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AtopaanuH S mg/10 mg ¢punmupanu TabneTku Nias Pan N 520{‘-(0,2‘_}9 (a’{) @0’458 |
Atopaanui 10 mg/10 mg puaMHUpaHn TAONETKH | e
lPa:spewaHue Ne -
Atordapin 5 mg/10 mg film-coated tablets BG/MA/MP - :(/{5;1:":(3 ""d
Atordapin 10 mg/10 mg film-coated tablets OgobpeHue Me....................... - N |

2, KAYECTBEH U KOJIMYECTBEH CbCTAB

Beska ¢punmupana tabneTka cbabpika S mg amIOAMITMH KaTo amioAMnuHoB Oe3unar (amlodipine
besilate) v 10 mg aTopBacTaTHH KaTo aTOpBACTaTHH KaJIUMK TpUXuapar (atorvastatin calcium
trihvdrate).

Bcesaka dunmupana tabnerka cvabpxka 10 mg amaoaunub karo amnoaunuHoB oesunar (amlodipine
besilate) n 10 mg aTopBacTaTHH KaTo aTOPBACTAaTHH KaJlLMii Tpuxuapar (aforvastatin calcium
trihydrate).

3a MbJIHUA CITUCHK HA MOMOLIHHUTE BEILECTBA, BUXKTE TOUYKa 6. 1.

., JIEKAPCTBEHA ®OPMA

dunmupaHa Tadbnerka.

Atopaanus S mg/10 mg punmupanu TabneTku ca 6eau, Kpbriu, ABOWHOU3MbKHAIN QUIMUPAHH
TabNETKH CbhC CKOCeHH pbOoBe. Pazmepu Ha TabseTkara: npuOIU3UTEIHO 6 mm.

AtopaanuH 10 mg/10 mg ¢unMupanu TabneTku ca CHHH, KPbIJK, ABOHHOM3MbKHAIH QHUIMHUPAHH
TabneTkH cbe cKkoceHu pbOoBe. Pazmepu Ha Tabnerkara: npubau3uTesHo 6 mm.

4. KJIMHUYHHU JAHHHA

4.1 TepaneBTHYHH NOKA3ZAHHA

ATOp/JanuH € NoKa3aH 3a NnpeaoTBpaTABaHe Ha CbPACYHOCH/A0BH CbOMUTHSA MPH MALIMEHTH C

XMIMEPTOHUS C MOHE TPH CHITLTCTBALIM CbPAEYHOCHA0BH PUCKOBHU (haKTOpa, HOPMAJIHH /10 JIEKO
MOBHILIEHU HUBA HA X0JIECTEPOJ1, 0€3 KIMHMYHO U34BEHA HCXEMHYHA 0O0JIECT HA CbPLETO, MPU KOUTO
KOMOMHMPAHOTO U3MOJI3BaHE HA aMJIOJIMITMH M HUCKA /1032 aTOPBACTATHH € MPHETO KaTO MOAXOAALLO B
CbOTBETCTBUE HA CbBPEMEHHUTE TEPANEBTHYHHU YKa3aHHA (BXK. TOYKa J.1).

ATOpaanuH cjieaBa Jia ceé W3MoJ13Ba Npy HeaaeKBaTeH OTrOBOP Ha AWETa W APYrH HedapMaKoJIOrH4HH
MEPKH.

4.2 JIo3MpOBKA H HAYHH HA NMPHJIOXKEHHE

Jlo3upoBka

OOuuaiiHaTa HayasHa 103a € S mg/10 mg BeAHBK AHEBHO.

[Tpy nauMeHTH ¢ yCTAaHOBEHA HYX/1a OT MO-CTPOr KOHTPOJ1 BbPXY KPbBHOTO HAJIIraHE MOXKE na e.é'
npuaara 10 mg/10 mg BeaAHbK AHEBHO.

JlozuTe morar aa 6baaT npuemMaHu rno BCAKO BpeMe Ha JIeHs, ¢ WM 0e3 xpaHa.



ATopaanuH Moxe 1a 6bae npyuaaraH caMOCTOATENHO WK B KOMOHHAUMSA C aHTUXHIMEPTEH3IHBHH
neKapcTBa, HO He TpabBa ga ce npveMa B KOMOMHauua ¢ Apyr 6110Kkep Ha KallLMeBHTE KaHANK WIH C
APYT CTaTHH.

[launeHTy B CTApYECcKa Bb3pacT

He ¢ HeoOXx0oaMMa KOpeKLHsA Ha 103aTa NPY MAUMEHTH B CTapUEcKa BL3pacT (BXK. TOUKA 5.2).

[lalMEHTH C 4EPHOAPOOHO YBpEXAAHE
ATOpAanMH € NPOTHBOMNOKA3aH MPH NALMEHTH C aKTHBHO YepHoaApoOHO 3abonsnBane (BX. Touka 4.3).

[MaumenTH ¢ 6x0peyHa HeJOCTATHLYHOCT _
He ce Hanara npomMsHa Ha n03aTa NpH NauHeHTH ¢ HapyuweHa 61u6peuHa dyHkuug (Bx. Touka 4.4 u
TOouKa 5.2).

EnHoBpeMeHHa ynorpeba ¢ ApyrH IEKapCTBEHH NPOAYKTH
AKo ce npuiara €AHOBPEMEHHO C LUKIOCTIOPHH, A03aTa Ha aTOPBACTATHH He TpAOBa Ja HaABHILABA
10 mg (BX. TOUuka 4.5).

[lpy nauneHTH, NpHEMALLLH aHTHBUpYCHHtE CpeaCTBa 3a JieueHHe Ha xenaTtut C Karo
endacBHp/rpa3onpesHp HIIH NETEPMOBUP 32 NPOPHIAKTHKA HA LIUTOMETAIOBUPYCHA HHGDEKLUA
€HOBPEMEHHO ¢ aTOPBACTATHH, N03aTa Ha aTOPBACTAaTHH He Tpiabra aa npesuiuasa 20 mg/neH (Bx.

TOukH 4.4 u 4.5).

Ynorpebarta Ha aTOpBacCTaTHH HE ce NPENOPbYBA NPH NALKEHTH, IPHEMALLN NETEPMOBHP
€AHOBPEMEHHO ¢ UMKJIOCNIOPHH (BX. TOUKH 4.4 1 4.5).

Ileduampuuna nonyaayus

besonacHocTTa H quEKTHBHOCTTH Ha ATOP,IIRI'IHH MpH A€la K JIOHOUIH HC Ca YCTAHOBCHH. l'[opa,un TOBa
NMPHUIOKCHHUETO HA ATOP,[[&I'IHH INMPH TC3H MTOITYNAallHH HE CC MNPCnopb4Ba.

HaunH Ha npHJIOKEeHHe
ATOpAaluH € 33 NEPOPATTHO MPHIOKEHHE.

4.3 IIpoTHBOOOKA3AHHS

ATOopaanuH € NpoTUBOINOKA3aH NPH MALMUEHTH:

- KOWTO HMAT CBPbXYYBCTBHTEMHOCT KbM AUXMAPONUPHAHHN, AKTUBHHTE CHCTARBKH aMJIOJAHITHH H
aTOpPBACTATHH MJIK KBM HAKOE OT INOMOLIHMTE BellecTBa, W3bpoeHu B Touka 6.1;

- KOUTO UMAT aKTUBHO Y€pHOAPOOHO 3a00NaBaHE UK HEU3ACHEHH NEPCUCTHpAILH NOBHLLIEHHUS
Ha CEpYMHHTE TpaHCaMHMHAa3H, HAAXBBLPJIALIM 3 TbTH NOPHATa rPaHKLA Ha HOPMATa;

- 10 BpeME Ha OPEMEHHOCT, IPH KbPMEHE M NMPH XKEeHHW C JeTepoaeH MOTEHLUHAN, HEU3ITOI3BaLLH
NOAXOASLH KOHTPALENTHBHH MEPKH {BX. TOYKA 4.6);

- B KOMOHHALKA C HTPAKOHA30/, KETOKOHA30M U TEJIMTPOMHUHH (BX. Touka 4.5);

- KOWTO MMAT TEXKKA XHMNOTOHHA;

- KOHTO €a B LIOK ( BKIIIOYHTENHO KApAHOTEHEH 10K ),

- KOMTO MMAT 3alTyliBaHe HA H3X0Ja Ha JisBaTa KaMepa (Hanp. BHCOKa CTENEH Ha aOpTHa
CTEHO3a);

- KOUTO UMAT XeMOAMHAMUYHO HecTaDWIHA ChbpAeHHa HEJOCTATLYHOCT CJIEA OCThP MHOK
URPAPKT

- NEKyBaHU C aHTHBUPYCHUTE CPEACTBA 3a JieueHHe Ha XxernaTtut C rnexkanpesrdp/nuo

¥ aMnoAUINHK € AMXUAPOMUPHAHHORB OIOKEP HA KAJLIMEBUTE KAHANH




4.4 ChnenHainu npenynpexaeHus H npeanaiHy MepKH NpH ynorpeda

Chbpaeuna HeJOCTATHLYHOCT

[TaiHeHTH CbC ChpACUHA HEROCTATBYHOCT TpAOBa Aa 6baaT TpPETHPAHHU ¢ NOBHUIEHO BHUMaHHE. [1pu
ABLArOCPOHHO, N1aLEe00-KOHTPOAMPAHO NPOYYBAHE NPH NALUKMEHTH C TEXKKa CbpACHHA HEAOCTATHYHOCT
(NYHA knac II1 u 1V), noxknagpanara 4ecTora Ha MyJIMOHAPEH OTOK € 0Mna no-BHCOKa B rpynara
TPETHPAHA C aMJIOAWITHH, B CpaBHEHHe ¢ rpynara ¢ rauebo (Bx. Touka J.1). baokepure Ha
KaJILIMEBUTE KAHAH, BKIIOYMTENHO amIOANNIUH, Tpadea aa ObaaT U3N0NA3BaHU ¢ MOBULLICHO BHUMAHHE
NPpU NALUUEHTH CbC 3aCTORHA ChpAEHHA HEJOCTATHYHOCT, ThH KaTO MOXE Ja CE NOBULIM PUCKA OT
ObaeuM KapAHOBACKYNapHU UHLUHUIEHTH H CMBPTHOCT.

Yepuoapobuo yspexaane

TpabBa na ce HanpasaT PyHKLUHMOHATHH YEPHOAPOOHH M3CNEABAHHS NPEAH 3aII0YBAHE HA JICUEHHETO,
MEPHOAMYHO CNEA TOBA, KAKTO H MPH NALUEHTH, KOUTO Pa3BUBAT HAKAKBH OEe3H U CHMIITOMM,
npeanosaraiu 4epHoapodbHo yspexaaHe. B cnyyail Ha NOBHLLIEHH HHBA Ha TPAHCAMHHA3UTE, TE
TpsaOBa Ja ce€ MOHUTOpPHpAT OO H3UE3BAHE HA AaHOMAITMHTE.

Ako nosuuiedrero Ha ALT unn AST, HaaxBbpALO NOBEYE OT TPY NbTH FOPHATA rPaHULA H HOpMATa
(ULN) nepcuctupa, nedeHuero Tpabea aa ce NpeyCcTaHOBH.

[Tony>KMBOTHT HA AMJIOAMITHH € NpoAbKUTENeH U ctodHocTHTe Ha AUC ca no-BHCOKH npu
NauMeHTH C HapyleHa YepHoapoOHa GyHKLMA; HE Ca YCTAHOBEHH NPENOPbKH 32 AO3HPOBKATA.

MNopany cbabpKaHUETO HA aTOPBacTaTHH, ATopAanuH TpAdBa Aa ce mpuiara npeanaiveo NnpH
NALUHEHTH, KOUTO KOHCYMHPAT 3HAYHTENHH KOJIHYECTBA AJIKOXOJ, MPH MaUHUEHTH C YepHOAPOOHO
yBpeXJaHE H/WIH C aHAMHE3a 3a YepHOAPOOHO 3abonsABaHe.

IIposiBH OT CTpaHA HA CKEJIETHATA MYCKY/IATYpA

Kakro n apyru HMG-CoA-penykrasHu HHXHOHTOPH, aTOPBACTATHH MOXE 1A 3aCETHE CKEJIETHATA
MYCKYJ1aTypa WU 1a NPHYHHA MUAAIIYA, MHO3UT U MUONIATHA, KOHTO MOFaT pAAKO Ja NporpecHpar ao
pabnoMHONM3a, XapaKTepu3dpalla ce CbC 3HAYUTENHO NMOBHUIEHHE Ha HUBATA HA KpCaTHHKMHA3aTa
(KK) (> 10 mvtn Hag ULN), MmuornodbunHemMHs U MUOTTIOOHHYPHA, KOMTO MOTAT IO A0BERAT A0
O01Ope4Ha HEAOCTATBYHOCT U MOTAT B PEAKH ClIy4ad fa 6bAaT daTanHH.

[Tpy TpeTHpaHH CBC CTATHHH ACHMNTOMHH NALMUEHTH HE CE NMPENOPLYBRA PEAOBEH KOHTPO HA HUBATA
Ha KK waun apyru MyckynHu eH3nMH. Bwnpeky ToBa, Npy NauMeHTH ¢ npeapasznonarawy (Gakropu 3a

paGAOMHONKN3a U NIPM TE3H ¢ MYCKYJIHH CUMIITOMM Ce npenopbusa MoHuTopupaHe Ha KK npeau
3anoyBaHe Ha JIEYeHHE ChC CTATHH, KAKTO U MO BPEME Ha TPETHPAHE CbC CTATHH (BXK. NO-A0.Y).

Muoro paiko ce cboOLuiara 3a HMyHOMEAMKWpaHa HEKpoTH3Kpailua Mydonatua (MMHM) no speme mnu
cnea nedeHue ¢ HAKou cratuad. MMHM knuduuHO ce xapaktepH3upa ¢ nepcHcTHpala cnaboct Ha
NPOKCHMATHUTE MYCKYJIH H NOBHIICHH CEPYMHA HUBA HA KPEATHHKHHA3a, KOMTO NPOABIDKABAT
BBMAPEKH MPEYCTAHOBRBAHE HA JICYEHUETO ChC CTATHHM, NOJOKHTENHO aHTH-HMG CoA penykrasHu
aHTUTENA M NoaodpeHue ¢ HMYHOCYNPECUBHU CPEACTBA.

B Hakonko cnyyasn ce ¢coOasa, ye CTaTHHUTE HHAYUUPAT de novo WK BNOLIABAT BeYe
CbIUECTBYBAILA MHACTEHHA IPAaBUC HIIH O4YHA MHACTEHHS (BX. Touka 4.8). [IpunoxeHueTo Ha
AToppanuH TpaOBa Aa ce cnpe B Ciyvail Ha BiIOlIapaHe Ha cumnTomute. UMa crobuieHus 3a peunaus
npy (NOBTOPHO) NPUNAraHe HA ChLUUSA WK PA3/IHYEH CTATHH.

[Ipeny neueHUETO

ATopaanuH TpabBa aa ce npeANHCcBa BHUMATENIHO Ha NMaUKMEHTH ¢ Npeapa3nonaraiid ¢akr
pabaoMuonu3za. [lpeau 3anousane Ha neveHUe CbC CTaTHH, HUBOTO Ha KpeaTHHKHHA3aTa (
Ja C€ U3IMEePBa B CIIEAHHUTE CJIyUaH:




- ObOpeuHO yBpekaaHe;

- XHMOTHPEOUAUIBM;

- JIMHHA WK PaMUIHa aHAMHE3A 3a HaceACTBeHH 3a00IABaHHUA HA MYCKYJIHTE;

- aHaMHe3a 3a MYCKYJIHAa TOKCHYHOCT OT CTATHH WX ¢ubpar;

- aHaMHe3a 3a YepHOAPOOHO 3a00NABaHE W/ MM NMPH KOHCYMALIMA HA 3HAYHUTENIHH KOJIMYECTRA
anKoXoJ.

