aTOpPBAcTaTHH (M HErOBHTE
MeTabONMTH) Ce CKCKPETHPAT B KbpMaTa. |IpH rirbXoee nnasmMeHHTe KOHLIEHTPALMK HA aTOPBACTATHH
H HEMOBHTE AKTHBHH MeTa0ONHTH ¢a BAM3KY 40 Te3d B MuKoTo (B, Touka 5.3), Topaau
BB3MOKHOCTTA 34 CEPUO3HH HEXEIaHH PEaKLMH, XKEHHTE NPHEMAILH ATOpIanuH He Tpabsa na
KbpMAT TexHure 6ebeta. (Bik. Touka 4.3). ATOPBACTATHH € MPOTHBOMNOKA3aH B [IEPHOA HA KbPMEHE
{Bak. Touka 4.3).

®eprunurer
[IpoyusaHHiTa NPH )KUBOTHH HE MOKA3BAT BIHAHHE HA ATOPBACTATHH BLPXY MBIKKHA MITH HKEHCKHA

tbepTHAMTET (BXK. TOUKA 5.3).

Ob6paruMy GHOXHMHYHH NPOMEHH B IJIABATA HA CMEPMATOZ0MANTE ca HabIIOAaBaHH NPH HAKOH
MALIMEHTH, TPETHPaHY ¢ OIOKePH HA KATLHeBHTE KaHalH. KNHHWUHHTE aHHH ca HEJ0CTaThbYHH
OTHOCHO NOTCHLHAIHHA edeKT Ha aMNnoIHNHH BbpXy depTiauTera. [Ipu npoyupaHe ¢ ILILXOBE ca
OTKPWTH HEXENaHH ePEKTH BhPXY MbKKHS GEepTHAMTET {(BK. TouKa 5.3).

4.7 EdexTn BbLpXy cnocobHocTTa 32 modnpane 7 pabora ¢ MAIIHHE

Hsma nposengHH Npoy4BaHMA, KOUTO Aa YCTaHOBAT ehekTa Ha aMIOAHIMHH/aTOPBACTATUH,
KOMOMHALIMH OT (PHKCHPAHH I03H, BbPXY cNOCOOHOCTTA Aa ce odHpa U 1a ce N0A3BaT MAUIHHH,

ATOpBAaCTaTUH, KaTO CHCTABKA Ha ATOP/IANMKH, MOBTHARA HEZHAUMTETHO CNOCOOHOCTTa 3a WoghHpaHe
1 paboTa ¢ MaLLKHHK.

Bhnpekn ToBa, Bb3 OCHOBA HA (apMAKOAHHAMHYIHUTE CBOHCTBA HA AMJIOHIHH, KOMIOHEHT OT
ATopaanyH, Bb3MOXKHATA NOABA HA 3aMaiiBaHe, r1aBodoINe, YMOpa UM rajeHe Tpabea 1a ce uma
IIpeNBHA NMpH lodKpaHe Wik W3N0N3BaHE HA MallKMHK {BXK. Touka 4.8).

4.8 HexenaHn 1eKapcTBeHH PeAKIIHH

bezonacnocTTa Ha aMnoIMNHMH/aTOpBacTaTHH, KOMOHHALMY OT (PUKCHPAHH AO3H, € H3C/IEBAHA B
JABOHHO creny rmnanebo-KOHTPoIHpaHH npoyusaHua Ha 1092 nauneHTH, JiekyBaHH 3a CHNBLTCTRALIA
XHMEPTOHUA ¥ AUCIHIMAEMHS. B KITHHHYHH NPOYYBAHHA ¢ aMIOAMITHH/ATOPBACTATHH, KOMOHHALIMH
OT QUKCHPAHH J103H, HE ¢a HaOMIofaBaHH HeXKENaHH IeKapCTReHH ChOMTHA, XAPAKTEPHH 34 Ta3H
xombuHaums. HexenaHute nekapcTBenu cu0HTHA €a OUITH OTPaHMYEHN RO TE3H, KOUTO ca Ouiu
CbOOLIEHH 110-PaHO 3a aMIIOAWIIHH H/HIH aTOPBACTATHH (MOJIS, BHXKTE N0-I01Y ChOTBETHHTE TabIHUH
33 HEKENIaHH JIEKAPCTREHH ChOMTHA).

B KOHTpOIHpaHH KIHHUYHH [IPOYUBAHHA, CIIHPAHETO HA TEPANUATA IOPAIH KIWHUYHH HEKENaHH
CbOMTHA WIH Na0CPaTOPHK OTKIOHEHHA € OINo HeoDxonuMo camo 1p 5,1% o1 nauueHTHTE
JIEKYBAHH €JTHOBPEMEHHO ¢ aMJIOUIIHH W ATOPBACTATHH, B cpaBHeHUE C 4% OT MaLHEHTHTE,
Hoyuasany nnauebo.

ITo-po1y ca NOCOUEHH NOOTAENHO HEXENAHH PEAKLIMH 32 AMJIOJMNIHH M aTOPBACTATHH, H30POCHH
CBIVIACHO CHCTEMO-OpraHHara knacugpukaums MedDRA u vectorara um.
- MHoro uectn (= 1/10)

- Yectu (= 1/100 no < 1/10)

- Hegectu (= 1/1 000 oo < 1/100)

- Penku (= 1/10 000 go < 1/1 000)

- MHuoro peakn (< 1/10 000) Ve
- C HenspecTHA YecToTa (OT HAHYHMTE [JAHHKM He MOXKE a Ob/le HanpaeeHa oueHKa) o

