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1. UME HA JIEKAPCTBEHHUA ITPOAYKT

| N3MLIAUTETHA ATEHUUS 110 NEKAPCTBATA

KAAYET 5 mg/10 mg ¢puamupanu Tabnerku Kpamxa Xapakmepucmika Ha npogyxma - [Ipuromente 1
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2. KAYECTBEH U KOJIMMECTBEH CbCTAB

KAJIYET 5 mg/10 mg ¢uamupanu 1abieTKH

Beska dpunmupana tabsieTka cbabpka S mg aMJIOJIMITUH KaTo amaoaunuMHoB 0e3unat (amlodipine
besilate) u 10 mg atopBacTaTuH KaTo aTOpBAacTAaTHH KajlMi TpUuxuapar (atorvastatin calcium
trihydrate).

KAJZIYET 10 mg/10 mg ¢dunmupanu tabieTku

Besika duamupana Tabnerka ebabpika 10 mg amanoamnui kato amaoaunuHoB 6e3unar (amlodipine
besilate) u 10 mg aTropBacTaTHH KaTO aTOpBAaCcTaTHH KaJlllMH TpUuxuapar (atorvastatin calcium
trihydrate).

3a MbJIHUA CIMMTUCHK HA MOMOLIHUTE BELIECTBA, BHXKTE TOYKaA 6.1.

3. JEKAPCTBEHA ®OPMA
dunmupana rabnerka

KAJIYET 5 mg/10 mg duamupanu TabneTku
benu oanuu puamupanu tabnetku, o3HaueHu cbe “CDT 0517 ot eaHara cTpaHa v riiaiku ot

apyrara cTpaHa.

KAAYET 10 mg/10 mg ¢uamupanu TabneTku
CuHM oBaTHU pUAIMHUpaHm TabsieTku, o3HayeHHu cbe “CDT 1017 ot eanaTa cTpaHa W rnajku ot

JApyrarta cTpaHa.

4. KIUHHUYHHU JTAHHHA

4.1 TepaneBTHYHH NOKA3AHHUS

KAJIYET e noka3aH 3a npeoTBpaTsiBaHe Ha CbPACYHO-CHA0BH CHLOUTHS MPHU MALMEHTH C
XHUINEPTOHHUS C MTOHE TPH CbIBTCTBALLM ChPAEYHO-CHJA0BU PUCKOBH (paKkTOpa, HOPMAJIHH J10 JIEKO
MOBHLLIEHH HUBA HA X0JleCcTepoJi, 0e3 KIMHUYHO U3aBeHa ucxemuuHa 6onect Ha cbpueto (MBC), npu
KOUTO KOMOMHHUPAHOTO U3MOJI3BAHE HA aMJIOJAMITUH U HUCKA /103a aTOPBAcTaTHH € MPHUETO KaTo
MOJAXOAAL0 B CbOTBETCTBHE ChC CbBPEMEHHUTE TEPANEBTUYHH YKa3zaHus (BxK. Touka 5.1).

KAJIYET cnenpa aa ce vM3noJi3Ba npyv HeaJeKkBaTeH OTrOBOP Ha JiMeTa U Jpyru HehapMakoJIOruuHH
MEPKH.

4.2 Jlo3MpOBKAa H HAYHH HA NPHJIOKEHHE

Jo3upoBka

KAJIVYET e npeanazHayeH 3a nepopajieH npuem.

OOwuyaiHaTa HavyasaHa j103a e S mg/10 mg BeaAHBIK AHEBHO.




[1py nauMeHTH ¢ YCTaHOBEHA HYKA OT NO-CTPOr KOHTPOJ BbPXY KPbBHOTO HANAraHe MOXE fa ce
npuiara 10 mg/10 mg seaHBbK AHEBHO.

Ho3aute Morart fAa ObAAT NPUEMAHH 10 BCAKO BpEME Ha AeHA CbC UK 6e3 xpaHa.

KAAYET moxe na 6bae npunarad caMoCTOATENHO WK B KOMOMHALIMA C aHTUXUMEPTEHIUBHH
NIEKapCTBa, HO He TpaOBa na ce nprvemMa B KoOMOUHaLMA ¢ Apyr BNOKep Ha KanuMeBUWTE KaHANH HITH ¢
APYI CTATHH.

bvbpeuro yspeooane
He ce Hanara npomsHa Ha 103aTa NPH NaUMeHTH ¢ HapyilueHa ObOpeuHa GpyHKLMA (BXK. TOUKH 4.4 ¢
5.2).

Yepnoopobuo yepesicoane
KAIYET e npoTusonokazaH npu nauyedTy ¢ akTHBHO yepHoapobHo 3abonaeaHe (B, Touka 4.3).

ITeouampuuna nonyrayus
beszonacHoctra U edexruBHocTTa Ha KAJIYET npu neua u 1oHowM He ca ycraHoseHu. [lopaau ToBa

npunoxenuero Ha KAIYET npu te3w nonynaguu He ce NpenopbuBa.

[layuenmu 6 cmapuecrka ev3pacm
He € HeoOxoanMma Kopekuus Ha Ao3aTa MpU NAUKEHTH B CTapuecka Bb3pacT (Bxk. Touka 5.2).

Eonospemenna ynompeba ¢ opyau aekapcmeeHnu npooykmu

AKO ce npuiara eJHOBPEMEHHO ¢ LUMK/IOCMOPHH, A03aTa HA aTOPBACTATHUH He TpaOBa 1a HaaBULLIABA
10 mg (Bx. Touka 4.5).

[pn nauueHTH, npueMalun aHTHBUPYCHUTE CPEACTRA 3a IeueHHe Ha xenaTuT C, kaTo
endacBUp/Ipa3’oNnpeBUp HiIK NETEPMOBHP 3a NpOoPHUNAKTHKA HA UUTOMErajlOBUpYCHA HHEKL KA,
ChITBTCTBALLO C ATOPBACTATHH, 103aTa HA aTOPBAacTaTHH He TpabBa ja npesuwiasa 20 mg/neH (Bx.

TovKkH 4.4 n 4.5).

YnotpeGara Ha aTOpPBACTaTHH HE CE NPENOPBYUBA PH NALHEHTH, NPHEMALLH TETEPMOBHP
€IHOBPEMEHHO C LIMKIOCTIOPHH {BXK. TOUKH 4.4 1 4.5).

4.3 IIpoTHBOMOKA3AHHA

KAJVYET e npoTtHBonokazal Npu nauMeHTH:

- KOWTO MMAT CBPBXUYYBCTBHTEITHOCT KbM AUXUAPONUPHUANHHY, AKTUBHUTE CHCTABKH aAMAOAMIMHH
W aTOPBACTaTHH, HIHU KbM HAKOE OT NOMOUIHUTE BeLIecTBa, U3DpOEeHH B TOUKA 6.1

- KOMTO MMAT AKTUBHO YepHOAPOOHO 3a00/1BaHE WIWM HEUBACHEHH NMEPCHCTHPALLM NOBULLIEHHUA HA
CEpYMHMTE TpaHCAMHMHA3M, HAAXBBLPAALWM 3 [TBTU ropHATa rpaHuua Ha HOpMaTa

- [0 BpEME€ Ha OPEMEHHOCT, NPH KbPMEHE U NPH XKEHU ¢ ACTEPOACH NOTEHLHAN, HEU3NO/I3BALIH
MOAXOAALIM KOHTPALENTHUBHU MEpKH (BXK. TOYKa 4.6)

- B KOMOMHALIMA C HTPAKOHA30/1, KETOKOHA30 U TENUTPOMULIMH (BXK. TOUKa 4.5)

~  KOWTO UMAT TEXKKA XHITOTOHHUSA

- KOMTO €a B LUOK (BKIIOYUTETHO KapJAWOr€HEH LIOK)

- KOWTO UMaT OBCTPYKLMA Ha W3X0Aa Ha JisRaTa kamepa (Hanp. BUCOKa CTeNeH Ha aopTHa
CTEHO34a)

-  KOMTO MMAT XEMOAHMHAMHWYHO HeCcTaDMWIHA CbpaeYHA HEAOCTATHLYHOCT CAEd OCThP
HHpapkT

- NeKYBaHHW C aHTHBUPYCHHMTE CPEACTBA 3a leueHUe Ha xenatut C rinekanpeBup/m

* aMAOAMITHH € AUXUAPONHPHAHHOB OJIOKEp Ha KaNLIMEBHTE KaHaNH




44 Cneunannu npeaynpexieHHs H NpeanazHy MePKH NpH ynorpeda

CohpieyuHa HEAOCTATLHHOCT

[TlauMeHTHTE CBhC ChpASUHA HEAOCTATLUHOCT TpAOBA Aa ObAaT ieKkyBaHH ¢ NMOBHLLIEHO BHHMaHuUe. B
ABLArOCPOUHO Mauebo-KOHTPOAKPAHO MPOYUYBAHE NPKU NALMEHTH C TEXKKA CbpAeYHA HEAOCTATHHHOCT
()iac IIT n IV no NYHA) crobutapanara yectora Ha benoapobeH oTok e Ouna no-sucokKa B rpynara,
NeKyBaHa ¢ aMNOAMIIHH, OTKOMKOTO B I'pynata Ha nnauebo (Bxk. 1. 5.1). bnokepu Ha kanuuesure
KaHa/lH, BKIIOMHTENHO aMITOUITUH, TPA0BA fa ce U3MNON3BAT C MOBHLIEHO BHUMAHHKE TNPH MALIMEHTH
CbC 3aCTOHHA ChbpAeHHA HEAOCTATHUHOCT, Thil KATC MOraT Aa NMOBULIAT PUCKA OT ObAELHH ChPAEUHO-
CbAOBH CHLOUTHSA H CMBPTHOCT.