- MpH MauMeHTH B cTapyecka Bb3pacT (> 70 rogHHu) TpaOBa Aa ce npeLeHH HEOOX0AMMOCTTa OT
TOBA H3MEPBAHE B 3aBUCHMOCT OT Mpeapasnonarauidre KkbM padbaomuonuza ¢gaxropu;

- CHTYaLHUH, NPY KOUTO MOXKE a2 Bb3HUKHE MOBUIICHHE HA MJIa3MEHHUTE HUBA KaTO Hamnp.
B3aUMOACHCTBHUA (BK. TOYKA 4.5) H cneunalH{ NoNnynauuH, BKIKOUYHTEHO FeHETHUHH
cybnonynauuy (Bx. Touka 5.2).

B TakMBa CHTyalMH, PHCKBT OT JISHEHHETO TpAOBA Aa Ce npeLeHH CIPAMO Bb3MOXKHHUTE MOJI3U H Ce
npenopbYBa KIHHWYHO MOHUTOPHPAHE.

He TpaGBa na ce 3ano4ea neueHue, ako W3XxoaHWTe HUBa Ha KK ca 3HaunTeHO MoBHILEHH (> 5 NBTH
Hag ULN).

Himepeane na kpeamunxunazama

KpearnunkuHazara (KK) He TpaGea na ce uscnensa cnen Texko puanyecko HATOBAPBAHE WM NPH
Ha/IM4He Ha Bb3MOXKHA a/iTepHaTHBHA Npu4MHa 3a yeendueHueto Ha KK, Toit ka0 ToBa 3aTpyaHsBa
MHTEPNPETALHATA Ha pe3yaTaTHTE. AKO H3XOOHHUTE CTOMHOCTU Ha KK ca 3HaudTenHo noBUlueHH (> 5
nbTH Hag ULN), HuBaTa TpabBa CHCTEMHO A ce M3CaeABaT MOBTOPHO 5 A0 7 OHM MO-KbCHO, 3a Aa Ce
IOTBBPIAT PEIYJITATHTE,

Ilo speme Ha NeYeHHETO

- [TaunenTtute Tpadea na 6bNAT npeaynpeneHy BegHara aa ckoOLIaBaT 3a nogsara Ha
HeoOACHKHMM MYCKYIHH BONKH, MYCKYNIHHA KpaMniH HIH cnabocT, ocobeHo ako ca NpruapyKEeHH
OT Hepa3oNoKEeHHE WK NOBHILIECHA TeMNEpaTypa.

- AKO TaKMBa CUMINTOMM Ce NOABAT MO BPpEME HA JIEYEHHETO ¢ ATOpAANKH , Tpsbea aa ce
n3cneasa HUBoTO Ha KK Ha nauueHTa. JleyeHnero Tpadsa na O6vae npekpaTeHo, ako ce
YyCTAHOBH, Y€ Te€3H HMBA Ca 3HAUYHTENHO NOBHILEHH (> 5 nbTH Haa ULN).

- Tpabea na ce 0OCHLOH NpeKpaTIBaHE Ha JICUEHHETO, aKO MYCKYJIHUTE CHMIITOMHM €A TEXKKH H
NpeaAU3BMKBAT HEMpEeKbCHAT AUcKoM$opT, nopH korato HuBaTa Ha KK ca nosuwenu ao <5
neTH ULN.

- AKO CHMNTOMHTE OT3BYu4aT K HHBaTa Ha KK ce Hopmanusupart, Moxke aa ¢e o0ChaM
NMOBTOPHOTO BIJIKQUBAHE HA ATOPAANMUH B MO-HUCKHU A03MU U NMPU CTPUKTHO MOHHTOPUPAHE.

- AToppanuH Tpa0Ba Aa ce npeKpaTH, ako C€ NOABAT KIWHHYHO 3HAYMMH NOBHUILECHHA HAa HUBATA
Ha KK (> 10 nbTi ULN) unu ako ce AMarHoCcTHHMpPa WK ¢€ Noao3upa pabaoMuoninaa.

AMTOIMINUH HE NOBJIMABA PE3yNTATHTE OT AabOpaTOPHH H3CNEIBAHMUA.

ChobTCTBALIA TEPANIHA € JPYIH JEKAPCTBENH NPOAYKTH

KakTto ¢ npu Apyry CTaTHHK, PUCKBT OT pabaOMHOIK3A C€ NOBULIABA, KOraTo ATOpAANKH ce npuiara
€QHOBPEMEHHO C HAKOH JIEKapPCTBa, KOMTO MOXKE Ja MOBULIAT FJIa3MEHHTE KOHUEHTpaLKY Ha
aATOPBACTATHH KATO: MOLIHH HHXUOBUTOpK HA CYP3 A4 unu TpaHCNOPTHUTE NPOTEHHH (Hanp.
LUMKIIOCMOPHH, TENUTPOMHUMH, KIAPHTPOMHULIMH, ACNAaBHPAHH, CTHPHUIIEHTO, KETOKOHA30/,
BOPHKOHA30J1, HTPAKOHA30J1, NO3aKOHAa30, letepMoBUp U HIV-npoTeasHH HHXHOUTOPH BKITIOUHTETHO
PHTOHABHP, NOMHHABUP, aTa3aHABUP, HHOWHABUP, JapYHABUP THMPZHABUP/PUTOHABUP U Ap.). PUCKDLT
OT MHOMATHA MOXKE ChILO Aa C€ NOBULIM NPH €AHOBpeMeHHa ynotpeba ¢ reMpudposun u apyru
¢ubparty, aHTHBHUPYCHH cpeacTBa 3a seucHHe Ha xenatut C (HCV) (Hanp. bouenpesup, Teanpesup,
enbacsup/rpasonpesup, neaunacsup/copocOyBUp) epUTPOMULIMH, HUALHH, €3€THMHO WIH KOXHLMK R
Bmecto Te3u nekapcTsa, TpsOsa aa ce 0OMMCAT anTepHaTUBHH (HEB3aMMOAEHCTBALIM) Tepanuy, Ako -
€ Bb3MOXHO. 2 Tkt




B cnyuyaute, KOraro eJHOBPEMEHHOTO MpHaraHe Ha T€3M NEKApCTBEHHU NPOLYKTH H ATOPAANUH €
HAJI0XKMTENHO, TPA0Ba BHUMATEIHO Aa CE NPELEHAT NoJI3arta v pUcKa, KaTo e Npenopbysa
NOAXOJAINO KNHHHYHO MOHHTOPHPAHE HA TE3HU NALIMEHTH (BX. TOUKa 4.3).

ATopnanuH He TpaOBa 1a ce npyaara eAHOBPEMEHHO C JIEKAPCTBEHH (POPMH 38 CHCTEMHO
NPUNOKEHHE HA (Y3UMN0BA KHCEIHHA M B PAMKHTE Ha 7 AHH CNEl CIHPAHE HA NeueHHeTo dy3naosa
kucenuHa. [py naumMeHTH, NpH KOUTO M3NOJI3BAHETO HA NEKAPCTREHHW (POPMH 32 CHCTEMHO
NpPUACKEHHE HA Py3KMA0Ba KHCENHHA € KPaHHO HATIOXKHTEITHO, JIEYEHHETO ChC CTATHHH Tpabea aa ce
NPEYCTAHOBH M0 BPEME Ha NepHoaa Ha JiedeHue ¢ Gy3uaosa kucendHa. Hma croblueHus 3a cnyuam Ha
pabaoMHOH3a (BKIIOUHTENHO C NETANEH U3XO0A) NPH NAUKWEHTH, NONYHAaBaLLH Ta3H KOMOHHALWA (BXK.
Touka 4.5). [TauneHTsT TpaOBa 1a 6bAC NOCHBETBAH Aa NOTHPCH He3abaBHO MEAHLIMHCKE NOMOLLL, aKo
pa3Bye CUMIITOMH Ha MyckyiHa cnaboct, 6oska unu 6one3HeHocCT.

JleyeHHETO CbC CTATHHH MOXeE Aa ObJe OTHORO 3aMo4YHATO ceaeM AHU cnea nocnesHaTa 103a Ha
(by3ua0Ba KUCENHHA.

[Tpu n3ebHpeaHH o6CTOATENCTRA, NPH KOHUTO € HEODXOAHMO NPOIBKMTENIHO CHCTEMHO NPHIIOXKEHUE
Ha (y3ua0Ba KHCEUHA, HANPHMEP, TIPH NEYEHHE Ha TEXKH HHPEKLIHH, HEOOXOAUMOCTTA OT
eIHOBPEMEHHOTO Npujarane Ha ATopaanuH v y3na0Ba KMCEIHHA TpadBa Aa ce pasrnexia ciy4ai
110 CJy4aid U MOA CTPOTo JEKapCKo HadNAeHHE.

PuckbT OT MHONATHA W/KWIM pabaOMHONK3a MOXKE Aa C€ MOBHULUU NMPH CHITBTCTBALLO NPUITOKEHHE HA
HMG-CoA penykrazHH MHXHOHTOPH (HAMp. ATOPBACTATHH) U AaNTOMULMH (BX. Touka 4.5). Tpabea
na ce OOMHCN BPEMEHHO cnUpaHe Ha ATOpAanuH NpY NauMeHTH, NMPHEMAaLLH JAITTOMHLIMH, OCBEH aKo
MON3UTE OT CHIBTCTRAIOTO NPHIIOXKEHHE HE NPEBHILABAT PUCKE. AKO €QHOBPEMEHHOTO NPHIOKEHHE
HE MOXKE Aa ce u3berHe, HuBata Ha KK TpabBa na ce namepsar 2-3 MbTH CEAMHYHO W NALHEHTHTE
TpsabBa 1a ce NnpocnesBaT BHUMATETHO 3a BCAKAKBH NPHU3HALM HIH CUMITTOMH, KOMTO OBXa MOrnM na
ca U3ABa HA MHOMNATHA.

IIpeaoTBpaTABARE HA HHCY/IT Ype3 ArPeCHBHO HAMAJIABAHE HA HHBATA HA Xo.ecTepona (Stroke
Prevention by Aggressive Reduction in Cholesterol Levels (SPARCL)

Post-hoc aHanu3 Ha cyOTUNOBETE HHCYJITH NpU NauKeHTH 6e3 ucxemuyiHa 6oaect Ha cepuero (MBC),
KOHTO ca OnaM ¢ HACKOPO NpexapaH HHCYJT WM TpaH3UTOpHA HexeMHuHa aTaka (T1A), e nokasan no-
BHMCOKA YECTOTa Ha XEMOPAruiuHUA HHCYAT NPHY NMALMUEHTHTE, 3ano4vHany ¢ aropsactatyd 80 mg
cnpamo mnaueto. [Tosuiien puck e orbens3aH NPEAUMHO MPH NALUUEHTHTE C NMPEAXOACH XeMOParieH
HHCYIT WJIH NakyHapeH HH(APKT MPH BKIIOYBaHE B IPOYYBAHETO. 32 NALMEHTUTE C NpeaxoaeH
XeMOparuyieH HHCYIT Wi laKkyHapeH HHapKT, 6anaHChT MeXAY PHCKOBETE M MOJI3UTE OT
aropBacTHH 80 mg € HeCHIypeH M NOTEHUHANMHHAT PUCK OT XeMoparu4eH HHCynT Tpadsa na duae
BHMMATEJIHO NPELCHEH NPeAH 3anouBaHe Ha TepanusTa (BxK. Touka 5.1).

HarepcTHunanna Senoapobna donecr

[Tpu npveM Ha CTATHHM Ca CLOOIIABAHY OTAENIHH CYYaH HA HHTEPCTHLHATHA benoapobHa boecr,
oco0eHO npu NMpoabKUTENHA Tepanus (8. Touka 4.8). Ilpossure MoraT Aa BKIIOYBAT JHCITHEA,
HENPOAYKTHBHA Kallnuua u o0uo BiioiuasaHe Ha 31paBeTo (yMOpa, 3aryba Ha Terno u Tpecka).
TepanusTa ¢bC CTAaTHHH TPAOBa Aa c€ NPEYCTAHOBH, aKO CE MOA03UPA, Y€ MALMUEHTHT € Pa3BUII
HHTEepCcTHUHUANHA Benoapobna dosect.

3axapen anabert
HsakoH aaHHW MOKAa3BaT, e CTATHHHUTE KaTo KJac NleKapcTea, MOBULIABAT HUBATa HA MIHOKO3a B KPHETA
4 IPH HAKOU NALMEHTH, ¢ BUCOK PUCK OT Obaell anabeTt, MoraTt Ja Npeau3BHKAT HHBO Ha
XHMEPrIAMKEMHUA, TIPH KOETO € MOAXOAALIO NPWIAraHeTo Ha CTaHAAPTHO JNeYeHuUe npH auader.
BhrpekH ToBa NOHMKABAHETO HA ChAOBHA PUCK OT CTATUHHUTE NPEBULLIABA MO 3HAYEHUE PHCKA OT
nauaber U Tol He TPsOBa 1a 6bJe MPHYMHA 32 NPEKPATABAHE HA TepanuaTa cbC CTaTHHU. PHCkQ




ATOpAANHH CHABPXKA HATPHH
ToBa 1EKAPCTBO ChAbPKA Mo-Manko oT | mmol HaTpuit (23 mg) Ha TabneTka, T.€. MOXKE Aa Ce Kaxe,
ye NPAKTHUYECKH HE ChAbPAKA HATPHH.

4.5 BianMoaeHCTBHA ¢ APYIrH JeKAPCTBEHH NPOAYKTH H APYrH GOpMH HA B3AAMOJEHCTBHA

BiaumoaeiicTBHS, CBLP3AHH ¢ KOMOHHHPAHOTO JIEKADCTBO
NlaHHKM OT NPOyYBaHe NPH 3APaBH 1MLA HA B3AHMOACHCTBUETO MEXKY AKTHBHHUTE KOMNOHEHTH Ha

nekapeTBoTo, BKIouBawo 10 mg amaoaunui v 80 mg aTopBacTaTHH, NOKAa3BaT, Ye
(papMaKOKHHETUKATA Ha aMIOAHIHH € HEMPOMEHEHA NMPH €1HOBPEMEHHOTO MpHIIaraHe Ha
nekapcrpara. He e yctaHoseH edexT Ha aMnoannuH Bbpxy Cmax Ha aTopsacTaTH, Ho AUC Ha
aTopsacTaThH ¢ 6una ysennueHa ¢ 18% (IC 90% { 109-127%]) B npuceCTBHETO HA AMIOAHIIHH.

He ca npoBeXNaHW W3C/IEABAHUS C AMIIOAMITHH/aTOPBACTATHH, KOMOMHaALKSA C PYKCHPAHH A03H, K
APYTH NIEKapCTBa, HO €A NPOBEICHN NPOYYBAHHA C OTAETHMTE KOMIIOHCHTH AMJIOAMITHH H
ATOPBACTATHH, KAKTO € OMUCAHO NO-A0NY:

BiaumMoaeHcTBHA, CBLP3aHH ¢ AMJIOAHIIHH
HenpenopbuHTEIHA KOMOHHANHSA

JlantponeH (MHdy3ua): MpH IKMBOTHH ca HabMIOAABAHH Cy4aH HA NeTaiHa KaMepHa pubpuiauus u
KapIHOBACKYJIapeH KOJNAanc BbB BPbh3Ka ¢ XHNEPKAIHEMHA CIEA [PHEMA HA BEpPaNaMHN H
HHTPABEHO3HOTO NPUIIOKEHHE Ha AaHTpoAeH. [lopaan pucka OT XHIEPKATHEMHA, € NPENOPLYHTENTHO
eIHOBPEMEHHOTO TIPHIIOKEHHE HA BIOKEPH Ha KANLMEBUTE KAHAIH, KATO aMNOJUNHH, Aa ce n3birea
NpPH NALHEHTH, NPEAPA3NONOKEHH KbM J10KAYECTBEHA XHIEPTEPMHUA H B NPOLIEC HA JIEYEHHE HA
3/10KaYeCTBEHA XUNICPTEPMHUS.

IMo ekcrpanonauya KOMOHMHHPAHETO Ha aMIIOAMIIMH K JAHTPONeH TpaOBa na ce u3dArea (BxK. ToUka

4.4).