%

| MedDRA | Hexenanm peaknHH | Yecrora




CucteMo-opranuna AMJIOIANAHH ATopBacTarnn
KaacH{puKanug
Hucperyuu u Hazodapuurur - YecTH
unghecmaynu
Hapywenus na xpvema u | JlepkoneHus MHoro peiku -
AWMPHAMA CUCTEMA TpomBouuToneHus MHoro peakH Penxu
Hapywenus na CBpBbXUYECTHBTENHOCT MHoro peakn Yectu B
UMYHHAMA CUCmeMd AHagunakcns i Moro peaku
Hapywenun na XUNoravKkeMus - Heueceru
memaboauzma u Xuneprovkemus* Muoro peaxs YectH
XpUHEHEmo MosuiaraHe Ha Terno Heuectw Heuectu
Hamanenue Ha Teroro Heuectn -
AHopekcHs - Heuectn
be3chHHE Heuectn Heuectn
Tcuxuvny napyuenus T "
poMeHH B HacTpoeHueTo (Bki. | Heuectn
0e3n0KoHCTRO)
Kommapu - Heuectu
Heuectu C HeusBecTHa
HAenpecus 4ecToTa
O0bpkanocT Peaku -
Hapyuwenun na nepanama Crunsoct Heern §
cUCIEMA 3amaiipate Yectn HeuectH
I'nasoGosne (ocobeHo B YecTu YecTH
HA4aJIOTO Ha JIEYEHHETO)
Tpemop Heuectn -
XHNoecTesus, NapecTe3ns HeuecTn HeuecTH
CHHKOI HeuectH
T1oBHIIEH MYCKYJIEH TOHYC MHoro peaku -
[Heputepna HesponaThs MHoro peiku Penkn
AMHe3ua - Hevectn
Jucrey3us Heuectn Heuectn
EckrpanupammuaeH cHHIpOM C Heu3BecTHA -
YecToTa
Hapyuenua na oyume 3aMBITIEHO 3peHHS - HeuecTn
Hapywenus ua 3penuerto (Bkn. | UectH Peaxu
JUILIONMSA)
Hapyrwenua na yxomo u Illym B yiuuTe Heuectn Heuectn
aabupunma 3aryba Ha ciyxa - MHoro penkm
Copoeunu Hapyuernsn IHannmurauuu YecTH -
AHIHMHa NEKTOpHC Penku -
HudapkT 1a Muokapa MHoro penku -
ApuTMua (BKi1. Hpazuxapans, Heuectu -
KaMepHA TaxXUKApAKd U
NPEACHPAHO MBXKAEHE)
3auepBaBaHe (Ha JIMLETO) Yectn -
Cvdosu napyuerus XAnoTonns TTpS— n

Bacxynur

MHoro peaku

Pecnupamopnu, cpuonu u
MEeOUACIUHLTHU

HAPYUECHUS

®apudronapuHreanta 6osika

Enucrakcuc -

3anyx YHectu
Puuur HeuecTn
Kawnuna Heuectn




Hurepcruunanna Genoapotua

C neu3BecTHa

donecr, ocobeHo npu 4ecToTa
fIpOAL/DKHTENHA TEPAHs
CmoxatiHo-upegnti I'nurueanya xunepniaazus MHoro peaxH -
HApYuteHuA ['agexe YecTH YectH
Abnomunanya Soaka, 8 ropuara | Yectu Heuectn
W NIOJIHATA HacT HA KOpeMa
IMopbinane Heuecrn HeuectH
Hucnencus YecTu Yectu
Ipomenena upeBHa fefiHOCT Yectu -
(BKN. TMApHA H 3aMeK)
Cyxora B ycTara Heuectn -
IlpomsHa BbB BKYCA Heuectu -
Jmapus, 3anek, gaatyneHuus - Yecu
lacTpur MHoro peaku -
TlankpeaTur MHoro peaky HeuecTun
Opwreane - Heuvectu
Xenamoburapnu Xenatut MHoro peaku Heuectn
Hapyuenus Xonecraza - Peaku

YepHonpobHa HEAOCTATBUHOCT

MHOro peakH

XKuatenuia MHoro peakn

Hapywenua na xoxcama | bynosen nepmarvr, MHoro peaku Peaku

&t ROOKONCHAMA MBKAH BIJIIOUHTEIIHO EpHTEMA
mynTudopme
Ezem Ha KeHHke Muoro peaku -
Eputema mynrudopme Muoro penku -
Anoneuus Heuectu Heuectu
Hypnypa Heuectu -
[lpomana B usera Ha koxara Heuvectu -
Copbemx HeuectH Heuectu
Obpue Heuectu Heuectu
YBeJIMueHo NoTeHe Hewectu -
ExzanTtema Heuectu -
Vpruxapus HeuecTu Heuect
AHIHOHEBPOTHUEH €1eM Muoro pelku Penku
Exchonuatvsen aepMatur MHoro penku -
PoTOUYBCTBHTEAHOCT Muoro peaku -
Cuuapom Ha Stevens-Johnson Mhoro pesikH Penku
Tokcu4Ha enHgepMaTHa C HeusBecTHa Penxn
HEeKponM3a 4eCcTOTd

Hapyuenus na sycxyamo- (OToK Ha CTABUTS (BKA. HA YecTu Yectu
rne3eHHTe)

CKeNemHAMQ CUHCMeMa U
Aptpanrug, MyHaarag (k. Touka | Heuectn YecTn

CHEOUHUINEHAMA MBRAH 4.4)
MyckynHH KpamMnu, MyCKYJTHH Yectu YecTn
crna3Mu
bonka e repba HeuecTtn

bonka B winATa

bonka B kpaHHULIHTE

Myckynna ymopa

Muozur (Bx. Touka 4.4)

Pabaomuonusa, pynTypa Ha




MYCKYJI, MHONATHA (BXK. TOUKA

4.4)

TenauHONATHA, B PEIKH CayHaH
PYNTYPa Ha CYXOKHIHETO

Penxu

HmyHnomenvmpana
HEKPOTU3MPALLIA MHONATHS (BHK.
Touka 4.4)

C HewzBecTHA
yecToTa

Jlynvc-noaoben cuHapom

Muoro peaku

Hapywenus wa Hapywenue Ha ypuHUpaHeTO, HeuecTtn -
i HOLIHO YPUHUPAHE, YBETHYEHa
OvOpeyume u NUKOYHUME
YECTOTA HA YPHHHpaHe
Humutya
Hapywenua na HmMnoTeHTHOCT Heuectn HeuectH
S8B3INPOUIBCOUMENHAMA [ MHEKOMACTHS Heuectn MHoro peaxu
cucmema u 2opoama
Oy napywenus u Oroun MHoro yectH Heuectn
ehexmu na MACMomo na - HetecTH
npuoNcenue Tepudepen oTok
Ymopa Yectn Heuectn
I'pbana Gonka HeuecTu Hevectu
AcTenus YectH HeuecTn
Bonka Heuectu -
Hepasnonoxenue Heuectn Heueetn
TMupekcus - Heuectn
Hscaeosanus [MopuilieHH ¢cTOMHOCTH Ha Muoro peaku YectH
YePHOAPOOHHTE €H3HMH, ATAHHH
amuHoTpaHcepasa v acnaprar
amuuoTpaticdepasa (Haid-uecTo
CHBIAJALM © XOmecTasa)
IMoeuen KK B kpuBTa (BK. - YecTH
TouKa 4.4)
JIeBKOUMTH B ypHHATa - Heuectu

*3axapeH nuabet e HabmonaBaHe NPH HAKOH CTATHHM: YECTOTATA LIE 3aBHCH OT HAMTHYHETO HIIH
MIICaTa Ha PUCKOBH (aktopu (roko3a Ha raauno > 5,6 mmol/L, UTT > 30 kg/m? norwueHn
TPUITTHUEPHAH, AHAMHE3A 38 XHIICPTOHUA ).