YepuoapobHo yBpexcaaHe

Tpabpa na ce HaNpaBaT PyHKUUOHANHU YEPHOAPOOHU M3CASABAHUA NTPEAY 3aN0OUBAHE HA NEYEHHETO,
MEPUCAUYHO Cle] TOBA, KAKTO M MPH NALHEHTH, KOWTO Pa3BUBAT HAKAKBH O€NE€3H H CHMIITOMM,
npeanonaralli yepHoapobHo yBpexaaHe. B cnyyai Ha NOBULIEHH HUBA HA TPAHCAMHMHA3UTE, TE
TpAOBA 14 C€ MOHUTOPHUPAT 10 M3UE3BAHE HA AaHOMAJIHUTE.

Ako nosuwiennero Ha ALT vunu AST, HaaXxBBLpaauIo NoBeye OT TPH NBTH rOpPHATa rpaHULa Ha
Hopmara (ULN), nepcuctipa, nedenmeTo Tpabea na ce npeycTaHoORH.

[TonyKHMBOTHT Ha aMIOAWNHH € YAbIXKEH, a CToOHHOCTHTE Ha AUC ca mo-BUCOKH NMPH MALKUEHTH C
HapylueHa yepHOAPOOHA PYHKUMS; HE Ca YCTAHOBEHHW NPENOPHKY 33 A03HPAHE.

[lopaay ceabpkaHueTo Ha atopeactatuH, KAJIYET Tpsabra na ce npunara npeanasznueo npu
MaUMEHTH, KOUTO KOHCYMHUpAT 3HAYUTENHH KOJUYECTRA ATIKOXOJ, NPH NAUUEHTH ¢ YepHOAPOoOHO

yBpexAaHe H/ WK ¢ aHaMHe3a 3a 4epHoApoOHO 3abonaeane.

EdekTH BbpXY CKeJieTHaTa MYCKYJIaTYpa

Kakto u apyru HMG-CoA-penykTazHd MHXUOUTOPH, aTOPBACTATHH MOXE 1A 3aCErHe CKENeTHaTa
MYCKYyNarypa v Aa pUUUHU MUAITHA, MHO3UT W MUOMNATHA, KOUTO PAAKO MOTAaT Ja NPOrpecHpar Ao
pabI0OMHONIH34, XapaKTepPU3HPALLA CE CbC 3HAYUTEHO MOBHILEHWE HAa HUBATA HA KpearuHKHHAa3ata
(KK} (> 10 nbtn Hag ULN), MuornobuHemMus k1 MHOrJTOOMHYPHUA, KOUTO MOTAT J0 JOBeAAT A0
ObOpeyHa HEAOCTATBYHOCT U B PEAKH Clly4ad Morar Aa 0baat aTalHu.

[1pu TpeTHpaHH CbC CTATUH ACKMNTOMHU NALIMEHTHU HE C€ MPENOpPbYBA PEIOBEH KOHTPOJ HAa HHBATA
na KK uau apyru MyckynHu eHsumu. Benpeku ToBa, Npy NauMeHTH ¢ npeapasnonaraiim ¢akTopH 3a
pabaoOMHONH3a U NPH TE3N C MYCKYJIHU CUMITOMHU, Ce Tfipenoprusa MoHuTopupare Ha KK npeau
3aMI0MBaHE Ha JieHeHHe CbC CTaTHH, KAKTO K MO BpeMe Ha TpeTHpaHe CbC CTaTHH (BX. MO-40Y).

MHoro psaako ce chobuasa 3a UMyYHOMeAMKUpaHa HekpoTHaupatua muonatus (MMHM) no speme unu
cnea neveHue ¢ HAKOU ctatiHd,. UMHM knnHnYHO ce xapakTepusnpa ¢ nepcucTupaiia ¢aadboct Ha
NMPOKCHMAJIHUTE MYCKYJIH W MOBKLICHH CEPYMHH HUBA HA KpEaTHHKKWHA3aTa, KOMTO NMPOALIXKABAT,
BBNPEKH MPEKPATABAHE HA IEYEHUETO CbC CTATHHM, NOAOKKHTENHH aHTH-HMG-CoA peaykrasHu
aHTHTENna 1 noaodpeHne ¢ UMyHOCYTIpeCHBHYU CPEACTBA.

Ilpedu nevernuemo

KAIOYET rpabsa na ce npeanucea BRUMATENHO HA NALIMEHTH C nipeapasnonarauiy GakTopu 3a

pabnomMunonusa. [Ipeau 3anousaHe Ha Ne€HEHUE CBC CTATUH, HUBOTO Ha KpeaTHUHKHHa3aTa TpabBa na ce

U3MeEpBa B CIEAHHATE CIYYaH:

-  OBOpevHO yBpexaaHe

- XHIIOTHPEOUAHIBM

- JIMMHA UK PaMHIHA aHAMHe3a 3a Hac/eACTBEHH 3a00/I9BaHHUS Ha MYCKYJIUTE

- aHAMHE3a 32 MYCKYJIHA TOKCHYHOCT OT CTATHH Wik Gwbpat

- aHaMHe3a 3a 4epHOAPoOHO 3afonsBaHe WKWK NPU KOHCYMaUUs Ha 3HAYUTESH
AJTKOXO0J]




- TNIpH NAUHEHTH B cTapuecka sb3pacT (> 70 roandn) TpsOBa na ce npeueHH HeoOXOAUMOCTTA OT
TOBA H3MEPBAHE B 3aBUCHMOCT OT Mpejpa3fnonaramure KbM pabaoMuoinusza paktopu

- CHMTYaLHH, NIPH KOUTO MOXKE 13 Bb3HHKHE MOBULUEHHE HA MUIA3MEHUTE HUBA KATO Hanp.
B3aMMOAeHCTBHA (BXK. ToYKa 4.5) U crnelMantii AonyNauuH, BKIKYUTEAHO NeHeTHUYHH
cybnonynauuu (Bx. Touka 5.2).

B TaxuBa cUTyaLUu, pMCKBT OT JIEHeHHETO TpAbBa Aa c€ NPEUEHH CAPAMO Bb3MOXKHHUTE NOM3H H Ce
npenopb4Ba KIMHUYHO MOHUTOPUPAHE.

He TpabBa na ce 3anousa neveHue, ako uaxoguute HuBa Ha KK ca 3HaunTenuo nosuuieHu (> 5 nuTH
Haa ULN).

Hzmepeane na kpeamurnxunazama (KK)

KpearuHknHasata (KK) He TpaOBa 1a ce n3cnensa cnea Texko GpHU3WHECKO HATOBAPBAHE WM TPH
HaJIHUYHMe Ha Bb3MOXKHa anTepHaTUBHa NpHYHWHa 3a yeenuueHneTo Ha KK, Tbit kaTo TOBa 3aTpyaHsBa
MHTEPIpeTaLuaTa Ha pesyararure. Ako M3xoaHuTte ctoiHocTy Ha KK ca 3HauuTenHO noBHILEHH

(> 5 nbt Haa ULN), HuBara TpabBa cucTeMaTH4HO Ad €€ MW3CAEABaT NOBTOPHO 5 10 7 AHM NO-KbCHO,
3a Ja Ce NOTBbPAAT pe3yJITATHTE.

[Io epeme na nevenuemo

- TauuenTtrTe TpabOBa na ObaAT NpeaynpeacHH BeAHAra Ja cxobllaBat 3a nosBaTta Ha HEODACHHMH
MYCKY/1HH DOIKW, MYCKYTHH KpamniK Uiau cnaboct, 0cobeHo ako ca NPUAPYXKEHH OT
HEPa3IONOKEHHE WKW NOBHLLIEHA TEMIEpaTYpa.

- AKO TakuMBa CHMNTOMHU Ce NOABAT 1o BpeMe Ha neyeHueTo ¢ KAJAVET, TpabBa aa ce u3cnenna
HHBOTO Ha KK Ha nauueHTa. Jleyenunero Tpabea na 6bae npekpaTeHo, ako €€ YCTAHOBH, Y€ TE3H

HMBa ca 3HAYHUTENHO nMoBuuIeHH (> 5 nbTn Haa ULN).