KoM0Oruanud, A3HCKBAIIH NOBANICHO BAKMAHHE

BaxnodeHn: 3acHIBaHe HA ARHTHXHNEpTeH3HBHHA edekT. HeobXoaumMo € MOHHTOpHpaHe Ha
apTEepPHATHOTO HAJSAraHe W KOPHIrHpaHe Ha N03aTa HAa AHTHXMMEPTEH3UBHOTO JIEKAPCTEBO.

CYP3A4 uuxubutopu: EnHoBpemMennara ynorpeba Ha aMJIOAMIHKH € MOLLHH WK YMEPEHH
nuxuburopu Ha CYP3A4 (nporeazHu MHXHOHTOPH, a3010BH AHTHDYHI MUY, MAKPOJTHIH, KaTO
EPHUTPOMHLMH WIH KIIAPUTPOMHULIMH, BEPANaMHIL, HITH AMITHA3€M) MOXE Aa JOBEAE 0 3HAYUTEITHO
MOBHLLABAHE HA €KCMO3ZHLMATA HA AMJIOAUIIMH, BOAELLA 10 MNOBKILCH PUCK OT XHMOTOHMS.
KnuHHyHaTa kapTuHa Ha Te3u [TK npomeHH Moxe aa 6bae no-4CHO NpOABEHA NMPH MaLUEHTH B
crapuecka Bb3pact. [lopaau Topa, MOXe Ja ¢a HEODXOAHMH KIIHHUYEH MOHWTOPHHT H KOPEKLHA Ha
ao3ara.

CYP3 A4 unaykrop: ITpy eqHOBpeMEHHO NMPWIOKEHHE Ha U3BECTHH HHAYKTOpH HAa CYP3 A4
J1a3MEHATa KOHLEHTPALMA Ha aMAOJUITHH MOXe a Bapupa. [Topaau Toa KpbBHOTO Handrane Tpabsa
a CE MPOCaeasBa U 1a ce OOMHCAN aJanTHPAHE Ha 103aTa KAKTO MO BPEME, Taka U el
eAHOBpEMeHEH MpHeM, ocobeno cbhe cuHH CYP3A4 unayxropu (Hanp. pudaMnULMH, XKbIT
KaHTaApHOH).

[Iprema Ha aMJIOAKIMHH C rpeiindpyT WIK COK OT rpeiAngpyT He Ce NpenopbYea, TbH KaTo
HUOHATHYHOCTTA MOXeE [a Obae NoBUILEHa NPY HAKON NALMEHTH, B PpE3YATAT HA NOHHKaBaLUU
KPBLBHOTO HajlsraHe eexTy.

EdexTn Ha aM/IOAHIIHH BLPXY JPYTH JEKAPCTBEHR NPOAYKTH




EdexTiTe HA NOHWXKABAHE HAa KPLBHOTO HANAMAHE HA aMJTOJHMKH HMaT AIMTHBHO IEHCTBHE KbM
NOHMKABALIMTE KPbBHOTO HANATAHE e(PEeKTH HA APYTH AHTUXUNEPTEH3WBHU NEKAPCTBEHH NPOAYKTH.

Taxpoaumyc: ChlUeCTBYBA PHCK OT MOBHLIABAHE HA HHBATA HA TAKPOIUMYC B KPBBTA, KOTATO €&
NpHAara eAHOBPEMEHHO ¢ aMJIOAUMHH, HO QApMaKOKHHETUHHUS MEXaHH3MBT Ha TOBA
B3aUMOENCTBHE HE € HAMBJIHO HW3ACHEH. 3a N1a ce U30erHe TOKCHUHOCT Ha TaKpOJIKMYC,
NPHAOKEHHETO HA AMIIOAMINHH MPH NALMEHT, IEKYBaH C TaKPOJIMMYC H3HCKBAa MOHHTOpHpaHE Ha
HWBATA HA TAKPOTHMYC B KPbBTA U KOPEKLIMs Ha 103aTa Ha TaKpONMMYC, KOraTo € LienecsodpasHo.

puyennu 3a panamuyun (mTOR) unxubumopu: mTOR HHXHOUTOPH KaTO CHPONHMYC,
TEMCHPOIHMYC H eBeponiumyc ca cyberpati Ha CYP3A. Amnoaunuy e cnab nHxuburop Ha CYP3A.
[pu eqnospemenHata ynorpe6a Ha mTOR uHxubuTOpH, aMNOAHNHH MOXKE Aa yBEIHYH
ekcnozvumaTa Ha mTOR uHxubuTopHTe.

Ipx KNMHUYHW NPOY4BAHUS OTHOCHO B3aUMOACHCTBHATA, AMIOJHITHH HE € NOBJIHAI
(hapMaKOKHHETHKATA HAa ATOPBACTATHH, AUTOKCHH HIH Bap(apHH.

KomOuHanun, KOMTO TpadBa na ce HMAT GpeABH/L

Anda-1 6nokepu B yponoruara (npa3o3nH, andy3o3nH, R0KCA30CHH, TAMCY/IO31H, TEPAZO3NH):

YCWJIBAHE Ha XUNOTEH3UBHHA €eKT. PHCK OT TeXKKa OPTOCTATHHHA XHITOTOHHA.

AMUbOCTHH: YCHIBAHE HA XMNOTEH3MBHUA ePeKT OT NpubaBsHe Ha HEXeENAHH ePEKTH.

HMHNpaMHHOBY aHTHAEIPECAHTH, HEBPONENTULIM: AHTUXUNEPTEH3WBEH EPEKT M MOBHIUEH PUCK OT
OpPTOCTATHYHA XHNOTOHUA (AAHTHBEH edeKT).

Bera-G1oKkepy NpH chpAeuHa HEAOCTATBYHOCT (6H30MPOION, KAPBEAWION, METONPOJION): PHCK OT
XHUMOTOHHA M CbPACYHA HEAOCTATLYHOCT MPH MALUMEHTH C IATEHTHA WIH HEKOHTPO/INpaHa ¢hpaeUHa
HEIOCTATBLYHOCT (in Vitro HeraTMBeH MHOTpoNeH eheKT Ha ANXHAPONHPHANHHTE, Pa3]1H1HO 32BHCHM
OT IPOAYKTHTE, KOITO MOXe a8 yCHAY HEraTUBHHTE HHOTPOMNHU eeKTH Ha beTa-610KkepHTe).
Hajinurero Ha nedeHue ¢ HeTa-6nokepH MOKeE J1a HaMaliM 10 MMHHMYM pedieKkCHaTa CHMIIATHKOBA
peakLius, 3aaeiiCTBaHa B Clly4ai Ha NPEKOMEPHO XCMOJWHAMHYHO MOBJIHABAHE.

KopTHKOCTEpOUIY, TETPAKOZAKTHA: HamMalieHHe Ha AaHTHXHIEPTEH3HBHHA edekT (edeKT Ha 3aabpKaHe
HA BOAA ¥ HATPHUI MPH KOPTUKOCTEPOHANTE).

JIpyru aHTUXUOEPTEH3WBHA NEKAPCTBA: €AHOBPEMEHHOTO NPUNAraHe Ha aMOAUNKH C 1pYro
aHTHXHMEPTEH3UBHO NekapcTBo (beTa-baokep, Onokep HAa aHMHOTEH3UH I, auyperuk, ACE-

UHXUOMTOP) MOXKE [1a YCHIN XHITOTEH3HBHHMS €(EKT Ha aMIOAMNHH. JIeueHHe ¢ TPUHHUTPAT, HUTPATH
WM APYrH Ba3OAWNATaTOpH TpaOBa Aa 6bAc BHHMATETHO OOMHCIICHO

CungeHapun: eadHHYHA 103a oT 100 mg cuiaenadun npy NAUMEHTH C ECEHLHAIHA XUMEPTOHHA

HaMa epeKT BLpXY GapMaKOKMHETHUHHTE NapaMeTpPH Ha aMmJIOAMITHH.

Mpu xOMOHHMPAHO M3NOAZBAHE HA AMJIOAHNIKH M CHIIAEHAQWI, BCAKO CPEACTBO HE3ABHCUMO OKaspa
cOOCTBEHHSA CH e(eKT, NOHKABAlll KPbBHOTO HanAraHe.

Luknocnopul. HiMa npoyuBaHHa 3a AEKapCTBEHH B3IAUMOCHCTBHA, MPOBEICHH C LIHKIOCTIOPHH U
aMJIOIMIIHH NPY 3APaBH 10OPOBONLHM UAK APYTH NOMYNALMH, C H3KIIOUEHHE HA NAUMEeHTH ¢ ObOpeuHa
TPAHCIIAHTAUMA, KBAETO e HAabNI0IaBaT NPOMEH/IHBH MOBHLUEHHA (CPEAHO C 0% no 40%) Ha Ha¥l-
HHCKHTE KOHUCHTPALMH Ha uMKiocnopuH. Tpabsa fa ce oOMUCAH 32 MOHUTOPHHT Ha HHBATa Ha

LUJTOCMOPHH NPH NaLUEHTH ¢ 6BOpetHa TPAHCIUIAHTALMA Ha JIEUCHHE C aMJIOJIMIHH, & A03aTa HA —

LIMKNIOCMOPHH TPAOBa Aa ce HaMasiM cnopen HeoDXOAHMOCTTA. T
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EdekT 0T efHOBPEMEHHOTO NPHJIOKEHHE Ha M JEeKApPCTBEHH NMPOAYKTH € ATODBACTATHH

ATtopeacTaTHH ce MeTaGonuzupa ot uutoxpom P450 3A4 (CYP3A4) u e cybeTpar Ha YepHOAPOOHHTE
TPRHCNOPTEPH M HA MONUMENTUANTE, TPAHCNIOPTHPALLK opranHuk anHoHn 1Bl (OATP1B1) u 1B3
(OATP1B3). MetaGonuTtute Ha atopBacTaTHH ca cybcrpatu Ha OATPIBI. AropeacraTtuH chiuio ce
HaeHTHDHUHMPA KaTO eDIYKCHHTE TpaHCOpTepH Ha P-rankonpotenH (P-gp) v nporeunn Ha
PE3MCTEHTHOCT Ha paka Ha ropaata (Breast cancer resistant protein, BCRP), konto moxe na
OrpaHHuyar YpeBHaTa abcopOums M #TbUHHA KNUPHLHC HAa aTOPBACTATHH (BX. TO4YKa 5.2).
EqHOBPEMEHHOTO MpHIAraHe Ha IEKapCTBEHH NPOAYKTH, KOHTO ca HHXHOHTOpKH Ha CYP3A4 nnn
TPAHCIIOPTHHTE MPOTEMHU MOXKE Aa NOBEAE A0 NOBHUICHH MIA3MEHH KOHLIEHTpaUMK Ha aTOPBACTATHH
H MOBHILEH PUCK OT MHONATHUA. PUCKBT MOXE CBLLIO Aa C€ NMOBHIIH NPH €NHOBPEMEHHO NMPUaraHe Ha
aTOPBaCTaTHH C APYTu JIEKAPCTBEHH NPOAYKTH, NPHTEXKABALUM NOTEHLMAN 1a HHOYUHPAaT MHOMATHS
kato HpubpaTH U eseTUMUO (Bx. Toukd 4.3 u 4.4).

Huxubumopu na CYP3A4

YcraHoBeHO €, ue MoLiHuTe HHXHOuTOpH Ha CYP3 A4 BOJAT A0 3HAYHTENHO MOBHILIIABAHE HA
KOHLEHTpalHKTe Ha aTopeacTaTHH {Bx. Tabnnua | » noapodHaTa HH(opMaLug no-goiny).
EanospeMeHHOTO npunaraxe Ha MolHKW HHXHOKTOpH Ha CYP3A4 (Hanp. UMKIOCTIOpHH,
TEAUTPOMHLMH, KNApHTPOMHULIMK, A€aBHPAHH, CTUPHIIEHTOJI, KETOKOHA30.1, BOPHKOHA30.,
MTPAKOHA30/, M03aKOHa30J1, HAKOM aHTHBUPYCHH CPEICTBA, U3MO/I3BaHH NpH NeveHneTo Ha HCV
(nanpumep enbaceup/rpasonpesup) 1 HIV nporeasHi HHXHOHUTOPH, BKAIOYHTENHO PUTOHABUD,
NIONHHABUP, aTa3aHaBUp, HHAKHABHD, AapyHABHP M ap.) TpaOBa na ce n3dArsa, ako € BLIMOXKHO. B
CJydaH, KOraTto €IHOBPEMEHHOTO NpHIAraHe Ha TE3M JICKAPCTBEHH NPOAYKTH € aTOPBACTATHH HE
MOJKe I1a ce HiDerHe, TpaOBa Aa ce OOMHCIAT NMO-HHUCKHY HAYATHA H MAKCHMANHA JO3H aTOpPBacTaTHH U
ce Mpenopbysa NOAXOAALIO KIIMHHYHO MpocieAsBaHe Ha nauMeHTuTe (Bx. Tadbnuvua 1).

Ymepern nHxuOuTopn Ha CYP3A4: (Hanp. epUTPOMHLIMH, THITHA3EM, BEpanaMuil i GykoHa3on)
MOKE [1a NOBUILAT FU1a3MEHUTE KOHLIEHTpaLMK Ha atopBacTaTHH (Bk. Tabnuua 1). Habnionasax e
MOBMLIEH PHCK OT MMOMNATHUA NpH ynoTpeba Ha EpUTPOMHLIMH B KOMOHHALHMA CHC CTATHHH.
[IpoyuBaHus Ha B3aMMOAECTBUATA, OUCHABALUM e(DEKTHTE HA aMHOJAPOH H BeépanaMmuil Bbpxy
aTOPBACTATHH HE ¢a npoBexaaHH. F3BecTHO e, ue KakTo aMHO/IApOH, TaKa W BEpanamujl, HHXMoupar
akTUBHOCTTA Ha CYP3A4 1 eAHOBPEMEHHOTO HM NpHIaraHe ¢ aTopsacTaTHH MOXE Aa NOBEAE A0
NOBULLIEHA CHCTEMHA €KCNO3ULIMA Ha aTopBacTaTHH. [lopaan ToBa npH €AHOBPEMEHHO NPHIIAraHe ¢
ymepeny uHxnburopu Ha CYP3A4 Tpabea na ce oOMHCIH NO-HUCKA MAKCHMAITHA 1032 aTOPBACTATHH
W ce NpenopbHBa MOAXOAAO KIHHHYHO NpocieAsBaHe Ha nauueHTa. IlpernopbyuBa ce NOAXOAALLO
ISTHHHYHO MPOC/IEASBAHE B HAUANOTO Ha TEPANUATA KM MPH MPOMSHA HA N03aTa HAa HHXHOHKTODA.

Huoyxkmopu na CYP3A4

EAHOBPEMEHHOTO NpHaraHe Ha aTOPBaCTaTHH C HHAYKTOPH Ha uutoxpoM P450 3A (Hanp.
edaBupeHL, prdaMnKH, HKBLAT KAHTAPHOH) MOXKE & AOBEIE N0 BapHAOHNHO NOHWKABaHE HA
[UIa3MEHUTE KOHLIEHTpaLMM Ha aTopBacTtaTuH. [lopaau ABOHHOTO B3aUMOAEHCTBHE HA pUAMITHH
(MHAYKUMA Ha UHTOXpOoM P450 3A 1 HHXHOMLIMA HA XeNaTOUMTHHSA TPAHCTIOPTEH NPOTEHH 3a OOPaTHO
noemane OATP1B1), enHOBpeMEHHOTO NpHIaraHe Ha aTOpBacTaTHH ¢ pU(aMINUHK Ce NpenopbUBa,
KaTo 3a0aBEHOTO NpUJIaraHe Ha aTOPBACTATHH Clie/] MPUNaraHeTo Ha pudaMInKH ce CBbP3Ba CbC
3HAUMTENHO MOHWKEHHUE HA TUTA3MEHUTE KOHUEHTPALMM HA aTopBacTaTHH. Burpeku T0OBa, €PEKTHLT Ha
pudaMnUH BLPXY KOHLEHTPAUHHUTE Ha aTOPBACTATHH B XENATOLIMTHTE € HEYCTAHOBEH U aKo
eHOBPEMEHHOTO NpIJIaraHe He MOXE A2 ce U3DerHe, nauMeHTHTe TpAOBa BHUMATENHO Aa ce
MPOC/IEAABAT 3a €PHUKACHOCT.