CnoblaBaHe HA MOA03HPAHH HEXKENAHH peakuuy

Cvo011aBaHeTo Ha NOJO3UPAHH HEKENAHH PeakLiii CJIeA paspeLuarate 3a ynoTpeba Ha NeKapCTBEHNS

pOAYKT € BaxHO. ToBa No3BosIsIBa 12 NPOABLIKH HAOMIOACHHETO HA CHOTHOLIEHHUETO NO33/PHCK 33
JIeKapcTBeHUA NponyKT. OT METUIMHCKUTE CIISLUHATHCTH C€ H3MCKBA 1a ChLODLABAT BCAKA
NoA03HPAHA HEXKEIAHA PEaKLMA YPE3 HALOHANTHATA CHCTEMa 3a ChoOILABaHE:
HM3nmwnnMTenna areHUds 1o NeKapeTeara
yn. .. Jamsau [pyes” Ne §, 1303 Codums,

Ten.: +359 2 8903417,
yebcalT: www.bda.bg.

4.9 IIpenosnpane

Jluncea nniopManusa 3a IPEAO3MPAHE HA AMIOTHIHH/ATOPBACTATHH MPH XOpa.

AMIOAHNKWH




pednekTopHa TaxukapAus. JloxiaasaHun ca y3pazeHa U BEPOATHO NPOAb/DKHTEIHE CHCTEMHA
XHIIOTOHM# BOAELIA 10, M BKITIOUBALIA, (10K ¢ daraiieH n3xo. Tpeni3sikaHaTa oT npeao3vpaHe Ha
AMIOJHIMHH XHIIOTOHHA H3HCKBA MOHUTOPHPAHE B KAPAHOIOTHYHO OT/E/IeHHE 33 HHTEH3UBHO
JedeHue. 3a Bb3CTAHOBABAHE HA CHAOBHA TOHYC H KPBBHOTO HAJATAHE MOXKE 1a Ob/ie U3M0N3BaH
BA3OKOHCTPHKTOP. Thi KATO aMAOMHNKH € CHITHO CBBP3aH ¢ MPOTEHHUTE, HE € BEPOATHO AHANU3aTa
Ja 6bae oT nonsa.

Hexapauorenen benoapoben oTok ce cho0dinaBa pIAKO KATO MOCAEANLA OT MpeJo3HpaHe C
aMIIOAMITHH, KOHTO MOJKE [a ce NPOaBH Che 3a0aBeHo Havano Ha edekra (24-48 vaca cren
NOrTLUIAHE) ¥ A3 H3HCKBA M3KYCTBEHa BEHTHNAUHA. PaHHHTE peaHMMAaLMOHHH MEPKH (BIJIIOUMTENHO
HATOBapBaHe C TEYHOCTH) 33 NOAAbPIKaHE HA nepdy3uATa U chpaeunus aeOHT Morat aa owaar
ycKopaBaily akTopH.

ATOpBacTaTHH

Hama crienuduuHo sieueHse NpH Npeao3upaHe Ha aTopBacTaTHH. B ciy4all Ha npenosupade,
MALMEHTBT TPAOBa Aa ObAE NeKYBaH CHMITOMATHUHO H 1A Ce TIPHIIONKAT HEOOXOAHMHTE MOLILPKALIN
mepkH. Tpabea na ce MOHHTOPUPAT YepHOAPOOHHTE (DYHKIIMOHATHH TECTOBE M HHBATA HAa CEPYMHATA
KK. [Topaau Bucokata cTeneH Ha CBbP3BaHE Ha JIEKAPCTROTO ¢ MNa3MEHHTE NPOTEHHH, MANTKO
BEPOATHO € XEMO/HAIH3ATA 3 MOBHIUH 3HAYMTEHO KIMPBLHCA HA aTOPBACTATHH.

5.  @OAPMAKOJOIMYHHU CBOHCTBA
5.1 <PapmakoaHHAMHYHM CBOHCTBA

bapmakoTepaneBTHYHA TPyNa: IMNIKIONOHKKABAIKM cpeacTea, HMG-CoA-peayKTazHy HHXHOHTOpH,
apyru komOunauuu, ATC kon: C10BX03

ATOpJan{H Ma ABOEH MEXAHHIBM Ha ACHCTBME - ACHCTBHETO HA TUXHAPONHPHIHHOBHSA KaLHER
aHTAroHUCT (AHTATOHUCT Ha KAJLHeBHA Hou wiu Giokep Ha GaBHMTE KaHAIH) aMJIOIMNHH H
unxudupanero Ha HMG-CoA-peaykrasaTa oT aTopsactaTHH. KOMIOHEHTLT aMJIOHIMH HA
ATopaanuH HHXHOMpa TpaHCMeMOpPaHHOTO HABNHM3aHE HA KuILHeBUTE HOHK B CHAOBATA rMagKka
MYCKYJIaTypa H CbPACUHHS MYCKyl. ChLCTABKATA aTOPBACTATHH HA ATOPIAIIHH € CEIEKTHBEH,
KOMIeTHTHBEH HEXHOHTOP Ha HMG-CoA-penykrasara, ckOpOCTOOTIPSACASILINA EHIUM, KOHTO
NpeBpbINA 3-XHIPOKCH-3-METHNTYTAPHI-KOSH3UM A JI0 MEBAIOHAT, IPEKYPCOP HA CTEPONIHTE,
BKJIIOUMTENTHO Ha XONECTEPOIa.

IIpu npunarane Ha aMIOAWNMH/ATOPBACTATHH HE € HAOIOAABAHO H3MCHEHHE B €(DEKTA HA AMITOJHNHH
BbPXY CHCTONHOTO KPBBHO HAATAHE, B CPABHEHHE ChC CAMOCTOATEIHO MPHIOXKEH aMJIOJHITHH,

Mo cbluMA HAYKH, IPH MPWIATAHE HA AMAOAMIIHH/ATOPBACTATUH HE € HAaDMIOIABAHO H3MEHEHHE B
ehexta Ha atopBacTarus Bepxy LDL-Xxonectepona, B CpABHEHHE ChC CAMOCTOATENHO MPHIIOMEH
aTOpBACTATHH.

Anrac-Ckanaunascko Ilpoyusane 3a Copaeunn Pesyararn (Anglo-Scandinavian Cardiac
Outcomes Trial - ASCOT) e pangoMuzmpano npoyueane ¢ 2x2 dhaKropuaieH au3aiiH, cpaBHABALLO
JBA AHTHXHMNEPTEH3UBHH peyKnMa 1py oOwo 19 257 nauneHTH (NOHWKABALO KPbBHOTO HANArane
pamo - ASCOT-BPLA), kakto n edekra or nobasanero Ha 10 mg aropsacTaTHH, B CPABHEHHE C
miauebo npu 10 305 naunenTn (nunuaononmxkasawo pamo ASCOT-LLA) ebpxy dartaitu H
HedaTaIHH KOPOHAPHH CbOMTHAL.