- Tpabea na ce ob6cbAN NpekpaTABaHE Ha IEYEHHETO, aKO MYCKY/THHTE CUMITTOMH €& TEXKKH U
NnpeJU3BHKBAT HenpexbCcHAT AuckoMdopT, Aopu korato HuBaTa Ha KK ca noBuiueHH 0o

< 5 nvTn ULN.

- AKo cHMnTOMHUTE OT3BYYAT K HMBaTa Ha KK ce HopManunaupar, Moxke Ja ce obCbau MOBTOPHOTO
rarouBaHe Ha KAJIYET B no-HUCKH 1034 M NPH CTPUKTHO MOHUTOPUPAHE,

- KAIIYET mpabea na ce npekpary, ako ce MOSBAT KIIMHHUHO 3HAYUMU MOBULLEHUA HA HMBATa Ha
KK (> 10 nbTu ULN) niu ako ce a4arHocTHUMpa KWiH ce nogo3upa pabaomMuonuia.

AMIIOJHIMHH HE NOBJIHABA PE3VIATATHTC OT naﬁnpaTopHH H3CJICOABAHHAA.

ChNBLTCTBALLA TEPANUS C APYTH JEKAPCTBEHH NPOAYKTH

KakTo W npu Apyry CTaTHHY, PUCKDBT OT pabaoMHONHU3a C€ NOBUIABA NMPH CHITETCTBALLO
npunoxenne Ha KAIYET ¢ Hakou nexapcTsa, KOUTO MOraT Ja NOBHLIAT IMJIA3MEHHUTE KOHLEHTPaLUH
Ha aTOPBACTATHUH KaTO: MOLUHU UHXNOUTOPKH HA CYP3 A4 unun TpaHCOPTHUTE NPOTEUHM (Hanp.
LUHKITOCNOPKHH, TEMTHTPOMHULIMH, KNTAPUTPOMULIMH, AeNaBUPAKH, CTHPHNEHTON, KETOKOHA30JI,
BOPUKOHA30/, HTPAKOHA307, NO3aKoHa3on, nerepMosup U HIV-npoTeasHu nHXxubUTOpAY,
BKJIKOYUTENHO PUTOHABMY, NONYHABHP, ATa3aHABHP, UHAUHABUD, RapYHABUP, THNPaHaBUP/PUTOHABHD
U Ap.). PUCKBLT OT MuonatTus Moxe ¢uilo Aa 6bae NOBULUIEH NPH CbNIBTCTBALLO MPHIIOKEHHE HA
rempuOpo3nn ¥ Apyru nNpou3BoiHK Ha GUOPHHOBATA KUCENIMHA, AHTHBHPYCHHU CPEACTBA 3a JieUeHHE
Ha xenatut C (HCV) (Hanp. 6ouenpesup, Tenanpesup, endacsup/rpa3onpesup,
JIEAMNACBHP/COPOCOYBHD), EPUTPOMHLIMH, HHALIMH, €3ETHMHO MK KONXHUMH. BmecTo Te3n
NieKapcTBa, TpsadBa fa ce OOMUCAAT aNTepHATUBHU (HEeB3aMMOAECTBALLH) TEPAIHH,

B CAyYyaHuTe, KOrato €AHOBPEMCHHOTO PUAAraHe Ha TE3H JIEKAPCTBCHH NMPOLAYKT
HaJIOAHTCIIHO, Tpﬂﬁﬂa BHHUMATC/IHO Aa CC MPCUCHAT NoJizaTa H pPUCKDBT, KaTO CC
Nnoaxoaialo KiHHHHYHO MOHHTOPHPAHE Ha TC3U TTAUHUCHTH (B}l{. TOYHKa 45)




PuckeT OT MUONaTHA W/ KWW pabaoMyoIM3a MOXKE A CE NOBMLLM MPH CBABTCTBAILO MPUNOXKEHHE Ha
HMG-CoA peaykraszHu HHXUOUTOpK (HAlp. aTOPBACTATUH) # AANTOMHUMH (BX. Touka 4.5). Tpabba
aa ce oOMHUcnuK BpeMeHHO cnupane Ha KAJIYET npu naunedTy, npuemalnu 2anToMyLMH, OCBEH aKo
MOA3KTE OT CHNLTCTBAWOTO NPUTOKEHHE HE NPEBULIABAT PUCKA. AKO €AHOBPEMEHHOTO NPUIIOKEHHE
HE MOXe na ce u3dberne, Hupata Ha KK tpabga na ce uamepsar 2-3 0bTH CEAMHYHO M MALIHEHTHTE
TpaAOBa Aa ce npocneasBaT BHUMATETHO 3a BCAKAKBY NMpU3HaLKH WAH CHMNTOMHM, KOWTO OHXa MOIH Aa
ca W35Ba Ha MUOMNATH3.

KAJYET ne Tpsabsa na ce npunara eniHOBpEMEHHO CHC CUCTEMHO TIPUAOXKEHUE Ha Py3uaoBa
KHCE/IMHA HIIH B PAMKWUTE Ha 7 JHH Cllel CMUpaHE Ha JiedeHueTo ¢ hy3uaosa KMucenuHa. Ilpu
NAaLUEHTH, NMPU KOUTO CUCTEMHHAT NpHeEM Ha Qy3110Ba KHCENNHA € OT ChLIIECTBEHO 3HAYEHHE,
ICYEHUETO CbC CTATHHU TPAOBA a e chpe 3a LeHA KYPC Ha neveHue ¢ Py3uaoBa KHCelHHa.
Cpobueny ca cnyuan Ha pabaomuonuza (HAKOW OT KOUTO paTaIHK) NpH NALKEHTH, NOAYUYABAIH
KOMOMHaUHA OT QY3HA0BA KHCENHHA CBC CTATHHH (BX. Touka 4.5). [laumeHTuTe Tpabea na Gbpar
MOCHBRETBAHM HE3a0aBHO ia MOTHPCAT JieKapcka NOMOLLL, aKO MPHU TIX €€ NMOABAT CUMIITOMHU Ha
MYCKYJIHA cnabocT, 601Ka WK YYBCTBUTENHOCT,

JleueHHeTO CbC CTATHHU MOXE Aa Obje 3aMM04YHATO OTHOBO CEAEM [HHU CJIEA MPHUEMA Ha fIOCAe HATA
A03a Qy3unoBa KHCEHHA.

B oraenHu ciyuam, Korato € He0OX0IUMO NPOABIKUTENHO CHCTEMHO NIEHEeHHE C Py3raAOBa
KHUCE/MHA, Hamnp. NNPH NE€YECHHE HA TEXKH MHPEKLHUH, HYXKNATA OT €JHOBPEMEHHO NMPUIOKEHHUE Ha
KAAYET u ¢y3ngora kucenuna tpabsa aa ce npeLieHW 3a BCEKH OTARECH MAUWEHT U NOA NPAKo
MEQMUMHCKO HabmoaeHHE.

[IpesoTBpaTraBaHe HE& MHCYAT Ype3 arpecHMBHO HaMaJisBaHE HA HMBATA HA Xonecreposa (Stroke
Prevention by Aggressive Reduction in Cholesterol Levels, SPARCI)

Post-hoc aHanu3 Ha cyOTHNOBETE MHCYNITH NMPH NauMeHTH Oe3 ucxeMmudHa donecr Ha copueto (MBC),
KOWTO ca OMUJIU C HACKOPO npeKkapaH MHCYAT WK TpaH3WTOpHa ucxemuuxa ataka (T1A), e nokasan no-
BUCOKA YECTOTA Ha XeMOparuueH HHCYT [PH NAUMEHTHTE, 3aNOYHANIM C aTopBacTaTHH 80 mg cnpsMo
nnaueto. [loBULIEH PUCK € OTYETEH NPEAUMHO NPY NAUMEHTH C MPEAXOAEH XeMOparnieH UHCYJIT Wik
naKkyHapeH WHGAPKT NPpU BKJIIOYBAHE B NPOYUBaHETO. 3a NALMEHTUTE ¢ NPEAXOAeH XeMoparmyeH
HHCYNT WU NaKyHapeH HHGapKT OanaHChT MEXKAY PUCKOBETE M NOM3UTE OT aTopBacTuH 80 mg e
HECHI'YPEH H MOTEHUHATHHUAT PUCK OT XeMoparuieH HHCynT TpadbBa aa 6bae BHUMATETHO NpeLEeHEH
npeaq 3arnoyBaHe Ha TepanuaTa (Bx. Touka 5.1).

HuTepcTumnanua benoapobHa Gonect

[1pu npreM Ha cTaTHHHM ca CHOOLLARAHHM OTACHU cyyan Ha UHTepcTHUManHa Senoapobra bonecr,
0coOeHO NpH NPOABbILKUTENRHA Tepanua (Bx. Todka 4.8). [[poasuTe MOraT aa BKIIOUBAT AMCIIHEN,
HEMPOAYKTHUBHA KalUNULa M 0010 BiolaBaHe HA 3ApaBeTO (YMOpa, 3aryba Ha Terjio ¥ NoBUILCHa
Temneparypa). TepanusaTa ¢bC CTATHHH TPAOBA Aa Ce NpeyCTaHOBH, aKO C€ NOJ03Mpa, Y€ NALHEHTHT €
pa3Bun HHTEPCTHLMANTHA DennoapobHa bosecT.