Huxubumopu na mpancnopmepume

HHXHUOUTOpHTE Ha TPAHCMOPTHUTE MPOTEHHH MOXKE 12 MOBHILAT CHCTEMHATA HATUYHOCT HA 7 /
aropBacTaTvH. LIHKIOCNOPHH K NETEPMOBHP Ca HHXHOHUTOPH HA TPAHCNIOPTEPHTE, yqacmauj’;;lll.-‘s B A AR
eJIMMUHHpaHeTO Ha aTopBacTaTuH, Hanp. OATP1B1/1B3, P-gp u BCRP, koeto Boau a0 noﬁﬂwéus"r i p
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CHCTEMHA HANHMYHOCT Ha atopBacTaTHH (Bx. Tabnuua 1). EdexrsT OT HHXHOKpaHeTo Ha
TPaHCMOPTEPHTE Ha XENATOLMTHOTO 3aXBalIaHE BLPXY HATKMHOCTTA Ha aTOPBACTaTHH B
XEMATOLIUTHTE HE € U3BECTEH. AKO €JHOBPEMEHHOTO NpHaraHe He Moxke Aa Obae wibernaro, ce
NpenopbuBa NOHWKABAHE Ha £03aTa W KIWHUYHO HabnioaeHue 3a edukTHTe (BiK. Tabnuua 1).
YnotpeGara Ha aTOpBacTaTHH HE Ce NPENnopLUBa MPH NaLHEHTH, NPUEMALLH IETEPMOBHP
eIHOBPEMEHHO C LMKIOCNIOPHH (BX. To4ka 4.4).

Temgpubpozun/pubpamu

CamocToaTenHata ynorpeba na pubpaTn noHskora ce CBbp3Ba ¢ MyCKYJHH NPOABH, BKIKOYHTENHO
pabaoMHONH3a. PUCKBT OT Te3H NpOsSBM MOXKe [a c€ MOBHLIK NPH eJHOBpeMEHHA yroTpeba Ha
¢ubpaTu U aTopBacTaTUH. AKO €HOBPEMEHHOTO NpUJaraHe He MOe Ja ce n3lerHe, TpsOBa na ce
W3MO0/13Ba HaH-ManKaTa 1033 aTOpPBacTaTHH, HeOOXOAHWMA 3a I0CTHraHe Ha TEPaNEBTHYEH €EKT
naLMeHTHTE TPAOBa Aa ce rpocieasBar (Bx. To4ka 4.4).

Ezemumud

CaMocToaTenHata ynorpeba Ha €3eTHMHO ce CBBbP3Ba C MYCKYJ/THH NPOABH, BKIIKOUHTENHO
pabaomuonuia. ETo 3ailio puCKBT OT Te3n chOUTHA MO3KE Ja Ce MOBHUIN NPH €HOBpeMEHHA yroTpeba
Ha e3eTuMHO ¥ aTopBacTaTHH, [Ipenopbuea ce NOAXOIALIO KIHHHYHO NPOCNEABAHE HA TE3H
NalMUeHTH.

Konrecmunon

[TnazmeHHTE KOHUEHTPALIHK HA aTOPBACTATHH H HEMOBHTE AKTHBHH METabONHTH ca OWAH NO-HUCKH
(CHOTHOLUEHHE Ha KOHLIEHTpauys Ha atopsacTaTul: 0,74), korato Ko/IECTUNOA € npynaraH
€HOBPEMEHHO ¢ aTopBacTaTuH. EQekTsT BBpXy nunuaure, obaue, € Oxt no-uspaseH npu
e/THOBPEMEHHOTO MPHJIaraHE HA aTOPBACTATHH W KOJIECTHIO, OTKOMKOTO NPH CAMOCTOATENIHOTO
NPWIOKEHHE HA ABETE NEeKapCTaa.

Dyzudosa xuceauna

PHCK®T OT MHONATHA, BKIKOUHTENHO pabaoMnuoaun3a, Moxke 1a Obae NoBAUILLEH NPpH €AHOBPEMEHHOTO
MpHAAraHe Ha JIEKAPCTBEHH (POPMHK 32 CHCTEMHO NPHIOKEHUE Ha y3HA0BA KHCETMHA CbC CTATHHM.
MexaHH3MbT Ha TOBa B3aHMOEHCTBHE (HE3aBHCUMO OaTH € (apMaKOAHHAMHUYEH HWIH
(hapMaKOKHHETHYEH WM H 1BaTa) BCE oLUe € HenusBecTeH. Mma choliueHH 3a cnyyau Ha
pabnoMHONH3a (BKIHOYHTENHO C JIETANEH U3X0/) NPH MALHEHTH, NOJTy4aBall{ Ta3H KOMOHHauMS.

AKO NEYEHHETO CbC CUCTEMHA Y3HAOBA KHCENHHA € HeoDX0AUMO, IEYEHUETO C aTOpBacTaTHH TpaOBa

A4 ce MPEYCTaHOBHM NO BpeMe Ha Nepyoaa Ha JedeHue Ha py3ua0Ba KMCeanHa. BUXKTe ChLIO TOUKA
4.4,

Konxuyun
Bbnpeku ye He ca NPOBEXKIaHU NPOYUYBaHHUsA 3a B3AMMOACHCTBHE HAa aTOPBACTATHH K KOJMXHLMH,

clyyau Ha Muonarus ca 6unu HabnioaaBaHH NpH JIEYEHHUE C ATOPBACTATHH, NTPHJIATaH €IHOBPEMEHHO
¢ koaxuilH. U3KckBa ce BHHMaHHE NPH NPEANHCBAHE HA AaTOPBACTATHH € KOJIXHLIHH.

Hanmomuyun

Cro6iaBaHu Ca CTyYau Ha MHONATUS W/ WK pabaoOMHONU3A TPH €JHOBPEMEHHO NPHJIOXKEHHE HA .-~
HMG-CoA peay«Tasuu HHXuBuTOpH (Hanp. aTOPBACTATHH) U JaNTOMHLHH. AKO €IHOBPEMEHHOTO W N0 f?&(%
NpHIOKEeHHe He MOxe aAa Obae u3berHaro, ce NpenopbHBa NOAXOAALLO KIMHHYHO NTPOCNCAsBaH
TouKa 4.4). A




EdexTH Ha aTOPBACTATHH BLPXY APYTH JEKAPCTBEHH NPOIYKTH, NPH €AHOBPEMEHHO
NpHJaraHe

UCOKCUH

Korato MHOTOKpaTHH 203K AMrokckH U 10 mg aTopBacTtaTiH ca npuiiaraHy € JHOBPEMEHHO,
CTAUMOHAPHHTE KOHUEHTPALMK HA JMIOKCHH Ca ce€ NOBHLIHAK neko. [launenTrre, npremawty
IHUTOKCHH, TpaOBa aa 6baaT MOAXOAALLO MPOCIEAABAHH.

[lepopannu xkonmpayenmusu
ENHOBpEMEHHO NPUJIAraHe Ha aTOPBACTaTHH C NepopaieH KOHTpauenTHB NPeAM3BUMKBA MOBHIUICHHE HA
NNa3MeHNTE KOHLICHTPALMK HA HOPETHHAPOH H €ETHHUIECTPAAHOI.

Bapgapur

B KAMHUYHO NpOYyUBaHE NMPH NALKMEHTH Ha XPOHHYHA TEpanHi ¢ sapdaprH, €AHOBPEMEHHOTO
npuiarake Ha aropsactatydd 80 mg JHeBHO ¢ BapdapHH € NpeAr3BHKANO0 MAJIKO MOHHXCHHUE, OT
okoJ10 1,7 ceKyHaH, Ha MPOTPOMOMHOBOTO BpeMe Npe3 MbpBUTE 4 THH HA NPHEM, KOETO CE € BbpPHANO
KbM HOPMa B paMKHUTE Ha 15 AHH OT HA4aNOTO Na TEPanMATa ¢ aTopBacTaTHH. Bunpexu ye MHOrO
MAJIKO C/IyYaH HA KNUHHYHO 3HAYMMH B3aHMOEHCTBHS C AHTHKOArYNaHTH ca ChoOlLaBaHy,
npoTpoMOMHOBOTO Bpeme TpabBana ce onpeaeu rnpeax 3ano4YsaHe Ha aTOPBaCTaTHH NPU NALIKEHTH,
npHeMallld KYMapHHOBH aHTHKOArylaHTH H 1O0CTATHYHO YECTO B HAYANOTO HA TepanMATa, 3a aa e
CHIYPHO, Y€ HAMA NMPOMEHH B TO3H NoKa3aten. BeaHbxk ycTaHOBEHO CTaOWIHO NpOTPOMOHHOBO
BpeEME, MOHHTOPHPAHETO Ha TO3M MOKA3aTeN MOXKE J1a CTaBa Ha OOHMYAHUTE HHTEPBAIH,
NpeNnOPbLYUTETHH 32 NALUEHTHTE HA KyMapHHOBH aHTHKOary/1aHtu. AKO 103aTa Ha aTOPBACTaTHH ce
NPOMEHH WM CE NPexpaTH NpHemMbT, TPAOBa Ja ce NOBTOPH chiuarta npouenypa. Tepanuara ¢
aTOPBACTATHH HE € CBBP3aHA C KbPBEHE HJTH C NPOMEHH B NIPOTPOMOHWHOBOTO BpeMe NpPH NalMeHTH,
HerpHeMallH AaHTHKOAry 1aHTH.

Tabauua |: EdexTH Ha eJHOBPEeMEHHO NpHAAraHy JeKapCTBEHH NPOAYKTH BbPXY
(apMakOKHHETHKATA Ha aTOPBACTATHH

EaHospeMeHHO npunaraH ATOPBACTATHH

NEeKapCTBEH NPOAYKT H PeKHUM Ha Hosuposka | [lpomaHa KnuHuuna npenopbka ”

A03UpaHe (mg) B AUC*

I'nexanpesup 400 mg BenHBLK 10mgOD3a | 8,3 EQHOBPEMEHHOTO MPUAOKEHHE C

nHesHo/nmubpenTaceup 120 mg 7 aHK NPOAYKTH, CbhAbpPKally

BEAHDX AHEBHO,7 IHH reKanpesyup wiu
nubpeHTacBHp, €
NpOTUBOMNOKA3aHO {BXK. TOUKa
4.3).

TupnaHaeup 500 mg aBa NbTH 40 mg s eH | 9,4 Korato eAHOBpPEMEHHOTO

aHesHo/Puronasup 200 mg npa 1, 10 mg NPUJIaraHe ¢ aTopBacTaTHH €

MbTH AHEBHO, 8 AHU (oT aeH 14 no | Hen 20 HeobXx0aHuMO, HE NMpeBULLIaBANTE

21) 10 mg aTopBacTaTHH AHEBHO.

Tenanpesup 750 mg, npe3 8 uaca, | 20 mg, SD 1.9 [lpenopbuBa ce KTHHWYHO

10 nHu MpOoCNeAABaHE Ha TE3M

Linknocnopun 5,2 mg/kg/nen, 10 mg OD 3a | 8,7 NalHEHTH.

MOCTOSHHA 1033 | 28 AHH

Jlonunasup 400 mg aBa 0buTH 20mgOD=3a | 5,9 HamMa cneunduuHy npenopoLKy.

nHesHo/PutroHaBup 100 mg aea 4 AHH ATopaanud cpabpxka 10mg

NbTH AHEBHO, 14 AHU aTOPBACTATHH.

Knaputpomuuud 500 mg asa nertv | 80 mg OD 3a | 4,5

JAREBHO, 9 nHU 8 OHH

Caksunabup 400 mg aea metu 40 mgOD3a | 3,9 Hsama cneunduunu npenopﬁgﬂ.n ﬂg%

aHesHo/Puronasup (300 mg asa 4 AHM ATOpaanHH CbAbPKA lOm’g

MbTH JHEBHO OT AHH 5-7, NOBHILEH aTOPBaCTATHH. B

a0 400 mg ABa THTH JHEBHO Ha NieH | ‘_& '

‘!‘:% % T



8), auu 4-18, 30 min cnen nozara
Ha& aTOPBACTATHH

OHEBHO, 5 oHU (1034 pa3aeneHy
BbB BPEMETO)

HapyHasup 300 mg nga nbTH 10 mgOD3a | 3,4

aHesHo/PuroHaBup 100 mg nea 4 AHH

NbTYA AHEBHO, 9 NHH

HUrpakonazon 200 mg anesHo, 4 40 mg SD 3,3

IHH

dozamnpeHasup 700 mg apanbty | 10 mg OD 3a | 2,5

nHeBHo/PutoHasup 100 mg aBa 4 guM

MbTH AHEBHO, 14 AHU

MdozamnpeHasup | 400 mg aBa 10 mg OD3a | 2,3

MbLTH AHEBHO, 14 AuuM 4 nHH

Enbaceup 50 mg Beanbx 10 mg SD 1,95 Hlo3aTa Ha aTOpPBAaCTATUH He

aHeeHo/rpasornpesup 200 mg TpaOBa 1a NpeBUILaBa THEBHA

BEIHBX AHEBHO, 13 AHH ao3a ot 20 mg no ppeMe Ha
€AHOBPEMEHHO MPHIOKEHHUE C
MpoayKTH, CbAbPXKALIH
endacByUp HIIH rpa3onpeBHp.

JletrepmoBup 480 mg, BeAHDBK 20 mg, SD 3,29 Jo3aTa Ha aTOpPBAaCTATHH HE

AHeBHO, 10 nHM TpabBa na NnpeBMILaBa JHEBHA
ao3a ot 20 mg no BpeMe Ha
eAHOBPEMEHHO NPUIOKEHHE C
NPOAYKTH, ChAbPIKALIH
JIETEPMOBHP.

Henduxasup 1 250 mg apa nbTH 10mgOD3a | 1,74 Hama cneuuduunm npenopuLKH.

QHEBHO, 14 THH 28 1HHU

Cok ot rpeiingpyT, 240 mL 40 mg, SD 1,37 He ce npenopbuba

BE€AHBLXK AHEBHO™ €HOBPEMEHHHA NMpUeM Ha
roleMH KONHYECTRA COK OT
rpefndpyT H aTOPBAacTaTHH.

Jnntnaizem 240 mg Beanbx 40 mg, SD 1,51 Cnen 3ano4BaHeTOo Ha TepanHATa

IHEBHO, 28 AHH WK CIIeA NPOMAHA HA
NO3UPOBKATA HA THITHA3EM, CE
npenopbyBa KIHHHYHO
NpoCNeAdBaHE Ha NALHEHTHTE.

Epurpomupun 500 mg uetupu 10 mg, SD 1,33 [Ipenopb4Ba ce KIHHHYHO

MbTH JHEBHO. 7 NHH [pOCIEASBAHE HA NALMEHTUTE.