EdekTsT Ha aTopBacTaTHH BLPXY GaTalHH H HethaTalHN KOPOHAPHH CHOHTHS € OLEHE
PaHAOMH3HPAHO, ABOHHO CAAND, niauebo-KOHTPOJIRpaHo npoyusae {ASCOT- LLA)



MBIKKH 110J1, Bb3PacT(= 55 rolMHH), TIOTIOHOMyIEHE, AHabeT, aHaMHe3a 3a paHHa HCXEMH4HA Donect
Ha CHPUETO ¥ POHKMHA OT MbPBA JIHHKA, CBOTHOLIEHHE OBL XOMeCTepo: JTMNOMPOTEHHH C BHCOKA
nabtHocT {TC:HDL) = 6, nepudepno cbhnoro 3adonasate, AeBokamepHa xuneprpodus,
MNpeaxXmKIaHy MOIbYHO-CBIOBH ABNEHMA, cietupuuty aHomanky B8 EKI,
MPOTEHHYPHA/ANOYMHHYPHS.

[lauMeHTHTE Ca NEKYBAHH C AHTHXHNEPTECH3IUBHA Tepanus, BKIOUBala aMaoaunuH (5-10 mg) win
areHonost (50-100 mg). 3a 1a ce JOCTHrHAT MPULIETHUTE CTOHHOCTH Ha KPBBHOTO HAJIAraHe

(< 140/90 mm Hg 3a nauuenTy 6e3 auader, < 130/80 mm Hg 3a nuabeTuum), e OUNO BE3MOMKHO A4a Ce
noGassAT CLOTBETHO NEepHHAONPHA (4-8 mg) KbM rpynara ¢ aMnoaunuH M 6eHApodITYMETHA3H/T KaTHH
(1,25-2,5 mg) kuM rpynarta ¢ areHonon. Jlokcasocu GITS (4-8 mg) e 6vn TpeTa THHHUA Tepanud H
npu aeete pamena. ['pynara c atopsactaTiH ¢ grlousana 5168 naumentv (2584 otTax ca
NoTy4aBaiH aMIoaAnnKH H 2584 - atenonon), a nnauebo rpynara - 5137 nauventn (2554 oT Tax ca
nony4aBanH aMJIoAMNKH 4 2583 - atenonon).

KomGuhuparneTo Ha aMAOAMITUH H ATOPBACTATHH € ROBENO 10 3HAYUTENHO [OHHKABAHE HA PHCKA NIPH

KOMOHMHHpaHa mMbpBHYHA Kpaiina Touxa daranna UBC v nearanen uHdapkT Ha MHOKapaa C:

- 53% (95% nosepurenen untepsan 31 % 10 68%, p<0,0001) B cpaBHeHHe c aMJIOAHNHH +
nnauebo;

- 39% (95% noreputeneH uHTepBan 8% go 59%, p<0,016) B cpasHeHne ¢ areHOAON +
aTOpBACTATHH.

KpbBHOTO HanArane ce € NOHHMXKHNO 3HAMUTETHO H NMPH JBATa TEPANEeBTHYHH PeKUMA, KaTo Nno-
3HAYMTEJIHO MPH PeXHMa C AMJTOJMITHH + aTOPBACTATUH, B CPABHEHHME ¢ ATCHOO0/ + aTOPBACTATHH {-
26.5/- 15,6 mm mmHg cpety cvoteeTno -24,7/-13,6 mm mmHg). p-cToliHOCTHTE Ha PA3IHEHTE
mexay rpynute ca 0,0036 (3a cicTonHO KpbeHO Hanarade) n <0,0001 (3a zHacTONHO KPBBHO
HAJTAFAHE).

Hpoyusane 3a AHTHxHeprensuBHo M Jlunugonouuxaeaiuo Jlewenue 3a [lpodmnaxTHka Ha
Copaesed [Mpucten (Antihypertensive and Lipid-Lowering Treatment to Prevent Heart Attack Trial -
ALLHAT): pannomi3upaso, ABOIHO ¢Nano npoy4paHe, HaApe4eHO AHTHXHINEPTCHIHBHO H
Jlununononuxkapawo Jleucuue 3a [podpunakruka Ha Cepaeuen INpuctsn (ALLHAT) e npoeeneHo 3a
cpaBHABaHe epeKTUTE HA AMIOJMIHH WITH JTM3UHOTIPHA C TE€3H HA XJIOPTATHIOH KATO TePAnus oT
MbPBa JJHHHSA TIPH MIALMEHTH C JIEKA [0 YMEPEHA XHNCPTOHHSL.

061 33 357 naUMeHTH ¢ XMIePTOHKA Ha BB3PACT 55 TOAMHH WIIH MO-Bb3PacTHH ca OWITH
PaHIOMH3HpPaHK H MpOCIeaeHH cpearo 3a 4.9 ronunu. NaunenTuTe ca UManK noHe e1KUH
AOMbAHUTENEH PUCKOB (HAKTOP 33 MCXEMHYHA DOECT Ha ChPLETO, BKIKUYHTENHO: MPEIHIIEH
MHOKapASH HHBAPKT HIH MHCYIT (> 6 Meceua npeny BKIIOUBAHE B MPOYUBAHETO) HIIH
HDOKYMEHTHPAHO ApYTO aTepPOCKIEPOTHIHO ChPASUHOCHA0B0 3abonasane (0buto 51 ,5%); nuaber
tHn 2 (36,1%); HDL-xonecrepon < 35 mg/dL (11.6%); nepokamephna xuneptpodus,
JAHArHOCTHUMPAHA eeKTpoKapaHorpadCcku Hind exokapauorpadeku (20,9%), TIOTIOHONyIEHE
(21,9%).

[TbpBHUHAaTa Kpaiina ue e komOuHauus ot datania HBC unu vedatanen muokapaet WHdapkr. B
rpynara Ha amnoAunuH 11,3% oT nalMeHTHTE JOCTHraT IIbpBUYHATA KpaitHa uen, cnpsamo 11,5% B
rpynara Ha xjoptanuiaoH (RR 0,98, 95% C1 [0,90-1,07], p=0.65).

[IpH BTOpHYHHTE KpailHH Lenu:

- obuara cMbpTHOCT € 17,3% B rpynara Ha xlopTanacH 1 16,8% B rpynara Ha aMAOIMIHH
cnpaMo xnopranuaoH RR 0,96, 5% C1 [0,89-1,02], p=0,20);

- 4ECTOTATA HA CHPACHHA HEJAOCTATBUHOCT {KOMIIOHEHT Ha CHCTARHATA KOMOUHUPA
CbPAEYHOCHAOBA Kpakua LemT) € 3HA4MMO NO-BUCOKA B IPYNAaTa Ha aMOIAHITHH E
rpynata Ha xnopranuaos (10,2% % copamo 7,7%. RR 1.38. 95% CI [1,25-1 32],\

ﬂpOy‘-{BaHCTO HE MOKa3Ba NPEBb3XOACTBOTO HA HAKOE OT ICKApCTBATA MO OTHOLWIEHHE Ha ﬂ'ﬁpﬁl’[‘-{HaTa,
Kpanua eI, HAIIPABCHUAT apostemorz daHallHK3 Ha pe3yJITaTHTEC NOKAa3Ba, uc aMﬂO,E[HI]HH noﬂuxcaaa #



CHINATA CTeMeH KaTo XJIOPTANHA0H ILpBMYHATA KpaiiHa uei o1 daranna MBC u nedaraneH
MHOKapacH HHPAPKT, KAKTO H BTOPHYHATA KpaitHa 1e - 0011a CMbPTHOCT.