3axapen nnaber

Hakou AaHHM NOKa3BaT, 4e CTATHHATE KaTO KJac fieKapcTBa NOBMILIABAT HYBATA Ha IVIH0OKO3a B KPbBTa
H MPpH HAKOM MaLMEHTH C BUCOK PHUCK OT Obaet AuabeT, MOraT Ja npeau3BHKaT HHBO Ha

XUNEPrAUKEMHSA, IPH KOETO € MOAXOAALLO NPHNAraHETO HA CTAHAAPTHO NIEYEHHE NPH A
BLnpeku ToBa NOHW)KABAHETO HA CHAOBHA PUCK OT CTATHHWTE NPEBHILABA MO 3HAUE
anabet v Toit He TpabBa fa 6bAe npUYKHA 33 NPeKpPaTABAHE HA TEPANMUATA CbC CTAT,

XHNEPTOHUA) TpADBa 1a ce NPOCAEAIBAT KTHHHYHO H DUOXMMHUUYHO, ChITIACHO M€
PBLKOBOACTBA.



MuacTeHHUa rPaBMC

B HaKoNKO ciiyyas ce cbobiasa, ye CTaTUHUTE UHAYUUPAT de novo WKW BIOLIABAT BEYe
CbILIECTBYBALLA MHACTEHHUS IPaBUC UM O4YHA MHACTEHHR (B, TouKa 4.8). [lpunoxeHueTo Ha
KAZIYET 1pabBa aa ce cnpe B cayuait Ha BioulaBaHe Ha cuMiitoMute. MMa cboblieHus 3a peunaus
Mpy (MOBTOPHO) NpU/araHe Ha CbLM HIIH Pas3jittdeH CTATHH.

[IoMOLLIHH BELUCCTBA

To31 neKapCTBEH NPOAYKT ChAbprka no-Manko oT 1 mmol Hatpuii (23 mg) Ha Tabnerxka, T.e. MOXe aa
CE€ KAKE, Y€ NMPAKTHUECKH HE ChAbPiKa HATPHH.

4.5 BzauMoaeHCcTBHSA ¢ APYTH JE€KAPCTBEHH NPOAYKTH H APYrH opmMH HA B3aHMOJeiiCTBHA

B3aUMOINENCTBHA, CBbP3aHU € KOMOMHUPAHOTO JIEKAPCTRO

JJaHHK OT NpoyuBaHe Npu 3ApaBM JiMUA HA B3aUMOAEHCTBHETO MEXKIY aKTHBHUTE KOMIIOHEHTH Ha
NeKapcTBOTO, BKMtoUBawo 10 mg amnoaunud v 80 mg aropsacTaTuH, NOKa3BaT, ye
(hapMakOKHHETHKATA Ha AMJIOIHUIIMH € HENPOMEHEHA MPH €AHOBPEMEHHOTO NpUAAraHe Ha
nekapcreata. He e ycraHoBeH edekT Ha aMnoaunuH BbpXy Cmax Ha aTopBacTaThH, HO AUC Ha
aropBactaTuH € 6una ysenuvena ¢ 18% (IC oo, [109-127%]) B npuchCeTBHETO HA aMTOAMNIHH.

He ca nposexxaanu uscneapadus ¢ KAIYET u apyru nekapctsa, HO ca IpoBe€HH NMPOYUYBaHUA ¢
OTACTHUTE KOMNOHEHTH, AMIOAMITHH Y ATOPBACTATHH, KAKTO € OMHCAHO NO-A0Y:

BianuMoaeHcTBUA, CRbP3aHU C aMAOANTIHH

Henpenopvuumeana kombunayus

Hanmponen (ungpyzus)

[Ipn x)xuBoTHM ca HabnoaaBaHMU AeTanHa kamepHa ¢ubpunalua ¥ CbpAeYHO-CbIOB KONAIC, CBbp3aHH
C XHIIePKATUEMHA, Clell APUNoAKEeHHEe HA BeparaMul U 1aHTpoNieH (MHTpaBeHO3HO). [lopaau puck ot
XHIePKATUEMHUA CE NMPENOPbUBA €IHOBPEMEHHOTO NPUIIOKEHHE HA OJIOKEPU HA KATLMEBUTE KAHAH,
KaTO aMMOAMUIHKH, 1a ce n304rsa npu nauMeHTH, HyBCTBUTEIHH HA 3JI0KA4YeCTBEHA (MATMrHEHA)
XUNEPTEPMUS M NpKH HEHHOTO oBnaasaBaHe. 1o ekcTpanonauns KOMOMHUPAHETO HA AMJIOAMITHH H
NaHTpOJIeH TpaOBa aa ce u3barea (BXx. Touka 4.4).

Kombunayuu, uzuckeqauju nosuwuieHo HUMAanue

baxnoghen
3acunBaHe Ha AaHTUXHUNEPTEH3IUBHUA ePpeKT. MOHHTOPHpAHE HA APTEPHAITHOTO HANAraHe U

KOpPUrUpaHe Ha 103aTa HA AHTUXUMEPTEH3IUBHOTO IEKAPCTBO, aKO € HeoDXOAUMO.

CYP3A4 unxubumopu
EanoBpemeHHaTa ynotpeda Ha aMA0OAHNHH €bC CHAHU WK yMepeHH CYP3 A4 nuxuburopu

(npoTtea3Hu UHXHOHTOPH, a30A0BH NPOTHBOILOMHHH, MAKPOJIMAMN KATO EPUTPOMHMLHH HIIH
KJapUTPOMHLMH, BEpanamuil Wiy JAWiTHa3eM) MOraT 1a A0BeJaT A0 3HAYMUTETHO [TOBUILABAHE HA
EKCMO3ULHATA HA aMITOIMITUH, KOETO A4 NOBUIUU PUCKA OT XMOOTOHMA. KNMHNWYHATA 3HAYMMOCT Ha
Te3u (hapMaKOKHHTETHYHH NPOMEHH MOXE [a € NMo-U3pa3eHa NpH NalKeHTH B CTapuecka Bbapact.
Monce xa ca HeOBXOAMMM KIMHUUHO NpPOC/easBaHe ¥ KOPUIrUpaHe Ha J03aTa NPH TE3H NMAaLHUEHTH.

CYP3A4 unoyxmopu
ITpu eAHOBpEMEHHO NPHAOKEHHE Ha U3BECTHU MHAYKTOpH Ha CYP3A4 nnasmenara

KOHLIEHTPaUMUA Ha aMJIOAMITMH MOXeE da Bapupa. [lopaau ToBa KpbBHOTO HAJAraHe
ce rpocneassa U aa ce oOMKUCIM aganTypaHe Ha 403aTa KakTo 10 BpEMe, TaKa U ¢
eAHOBpeMEHEH npHeM, ocobeHo cbe cuniu CYP3A4 unayktopu (Hanp. pudamnu
KaHTapHOH).




He ce npenopbysa 11pUN0KEHHETO HA aMJTOJIHITHUH € TpedndpyT UK CbC COK OT rpefndpyT, Tbit KaTo
OHOHANTHUHOCTTA MOXKe [1a Ce NOBULUK NPH HAKOMW NALIMEHTH, KOSTO Aa AOBEAE A0 3acHiiBaHe Ha
AHTUXUNEPTEH3IUBHUTE EPEKTH.

EdexTy Ha aMI0AWNMH BbPXY APYrK NEKAPCTBEHKU MPOAYKTH

EdekTHTe Ha NOHKWXXABaHE Ha KPbBHOTO HANAraHE Ha aMJIOJIUIHAH CE HAC1arBaT KbM NOHMKaBaLIHUTE
KPBBHOTO HansaraHe eheKTH Ha APYrH JIeKapCTBeHH NPOLYKTH ¢ AHTUXUIEPTEH3UBHU CBONCTBA.

Takponumyc

CrolilecTBYBa PHCK OT MOBHULIEHHU HUBA HA TAKPOJIUMYC B KPBBTA NIPH €AHOBPEMEHHO TIPHIOXKEHHE C
AMIOAMNMNHKH, HO (AapMAKOKHHETHHHHAT MEXAHH3IBM Ha TOBA B3aMMOIEHCTBHE HE € HAMMBJIHO M3BECTEH.
3a na ce u3berne TOKCHYHOCT C TAKPOJIMMYC, NPUNOKEHUETO HA AMNTOQUIHH MPHU NALIMEHT HA
neveHue ¢ TaKponuMyc, H3UCKBA NpocieAsBaHe HA HUBATA HA TAKPONMMMYC B KPbBTa W IPOMSAHA Ha
J03aTa Ha TAKPOJNIUMYC, MpH HEOOXOAMMOCT.