Lumerann 300 mg yeTtHpu nbTH 10mgOD3a | 1,00 Hsama cneunaiHy npenopbKy

IHEBHO, 2 CEAMMHUH 2 ceaAMHUH

Konectunon 10 mg asa netH 40 mg 0,74** HsamMa cneuunanHy npenopbky

JHEBHO, 24 ceaAMULIH BEJIHDbXK

AHEBHO 3a 8
CEAMULIH

AHTHALUAHA CYCIEH3HA, 10 mg OD 3a | 0,66 HaMa cneunanHu npenopeku

ChObPKaLa MarHe3Hes H 15 aAHK

anyMHHHEB XWAPOKcHAH, 30 mli

YETHPH MbTH AHEBHO, 17 AHY

Edaeupenu 600 mg BeaHDBK [0 mg3a3 0,59 Hsima cnenuanHu npenopbky

OHeBHO, 14 OHHK HH

PudamnuH 600 mg seaHbx 40 mg SD 1,12 AKO €1HOBpPEMEHHOTO

IHEBHO, 7 AHH (€AHOBPEMEHHO [APWIOKEHHE HA aTOPBACTATHH

| TPHUJIOKEH) puaMIHUUH HE MOXKE ﬂ?'c%ﬁ N0
Pudamnun 600 mg BeaHbx 40 mg SD 0,20 n3berue, ce npenopuypa .«

KIHHHYHO TTIpOCiIiCiA 'Hg
MNaAUHUCHTHTC. =
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I'emdpnbpoznn 600 mg nea nbTH 40mg SD 1.35 [Ipenopbupa ce KIHHUYHO

OHEBHO, 7 IHH npocaeAsisaHe Ha TE3H NAUMCHTH
MDenopudpar 160 mg BeaHDBK 40mg SD 1,03 [IpenopbyBa c€ KIIHHWYHO
AHEBHO, 7 AHH npocneisBaHe Ha TE€3W NALHEHTH
Bouenpeeup 800 mg TID, 7 auu 40mg SD 2.3 [lpenopbyuBa ce HHCKa HaYaliHa

1033 U KT¥HUYHO HaboaeHue
Ha Te3n nauueHTd. Jlozara Ha
aTOpPBACTATUH He TpabBa na
HaJBHiLIaBa AHEBHA 1032 OT

20 mg npu €AHOBPEMEHHO
npuioxeHHe ¢ Souenpesup.

& Tpencrasnsea CbOTHOUICHUE MEXKAY JICUEHHATA (1EKAPCTBEH NPOLYKT, NpUnarad €IHOBPEMEHHO C
aTOPBACTATHH, CIIPAMO CAMOCTOATENHOTO NMPUNOKEHHE HA aTOPBACTATHH).

Y B3K. TOUKH 4.4 1 4.5 3a KIMHHYHATA 3HAMHMOCT.

* Cbabpka e1Ha HAH NoBede CheTaBkM, KOUTO HHXKHOUpaT CYP3A4 v MOrar Aa NOBHLLAT TUTA3MEHHTE
KOHUEHTPALIMH Ha JIEKAPCTBEHH NPOAYKTH, KOHTO ce MeTabonusupar oT CYP3A4. [lpueMsT Ha eaHa
yaiua 240 ml cok ot rpeiindpyT cbuo Boan ao nodwkasaHe Ha AUC ot 20,4% 3a akTuBHuUA
oproxuapokcu merabonut. Fonemu konuuecTsa cok oT rpedndpyT (Haa 1,2 1 aHeBHO 32 5 AHK)
nosuwasa AUC ua aropsactaTtiH 2,5 nbTH 1 AUC Ha akTHBHHTE CbCTAaBKH (aTOPBACTATHH M
MeTaboTUTH).

** CHOTHOLIEHHME, Y34YKMCIIEHO Ha Da3aTa Ha endHUYHa npoba, B3eTa 8-16 4. cnea nosara.

OD = BeaHbx aHeBHO; SD = ennoxparHa no3a; BID = aga nbTé aneBHo; TID = TpH N:TH JHEBHO,
QID = yeTHpPH MBTH AHEBHO

Tabanua 2: EdekT Ha aTopBacTaTHH BLPXY GapMAKOKHHETHKATA HA €AHOBPEMEHHO NMPUIOKEHH
NEKAPCTBEHH NPOAYKTH

ATOpPBAaCTaTHH H EaHOBpEMEHHO NPHJIOKEH NIEKAPCTBEH MPOAYKT
cxema Ha nosupaHe | Jlekapcrsed npoaykr/Josza | Ilpomsana B | KnvHHYHK npenopbku
(mg) AUC#*

80 mg OD 3a 10 Hurokcun 0,25 mg OD, 20 1,15 [laumeHTH NprHeMaluM

AHH IHH OUrOoKCHH Tpabra na Obaar
BHUMATEJIHO NpOCAeIBaHH

40 mg OD 3a 22 [lepopanuu xontpauentisy | 1,28 Hsama cneunanHy npenopbKH

HHA OD, 2 meceua 1,19

- HOpETUCTEPOH | mg
-€TUHWJI CTpaaHoNI 35 ug

80 mg OD 3a 15 * Oenazon, 600 mg SD 1,03 Hsama cneumnanyu npenopbKH

OHH

10 mg, SD Tunpanaeup 500 mg 1,08 Hsama cneuyanHy npenopexKy
BiID/putosaBup 200 mg
BID, 7 aHH

10 mg, OD 3a 4 anun | dosamnpenasup 1 400mg | 0,73 Hama cneunanin npenopLKH
BID, 14 nuu

10 mg, OD 3a 4 auu | Gosamnpenasup 700 mg 0,99 Hsama cneunaniy npenopuKu
BID/puroxasup 100 mg
BID, 14 guu

& [IpeacTaBigBa CLOTHOLIEHHE MEXKIY NEeYEHUATa (JleKapcTBEeH NPOAYKT, NPHIAraH €QHOBPEMEHHO C
aTOPBACTATHH, CIPAMO CAMOCTOSTENHOTO NPHIIOKEHHE HA ATOPBACTATHH)
*EnHOBPEMEHHOTO NPUIaraHe HAa MHOTOKPaTHU A03W aTOPBACTATHH ¥ (P€HA30H MOKA3IBAT MATBK 4
MK HEAOJIOBHM €(EKT BbPXY INIMPBHCA Ha (PEHA3OH. A
OD = peaHbx aHeBHO; SD = eHOKpaTHA N03a O 7




4.6 DepTHIHTET, OPpeMEHHOCT H KbpMeHe

ATOpAAINKH € NPOTUBONOKA3aH MO BpeME Ha OPEMEHHOCT H KbpMeEHe.

KeHH ¢ JeTepoaeH NOTEHUHAN:
Xenure ¢ aereponeH noTeHuMan TpAdea aa H3MOI3BAT e(PEKTHBHA KOHTPALIETLHA 110 BpeMe Ha
nevyeHUeTo (BK. Touka 4.3).

bpemeHHOCT:
Be3onacHOCTTa NMpU OpEMEHHM JKEHU He € YeTaHOBeHa. He ca NpoBexXaaHH KOHTPOIUMPaHH KIUHHYHH

NpOyYBaHHA C aTOPBACTATHH NpH OpeMeHHM xkeHH. PaaKko ca nonyyaBaH! CbOOLUEHHA 32 BPOACHN
aHOMATHHK cieA HHTpayTepuHHa ekcno3uura Ha HMG-CoA-penykra3nd nexubuTopH. [1poyusanusra
NPH MBOTHH NOKA3BAT PENPOLYKTHBHA TOKCHYHOCT (BXK. TOUKA 3.3).

JleueHueTO HA MaiiKaTa ¢ aTOPBACTATHH MOXKE a NOHWKH (PETATHHTE HUBA HA MEBAIOHAT, KOHTO €
NpeKypcop Ha XoNecTeposioBaTa GHOCHHTE3a. ATEPOCKIEPO3aTa € XPOHHYEH NPOoLIEC H OOHKHOBEHO
NPeKpaTABAHETO HA MMMMICTIOHHKABALIMA NEKAPCTBEH NPOAYKT MO BpeME HA OPeMEHHOCT OM
TpAOBAIO A3 UMA MATbK e(EeKT NO OTHOLUEHHE HA ILITOCPOYHHA PHCK, CBBP3aH C MbPBUHHATA
XHNEPXOIECTEPOIEMHS.

[To Te3H NpHUKHH ATOpRANKH He TpAOBa Aa c€ Npuiara npH XeHd, KOUTO ca OpEMEHHH, ONUTBAT Ce
na 3abpeMeHesT WIH NoRO3|paT, 4e ca OpeMeHHu. JleueHHeTo cbC ATopaanuH TpadBea aa ce
IPEYCTAHOBH 34 MepHOAa Ha OPEMEHHOCTTA HITH JIOKATO C€ YCTAHOBH JIMNCA HAa OPeMEHHOCT (BXK.
TOouKa 4.3.)

AKO ce yCTaHOBHM OpeMEHHOCT Mo BpeMe Ha JieHeHHeTo, ATopaanyR Tpabsa na 6bae HezabasHO
CIpsH.

K»pmene

AMJIOOHIHH C€ eKCKPEeTHpA B KbpMaTa npH xopa. HacTtra ot f03aTa 3a MaHKaTa, NoJjiyuyeHa ot
KbpPMAUETO, € H3YHUCIIEHA C HHTePKBApTWIeH Anana3oH 3-7%, MmakcimMyM 15%. EdexrsbT Ha
aMJIOAUIMH BbPXY KbpMaueTara € HeussecTeH. He € naBecTHO Aanu aTopBACTaTHH (U HETOBHTE
MeTaboNnMTH) ce ekckpeThpar B kbpmara. [Ipu mibxose nnasMeHUTe KOHUCHTPALHHY HA AaTOPBACTATHH
H HErOBHTE aKTHBHH MeTa0OoNIHTH ca ONM3KHK 0 Te3H B MAAKOTO (BX. TouYKa J5.3). [lopanu
Bb3MOKHOCTTA 33 CEPHO3HM HEXENAHH PEaKUHH, JKEHUTE NpHeMallH ATopaanuH He TpsOBa aa
KbpMAT TeXHHTE OebeTa. (BXK. Touka 4.3). ATOPBACTATHH € NPOTHBONOKA3aH B NEpHOAA HA KbpMEHE
(BxK. TOuka 4.3).

QepTUANTET
[lpoyuBaHHATa NpPU XHMBOTHH HE NOKA3BAT BIMAHKE HA aTOPBACTATHH BbPXY MBIKKHUS WM HKCHCKHS

¢epTUnUTET (BXK. TOUKA 5.3).

O6paTmMH GHOXUMHYHH NPOMEHH B [NIABATA HA CMIEPMATO30HANTE ca HabMoAaBaHH NPU HAKOH
MALHEHTH, TPETHPAHK ¢ OJIOKEpH HA KaTLHeBHTE KaHaNH. KNIHHUYMHUTE JaHHH €A HEAOCTATbYHH
OTHOCHO TOTEHLHAIHHA e(EeKT Ha aMAOAMINUH BBPXY PpeprunuteTa. [IpH npoyusaHe ¢ IbxoBe ca
OTKPHUTH HeXelaHH €PeKTH BbpXY MbiKKHUA QEepTUWINTET (BXK. ToukKa 5.3).

4.7 EdexkTH BLpXYy cnocofuocTTa 32 modHpaHe H paboTa ¢ MAIIAAH

Hsma nposeaeHy npoyuBaHus, KOWTO Ja YCTAHOBAT €(PEeKTa Ha aMIOAHITHH/aTOPBACTATHH,
KOMOUHALIMK OT PUKCHPAHU A03H, BBPXY ¢cnocobHOCTTa Ja ce wodupa 1 Aa ce MOoA3BaT MAallUHH,

00 N
ATOpBACTATHH, KATO ChCTABKA HA ATOpJANMH, MOB/UABA HE3HAUKTENHO CNOCOOHOCTT) 33/ )
u paboTa ¢ MalIUHH, EEN '




ATopAanuH, Bb3MOXHATA [T0SBA Ha 3aMaiiBaHe, rnaBobonHe, yMOpa WK rajcHe TpadBa aa ce uma
NpeABUA NpH WodupaHe WiH H3NON3BAHE HAa MALLIUHH (BXK. TouKa 4.8).

4.8 HexenauH 1eKapCcTBeHH PERKIHH

Be3onacHOCTTa Ha aMIOAWNHH/aTOPBaCTaTHH, KOMOMHAUHMH OT PHUKCHPaHH N03H, € H3CNE1BaHa B
ABOHHO CAeMNH miauebo-KoHTpoNHpaHH npoy4saHus Ha 1092 naunenTH, lekyBaHH 3a CHITHTCTBALLA
XHIIEPTOHHS ¥ AMCAUNUAEMHA. B KIMHHYHH NpoyYBaHHs ¢ aMNOAMNHH/ATOPBACTATHH, KOMOWHALIMH
OT PHKCHpAHH A03H, He ca HabAKOAaBAHH HEXKENAHH JIEKAPCTBEHH CHOUTHA, XapaKTEpHH 3a Ta3u
kombuHauua. Hexxenanurte nekapcTeeHd cbOMTHA ca OWNnyY orpaHdYeH#H A0 Te3H, KOUTO ca OHIH

cbobuleHu no-paHo 3a aMmI0AHUITHH U/ unu aroppactaTvH (MDJ'HI, BHATC NO-A0JIY ChbOTBCTHHUTE TﬂﬁJ'lHI.I.H

3a HeXKETaHH NeKapcTBEHH ChOHTHA).
B KOHTpOSIUpaHH KIMHUUYHH NPOYYBaHHUSA, CTHPAHETO Ha TEpanHUATa Nopaid KIHHHYHHA HEXETAHH
cLOUTHA WM 1abopaTopHH OTKNOHEHHUs € Ouno Heobxoanmo camo npu 3,1% ot nauneHTHTe
NIeKyBaHH €HOBPEMEHHO C aMJIOJWIHH W aTOPBACTAaTHH, B CpaBHEHHE C 4% OT NAaLUEHTHTE,
nony4asany nnauedo.

[To-nony ca NOCOUYEHH MOOTAENHO HEXENAHU PEAKLIMH 32 aMJIOJHINHH K aTOPBACTATHH, H3DPOEHH
CBIIAaCHO cHcTeMo-opraHHara knacudukauus MedDRA u dyecroTata HM.

Muoro uectu (= 1/10)

Yectu (2 1/100 no < 1/10)
Heuectu (= 1/1 0060 no < 1/100)

Peakn (= 1/10 000 oo < 1/1 000)
MHoro peaxu (< 1/10 000)
C HeusBecTHa uecToTa (OT HANMYHHTE AaHHH He MOXKe Ja Obae HanpaBeHa OLEHKA)

MedDRA HexxeaHH peakiiHH YecToTa
Cucremo-opraHia AMJIOJHIIHH ATOpBACTATHH
KJAACHPHKANHSA
Hugpexyuu u HazodapyHrur - YectH
unbecmayuu
Hapywenua na xpvema u | JleBkoneHus | MHoro penku -
aum@rama cucmema TpoMGounToneHus MHoro penku Penku
Hapywenus na CBPBbX4YYBCTHBTENHOCT MHoro peaku YecTH
UMYHHQMA CUCmema Anadunakcus - MHoro peaku
Hapywernus na XHNOTNIHKEMUS - HeuectH
memabonuzma u Xunepriukemns* Muoro peaxn | Yect
Xpanenemo [NoBHLIaBAHE HA TETO HeyecTu Heuectu
HamaneHue Ha TErnoro Heuectu -
AHOpEKCHA - Heuectu
beschHUe HeuecTH HeuectH
lcwewsnu napyuienus [TpoMeHH B HACTPOEHUETO HeuecTH -
(BKJ1. O€3MOKONUCTBO)
Kowmapu - Heuectu
HeuectH C HeH3BeCTHA
Jlenpecus YECTOTa
Ob6bpkaHOCT Peaku -
Hapywenus na nepenama |-SPHAMBOCT Hectk _
cucmema JamaitBaHe YecTH HevecTHn
["naBobonue (ocobeHo B Yectw
HAYA10TO Ha JIEYEHHETO)
Tpemop HeuecTu
XHunoecre3us, NapecTe3us Heuectn




CHHKON HeuyecTu

[ToBUlIEH MYCKYIEH TOHYC MHoro peaky | -

[lepudepHa HeBponaTHA Muoro peaku | Peakn

AMHE3MUS - HeuecTH

Jncreysms Heuecty HeuectH

EckTpanupaMuaeH CUHHAPOM C Heu3sBecTHA -

YeCTOTa
MuacTeHus rpaBmuc - C Heu3sBecTHA
YecToTa

Hapywenus na ouume 3aMBIIEHO 3pEHHE - HeuectH

Hapywienuns Ha speruero (k1. | Uectu Peaku

JAKNAOMUs )

OyHa MHacTeHHs - C HeusBecTHA

YecToTa

Hapywenua na yxomo u  1llym B ylinre HeuecTH HeuectuH
Aabupunma 3ary6a ua ciyxa - MHoro pesku
Cvpoeunu Hapyuienus [Tannuraunu YecTH -