B npoyusaneto IIpeaoTBpaTaBane HA HHCYAT Upe3 ATPECHBHO HAMAIABAHE HA HHBATA HA
xoJectepoa (Stroke Prevention by Aggressive Reduction in Cholesterol Levels }(SPARCL) e
Oun oneHeH eeKTHT Ha aTopBacTaTHH 80 Mg AHEBHO MK M1aueBo Mo OTHOWEHHE MOABATA HA
MHCYAT 1ip 4 731 nauMenTH ¢ MHCYAT MM NpexoaHa uexeMuvHa ataka (TIA) B paMKHTE Ha
npeaxoanute 6 Mecena v 6e3 anamuesa 3a UBC. TMauverthte ca 60% mbike, 21-92 roauuu (Cpenna
Bb3pacT 63 roaquHH} H cpesHo u3xoaHo HUBO Ha LDL 133 mg/dL (3,4 mmol/L). Cpennara CTOHHOCT
Ha LDL-C ¢ 6una 73 mg/dL (1,9 mmol/L) no Bpeme na nedenueto ¢ atopsactatud U 129 mg/dl (3,3
mmol/L.) no speme Ha neuenueTo € nraucbo. MenwaHata Ha npocaeaaeane ¢ 4,9 roauHH.

Atopsacratuy 80 mg e HaMaNuA PUCKA OT MbPBHYHATA KpaiiHa Touka daraieH n HepaTaTeH HHCYIT C
15% (HR 0,85; 95% CI, 0,72 -1,00; P=0,05 unn 0, 84; 95% Cl, 0,71-0,99; p=0,03 cnen afantapade Ha
M3XOJIHHTE XapakTePHCTHKH) B cpaBHeHue ¢ nuauebo. O6wara eMmbpTHOcT € 9,1% (216/2365) npu
aropacTaTiH cnpsamo 8,9% (211/2366) npu nnanedo.

B post-hoc aHanu3 atopeactatii 80 mg € HAMANKN YECTOTATATA HA UCXEMHUYEH HHCYNT (218/2365,
9,2% cnpamo 274/2 366. 11,6%, p=0,01) 1 e MOBHILWIT YECTOTATA HA XEMOPArHUYeH HHCYIT (55/2 365,
2.3% cnpamo 33/2 366, 1,4%, p=0,02) B cpasHetue ¢ nnaebo.

. PUCKBT OT XEMOparHyeH HHCYAT € NOBHLUCH [IPH [IALKWEHTHTE, KOWTO ¢a ¢ MPeIlIecTBaLl,
XEMOPAry4eH HHCYJIT NPH BKNIOYBAHE B NPOYUBaHeTO (7/45 npu atopeacTaTul cnpamo 2/48 npu
niaue6o; HR 4,06; CI 0,84-19,57) 4 pHCKBT OT HCXEMHYEH HHCYJIT € CXOICH B AB¢TE rpynH (3/45 npu
atopsacTaTHH cnpamo 2/48 npu nnauedo; HR 1,64; 95% Cl, 0,27-9,82).

. PHCKBT OT XeMoparMyeH HHCYNT € NOBHLIEH NPH MMALMEHTH, KOMTO ca ¢ MpeAlIecTBail
nakynapen WHgpapKT [pu BKIIOYBaHE B npoytBateTo (20/708 npu atopeactatuu ciipsmo 4/701 npu
nnauebo; HR 4,99; 95% CI, 1,71-14,6), HO pUCKBT OT HCXEMHYEH HHCYAT NPH TE3H MALKCHTH ChLIO €
Hamansn {79/708 npn atopeactatus cnpsamo 102/701 mpu nnane6o; HR 0,76; 95% CI, 0,57-1,02).
BB3MOXKHO € KpaliHHAT PHCK OT HHCYAT Ja € MOBUIIEH NPH NAUMEHTHTE C NPEAXOAEH J1IaKyHapeH
UHGAPKT, KOMTO NOAy4aRaT atopsactatul 80 mg Ha nen.

Obuiara cMupTHOCT € 15,6% (7/45) npu neuenue ¢ aropsactaTiH crpsaMo 10,4% (5/48) npu
Tpunarase Ha naauedo B NOArpyrnaTa NAUMEHTH € NPEAXOACH XeMoparHueH HHcyaT. O6mara
cmbpTHOCT € 10,9% (77/708) npu atopeacratun cnpsmo 9,1% (64/701) npu nnaueGo B moArpynara
NaLMEHTH C NpeaXo/eH JaKyHapeH HHpapkT.

5.2 (PapmMaKoKHHETHMHH CBOHCTBa

gamm 3a amno,gnnnn/arognacra’mn, KOMOHHARHA ¢ PHKCHPAHH J03H

Cnen nepopanHo npuiarane ce HabIIOAaBAT ABE OTAEIHH MAKCMMAIHH J1a3MEHH KOHLCHTPALIHH.
Iepeata - o1 1 Ko 2 4aca cnes NpuIaraHeTo, ce OTAaBa Ha aTOPBAcTATHH, 4 BTOpATa - MKy 6 1 12
yaca cliell pHeTaTa 1034, Ce OTAABa Ha aMnoaunnH. CKOpOCTTa M CTETEeHTA Ha abcopOuns
(6MOHANHMYHOCT) HA AMJIOAMITUH ¥ ATOPBACTATHH OT KOMOMHALMATA ¢ HHUKCHPAHH 103H aMIOIHIHH K
ATOPBACTATHH HE CE PA3JIMYABAT CHUIECTBEHO OT SHOHAHYHOCTTA HA AMJIOIUIIMH H ATOPBACTATHH [IpH
eIHOBPEMEHHO NpuiaraHe Ha TablieTKi aMIOIHNKH W ATOPBACTATHH.

ByoHaNHYHOCTTa HA aMAOIUITHH OT KOMOBHALMATA ¢ PUKCHPAHY A03H AMJIOAMIHMH W ATOPBACTATHH
He C¢ NOB/IMABA OT NPHEMA Ha XpaHa. Benpeky, ye XpaHaTa HaMaJIsBa CKOPOCTTA M CTENEHTA Ha

abcopOuMa HAa aTOPBACTATHH OT ATOPAANHH , ChOTBETHO € 0KONo 32% u 11%, onpeneneHo
AUC, moaoGHH NOHWKEHWA B IUIA3MEHUTE KOHLGHTPAMM CleJT MPHEM Ha xpaHa ca HabJ
aropBacTaTvH, Oe3 HamaneHue Ha edekrta Bbpxy LDL-xonectepona (Bx. no-gony).