Huxubumopu na npomeun, mapeemen 3a panamuyun (imTOR)

Unxnbutopure ha mTOR kato cupoauMyc, TeMcHponuMyc U eseponumyc ca cybctpat Ha CYP3A.
AmaoaunuH € cnab nuxubutop Ha CYP3A. [lpn enHoepeMmeHnaTa ynotpeba Ha mTOR unrxubutopu
aMJIOIMTITHH MOXeE Ja NoBuLlKM excnosuuuaTa Ha mTOR uHxuburopure.

B xJiMHH4YHM npoyuBaHKUs 3a JIEKAPCTBEHH B3aAUMOACHCTBURA aMIOAUNUH He [OBJIMABA
(hapMaKOKHHETHUKATA Ha ATOPRACTATHH, AUTOKCHH MK BapdapKH.

KomOGuHauuu, kouto Tpadea aa ¢ce UMAaT npeaBua

Angha-1 broxepu @ yporozuama (npazo3un, arQy3o3un, 00KCA303uH, MaMCYRO3UH, MEPA303UH)
YcunsaHe Ha XHNOTeH3MBHHS ehekT. PMCK OT Texika OpTOoCTaTUHHA XUNOTOHUA.

Amuchocmun
YcunpaHe Ha XMNOTEH3WBHUA €(eKT OT rNpubaBaHe Ha HEXeENaHH eDeKTH.

HmMunpamunosu anmuoenpecanmu, Heepoaenmuyu
AHTUXUNEPTEHINBEH €(eKT U MOBUIUEH PHCK OT OPTOCTATUYUHA XUOTOHHUSA (AAMTHBEH €EKT).

bema-6aoxepu npu cepoeuna nedocmamvurocm (bu3onpo.10a, Kapeeou1o.a, MeMonpoo)

PUCK OT X¥NOTOHHUA U ChpPACHHA HEAOCTATBYHOCT NPH NALMEHTH C JITATEHTHA KU HEKOHTPONHpaHa
CbhpACHHA HEAOCTATBYHOCT (in Vifro HETATUBEH MHOTPOMNEH €(PEKT HA AUXUAPONHPHAHHUTE, Pa3iMyHO
32aBHCHM OT NPOAYKTHUTE, KOWTO MOXKe 1a YCH/IM HEraTUBHUTE UHOTPONHH edexTH Ha beTa-
Onoxepute). Hasinuneto Ha neuvenve ¢ 6eTa-0/10KepU MOXKe 1a HaMali 40 MUHAMYM pedniekcHaTa
CAMNAaTHKOBA peakLiMs, 3aACHCTBAHA B CTy4HaH Ha NPEKOMEPHO XEMOAHHAMHYHO BL3ACHCTBHE.

Kopmukocmepouou, mempaxozaxmuo
HamaneHue Ha aHTUXUNEPTEHIUBHUA edeKT (€DEKT Ha 3aabp)KaHe HA BOLA W HATPHH NpH

KOPTHKOCTEPOURUTE).

Jlpyeu anmuxunepmeH3ugHy 1exapcmea
ENHOBpPEMEHHOTO NMPKHIAraHe Ha aMNOAMITHH C APYro aHTHUXUNEPTEH3IUBHO NekapcTeo (beta-Onokep,
6Jaokep Ha aHrHoTeH3uH I, anypetnk, ACE-HHXHOUTOP) MOXKE Aa YCHUIIN XUNOTEH3UBHUA e eKT Ha
aMNOAUNHH. JleueHre ¢ TPUHUTPAT, HUTPATH KWW APYTH Ba3oanaaTaTopH Tpsabea aa Obae

BHUMATENHO OOMMCIIEHO.

Cunoernagun
Eavnuuna no3a ot 100 mg cunaeHadun NpyU NaLUEHTH C €CEHLIHANHA XUIIEPTOH
BLPXY (PapMAKOKHHETUUHHUTE MapaMeTpH Ha aMaoaunuH. Ipyw xoMOMHMpaHo u3



aMJIOAMIIHH W CHNAEHAad WA, BCAKO CPEACTBO 0Ka3Ba HE3ABUCHUMO cOOCTBEHHS CH e(DEKT, MOHNKABALIL
KPBLBHOTO HallsraHe,

L{uxnocnopu |

He ca npoBexxAaHW NpPOy4BaHH 33 NEKAPCTBEHH B3aMMOAEHCTBUA MEXKAY LIMKONOCTIOPHH U
AMNOJAMITHH NPH 30paBy 106pOBONLM MM APYTU NONYIALMM, C U3KINKOYEHHE HA TAKKWBA NpPH
natueHTH ¢ O6p0peuHa TpaHCIIaHTaLMs, MPH KOUTO ce HaOnIoAaBa NPOMEHNUBO NOBUILEHHE (CPEIHO
ot 0% no 40%) Ha Hail-HMUCKaTa KOHLIEHTPaliMA Ha LMKIOCNOpHH. M3ncKBa ce NOBHILIEHO BHUMAaHKE
[Npy MOHUTOPHUPAHE HUBATA HA UMKIOCMOPHH NpPU NAUMEHTH C OBOpeuHa TpaHcnIaHTaALMA, KOWTO ca
Ha fIeYEeHHUE C aMIOAUINHH, @ HAMAIABAHETO HA A03aTa Ha UMKAOCTIOPHH TpAGBa cTaBa Npu
HEOOXOUMOCT.

an H3CAeBaHE Ha B3aUMONEHCTBUATA € NOKA3aHO CbLO, Y€ CHMETHIAHUH, ATOpPBACTATHH,
M}’MHHHEBH/M&FHEBHGBH COJIM H AHTOKCHH HC T1OBJIMABAT CI)EIPMEIKOI(HHETHI{HTEI Ha aMIOINIMHH.

EdekT Ha ApYry N€KapcTBEHH NPOAYKTH BbPXY aTOPBACTATHH NPH €AHOBPEMEHHO NpHIAraHe
ATopracTaTHl ce MeTadoau3npa ot uutoxpom P450 3A4 (CYP3A4) v e cybeTpar Ha
HEpHOAPOOHHTE TPAHCTIOPTEPH U HA NOJUNENTHAUTE, TPAHCNIOPTHUPALLM OPraHMYHY aHHOoHHW 1Bl
(Organic anion-transporting polypeptide 1B1, OATP1IB1) u 1B3 (OATP1B3). MetabonuTHTE Ha
atopsacTaThH ca cybctpaty Ha OATP1BI1. YcTaHOBeHO € CbhUO Taxa, Y€ aTOpBAcTaTHH e cybeTpaT
Ha e(JIYKCHHUTE TpaHcriopTepy Ha P-ramkonporenH (P-gp) ¥ Ha npoTenHa Ha pe3UCTEHTHOCT Ha paka
Ha rbpaaTta (Breast cancer resistance protein, BCRP), kouTo Moxe 1a orpaHHYaT 4peBHaTa
abcopOuns M HITbYHUA KIUPBHC Ha aTOpBacTaTHH (BXK. To4YKa 5.2). CbNbTCTBALLOTO fpHUiaraHe Ha
NIEKApCTBEHHU NPOAYKTH, KOMTO ¢a HHXHUOUTOpH Ha CYP3 A4 unu Ha TpaHCTIOPTHHUTE NPOTEUHU, MOXKeE
Aa JROoBede N0 MNOBUIUEHU NAa3MEHH KOHLIEHTpalUMy Ha aTOPBAaCTaATUH U MOBULUEH PUCK OT MHOMATHUS.
PyUcKkbT MOXKE CBILO Ja Ce [TOBULLUH MPH €JHOBPEMEHHO NpHIaraHe Ha aTOPBACTATHH C ApPYrH
NIEKApPCTBEHU NPOAYKTH, NMPUTEKABAaLK NOTEHLHMAN Aa MHAYLMpPAT MUONATHA KaTo pubpatu U
e3eTHMUD (BK. TOukU 4.3 1 4.4).

Huxubumopu na CYP3A4

YcTaHoBEHO €, ye MOLLIHHTE HHXHOHTOpU Ha CYP3 A4 BoasT 10 3HAYMTENHO NOBHILIABAHE Ha
KOHUEHTpaLUuuTe Ha atopBacTaTuH (Bx. Tabauua 1 u noapoGHara HHGoOpMaLIUs NO-A0Ny).
EnHoBpeMEHHOTO MpunaraHe Ha MolHHU HHXUOHTOpH Ha CYP3A4 (Hanp. UMKITOCNOPHH,
TENUTPOMHULHUH, KINAPHTPOMHULIMH, ACNABUPAHH, CTHPUIMNEHTO/1, KETOKOHA30J1, BOPHKOHA30II,
UTPAKOHA30J1, NO3aKOHA30/, HIKOW aHTUBMPYCHH CpeCTRa 3a jeucHue Ha xenatut C (HCV) (Hanp.
enbaceup/rpazonperup) v Ha v HIV npoteasnn MHXHOHTOPH, BKIKOUYHTEIHO PUTOHABHP, NONHHABUP,
aTazaHaBUP, HHAUKABHP, NAPYHABHUP U Ap.), TpaOBa na ce n30srBa, ako € Bb3MOKHO. B cnyyau,
KOraTo €1HOBPEMEHHOTO fipUiaraHe Ha Te3W NEKapCTBEHH NPOAYKTH C aTOPBACTATHH HE MOXKE Aa Ce
u3bere, TpabBa na ce OOMHUCIAT NO-HUCKKA HAYalHa U MAKCUMAaJTHA A03M aTOPBacTaTHH.
[IpenopbuBa ce ¥ NOAXOAALLO KIMHUYHO Npocheassade Ha naudeHTuTe (BK. Tabnuua 1).