AHrHHa NEeKTOPHC PenkH -

MudapkT Ha MHoKapaa Muoro peakn | -

Aputmus (k. Opaaukapaus, | Hedecrw -

KaMepHa Taxukapaus v

MPEACHPAHO MBKACHE)

JauepssBaHe (Ha JIHLUETO) YectH -
Cvoo6u Hapyuenus X AOTONMA Heuecty -

Backynur

MHoro peaku

Pecrupamopnu, 2pvinu u (dapuHronapuHreanHa 6onxa - Hectn
MEOUACTMUHAHY Enucrakcue _ JecTH
HAPYWEHUA 3anyx Yectn -
PUHUT HeuecTH -
Kaunuua HeuecTH -
HutepcTuupnanHa SenoapobHa | - C Heu3BecTHa
bosecT, ocobeHO npy 4EeCcTOoTa
NPOABIKHTENHA TEpanHs
Cmomauirno-ypeeru ["'MHruBanHa xunepruiasus MHoro peaku -
HapyuieHusn ["apeHe YecTu YecTH
AbaomunanHa 6onka, B Yectu Heuectu
ropHaTta ¥ JONHaTa 4acT Ha
| KopeMa
[loppbluaHe HeuectH HeuecTH
Jlncnencus Yectn HecTH
[IpomMeHeHa YypeBHa AEHHOCT YecTH -
(BK1. AHAPHA U 3aN€K)
CyxoTa B ycTaTa HeuecTH -
[IpomaHa BLB BKyca HedecTH -
Jlnapus, 3anek, QiaTyjacHuUus - YectH
CacTput MHoro peaku -
[lankpeaTut MHoro peaku _ HeuecTH
OpHI‘BaHe - HeuecTH
Xenamobunuapnu XenaTur Muoro peaku Heuectn
HAPYIWEHUA XoJecrTasa - Pepaxu ..
YepHoapoGHa HENOCTATHHHOCT | - MHdragﬁgn ¢
KounreHuua MHOro peaku
| R




Hapywenus na xoxcama | bynosen nepMarur, MHoro peaku Peaku
U ROOKOXNCHAMA MbKAH BKJTIOUUTENHO €pUTEMA
MYNTHHOPME
Enem na KBHHKE MHoro peaks -
Epurema My TH(OpME MHoro peaku | -
AJonenms HeuecTH HeuecTH
nzpnxpa He4ectu -
[IpoMsiHa B uBeTa Ha KOXKaTa HeuecTy -
Copbex HeuecTH HeuecTH
Obpus HeuecTn HeuecTH
Y BEIWYEHO NOTECHE HeuecTH -
Ek3aHTema HeuecTH -
YpruKkapus HeuectH Heuectu
AHIMMOHEBPOTHYEH €EM Muoro peakn | Peaxu
ExcdhonuatHBeH AepMaTHT MHoro peaku -
OOTOUYBCTBUTENHOCT MHoro peaku -
CuHapoM Ha Stevens-Johnson | Muoro peaku Penku
TokcHuHa envaepManHa C HeunsBecTHA Peaku
HEKpOJIH3a 4EeCTOTA
JluxeHOHAHa NEKApPCTBEHA - Peaku
peakuHs
OTOK Ha cTaBUTE (BKJ. HA YecTH Yectn
tiapywenun na rne3eHuTe)
MYCKYAHO-CKEREmHAma ApTpanrus, MHanrus (Bx. Heuectn YectH
cucmema u
CHEOURUMENHAMA MYKAH e 4.4.)
MycKynHH KpaMnu, MyckyiHu | Yectd YectH
Cra3MH
Bonka B repba HeuecTtH Yectun
bonka B LIKATA - HeuecTH
Bosika B kpaliHHLHTE - HecTH
MyckynHa ymopa - HeuectH
Muo3uT (BX. TOUKa 4.4) - Penku
Pabnomuonusa, pyntypa Ha - Penxu
MYCKYJI, MUONATHA {BXK. TOUKA
4.4)
TenaMHoONaTHd, B pEAKH - Penxu
Cyvau pynrypa Ha
_CYXOXHWJIMETO
HmyHoMeaHnpaHa C HeH3BecTHA
HEKPOTH3HUpAaLlla MHOTIATHA 4YecToTa
(BX. TOuka 4.4)
Jlynyc-noaobeH CHHAPOM - MHoro peaku
Hapywenus na HapyueHue Ha ypuHupadeto, | HedecTn -
Gubpeyume u nuxounume HOLHO YPHHHUPAHE, YBEIHYECHA
4YecTOTa Ha YPUHHpaHe
nemuwa
Hapywenua na HUMITOTEHTHOCT HeuectH HeuvectH
gb3npoussooumennama CUHEeKOMACTHA Heuectn MHoro peaku
cucmema u 2xpoama
Obusu napyuienus u Orows MHOro uecTH HeuecTn -
ehexmu Ha MACMOMO HA - HeuecTd' ..
npuiocenue fepudepeH OToK P ey
YMopa YecTH Heueetnt / ¢
i




['ppaua boska HeuectH HeuecTH

AcCTeHHA YecTH HeuecTH
bonxa HeuecTu -
- HepasnonoxeHHe HeuecTw HeuecTH
[lupekcus . HeuecTH
HacnedeaHus [ToBuLEEHH CTOMHOCTH Ha MHOTro peaku YectH

YEPHOAPOOHHUTE €H3HMH,
afnaHuH aMmMHOoTpaHchepasa U
acnapTaTt aMHHOTpaHcepasa
(Hal-4eCTO CHBMAAALIH C

X0JIeCTa3a)

[Mosuuiexn KK B kpbBTa (BXK. - YectH
Touka 4.4)

JleBKOUMTH B YpHHATA - Heuectu

*3axapeH AHabeT e HaG/logaBaHe NPH HAKOW CTaTHHK: YECTOTATa Le 3aBMCH OT HATHUHETO HIIH
IMNcaTa Ha PUCKOBH dakTopH (raroko3a Ha miagHo > 5,6 mmol/L, UTT > 30 kg/m? nosHiIeHH
TPUTNTHUEPHAH, aHAMHE32 32 XHNEPTOHHUA).

Cro0LasaHe Ha NONO3NPAHH HEXENaHH peakliui

ChobLIaBaHETO HA NOAO3HPAHH HEXKENIAHW PeaKLIMM cnejl paspeluapaHe 3a ynorpedba Ha exapcTBeHHs
NPOAYKT € BakHO. TOBa No3BONABA A NMPOAB/LKM HAONIONEHHETO Ha CHOTHOLIEHUETO MONI3a/PHCK 32
NeKapcTBEHHA NpoayKT. OT MEAUUMHCKHTE CIIELMATIHCTH CE H3UCKBA [a CboOllaBaT BeAxa
NO4O3MpaHA HEKeNaHa peakls Yype3 HallMoHanHaTa CUCTEMA 32 ChoDLIaBaHe:

H3anbaHUTENHA areHUMs 110 1eKapcTBaTa

yi. ,,Jdamand I'pyes” Ne 8, 1303 Codus,

Ten.: +359 2 8903417,

yeOcaiT: www.bda.bg.

4.9 Ilpeno3mpane
JIuncea nHdopMaLMs 3a NpeA03HpaHe Ha aMNOAWNHH/aTOPBACTATHH NpH XOpa.

AMJIOAHNHH

CBeACHHATA 33 LEIEHACOMEHO NPEA03HPAHE Ha aMIOMITHH MPH XOpa €a OrPaHHYEHH. IHAYHTENHOTO
npeao3upaHe MOXKE Aa AOBEAE 4O TBbPAE CHIHA NepHdepHa Ba3oAWNaTauUMs U BL3MOXXHA
pedexTopHa Taxukapana. JloknaasaHy ca H3paseHa H BEPOATHO NPOAB/DKHTENHA CHCTEMHA
XMIIOTOHHUS BOJELIA A0, M BKJIOUBALIA, LIOK ¢ aTtaneH W3xoA. Ilpean3sukaHaTa oT Npeao3npaHe Ha
AMJOOWNUH XUMOTOHHSA H3HCKBA MOHHTOPHPAHE B KApIHONOrHYHO OTACICHHE 32 HHTCH3UBHO
JieYyeHHe. 3a Bb3CTAHOBABAHE Ha ChAOBHMA TOHYC H KPbBHOTO HafsraHe Moxe /1a Obae H3noa3saH
Ba30KOHCTPHKTOP. Tbil KATO aMIORHIMUH € CHITHO CBBP3aH C MPOTEUHUTE, HE € BEPOATHO AHAIN3aTa
aa 6bae ot non3a.

HekapauoreneH 6enoapobeH 0Tok ce cbobinasa paaKo KaTo nociaeanua ot npeaosupaHe ¢
aMJIOAMIIHH, KOWUTO MO>e Ja ce MpoaBH ¢he 3a6aBeHo Hauano Ha edekra (24-48 yaca cnea
[MOrTbIIAHE) M 71a H3UCKBA U3KYCTBEHA BeHTHIa1MA. PaHHHTE peaHHMallMOHHHU MEPKH (BKITHOUHTENHO
HATOBAPBAHE C TEHHOCTH) 3a NoaabpkaHe Ha nepdy3naTa U ChpaeuHus 1edbuT Morar aa 6vaar
yCcKOpsBalUH QaKTOpH.

ATOpPBACTATHH

Hsama cneundruHO IeUeHHE NPpH NMpeao3MpaHe Ha aTopBacTaTuH. B ciy4al Ha npeaosupase,
MauMeHTHT TPAOBa Ja Obje JIeKyBaH CUMITTOMATHYHO M a C€ NPHJIOKAT HEOOXOAUMHUTE MO O
mepku. TpsiGBa Na ce MOHWTOPKHPAT YepHOAPOGHUTE (yHKLIMOHATHH TECTOBE M HHBATA HA ¢EY!
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KK. ITopaau BUCOKATa CTENEH Ha CBbP3BAHE Ha JIEKAPCTBOTO C MJIA3MEHHTE NIPOTEHHH, MAJIKO
BEPOSATHO € XEMOJAHAIH3aTa Aa NOBHILY 3HAYHTEIHO KIIHPBbHCA HAa aTOPBACTaTHH.

5, ®APMAKOJOI'MYHH CBOUCTBA

5.1 <PDapmMakoAHHAMUMHH CBOHCTBA

dapmakoTepaneBTH4Ha rpyna: aunuaonoHnxkasatu cpeacrsa, HMG-CoA-peayKkraziu HHXHOHTODH,
apyru komSunauuu, ATC xoa: C10BX03

ATOpAanHvH UMa ABOEH MEXAHU3bM Ha JCHCTBHE - NEHCTBUETO HA JUXHAPOMHUPHANHOBHS KaJILIHEB
AHTArOHMUCT (AHTANOHKCT HA KanlMeBUA HOH WK Oaokep Ha DaBHUTE KaHAJIH) aMIOAHMITHH H
nuxubupaneto Ha HMG-CoA-peaykrazata ot aTopBacTaTiH. KOMNOHEHTBLT aMNOAKITHH Ha
ATopaanuH UHXHOHpa TpaHCMeMOPaHHOTO HaB/IH3aHE HA KAILMEBHTE HOHH B CHOBATA I1aJIKa
MYCKYJIaTypa 4 cbpAeunus Myckyi. CbcraBkaTta aTOpBaCTaTHH Ha ATOpAANUH € CEeJIEKTHUBEH,
komnerutuseH HHXUOUTOp HAa HMG-CoA-peaykrasara, CKOpOCTOONPEACNIIUHAA €H3UM, KOHTO
npespblla 3-XHAPOKCU-3-METUITIYTAPHII-KOEH3HM A 0 MEBANIOHAT, NMPEKYPCOP Ha CTEPOJIHTE,
BKJIKOUHTEIHO HA XOJIecTepoa.

[Tpu npunaraHe Ha aMJIOAUNHH/aTOPBACTaTHH HE € Hab/M0AaBaHO H3MEHEHHE B €EKTa Ha aMJIOAHITHH
BbPXY CHCTONHOTO KPBBHO HAJIATaHE, B CPABHEHHE ChC CAMOCTOATENIHO NPHIIOKEH aMAOAHIHH.

[To chlnMg HA4YHH, NPH NPWIaraHe Ha aMAOJHMHYH/ATOPBACTATHH HE € HabNONABAHO H3IMEHEHHE B
edexra Ha aTopBacTaTuH BbpXy LDL-Xonectepona, B CpaBHEHHE ChC CAMOCTOATETHO NPUIIOMKEH
aTOPBACTATHH.

Anrao-Ckananaascko IIpoyusane 3a Copaeunn Pesyaratn (Anglo-Scandinavian Cardiac
Qutcomes Trial - ASCOT) e pannoMu3upaHo NpoyuBaHe ¢ 2x2 hakropyajieH AX3aiii, CpaBHABALLO
ABa AaHTHXHNEPTEH3NBHH pexkHMa npu ob1o 19 257 nauMeHTH (MOHMKABALLO KPHBHOTO HANATAHE
pamo - ASCOT-BPLA), kakTto 1 edexra oT nodassHeTo Ha 10 mg aTopBaCcTaTHH, B CPABHEHUE C
naaueSo npu 10 305 naument (unuaonoxmwkaeaulo pamo ASCOT-LLA) sbpxy ¢daranuu u
He(aTaATHH KOPOHAPHH CHOUTHA.

EdexThT Ha aTOpBACTATHH BbpXY $aTanHn U HePaTaNHH KOPOHAPHH CHOHTHSA € OLIEHEH B
paHIOMM3MPAHO, ABOHHO cnano, iiauebo-kouTponupaHo npoyusaHe (ASCOT-LLA) mpn 10 305
MAlMEHTH C XUNEPTOHHA Ha BB3pacT oT 40 ao 79 roannu 6e3 npeaxokaalll MHOKapAeH HHQPAPKT WK
neyeHue 3a CTEHOKapAHWA M ¢ HUBa Ha 06wy xonectepon < 6,5 mmol/l (251 mg/dl). Bcuuku nauueHTH
ca UMaJM NoHe 3 OT ClIeAHUTE NpeaBapHTENHO GOPMYJIHPAHH ChPACYHOCHAOBH PUCKOBH (PaKTOPH:
MBbXKKH 11071, BB3pacT(= 55 roauHM), TIOTIOHOMTyWeHe, n4aber, aHaMHe3a 3a paHHa HeXxeMuuHa bonect
Ha ChPUETO Y POAHHHA OT MbPBA JIMHHUA, ChOTHOLLIEHHWE O0LLl X0/1ecCTEPON: JIMMONPOTEUHH € BUCOKA
mbTHOCT (TC:HDL) > 6, nepudepHo cbaoso 3adonasaHe, neBokaMepHa XureptTpodus,
MpeAXoKAALIH MO3bYHO-CBAOBH BIeHHA, cneurdpnynmn anomanuu B EKT,
MPOTEUHYPHUA/ATOYMHHY PUA.

[TauneHTUTE Ca IEKYBaHH C aHTHXHIIEPTEH3UBHA TEpanui, BKAOYBaLla aMaoaunuH (5-10 mg) vau
ateHonon (50-100 mg). 3a na ce JOCTUrHAT APHLICAHHUTE CTOHHOCTH HA KPBbBHOTO HANAMAHE

(< 140/90 mm Hg 3a nauneHTH 6e3 quaber, < 130/80 mm Hg 3a nuabetHun), € OO BB3MOXHO Aa ce
N00aBAT ChOTBETHO nepuHAonpui (4-8 mg) kM rpynara ¢ amnoAunNyH H 6eHapodnymeTHasua Kantis
(1,25-2,5 mg) xbM rpynara c areHonon. Hokcazocun GITS (4-8 mg) e Oun TpeTa IMHUA Tepanus U
npy nBere pameHa. I'pynara ¢ aropsacratuH ¢ Brmo4dBana 5168 nauuent (2584 orrax ca
NONy4aBaiy amjogunuH U 2584 - ateHonon), a nnauebo rpynara - 5137 nauuenTn (2554 ot Tax ca
NOJNy4yaBajli aMJIOJHMUH W 2583 - aTeHos0N).