&HHII 3a aMJIOTHNHH

Abcopbuun: Crnen nepopaino NPHIOKEHHE HA TEPANeBTHYHN J0O3KH aMJIOAHIIHH, MaKCI‘iMBﬂHu



abconoTHaTa OHoHaNHUYHOCT e Mexay 64 1 80%. OBembT Ha pasnpeneneuue ¢ npHONM3KTENHO 21
1/kg. BHOHANMYHOCTTA HA AMIIOAMITHH HE CE MOB/THSABA OT MPHEMa Ha XpaHa.

Pasnpenenenne: fn vitro npoyyuBaHHs ¢ aMIOQHITHH NMOKA3BAT, Ye MPH NALHEHTH C XHIEPTOHHKA
okoso 97,5% OT UMPKYIMpaLHA AMIIOJUITUH € CBLPIaH C TNa3MEHHUTE NMPOTEHHH.

Buotpancopmanus; Upes xenaraied MeTabondsbm, aMIOAHITHH B 3HAYKTE/IHA CTENEH (OKOI0
90%) ce NpeBpbIIA B HEAKTHEHH METa0OIHTY.

Ennmannpane: EnuMuHHpareTo Ha aMIOIHNMH OT Ma3zMara € ABy(ha3Ho, ¢ KpaeH eMTHMHHALHOHEH

nony:xHsoT okeo 30-50 4, Tlpy MHOrOKpaTHO NPUIIOKEHHE PABHOBECHH ILIA3MEHH KOHUGHTPALUY Ce
noctvrar ciied 7-8 ann. C ypunara ce ekckpetupat 10% ot aMnoannuH B HenpomeHeH BHA H 60% ot
MeTabOMMTHTE HA AMJIOJIUITHH,

Jaunu 33 ATOPBACTATHH

AbcopOmua: AtopBacTaTHH ce abcopOupa 0Bp30, KATO MAKCUMAIIHA IU1A3MEHA KOHLEHTPALIHS CE
noctrra 3a | a0 2 yaca. Crenenrta Ha abcopOuus ce noBMIIaBa NPONOPLHOHATHO HA J03aTa Ha
atopsacTaTHH. ADconoTHaTa GHOHATHYHOCT HA aTOPBACTATHH (OCHOBHOTO JIEKAPCTBO) €
npubnnsktento 12%, a cucTeMHaTa HATMYHOCT Ha HHXKHOWTOpHaTa akTHRHOCT 3a HMG-CoA-
peaykrasara e okono 30%. Huckara ciucTeMHA HATMYHOCT Ce OTAaBa Ha MPECHCTEMEH KIMPBHC B
CTOMAIUIHO-YPEBHATa MyKO3a W/HIK Ha first-pass MeTabonu3bM B YepHus Apob. BurpekH, ye XxpaHaTa
MOHKKABA CKOPOCTTA U CTEMEHTA Ha pe30pbiud Ha JIEKapCTBOTO, ChOTBETHO ¢ okoso 25% v 9%,
onpeaeeHo no Coa 1 AUC, HaManenueTo Ha LDL-xonectepona € cX0QHO, HE3ABHCHMO JAJTH
aTOPBACTATHH ce MpHeMa ¢ M Oe3 xpaHa. [Tna3MeHHTe KOHLIEHTPALMH HA aTOPBACTATHH Cd MO-HHCKH
(npubnnsurenso ¢ 30% 3a Crax 1 AUC) cnient BeuepeH NpHeM Ha JIEKapCTBOTO, B CPABHEHHE CbE
cyTpetiHo npunokenue. CHmkeHHeTo Ha LDL-xomecTepon obaue € chlI0TO, HE3ABUCHMO OT BPEMETO
rpe3 AeH:, KOraTo Ce Npuiara JekapcTBOTO.

Pasnpegenenne: Cpeanust obemM Ha pasnpeaeneHue Ha aTopeacrardt e npubinusurenno 381 L.
ATOpBacTaTHH € CBbP3aH C IUIA3MEHHTE [IPOTEHHH B = 95%.

Bbuorpancdopmanna: ATopBacTaTHH ce MeTAOOIH3HPA B 3HAUUTEHA CTENEH 10 OPTO- H
napaxuIpoKCHIHPaHH IEPHBATH H pa3inyHu OeTa-OKMCIIHTEIHN NPOAYKTH. [n vitro, NHXHOHPaHETO
Ha HMG-CoA penykTaszara oT opTo- ¥ IapaxuAPOKCHIHPAHHUTE META0OMHTH € EKMBATICHTHO Ha TOBA
oT aTopsactaTiH. Hpubnusurenno 70% ot uupkyiMpawara uixuburopHa aktueHocT 38 HMG-CoA
peIyKTasara ce OTAaBa Ha aKTUBHUTE MeTalouTH.

EanMuHHpane: ATOPBACTATHH H META0OHTHTE My CE H3/TBYBAT OCHOBHO Ype3 AUTbUKaTa clel
XenarajieH W/HITH excTpaxenaraneH MeTabonnabm. Usrnexaa obave, Ue NeKapcTBOTO HE NPETHpPMABA
3HAYHMTETHA €HTEPOXCNaTANHA peurpKynanua. CpeJHHAT IUIa3MeH Oy KHBOT Ha aTOPBACTATHH NpH
Xopa e NpubIH3HTeTHO 14 yaca, HO MOPAaH Y4AaCTHETO HA AKTHBHU METabOIUTH, MOTYKHBOTET Ha
HHXHOWTOpHaTa akTHRHOCT 3a HMG-CoA penykrasara e 20 no 30 vaca. Cnes nepopaliHO NpHaraHe,
no-manko o1 2% 0T 103aTa Ha aTOPBACTATHH C€ OTKPHBAT B YPUHATA.

ATopsacTaTus ¢ cyGeTpar Ha YepHOAPOOHHUTE TPAHCIIOPTEPH H Ha HOIMINENTHANTE, TPAHCNOPTHPALLH
opranH4yHH anHoHH 1Bl (OATPIB1) u 1B3 (OATP1IB3). MerabonuTuTe Ha aTOpBacTaTHH ca
cybcrpati Ha OATP1IB1. AtopsacraTiH cbuto ce naeHTUHUMPA KATO cYOCTPaT Ha eqUIyKCHHTE
TPAHCIIOPTEPH HAa NPOTEMHA, CBBP3aH C MHOMKeCTBEHa JekapcTeeHa pesucredtioet 1 (MDRI1) u
MPOTEHHH HA PE3UCTEHTHOCT Ha paxa Ha rbpaara (BCRP), kouto Moxe na orpaHHYaT 4YpeBHATa
abcopOUMA ¥ MABYHMA KIHPBHC HA ATOPBACTATHH.