YMepend iHxubutopu Ha CYP3A4: (Hanp. epuTPOMULKH, AUTHA3EM, BepanaMui ¥ J1yKOHa30.)
MOTaT a NOBHIUAT NNa3sMeHuWTe KOHUEHTpauuu Ha atopBactaTud (Bx. Tabnuua 1). HabnwoaaeaH ¢
NOBHILEH PUCK OT MHONATHA NpU ynoTpeda Ha EPHTPOMULMH B KOMOHUHALIMA CbC CTATHHH,
[TpoyuBanus Ha B3aMMOAEACTBHATA, OLIEHABALIHN €PEKTUTE HA aMHOJAPOH HITH BEparaMuil BbpXY
aTOPBACTaTHH He ca npoBexaaHu. M3BecTHO e, ye KaKTO aMUOApOH, Taka U BepanaMnii HHXHOUpar
aktuBHOCcTTa HA CYP3A4 4 eJHOBPEMEHHOTO UM NpUNAaraHe ¢ aTopBacTaTUH MOXe aa JoBede 10
NOBUILEHA CHCTEMHA KCNIO3KLMsA Ha aTopBacTaThH,. flopaau ToRa NpH eAHOBPEMEHHO TpHUNaraHe ¢
ymepeHH HHXHOHUTOpH Ha CYP3A4 Tpabpa na ce 0OMHCIM MO-HHCKA MAKCUMATIHA J03a aTOPBaCTaTUH
1 ce MpenopbyYBa NOAXOAAUO KIKHHYHO fpocieasBaHe Ha nauyeHTa. [Ipenoprusa ce noaxoastuo
KAWHUYHO NpocieaspaHe B HA4YaN0TO Ha TEpanuaTa WK NpH NpOMAHA Ha jJ03aTa Ha MHXUOUTOpa.

Huoyrkmopu na CYP3A4
EAHOBPEMEHHOTO NpHiiaraHe Ha aTOPBAaCTAaTHH C HHAYKTOPHU Ha udtoxpom P450 3
edaBupeHL, pUPaMIULMH, XKBIT KAHTAPHOH) MOXE Ja A0BEE A0 BAPHABUNHO N
njla3MeHWTe KOHLUEHTpallMK Ha aTopBacTaThH. Ilopann ABOHHOTO B3aMMOAEHCTB
(MHAYyKumMA Ha UUTOXpOM P450 3A M HHXHOHUKMA HA XENATOLMTHHA TPAHCIOPTEH



obparxo noemave OATPIB1), ce npenoptuBa npunaraHeTo Ha aTOPBACTATHH U pUdaMNULIHH Na
CTaBa eAHOBPEMEHHO, Thit KaTo 3a0aBEeHOTO NpUIaraHe Ha aTOPBACTATHH CJIEA NPUIATAHETO Ha
pu(aMnULKH CE CBBLP3Ba ChC 3HAUMTENTHO MOHUAKEHME Ha MJIa3MEHHTE KOHLIEHTPALIMK Ha
aTopBacTaTHH. Bbnpeku ToBa ePeKTsT Ha pHdaMNULUMH BbPXY KOHUEHTPALUUUTE Ha aTOPBACTATHH B
X€MNaTOUMTUTE € HEYCTAHOBEH U aKO €AHOBPEMEHHOTO TpUiiarate He MOXKe a ce u3derue,
nauueHTUTe TpAOBa BHUMATEIHO [1a C€ Npoc/eNsraT 3a e(pUKACHOCT.

Huxubumopu na mpancrnopmepuime

MHXHUOUTOPHUTE HA TPAHCMOPTHUTE NPOTEHMHW MOTAT [a NMOBULLIAT CUCTEMHATA HAIHYHOCT Ha
aTOpBacTaTUH. LIMKNOCTIOPUH U TIETEPMOBHP ¢a HHXHOUTOPH Ha TPAHCNOPTEPHUTE, BKIKYEHH B
eMMHUHUpaHeTO Ha atopeactaTuH, Hanp. OATP1B1/1B3, P-gp u BCRP, koeTo Boiu a0 noBuilieHa
CUCTEMHA HAIMYHOCT Ha aTopBacTaTHH (Bxx. Tabnuua 1). Edexrst oT HXHOUpPaHETO Ha
TPaHCTIOPTEPHTE HA XENMATOUMTHOTO 3aXBalllaHe BbPXY HATKHHOCTTA Ha aTOPBACTATHH B
XeaTOUUTHTE € HEU3BeCTeH. AKO €IHOBPEMEHHOTO NpHJIaraHe He MOXE J1a ce U3DerHe, ce
Npenopb4sa NOHKWKABAHE HA A03aTa U KIMTHHUUHO HabnoaeHue Ha edpexTure (Bxk. Tabnnua 1).

YnoTtpebaTta Ha aTOpBACTaTUH HE CE NPENOPBUBA NMPH NALKUEHTH, NPHUEMALLU NETEPMOBHUD
€AHOBPEMEHHO € LIMKIOCTIOPHUH {BXK. Touka 4.4).

I'emghubposun/npouzsoonu Ha pubpuroeama KuceIuHa

Ynorpebara Ha pubpartH, cama no cede CH, MOHAKOra Ce CBLP3BA C MYCKYJIHH NPOABH, BKJIKOUYHTENHO
pabaoMuonuiza. PUCKBT OT Te3H NposiBU MOXKE Ja ce MOBULLM PU eHOBpeMeHHA yroTpeba Ha
¢ubpaTi ¥ aTopBacTaTHH. AKO €AHOBPEMEHHOTO IpUiaraHe He Moxe aa ce usdberne, Tpabpa aa ce
M3MON3Ba Hail-MankaTa A03a aTOpPBacTaTHH, HeoOXoauMa 3a AOCTUraHe Ha TepanesTHveH eQekT U
nanHeHTuTe Tpadsa na ce npochieassar (Bx. Touka 4.4).

Ezemumut

Vnorpebata Ha e3eTUMHUO, cama Nno cebe M, ce CBBP3Ba ¢ MYCKYJTHU MPOABH, BKJIKOUHUTENTHO
pabaomuonusa. ETo 3auo pHcksT OT Te3M ChbOUTHA MOXKeE fla Ce NOBHULLH NPU €AHOBPEMEHHA
ynotpeba Ha ezeTuMub u atoppactaTvH. [Ipenopbyusa ce NOAXOAAUO KIKHHUYHO NPOC/IEAIBAHE HA

TE3H MNaLMEHTH.

Konecmunon
[InasMeHHTE KOHLIEHTPpallHY Ha aTOPBACTATHH W HETOBUTE AKTHBHU METAOONMTH C& OMITH MO-HUCKH
(CHLOTHOLLEHHE HA KOHLIEHTpaLKUATa Ha aTopBacTaTHH: (0,74), KOraTo KOJECTUION € NpUiaraH

€/IHOBPEMEHHO ¢ aTopBacTaTHH. EQekTbT BbpXy nunuaute obaue e Sun no-uspasenH npu
eJHOBPEMEHHOTO TNpUiaraHe Ha aTOpBacTaATHH U KOJIECTHUIION, OTKOJIKOTO MPHU CAMOCTOATEMTHOTO
NPUII0MKEHHE HaA ABETE JIEKAPCTBA.

Dy3U006A KUCEAURA

PHUCKBT OT MUONATHSA, BKIKOUYHUTETHO pabaoMuonu3sa, Moxke [a ce [OBHILLUH I1pH eAHOBPEMEHHO
CUCTEMHO NPUITOKEHUE HA (PY3UAOBA KHCEHHA CbC CTATHHW. MEXaHU3MBT Ha TOBA B3aUMOJEHCTBHE
(bapMakoAHHAMUYHO HITH (hPapMaKOKMHETHYHO) BCe owle He € uiBecTeH. CboblueHu ca cnyyan Ha
pabaomuonu3a (HAKOU OT KOHTO (aTaiHy) NPH rMauMeHTH, NoAyYaBalliy Ta3H KOMOHUHALNS,

Axo e HeoOx0aMMO nedeHHre ¢ By3HI0Ba KUCEJIMHA, TEpaNUATa ¢ aTOPBAacTATHH TPA0Ba Aa ce cnpe 3a
LleNnKsa nepuoa Ha neseHne ¢ py3uaosa kucenuna (Bx. Touka 4.4).