- 53% (95% noseputenen uHtepsat 31 % no 68%, p<0,0001) B cpaBHeHHE ¢ aMNONHTIHH +
riauedo;

- 39% (95% nosepurreneH uurepsan 8% no 59%, p<0,016) B cpasHeHHe ¢ aTeHosn0n +
aTOPBaCTaTHH.

KpbBHOTO HajsiraHe ce e MOHHXWIO 3HAYUTENHO W NPU IBaTa TepaneBTUYHH PEXHMA, KaTto no-
3HAYMTENHO MPH PEXHMA C aMIOJMNHH + aTOPBACTaTHH, B CPaBHEHHE C ATE€HOJI0/1 + aTOpBacTaTHH (-
26,5/- 15,6 mm mmHg cpeuty cvoTBeTHO -24,7/-13,6 mm mmHg). p-cTOHHOCTHTE Ha pa3/IHKHTE
mexay rpynurte ca 00,0036 (3a cucronHo kpbBHO Hanarawe) M <0,0001 (3a 1nacToNHO KPBLBHO
Hangra-He).

[IpoyusaHe 3a AHTHXHNEPTEeH3WBHO K JlunnaonoHwxasauo Jleuenue 3a [1podunakrrika Ha
CopaecueH [pucTbn (Antihypertensive and Lipid-Lowering Treatment to Prevent Heart Attack Trial -
ALLHAT): panaoMu3HpaHo, ABOIHO CAAMO NPOYYBAHE, HAPEUEHO AHTHXHMNEPTEHIHBHO W
Jlunugonoxnukasailo Jleuenue 3a [Npopunaktuka Ha CopaeueH [Ipucten (ALLHAT) e nposeneno 3a
cpaBHABaHE €eKTUTE HA AMIIOAUIHH WIIH JIM3UHOMPHI C TE3H Ha XJIOPTANMAOH KaTo Tepanus oT
IbpPBA AMHHA NPH NAUKHEHTH C N1eKa A0 YMEPEHA XHIEPTOHHA.

O6wo 33 357 nauMeHTH ¢ XMNIEPTOHHUS HA Bb3PACT 55 roaMHU WM MO-BL3PACTHH ca OUIH
PaHAOMM3HPaHH U NpociieeHH cpeaHo 3a 4,9 roaunu. [lauvenrure ca MMand NOHe eaHH
AONBLAHHTENEH PUCKOB (haKTOp 32 HCXEMHYHA DONECT HAa CHPLETO, BKIIOYHTENHO: NPEAHLLIEH
MHOKapAeH HHApPKT WK HHCYNT (> 6 Meceua Npeid BKIOUYBAHE B NPOYYBAHETO) HiH
ROKYMEHTHPAHO APYro aTepoCKIEPOTHHHO ChPACYHOCHAOBO 3abonasane (obwo 51 ,5%); anaber
tHn 2 (36,1%); HDL-xonecrepon < 35 mg/dL (11,6%); nesokamepHa xuneprpogns,
AHArHOCTHULIHpaHA enekTpokapanorpagpcku win exokapanorpagcek (20,9%), omioHonyniene
(21,9%).

[MTuperuHaTa Kpaiina uen € komOunauma ot darandHa UBC wiu Hedartaned muokapnex uHgapkr. B

rpynarta Ha amaoaunux 11,3% ot naumeHTHTE NOCTHraT MbPBUYHATA KpaitHa uen, cnpamo 11,5%
rpynara Ha xnopranuaoH (RR 0,98, 95% C1 {0,90-1,07], p=0,65).

[1py BTOpUYHHUTE KPAHHH LEIH:

- obwara cMbpTHOCT € 17,3% B rpynata Ha xuoptandioH H 16,8% B rpynara Ha amJIOAHNHH
cnpsamMo xiopranuaod RR 0,96, 95% C1 [0,89-1,02], p=0,20);

- YeCTOTAaTa Ha ChpIeyYHa HEJOCTATHYHOCT (KOMIMOHEHT Ha ChCTaBHATa KOMOHBHpaHa

ChPACYHOCHAOBA KpaiHa Lien) € 3HaYHMMO MO-BHCOKa B rpynaTa Ha aMJIOAHITHH B CPaBHEHHE €
rpynara Ha xnoptanuaoH (10,2% % cnpamo 7,7%. RR 1.38. 95% CI [1,25-1,52], p<0,001).

[IpoyuBaHEeTO He NOKa3Ba NPEBb3XOACTBOTO HA HAKOE OT JIEKAPCTBATA MO OTHOLIEHHE HA MhPBHYHATA
KpaWHa Lie/l; HAaNpaBEHUAT d posierior! aHa/Iu3 Ha pe3yaTaTuTe NOKalea, Y€ aMAOAMITUH NOHHXKABA B
CHIATA CTENEH KATO XJIOPTAIHAOH MbpBHYHATa KpaiiHa uen oT ¢artanHa UbC u nedaraneH
MHOKapJeH HHPAPKT, KaKTO U BTOpUYHATa KpakHa uen - o61a CMbPTHOCT.

B npoyuBauero IIpegorBparaBane Ha BHCYAT Ype3 ArPpeCHBHO HAMAJISBAHE HA HHBATA HA
xonectepoaa (Stroke Prevention by Aggressive Reduction in Cholesterol Levels )(SPARCL) ¢
6un oueHeH edeKThT Ha aTopBacTaThH 80 mg AHEBHO WIH IIaLe0O Mo OTHOLIEHHE NMOABATA HA
WHCYAT npu 4 731 nauMeHTH ¢ HHCYAT WK NPexoaHa HCxeMuuHa araka (T1A) B paMkuTe Ha
npeaxoaHuTe 6 Meceua U 6e3 anamuesa 3a UBC. TMaunenTture ca 60% muxke, 21-92 roaunu (cpeaHa
BB3pacT 63 roauHK) v cpeaHo u3xoaHo HUBO Ha LDL 133 mg/dL (3,4 mmol/L). Cpenxara cTofiHoCT
Ha LDL-C e 6una 73 mg/dL (1,9 mmol/L) no BpeMe Ha Jieuenuero c atropsactatvH 4 129 mg/dl (3,3
mmol/L) no speme Ha neueHueto € maucbo. MeauaHara Ha npocneasasade € 4,9 roauHm.,

ATtopsactaTiH 80 mg e HaManu pUcKa OT MbpBUYHATA KpaiiHa Touka ¢aTaneH U HedaTaneH ]
15% (HR 0,85; 95% CI, 0,72 -1,00; P=0,05 wnu 0, 84; 95% CI, 0,71-0,99; p=0,03 cnen I
H3XOJHHUTE XapaKTEPHCTHKH) B cpaBHeHKE ¢ mauecdo. Obwara cmbprHocT € 9,1% (216/
aropeacTaTuH cnpsamo 8,9% (211/2366) npy nnauedo.




B post-hoc aHanu3 atopeactatid 80 mg € HaManu 4ecToTaTaTa Ha HCXeMH4EH MHCYNT (218/2365,
9,2% cripamo 274/2 366. 11,6%, p=0,01) 1 e NOBHWIKA YECTOTATA Ha XEMOPAarH4yeH HHCYAT (55/2 363,
2,3% cnpamo 33/2 366, 1,4%, p=0,02) B cpaBHeHHe € nnaLebdo.

. PUCKBT OT XeMOparuueH HHCYJIT € NOBULIEH MPH NALNEHTHTE, KOUTO Ca C NPEAIIECTRALL
XEMOparuueH HHCYNT NpH BKIKOUBaHe B NpoyuBaHeTo (7/45 npu atopBacTaTiH cnpaMo 2/48 npu
nnauebo; HR 4,06; C1 0,84-19,57) 4 pHCKBT OT HCXEMHUHEH UHCYAT € CXOJIeH B ABeTe rpynu (3/45 npH
aropBacTaTuH cnpamo 2/48 npu nnauebo; HR 1,64; 95% Cl, 0,27-9,82).

. PHCKBT OT XeMOparuyeH WHCYT € NOBHILEH NPH MALHEHTH, KOUTO ¢a ¢ NPEeALIeCTRalll
nakyHapeH MHGApKT NpH BKIloYBaHe B npoy4uBaHeTo (20/708 npu aTtopsacTtaTuH cnpsimo 4/701 npn
nnauebo; HR 4,99; 95% CI, 1,71-14,6), HO pUCKBT OT HCXEMHUEH WHCYJIT NIPH T€3H MALIMEHTH CBHLLUO €
namansan (79/708 npu aropsacratud cnpsmo 102/701 npu nnauebo; HR 0,76; 95% CI, 0,57-1,02).
Bb3MOXHO € KpaHHUAT PUCK OT HHCYIT Aa € MOBHILEH NPH NALUEHTHTE C NPEAXOAEH JIaKyHapeH
uHpapKT, KOUTO Nofy4asat atopeacTaTHH 80 mg Ha neH.

O6uara cmbpTHOCT € 15,6% (7/45) npu nevenue ¢ atopeactatuH cnpamo 10,4% (5/48) npu
npuaaraHe Ha nnauebo B noarpynara NalMeHTH € NpeaxoaeH XeMoparuyeH HHeyaT. Obuara
cMbpTHOCT € 10,9% (77/708) npu atopsactaTiH cnpamo 9,1% (64/701) npu nnauebo B noarpynara
MauMEHTH C NpeIxoaeH JaKyHapeH HH(apKT.

5.2 PDapMaKOKHHETHYHH CBOHCTBa
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Cnen nepopaiHo npwiaraHe ce Habnioaasar Ase OTACNHH MAKCHMAHH MJIa3MEHH KOHLUCHTpaLMH.
[Mupeata - oT 1 a0 2 4aca cnex NPUNAraHeTo, CE OTAABA HA aTOPBACTATHH, a BTOpaTa - MexXay 6 u 12
yaca cjie] NpHeTaTa 103a, ce OTAaBa Ha amnoaunuH. CKopocTTa M cTeneHTa Ha abcopbuus
(6MOHATHUHOCT) HA AMJIOANNHH W aTOPBAaCTATHH OT KOMOHHaUMATA C PUKCUPAHH [03H aMIOAHITHH H
aTOPBACTATHH HE C€ Pa3IHYaBAT ChLIECTBEHO OT DHOHANIHYHOCTTA HAa aMIIO/IHNHH H ATOPBACTaTHH MpH
eJHOBPEMEHHO MpUiaraHe Ha TabneTku aMI0ANNIHH H aTOPBAcTaTHH.

BUOHATHYHOCTTA HA aMJIOAHITHH OT KOMOHHALIMATA ¢ (PUKCUPAHH JO3H aMJIOAUITHH W aTOPBaCTATHH
He CE MOBAKABA OT NpHeMa Ha xpaHa. Bbnpeky, ye XxpaHaTa HaMasiBa CKOPOCTTa M CTENEHTA Ha
abcopOuMsA Ha aTOPBACTaTHH OT ATopaanuH , CbOTBETHO ¢ 0K0JIO 32% u 11%, onpeaenero no Cpax H
AUC, noaobHH NOHUKEHHS B IU1a3MEHHUTE KOHUEHTPALMHK Clle]l TpUeM Ha XpaHa c¢a HabioaasaHu npu
aTOpBaCTaTHH, 6e3 HamaneHue Ha edexTta BbpXy LDL-xonecrepona (Bxk. no-goy).
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AGcopbnus: Cnea nepopanHo NPUIIOKEHUE HA TEPANeBTHYHH JO3H AMJIOJUIHH, MAKCHMANTHH
Ia3sMEHHM KOHLIEHTPALIMM ce J0CTHraT Mexay 6-12 yaca cie npuema. Y CTaHOBEHO €, ue
abcomorHaTta OuoHannuHocT € Mexay 64 u 80%. O6embT Ha pasnpeaenenue € npudbausutento 21
1/kg. BUOHANMYHOCTTA HA aMIIOAMITHH HE CE NMOBAXABA OT NPHEMA Ha XpaHa.

Pasnpenenenue: In vitro npoy4BaHus ¢ aMIOJUITHH MOKA3BAT, Y€ NPH NALIMEHTH C XHNEPTOHMA
okoJio 97,5% oT uMpKyIHpalus aMA0AMIIHH € CBBP3aH C MIa3MEHUTE NPOTEHHH.

Buorpanchopmanus: Upes xenaraned merabonusbm, aMNIOAUNHH B 3SHAYUTENHA CTENEH (OKOJIO
90%) ce npeBpblia B HEAKTHBHH METa0ONUTH.

Ennmuruapane: EnMMHHUpaHeTO Ha aMIOAMIIMH OT [U1a3MaTa € ABY(a3HO, C KPaCH €TMMHUHALIHOHEH
NoNy>XMBOT OKoJO 30-50 u. [Ip1 MHOrOKpaTHO MPWIOKEHHE PABHOBECHM IL1a3MEHU KOHLIEHTPALIMH CE

MeTaOOMTHTE Ha AMJIOAMITHH.

ggﬂllll 38 ATOPBACTATHH

AbGcopOunn: AtopBactaTuH ce abcopbupa 6bp30, KATO MAKCHMANHA MJIA3MEHA KOHLIEH
gocrura 3a | o 2 yaca. CtenenTa Ha abcopOums ce NOBHULLABA MPONOPLIMOHAITHO Ha J03




aTopBacTaTHH. AGCONIOTHaTA GHOHANIMUYHOCT HA aTOPBacTaTHH (OCHOBHOTO JIEKApPCTBO) €
npubnu3uTenHo 12%, a cucTeMHaTa HATHYHOCT Ha HHXUOHUTOPHATa akTHBHOCT 3a HMG-CoA-
pefykTasata e okoao 30%. HuckaTta cHCTEMHA HANUYHOCT C€ OTJaBa Ha NMPECUCTEMEH KIHPBLHC B
CTOMALLHO-YPEBHATA MYKO3a H/WiH Ha first-pass MeTabonu3bm B yepHus Apod. BunpekH, ye XpaHarta
MOHMXKABA CKOPOCTTA H CTENEHTA Ha pe30opbuna Ha NeKapCTBOTO, ChOTBETHO € 0k0s0 25% 1 9%,
onpeaeneHo no Cmax H AUC, Hamanenvero Ha LDL-xonecrepona € ¢XoaHO, HE3aBUCHMO Aanu
aTOPBACTATHH ¢e npuemMa ¢ unu 6e3 xpana. [1nasmMeHHTe KOHLIEHTpAaUMHU HA aTOPBACTATHH Ca NO-HHCKH
(npubauzutento ¢ 30% 3a Cpax 1 AUC) cnej BeyepeH NpHeM Ha NEKapcTBOTO, B CPaBHEHHE ChC
cyTpeliHo npunoxenne. CHxkeHnero Ha LDL-xonecrepon odaue e CblIOTO, HE3ABHCHMO OT BpEMETO
npe3 AeHdA, KOraTo ce npuiara JeKapcTaoTo.

Pasnpenenenne: CpeaHuar obeM Ha pasnpeencHHE Ha aTOpBaCcTaTHH € npubnusnTenHo 381 L.
ATOpPBACTaTHH € CBbP3aH C MIa3MEHUTE NPOTEHHH B > 95%.

BroTpanchopmannn: ATOpBacTaTHH Ce META0OIM3MPA B 3HAUMUTEIIHA CTEMNEH OO OPTO- H
MapaxuAPOKCHIMPAHH AEPUBATH M pa3nHYHK GETa-OKHCAMTENHH NPOAYKTH. In Vitro, AHXHOHPaHETO
Ha HMG-CoA peaykTasaTta OT OpTO- W napaxHApOKCHIHPaHKUTE METADOIUTH € €KHBATICHTHO Ha TOBa
ot aropacTaTHH. [pubausutento 70% ot uMpkyaupawara nexubutopHa akrueHocT 38 HMG-CoA
pEAyKTa3ara ce OTAaBa Ha aKTMBHHUTE METabOMHUTH.