JaHHH 32 aMJIOJANHH H ATOPBACTATHH IIPH CHEUHAINN NONYIAMHE //"_
}:\ "
o
Crapuecka sb3pacr: Bpemero 3a ocTHraHe Ha MAKCHMATHH NIIA3MEHH KouueHTpa(fp}g_i‘“ F
AMJIOAHNHH € NOJ00HO NPH XOpa B CTapUYECKa Bb3PAcT W No-maaan uHaHeHau. [Tpu iﬁ EHTH B
S n
CTapueCKa Bb3PacT KIMPBHCBT Ha aMJIOAHTNHH MOKA3Ba TEHAEHUNS KbM NOHHKCHHG, NPEIH3:

yeenuyeHne Ha AUC H eAMMHUHALMOHHHEAT NOTYKHBOT. Y BenuasaHeTo Ha AUC '




CIHMHHAMOHHHAT NONYHUBOT NPH NAUUCHTH CbC 3acTolHa CbpJSHHA HEAOCTATBYHOCT € CIopea
OYaKBaHOTO 34 TNpoyyv€HaTa BL3pacToRa rpymna.

[L1a3MeHHTE KOHUEHTPALIWK HA aTOPBACTATHH ca NO-BHCOKH (€ 0kono 40% 3a Cinax 1 30% npu 31pasu
HHHMBUIM B CTAPUECKA BB3PACT (> 65 roguuInyu), OTKONKOTO NpH MIaaH xopa. KoInHWYHK JaHHH
NIPEANONAarar no-3Ha4MTeNHa CTENeH Ha noHmwkeHHe Ha LDL npu xopa B cTapuecka BB3pacT,
HE3aBHCUMO OT 103aTa HA aTOPBACTATHH, B CPARHEHHE C NO-MNA/4 Xopa (BK. Touka 4.4).

IToa: Konuentpauuure Ha aTopBacTaTHH MPH skeHH ce paznuuarar {npubnuzurento ¢ 20% no-
BHCOKH 32 Ciax M ¢ 0KONO 10% no-nucku 3a AUC) ot Te3u npu mbxete. Te3n pazinkH HaMar
KJIHMHHYHO 3HAYEHHE H HE BOIAT JI0 KIHHHYHO 3HAUUMY Pa3fidums B (PEKTHTE BbPXY JHMHANTE OPH
MBHKE U JKEHH.

Buopeuna HeaocTaTBUHOCT: DapMaKOKMHETHKATA HA AMJIOJHIIMH HE C€ TIORTHABA 3HAYHMO OT
OBOpeuHO yBpexIaHe. AMIOAHNMH He ce aHanusnpa. [lopaau Tosa, naunenTu ¢ OnOpeuHa
HCAOCTATHYHOCT MOraT Jga nonyanaT oﬁnqaﬁHaTa Ha4danHa J03a aMNOOUITHH.

B (IipoyyBaHus HA ATOPBACTATHH, GBOpetHHTE 3260ABAHHA HE Ca MOBAHANM IIA3MEHHTE
KOHUEHTPALHUH HIH OHWKEHHETo Ha LDL-xonectepona oT atopsacTaTHH H CNEI0BATENHO MPH
MalTHEHTH C Gbﬁpeuua D.HC(lJyHKL[HH HE € HeOﬁXOI[HMO KOpHIrHpaHe Ha 003aTa Ha aTOpBaCTATHH.

Yepuoapobua negocrarpinoct: [larmeHTute ¢ YepHOAPOOHA HEMOCTATBYHOCT MMAT MOHHKEH
KJIMPBHC Ha AMIIOTUIHH, KOETO Boau 20 yBeauueHue na AUC ¢ npubaunsurenno 40-60%.
TepaneBTHUHHAT OTFOBOP KbM aTOPBACTATHH € HEPOMEHEH MPH NAUHEHTH C YMEPEHA [0 TEXKKA
YyepHOAPOOHA AHCHYHKLMSA, HO EKCNO3HLIMATA KbM JIEKAPCTBOTO © CHIIHO YAb/bKeHA. [IpH nauMeHTH ¢
XPOHHYHO ATKOXOJIHO YepHOoApobHo 3abonasaHe (Childs-Pugh B), niazMeHuTe KOHUEHTPALMH HA
ATOPBACTATHH CA 3HAUMTETHO MOBHILEHH (IpHOTH3UTENHO 16 NbTH 32 Crax ¥ 11 mbTH 33 AUC).

SLOCIB1 noaumopgusvm: YepHoapoBuoro noemane na scnukd HMG-CoA penykraziHu
WHXHOHTOPH. BKIOUHTENHO aropsacTarul, Bkmousa OATPIB1 tpancnoprHua npoterH. [pu
natmenTs cbe SLCO1B1 noaumopduibM BMa pyCK OT IOBULIEHA CHCTEMHA €KCITO3HIIHA HA
aTOPBACTATHH, KOATO MOXKeE Ja JOBee 0 MOBHIIEeH PUCK oT pabaomuonunsa (B .Touka 4.4).
[Nonumopdu3MbT Ha rexa, koaupaw OATPI Bl (SLCOL Bl C.521CC) e cBbp3aH ¢ 2,4-TbTH No-
BHCOKA eKcno3uiua Ha atopeacTaTHH (AUC) 0TKONKOTO NpH HHAMBHAKUTE 0e3 TO3H TE€HOTHIIEH
BapHaHT (c.521TT). [pn Te3u nauMeHTH € B3MOKHO ChIIO Jd MM FEHETHUHO HApyLIEHO
yepHOApobHO Noemane. Br3MoxHHTE NocaeAcTBUA 33 e(PUKACHOCTTA €a HEYCTAHOBEHH,

5.3 Ilpeak/HAHYHH JAHHH 32 Ge30NaCHOCT

He ca npoBexk1aHH HEKIHHUYHY (IPOYyUBaHUS ¢ (PUKCHPAHATa KOMOMHALIMA HA aMIOHITHH H
atopBacTatvd. [IpeaIHHHYHN JaHHH 3a aMAOJMNIHH NOKA3BAT NIMICATa Ha ocoOeH PHCK 3a Xopa,
Bazupaliky ce Ha CTAaHAAPTHWTE MPOYYBaHUA BBPXY 6e30NacHOCTTa, (hapMaKOIOrHiTa, TOKCHYHOCTTA
MpH NMPOABLIKHTENHO NIPHIarale, TeHOTOKCHYHOCT WM KapLuporeted noteHunan. [lpu npoyusarus
33 PeNpOAYKTHBHATA TOKCHUHOCT Ha AMJIOZMITHH [PH ILU1LXOBE, € HAb/I01aBaHO yAb/bKaBaHe Ha
POOOBHS TIPOLEC H NMO-BUCOKA NEPHHATAIHA CMBPTHOCT.