Koaxuyun
Bbnpeku ue He ca npoBeXAaHU NIPOYUBAHUA 34 B3aUMOAEHCTBHE C aTOPBACTATHH H KOJIXHLHH, Ce

cbob111aBa 3a CAy4YaHd Ha MHUOMNATHA MPH €AHOBPEMCHHO [TPHNArane Ha aTopBacTaTHH C KO

Llanmomuyun
CpobiaBaHu ca cliydyad Ha MUONAaTHSR W/ KW pabaoMUONIN3a NPH €IHORPEMEHHO
HMG-CoA peayktazHu HHXHOWTOpH (Hanp. aTopBacTaTHH) K ZaNTOMHUMH. AKO
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pUAoKeHHe He MOXKe Aa Obie H3berHaTo, ce NpenopbyBa NOAXOAALLO KIMHHYHO NpocheasBaHe (Bxk.
TovKa 4.4).

EdekT Ha aTOpBACTAaTHH BbPXY APYrH JEKAPCTBEHU MNPOAYKTH MPU €IHOBPEMEHHO NPUIALaHe

Hueoxcun

Korato MHOFOKpaTHH A03M AMIOKCHH U 10 mg aTopBacTaTHH ca NpHaaraHu €1HOBPEMEHHO,
CTALMOHAPHHTE KOHLIEHTPALMHM HA JUIOKCHH €a C€ NOBULINNH Jieko. [TauuenTuTe, npuemainu
JUTOKCHUH, TpAOBa aa ObAAT NOAXOAALLO NPOCEAABAHH.

[lepopannu xonmpayenmueu
EAHOBpEeMEHHO NpHnaraHe Ha aTOPBacTaTHH C NEPOpaieH KOHTPALENTUB NPelH3BUKBa NOBUILEHHE
HAa MIA3MEHKTE KOHLIEHTPALUKY HA HOPETHHAPOH M ETHHHUIIECTPATHON.

Bapdapun

B KIMHHYHO NpOoYy4BaHe NpH NaUMEHTH HA XPOHHYHA Tepanus ¢ BapdapHH, €AHOBPEMEHHOTO
NpHAaraHe Ha aTopBactaTuH 80 mg AHEeBHO ¢ BapdapHH € NPpeIH3BHKAN0 HE3HAYHUTENHO NOHWIKEHHE
OT OKOJ10 1,7 cexyHAH Ha NpoTpoMOUHOBOTO BpeMe Ape3 MbPBUTE 4 AHW HA NIPHEM, KOETO CE €
BbpPHA/IO KbM HOPMA B paMKHTE Ha 15 NHH OT Ha4a/0TO HA TEparusiTa C aTOPBAaCcTaTHH. Bbrpekn ue
MHOI0 MAJIKO Cy4YaH Ha KNIMHHUYHO 3HaUMMH B3aHMMOAEHCTBHUA C aHTUKOATrYJIaHTH ¢a CbOOLLABaHH,
npoTpoMOHHOBOTO Bpeme TpaOBa a ce Onpeaeny npeau 3anouBaHe Ha aTOPBACTATUH MPH MALMEHTH,
nMpUeMatil¥ KyMapHHOBK aHTHKOAryl1aHTH W AOCTATBbYHO YECTO B HAYalOTO Ha TEpalUATa, 3a Aa €
CHMI'YpPHO, Y€ HAMA 3HAYUMH NMPOMEHH B TO3M nokasaTten. Beanwx ycraHOBeHO cTabHHO
MpOTPOMOKHOBO BpEME, MOHHTOPUPAHETO HA TO3M NOKa3aTeN MOXKE 1a cTaBa Ha obryaiiHuTe
HHTEPBANH, NPENOPBLUYUTE/IHH 3@ NALUEHTUTE HA KYMApHHOBH AHTHKOAryJaHTH. AKO 103aTa Ha
aTopBacTaTHH Ce POMEHH HIIH CE NPEKPATH MpHEMa, TpAOBa Ja ce MOBTOPY ChLUATa Npoueaypa.
TepanusTa ¢ aTOpBacTaTHH He € CBbP3aHa C KbPBEHE HIIM C NPOMEHH B NPOTPOMOHHOBOTO Bpeme NpH
NaLUMEHTH, HENPHEMALLIY AHTHKOATY/IAHTH.

Tabsvua 1: EdexTy Ha eAHOBPEMEHHO NMpHaaraHy JEKAPCTBEHH NMPOAYKTH BbPXY
dapMaKOKMHETHKATa Ha aTOPBACTATUH

EaHOBpeMeHHO nipunaraH ATOpBacTaTUH

JIEKAPCTBEH NPOAYKT Y CXEMa Ho3a (mg) CootHowieHune | KnuHnvna npenopnka”
Ha Npuiarase Ha AUC%

['nexanpesup 400 mg Beauwx | 10 mg BeHDBK 8,3 EAHOBpEMEHHOTO
aHesHo/nubOpenTtacenp 120 mg | AHEBHO 32 7 AHW [pHNaraHe ¢ NPpoAyKTH,
BEAHDBLK AHEBHO, 7 IHH ChAbLPKALLM MEKaNnpeBUp

MK NUOpeHTacBHUp, €
NPOTHBOMNOKAa3aHO (BXK.

Touka 4.3).
Tupnadasup 500 mg nea nbtH | 40 mg Ha neH 1, 9.4 Korato ¢ AIHOBpEMEHHOTO
aHeBHO/ PutoHaBup 200 mg 10 mg Ha aeH 20 npuaaraHe ¢ aToOPBacTaTHH
ABa NbTH AHEBHO, 8 AHH (OT e HeoOXOUMO, He
aeH 14 po 21) npesuwapaire 10 mg
Tenanpesnp 750 mg, npes 8§ 20 mg, enHuy4Ha | 7,9 aTOPBACTATHH JHEBHO.
yaca, 10 oM 1034 [IpenopbuBa ¢& KIMHHUYHO
LiuxsiocnopuH 5,2 mg/kg/neH, | 10 mg BeaHbK 8,7 npocneaaBaHe Ha TE3H
NOCTOAHHA 1032 AHEBHO 33 28 AHU NaUNEHTH.
Jlonnnasup 400 mg npa nbTH 20 mg BeAHBK 5,9 Hama cneumnaiHm

aHeBHO/ Putonasup 100 mg JIHEBHO 32 4 JIHH
JiBa MbTH AHEBHO, 14 aHHK
Knaputpomuuun 500 mg nea 80 mg BeaHBXK 4,5

N'bTH AHEBHO, 9 OHH NHEBHO 34 8 AHMU
CaksuHasup 400 mg aga nbTv | 40 mg BeAHBX 39
nHesHo/ PuroHasup (300 mg JAHEBHO 3a 4 IHH

IBa MbTH AHEBHO OT AHU 5-7,
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E1HOBpeMEHHO npuiarad
JIEKapCTBEH MPOAYKT U CXEMa

ATOpBacTaTHH

Jlo3a (mg)

CbhbOTHOWEHUe

Kinunuuna npenopbka®

Ha NpuaraHe Ha AUC*

nosuteH Ao 400 mg nea nbry cbeabpxa 10 mg

AHEBHO Ha AeH &), 11y 4-18, 30 aTopBaCTATHH.

min ciea A03aTa Ha

aATOpPBACTATHH

Hapynasup 300 mg nBa nuTH 10 mg peaAHDBK 3,4

anesHo/PutoHapup 100 mg asa | aHepHO 33 4 AHM

NbTH JHEBHO, 9 OHH

HUtpakonazon 200 mg a4esHo, | 40 mg eaMHuuHa | 3,3

4 AuM no3a

dozamnpenasup 700 mg nea 10 mg BeaHbXK 2,5

MbTH AHEBHO/ PUTOHABHP JHEeBHO 3a 4 IHH

100 mg aga nbTH AHeBHO, 14

OHM

Mdo3amnpenasnp 1400 mg asa | 10 mg BeaHbK 2,3

NbTH AHEBHO, 14 AHU QHEBHO 3a 4 AHH

Enbaceup 50 mg BenHbkK 10 mg eauanuHa | 1,95 Jlo3aTa Ha aTOpBacTaTHH

nHesHo/rpasonpesnp 200 mg no3a He TpabBa oa npeBULIABa

BEAHDXK AHEBHO, 13 OHHK NHEBHA 103a oT 20 mg npu
€HOBPEMEHHO NpUiaraHe
Ha MPOAYKTH, CbAbpXKaLlK
enbacBup Hiu
rpasonpesup.

Jletrepmosup 480 mg BeAHBIK 20 mg eauHuuHa | 3,29 Jlozata Ha aTopBacTaTHUH

AHEBHO, 10 AHH no3a He TpabBa na npepvilaBa
AHEBHA 1032 OT 20 mg npw
€IHOBPEMEHHO fIpunaraHe
Ha MPOAYKTH, CbAbpKallX
JIETEPMOBHP.