EnumaHapane: ATopBacTaTHH M METAOOIUTHUTE MY CE€ H3NTHLYBAT OCHOBHO HPE3 XTbYKAaTa Clea
XenaraneH /UK ekcTpaxenaraned Merabonusnm. Marnexna obaue, 4e nekapcTBOTO He MPETHPNABA
3HAYUTENHA EHTEPOXENaTATHA peLdpKynauua. CpeaHHAT MIa3MeH MOMY>KHBOT Ha aTOpPBACTATHH MpH
xopa e npubnuzuTenHo 14 yaca, HO NOpaAH y4aCTHETO Ha aKTHBHH METADONHUTH, NOMY)KHBOTHT Ha
uaxnbuTopHara akTuBHocT 3a HMG-CoA penyxra3ara € 20 no 30 uaca. Cnen nepopanHo npunarase,
no-Manko ot 2% OT A03aTa Ha aTOPBACTATHH CE€ OTKPHBAT B ypHHaTa.

ATOpBacTaTHH € cy0CTpaT Ha YepHOAPOOHHKTE TPAHCTIOPTEPH H Ha MONMINENTHANTE, TPAHCTIOPTHPALUH
oprannuHi aHuoHH 1B1 (OATPIB1) u 1B3 (OATP1B3). MeraboauTuTe Ha aTOPBAcTaTHH Ca
cyb6erpati Ha OATP1BI1. ATopBacTaTiH Cbilo ce HIEHTH(GHUMPA KaTO CYOCTPaT Ha €PTyKCHHUTE
TpaHcniopTephy P-rnukonpotenny (P-gp) u NPOTEHHH Ha PE3MCTEHTHOCT Ha paka Ha rbpaarta (BCRP),
KOHTO MOKe a2 OrpaHuuaT upeBHara abcopObuma M XKIThYHHA KIMPBHHC HA aTOPBACTaTHH,

gﬂlll:lll 34 AMJIOZHIIHH H ATOPBACTATHH NPDH CHCIIHAJIHHA NONYJIATIHA

Crapuecka BB3pacT: BpemeTo 3a A0CTHraHe HA MAKCHMAJTHH U1a3MEHH KOHUEHTPaLUHWH Ha
aMJIOAMNMH € NOoJOOHO NMpU Xopa B CTapyecka Bb3pacT U No-mMnaau WHAKWBYAK. [1pn naupeHTH B
CTapuecka Bb3pPacT KAKPBLHCHT HA aMJIOAMITHH MOKA3Ba TEHACHLMA KbM TOHWKEHHE, NPEAUIBUKBAHKH
yBeaHyeHue Ha AUC W enMMHHALMOHHUAT NONYXHBOT. YsennuasaHeTo Ha AUC u
ENMMHUHAUUOHHHUAT NMOTYXKHBOT MNPH NAalIMEHTH ChC 32CTOHHA CbPACYHA HEAOCTATHHHOCT € CMOPEN
O4YaKBaHOTO 34 MPOYYEHaTa Bb3PacToBa rpyna.

[Lna3mMeHHTE KOHUEHTPALMKU HA aTOPBACTATHH Ca NO0-BUCOKH (¢ 0k0J10 40% 32 Crnax 1 30% npu 31pasu
HHIWBHAM B CTApYECKa BBL3PacT (> 65 rogvuHg), OTKONKOTO Npyu Maaau xopa. KIHHUUHK JaHHH
NPEANONAraT No-3HauMTENIHA CTeneH Ha noHwxeHHe Ha LDL. npu xopa B cTapuecka Bb3pacT,
He3aBHCHMO OT [103aTa HA aTOPBACTATHH, B CPABHEHUE C NMO-MJaAU Xopa (BxX. Touka 4.4).

Mon: KoHueHTpauuuTe Ha aTOPBACTATHH NPH KEHU ce pazinyasaT (npubausurenso ¢ 20% no-
BUCOKH 38 Cnax ¥ ¢ 0kono 10% no-uucku 3a AUC) ot Te3u npu MbxeTe. Te3H pa3iinKH HAMAT
KIHHHYHO 3Ha4YE€HHE M HE BOIAT N0 KIHHWYHO 3HAUWMH pasnuyHg B ePeKTUTE BbPXY JHNHAHTE NPH
MBIKE H HKECHH.

BbOpeuna HeaocTarbynoCT: PapMAKOKHHETHKATA HA AMJIOJMINIUH HE CE NOBJINABA 3HAYUMO /I..a*
6B0peuHo yBpexaaHe. AMIIOAMITHH He ce AHanu3upa. [lopanu ToBa, NaUMEHTH C 61=6petma/ Id‘
HeAO0CTaTbYHOCT MOraT Ja NoJNy4yaBaT oOMYaiHaTa HaYallHa 10334 AMJIOAHITHH. 5) 4




B npoyuBaHus Ha aTOpBacTaTUH, ObOpeuHuTe 3a001aBaHUA HE Ca NOBNHANH NAAIMEHHTE
KOHLIEHTpaLUHH WM noHwkeHneto Ha LDL-xonecrepona ot aTopeacTaTHH H CNSAOBATEIHO MPH
nauueHTH ¢ 6OpeuHa AMCHYHKUHA HE € HEOOXOAMMO KOpUIMpaHe Ha 003aTa Ha aTOPBAaCTaTHH.

Yepuoapobua HenocTarbuHocT: [TauneHTnte ¢ YepHoapoOHa HEAOCTATLYHOCT HMAT MOHHXKEH
KJIMPBHC Ha aMA0auUNKH, koeTo Boau Ao yeeanueHue Ha AUC ¢ npubnusurento 40-60%.
TepaneBTUYHUAT OTFOBOP KbM aTOPBACTATHH € HEMPOMEHEH MNPH MALMEHTH C YMEPeHa 0 TeXKa
yepHOAPOOHa ANCHYHKIINA, HO €KCMO3ULIMATA KbM JIEKAPCTBOTO € CHNHO yAb/KeHa. [1pH naumeHTu ¢
XPOHHYHO ANTKOXOJHO YepHoapoOHo 3abongsaHe (Childs-Pugh B), nnasMennTe KOHLEHTpaLIMH HA
aTOPBACTATHH Ca 3HAUYUTENHO NOBHLLEHH (NpHOAM3UTENHO 16 NbTH 38 Cpax U 11 nbTH 32 AUC).

SLOC1BI noaumopduzvm: YepHoapobHoro noemave Ha Bcuikn HMG-CoA penykrasnu
MHXUOUTOPH. BKIIOUHTENHO aTopBacTaTuH, Biousa OATPIB] tpascnoprhus nporeus. Ilpn
nauueHTH ¢b¢ SLCOIBI1 nonuMopdu3bsM HMa PUCK OT NOBHILLIEHA CHCTEMHA EKCNO3HLIKMA Ha
ATOPBACTATHH, KOATO MOXKE Aa NOBEAC A0 MOBULICH PUCK OT pabaomuonu3za (Bx.Touka 4.4).
[ToauMopdu3amMbT Ha rera, koaupaw OATPI Bl (SLCOI Bl C.521CC) e cabp3aH ¢ 2,4-0bTH 10-
BUCOKA eKCno3uuua Ha aropeactatiH (AUC) 0TKOAKOTO NpH HHAMBHUAKTE O€3 TO3H FEHOTHIIEH
BapuaHT (c.521TT). [1pu Te3u naudeHTH € Bb3IMOXKHO CBLUO a2 HMA FEHETHYHO HapylLlieHO
YepHOAPOOHO NoemaHe. BbramokHUTE nocneacTBHA 3a e(pUKACHOCTTA Ca HEYCTRHOBEHH.

53 IlpeaAK/IHHHYHH JAHHH 32 0€300ACHOCT

He ca npoBexaaHHi HEKTHHHYHY NPOYUYBaHHA ¢ QHKCHpaHaTa KOMOHHaUMA Ha AMJIOAMIHH Y
aTopsacTaTyH. [IpeIKNMHUYHA JaHHY 332 aMIOOUIIHH OKA3BAT AMNCaTa Ha 0CODEH pHCK 3a Xopa,
Ga3upaiiky ce Ha CTaHIapTHUTE NMPOYUYBaHHs BLPXY Oe3zonacHocTTa, pPapmMakonorusTa, TOKCHYHOCTTA
MPH NPOABKUTEITHO NMPHIAraHe, FrEHOTOKCHYHOCT WM KapunMHoreHeH noreHuuan. Ilpu npoyusanus
3a penpoOAYKTHBHATA TOKCHYHOCT HA AMJIOOHIIMH NPH NIBXOBE, € HabNI0AABAHO YIB/DKABAHE HA
PONOBHA NPOLEC M NMO-BUCOKA NEPUHATANHA CMBPTHOCT.

ATOpBACTATHH He € FeHOTOKCHYEH (in Vitro 1 in vivo) WY KaHLEpOreHeH 3a MrbXose. B asyroanmso
NPOYYBaHE Ha MHULIKH ca OMNH yBETHUYEHH ClTyYaHTe Ha XenaToley /1apeH ai€HOM NMPH MBKKUTE H
XerarolenyJjlapeH KApLUHHOM MPH KEHCKHTE XKMBOTHH, KOraTo € npwiaraHa MakcMmanHarta
M3MON3BaHA 103a, NPH KOATO CHCTEMHATA eKeno3uuua € Oxna 6 no 11 nbTH Mo-BHCOKA OT HaK-
BMCOKATa [103a 3a Xxopa, Ha 6a3a AUC.24). [IpoyuBaHusa BbPXY XKHUBOTHH OKA3BAT, He HHXHOHTOpHTE
Ha HMG-CoA penykrazara Morar na nopjHABaT pa3BUTHETO HA eMOproHuUTe Uiy derycure. Ilpu
MIbXOBE, PA3BUTHETO HA NOTOMCTBOTO € 3a0aBReHO H NOCTHaTaNHaTa NPEXHUBAEMOCT € HaManeHa Mo
BpEME Ha €KCITO3ULIHA Na MaiiKuTe Ha aTopBacTaTH B 103H Haa 20 mg/kg AHeBHO (KIMHHYHATa
CUCTEMHA eKcno3uiya). KoHlleHTpauMaTa Ha aTOpBacTaTHH H AKTUBHUTE My METAOOIHTH B MITAKOTO
HA IUTbXOBE ¢a OWJIM NOYTH €HAKBU C TE€3H B [J1a3MaTa HA MaiKkKuTe. ATOPBACTATHH HAMA eekT
BbPXY MBKKHSA WIH HKEHCKHA (PEePTUNIUTET, B 103H CHOTBETHO A0 175 u 225 mg/kg nHeBHO U He €
T€paTOreHEH.

PenpoayKTHBHa TOKCHYHOCT
PenpoayKTHBHM MPOYYBAHUA NPH IUTbXOBE H MHLLIKH Ca NMOKa3aIH 3ab0aBeHO, yABIKEHO BpeME Ha

paXxcAaHe U TOHWXEHA NPEXUBIAEMOCT HA HOBOPOAEHHTE NMPH A03K OT NPHONU3UTENHO S50 MbTH no-
BHCOKH OT MaKCHMMAaJIHHMTE NPENOpbUYHTENHM 3a Xopa Ha 6a3arta Ha mg/kg.

Hapyiuenue Ha WIKTETA
Jluncea edekT BbpXy PEPTWIMTETA HA TUThXOBE, TPETHPAHH C aMJIOAUNKH (MBXKKH 32 64 IHU U
xeHcku 14 nHM npeau paxnaxe) B n03u 10 10 mg/kg/neH (8 nbT * NO-BHCOKH OT MAKCHMAIHHUTE
MPenoOpPBLUMTETHM JO3H 3a Xopa 03 oT 10 mg Ha 6a3a mg/m?). B apyro npoy4eaHe ¢ IIbXOBE, B
KOETO MBIKKHTE ITEXOBE ¢a OWnu TpeTupany ¢ amnoaunuHos Oe3unar 3a 30 nuu ¢ n03a, pasHABa
ce Ha J03aTa NpH Xopa, Ha Oa3a Ha mg/kg, ca HabnrogaBaHn HamaneH niameH gonukyno-
CTHMYAHWpAL XOPMOH ¥ TECTOCTEPOH, KAKTO H HaMaleHa rMbTHOCT Ha criepMara ¥ Opoi Ha
cnepMaTo30HaAH U CepTOIHEBH KIIETKH.

KapuuHoreHeaa, MyToretesa




[11bX0BE H MHLLIKH, TPETHPAHH C AMCAWNHH, NPH AXETA 34 AB€ NOAHHH, H KOHUEHTpaUHa
KafKy/iWpaHa Aa OCHMrypH AHEBHH no3oBu HUBaA oT 0.5, 1.25, u 2.5 mg/kg/neH, ve ca nokaszanu
nNpy3HaLY Ha KapiuuHoreHHocT. Hali-Bucokara 103a (3a MHLUKH, CXOJHA /10, W 34 NIbXOBE ABa MbTH
Hal *MaKCMMAalTHATa NPENOPLYHTENHA KIHHHYHA 1034 oT 10 mg Ha 6a3za mg/m? ) e Guna Gaunsko 1o
MaKCHMAaNHO TONEpHpaHaTa 403a 3a MHLIKH, HO HE H 3a NJTbXOBE.

[TpoyuBaHHATA 32 MYTareHHOCT He ca MNOKa3aiH JeKapCTBEHO-3aBHCHMH €(PEKTH HA FEHHO WIIH Ha

XpOMO30MHO HHMBO.

*Ha 6a3ara Ha nauMeHTH ¢ Terno 50 kg

6. DPAPMAIIEBTHYHH JAHHH

6.1 Copcopk HAa NOMOIIHHTE BellecTBA

Hopo na mabremxama

nonucopoar 80

KaniHeB KapboHat

KpOCKapmesno3a HaTpHH

XUAPOKCHNPONUN LEeAyn03a
MHKPOKPHCTATHA Lie/ys103a

LIAPEBUYHO HHIUECTE, MPEXKETATHHHIHPAHO

MarHe3wes creapar
CWIMLIHEB JHOKCHA, KOJOUAEH Oe3BOLOEH

Duamogo nokpumue 3a 5 mg/10 mg
XHnpomenosa (6 cp)

THTaHOB AKOKkcHA (E171)

TaNnK

nponuieH ravkon (E1520)

Purmoso nokpumue 3a 10 mg/10 mg
MOJIMBUHWIOB ANKOXO/

THTaHoB auokcua (E171)

makporoa 3000

TaNK
uHAuro kapmue (E132)

6.2 HecbBMEeCTHMOCTH

Henpunoxkumo

6.3 Cpox na roaaocr

2 rOAUHH

6.4 CuneunaiHd YCJIOBHH A CHXPaHEHHE

Jla ce cbxpaHaea noa 30 °C.
Jla ce ¢hxpaHaBa B OPUIrHHATHATA OMNAKOBKA, 3a Ja ce npeanal3u oT BJara.

6.5 BHI R CHLALPKAHAE HA ONAKOBKATA2

Biuctep (OPA/AI/PVC/Al-donuo): 10, 14, 20, 28, 30, 50, 56, 60, 90 u 100 ¢unmupanu
KYTUS.




He BCHUKH BHIOBE ONMaKOBKH MoOrar aa Obaar nmycHaTH Ha nasapa.
6.6 Cnenua,JHu npeanasHH MEePKH NPH H3XBbPJIsHE H padoTa

Hsma cneumanHu M3MCKBAHUA 32 U3XBbPJISHE.

s IMPUTEXATEJI HA PABPEIIEHHUETO 3A YIIOTPEBA

KRKA. d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CiioBeHus

8. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

Per.Ne: 20140230 - Atopaanus 5 mg/10 mg
Per.No: 20130258 - Atopaanuu 10 mg/10 mg

9. JIATA HA ITBPBO PA3SPEINIABAHE /MMOJJHOBSABAHE HA PAZPEIIEHHETO 3A
YIIOTPEBA

Jlata Ha nbpBo paspeiuaBane: 20.08.2013/30.07.2014
Jlata Ha nociaeaHo noaHoBsBaHe: 24.04.2018

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

26 Auyapu 2026

[Moapo6xa HdopmalMs 3a TO3W TeKapCTBEH NPOAYKT € NpeocTaBeHa Ha yebcaiTa Ha M3mbaHuTeHa
Arenums no Jlekapcreara (MAJI) http://www.bda.bg.