ATOpBacTaTHH HE € FEHOTOKCHYEH (iR Vilro W in Vivo) WM KaHLUeporeleH 3a iibxoee. B AByroamiuHo
NIPOYYBAHE HA MULLKH ca GHiH yBe/IHUeHH clTyuanTe Ha XenaToueiylapeH aJcHoM MPH MBXKHTE H
XeMarouenyiapeH KapuHHOM IPH KEHCKHUTE KHBOTHH, KOTaToO € NpuiaraHa MakCHMaHaTa
W3MOJI3BAHA 1034, MPH KOATO CHCTEMHATA €KCno3nums € Ouna 6 1o 11 msTH no-BHCOKA OT Hak-
BHCOKATa 1032 33 X0pa, Ha 6a3a AUC 9.24). [TpoyuBanus Bppxy HBOTHH J0OKa3BAT, Y€ HHXH




BLPXY MEKKHA HIIH XKEHCKUA EPTWINTET, B 1034 cbOTBETHO 10 175 1 225 mg/kg nHeBHO M HE €
TEPATOTEHEH.

PenponykTHBHA TOKCHYHOCT

PenpoayKTHBHH NpOYUB2HHA NPH MUTHXOBE M MHUIKH Ca NOKa3aiH 3a0aBeHo, YABIKEHO BpEMe Ha
PaXKAaHE H [OHHXKEHA MPEKHBAEMOCT HA HOBOPOACHHTE MMPH 103K OT npudansurento 50 muTH no-
BHCOKHM OT MaKCHMA/IHUTE NPEMOPBHUHTENHH 32 Xopa Ha Gazarta Ha mg/kg.

Hapyuienue Ha depTunnTeTa

Jluncea epexT BHpXy PepTUIHTETA HA [LILXOBE, TPETHPAHK C AMJIOANITHH (MbKKHM 32 64 THH W
MeHCKH 14 nHu npeau paxaane) B 1034 a0 10 mg/kg/oen (8 nbTH * NO-BHCOKH OT MaKCHMANIHHTE
MPeNopbLYHTENIHH 1034 32 xopa 1034 oT 10 mg Ha 6a3a mg/m?). B Apyro npoy4BaHe ¢ ITbXOBE, B
KOETO MBIKKHTE MITBX0BE ca OHITH TpeTUpann ¢ amiioannuHoe Gesunar 3a 30 guu © 1033, paBHABalUa
C€ Ha [103aTa Mpu xopa, Ha 6a3a Ha mg/kg, ca HabNOAaBaHU HAMANIEH MUTa3MeH GonuKyo-
CTHMYHPAL] XOPMOH H TECTOCTEPOH, KAKTO H HAMaleHa IUTbTHOCT Ha cnepMara u Opoit Ha 3penure
cnepMaTo3ouan H CepToineBH KIETKH.

Kapus#HoreHesa. MyToreHesa

IlnbX0BE ¥ MHUIKH, TPETHPAHH ¢ AMJIOJHINWH, MPH JHETa 3a ABE FOJHHH, H KOHLEHTPaLHA
KATTKYNHPAaHa 13 OCHIYPH AHEBHHW N030BH HHEA OT 0.5, 1.25, 1 2.5 mg/kg/neH, He ca nokasanu
NpH3HALM HA KapLuHoreHHocT. Hali-Bucokara mo3a (3a MULIKH, CXOAHA A0, H 33 [1bX0BC JBa MBTH
HaA ¥MAKCHMAJTHATA NPEeNOPbYHTENHA KIHHHYHA 1032 0T 10 mg Ha 6aza mg/m? } e Guna ausko 30
MAKCHMANHO TONEPHPAHATA 1034 34 MULLKH, HO HE M 32 [ITbXOBE.

[Ipoy4BanuaTa 33 MyTarcHHOCT He Ca [I0Ka3alH IeKapCTBEHO-3aBHCHMM €(eKTH Ha FeHHO WITH Ha
XPOMO30OMHO HHBO.

*Ha Gazara Ha maumenTH ¢ Terno 50 kg

6. PAPMAHNEBTHYHH JAHHH
6.1 CnHebK HA IOMOIMHETE BeHIeCcTBAR

Hopo na mabaemxama

nonucopdar 80

KajuueB KapooHaT

KpocKapmesnosa HaTphit

XUAPOKCHITPONIW LIETYI03a
MHKpPOKPHCTATHA LIeNy03a

HAaPEBHUUYHO HHUIECTE, MPEKENATHHH3UPAHO
MarHe3uer cTeapar

CUIMLIMER AUOKCHA, KonouaeH Ge3soaeH

Duamoso noxpumue 3a 5 mg/10 mg
XHnpomenosa {6 cp)

THTaHoe gHokcua (E171)

TaJK

npomined radkon (E1520)

Duamogo noxpumue 3a 10 mg/10 mg
MOJUBHHH/IOB aJIKOXO0JI

THTaHOB gHokcua (E171)

makporoa 3000

TaJIK

WHAWre kapmun (E132)




6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha roaHoct

2 rOJIMHH

6.4 CneunajHH yC/JIOBHH N4 ChbXpaHeHHe

Ma ce cbxpanssa noa 30 °C.
Jla ce cbXpaHsiBa B OpPUrMHA/IHATA ONAKOBKA, 3a [1a Ce NPE/nasu oT Bjara.

6.5 BuaH cbaAbpXKAHHE HA ONAKOBKATA

Baucrep (OPA/AI/PVC/Al-donuo): 10, 14, 20, 28, 30, 50, 56, 60, 90 u 100 ¢punmupanu TabaeTku, B
KYyTHSA.

He BcuukH BMIOBE ONMAKOBKH MOrar aa ObAaT MycHaTH Ha rnasapa.
6.6 Cpenna/JHH Npeana3’HH MEPKH NPH H3XBbLP.IsIHE U paboTa

Hsma cneuranHu M3MCKBaHHA 3a H3XBbPJIAHE.

7 IMPUTEXATEJI HA PASPEIHEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, gmarjeéka cesta 6, 8501 Novo mesto, CnoBeHus

8. HOMEP(A) HA PABPEHIEHHETO 3A YIIOTPEBA
Per.Ne: 20140230 - Aropaanus 5 mg/10 mg
Per.Ne: 20130258 - Aropaanud 10 mg/10 mg

9. JATA HA ITbPBO PA3PEINABAHE /IIOJHOBABAHE HA PASPEIIEHHUETO 3A
YIIOTPEBA

Jara Ha mbpBo paspesaBane: 20.08.2013/30.07.2014
Jara Ha nocnegHo noaHoeseaxe: 24.04.2018

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

16 Cenremspu 2022