Henduuasup 1250 mg asa 10 mg BeaHDBX 1,74 Hsama cneuuanHu

NbTH AHEBHO, 14 AHU OHEBHO 3a 28 AHU NPENOPBLKH.

Cok ot rpeiingpyT, 240 mL 40 mg eaunuuHa | 1,37 He ce npenopwuBa

BEAHDBXK JHEBHO™ no3a €lHOBPEMEHHHUSR NpHUEM Ha
roNeMu KOJHUYeCTBa COK OT
rpenndpyT U
aropBacTaTHH.

Huntnasem 240 mg BeaHDBK 40 mg eadHuyHa | 1,51 CJsien 3anousaHeTo Ha

AHEBHO, 28 AHU no3a TEpaNUATa UK CIEA
NpoMAHa Ha A03UPOBKATAa
Ha AWUITHA3EM, CE
NPEnOPbYBA KIIMHUYHO
npociaenaBaHe Ha
MALlMEHTHTE.

Epurpomuuntk 500 mg detupu | 10 mg eauHuuna | 1,33 IlpenopbuBa c€ KNMHHUYHO

MbTH AHEBHO, 7 AHM n03a npocnensaBaHe Ha TE3U
MALIMEHTH.

IInmerrany 300 mg vetrpu 10 mg BeaHBXK 1,00 Hama cneunantu

MbTH OHEBHO, 2 CEAMHULIM AHEBHO 32 2 MPEMOPbKH.

CeAMMLH
Konectunon 10 g a1Ba nbvTH 40 mg BeAHBK 0,74%** Hama cnenu
AHEBHO, 24 ceAMNALMU JHEBHO 3a 8 npenopbKY
ceAMHLUH
AHTHALIUIHA CYCTICH3UHA, 10 mg BeaHBXK 0,66

ChbAbpxalla MarHc3mce H

AHEeBHO 3a 15 aHM
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EnHoBpeMEHHO npHiiaraH ATOpBacTaTHH

NieKapcTBEH MPOAYKT U ¢xeMa | Jloza (mg) CwotHouienue | Knunuuna npenopnka®

Ha npuJiaraHe Ha AUC*

aNyMHUHUEB XMAPOKCHIH, 30 ml

YETUPH IMBTH AHEBHO, 17 AHH

Edaupery 600 mg BeaHBbK 10 mg 3a 3 nH#M 0,59 Hsama cneunanuu

JHEBHO, 14 nHHK NPENOPBKH.

Pudpamnuume 600 mg seaHbxk | 40 mg equnuuna | 1,12 AKO €IHOBPEMEHHOTO

AHEBHO, 7 NHHW (€AHOBPEMEHHO | A03a NPUNOKEHHE HE MOXKE Ja

[PHJIOXKEH) ce u3berHe, ce npenopbBa

Pudamnuumuyd 600 mg seaubxk | 40 mg ennduyna | 0,20 KIIHHUYHO nNpociieaaBaHe

JIHEBHO, 5 AHU (103M 1034 Ha MalHeHTUTE.

| pa3icNeHHU BbB BPEMETO)

["emdubposun 600 mg nea 40 mg enuumuna | 1,35 [lpenopbupa ce KNUHHUYHO

[TbTH AHEBHO, 7 AHM a03a MpocaeaaBaHe HA TE3M
NMalUEHTH.

Denopndpar 160 mg BeaHDK 40 mg equunyHa | 1,03 [Ipenopbusa ce KIIHHUYHO

OHEBHO, 7 AHH 034 poCieasBaHe Ha TE3N
MalUEHTH.

bouenpesup 800 mg Tpy metH | 40 mg 2,3 [Ipenoptbusa ce NO-HUCKA

NHEBHO, 7 AHU eAMHHYHA 0034 HaYyallHa 1034 H KIIMHWYHO
[MPOCEAABAHE NPU TE3M
nauuedTH. [lolaTta Ha
aTOPBACTATHH NpPH
€JIHOBPEMEHHO
NPUNOKEHHUE ¢ Douenpesup
He TpabBa na HaJBHLARA
20 mg aHesHo.

&

*

[IpeacTaBigaBa CbOTHOLUEHHWE MEKY JleHeHHUATA (JIEKapCTBEH NPOAYKT, MPUAarad €IHOBPEMEHHO
C aTOPBACTATUH, CNPAMO CAMOCTOATENIHO NPUIIOXKEHHUE HA aTOPBACTATHH).
Baxk. Touku 4.4 1 4.5 3a KTMHHYHATA 3HAYUMOCT.
Cohabpka €Ha MK NoBeye CbCTaBKU, KOUTO HHXNOHpaT CYP3 A4 1 Morar Ja noByllar

[J1a3MEHHUTE KOHLEHTPAlUWK Ha NEKAPCTBEHH NMPOAYKTH, KOUTO ce Metabonniupar ot CYP3 A4,
[TpuembT Ha enHa yama 240 ml cox ot rpendpyt cblO BoAK A0 noHxasaHe Ha AUC ot 20,4%
33 AKTUBHHA OPTOXHAPOKCH MeTabOoaHT. ['oleMH konuwecTea cok oT rpedndgpyT (Han 1,2 | aHeBHO
3a 5 aHY) nouwnaea AUC Ha atopBactaTtvH 2,5 nbTi 1 AUC Ha aKTUBHHUTE CHCTABKH

(aTopBacTaTUH U MeTabONUTH).

*  (CroTHOLWEHHE, H3UKCIIEHO Ha DalaTa Ha eauHUYHA npoba, B3eTa 8-16 Y. cnen go3ara.

Tabnamua 2: Edext Ha aTopBacTaTUH BbpXY GapMakOKHMHETUKATA HA €JHOBPEMEHHO fIPHUAQKEHH

JI

€KapCTBEHU NMPOAYKTH

EAHOBpPEMEHHO MPHIOKEH JEKAPCTBEH MPOAYKT

ATtopBactaTvH | JlekapcteeH npoaykt//o3a CrvoTHOweHue | KnMHUYHU NpenopbKu
M CXeMa Ha (mg) Ha AUC*
npujarase
80 mg seaHbxk | Jurokcut 0,25 mg BeaHBK 1,15 [TaunenTH, npUeMallm
nHeBHoO 3a 10 IHEBHO, 3a 20 aHu AUTOKCHH, TpaOBa na 6baar
OHH BHHUMAaTE/JIHO NPOCAeAsBaHH.
40 mg segHbXK | [lepopanHu KOHTpaUENTHBH 1,28 HsMa cnenyanHy npenopbKH.
OHEBHO 3a 22 BeHBLXK JHEBHO, 3a 2 MeceLia 1,19
ITHH - HOPETUHIPOH | mg

- eTUHHUIecTpaauon 35 ug
80 mg eanvxk | * denazoH, 600 mg eaunuyya | 1,03

AHEeBHO 3a 15
NHH

A03a
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EAHOBPEMEHHO MPHIIOKEH NEKAPCTBEH NPOAYKT
ATopsacTtaTHH | JlekapcTaeH npoaykT//o3a CrhorHoweHHe | KNUHUYHY NpenopbKH
U CXEMa Ha (mg) Ha AUC*
npUJaraHe
10 mg Tvunpanasup 500 mg apanety | 1,08 Hama crieunaliiu npenopbKH.
€IMHHYHA aHesHo/puToHaBup 200 mg aBa
n03a NMbTH ZHEBHO, 32 7 AHM
10 mg Beannx | Qocamnpenasup 1400 mg aga | 0,73 HsaMa crieqnaiHy npenopLKM.
NHEBHO 3a 4 NbTH OHEBHO, 3a 14 AHU
JHH
10 mg Beanbx | Pocamnpenasup 700 mg aBa 0,99 HaMa cneunanuu npenopukm.
NHEBHO 3a 4 bTH AHEBHO/PUTOHABUD
JIHU 100 mg apa nbTH AHEBHO, 3a 14
AHH
&

[IpeacraBnsBa CLOTHOLUEHHE MEXAY JIEHEHHMATA (JIeKApCTBEH NMPOAYKT, NPUAAraH €1HOBPEMEHHO

C aTOPBACTATHH, CIIPIMO CAMOCTOATENHO MPHUIIOIKEHHE HA aTOPBACTATHH).

* EAQHOBpEMEHHOTO NpHaraHe Ha MHOMOKPATHU A03M aTOpPBACTATHH M (PeHA30H NMOKa3BaT MalbK
WK HEAOOBUM €(EKT BLPXY KJIHPbHCA Ha heHA30H,

4.6 DepTHAHTET, HPEMEHHOCT H KbpMeEHe

KAJIYET e npoTHBonoka3aH no speMe Ha OpEMEHHOCT U KbPMEHE.

XKeHH ¢ AETEPOAEH NOTeHLHA

JKeHuTe ¢ AeTepoaeH noTeHuMan TpAOBa Aa H3NON3BaT €()eKTMBHA KOHTpALENLUA MO BpeMe Ha
neueHHeTo (BX. Touka 4.3).

bpeMeHHOCT

bezonacHocTTa Npy OpeMeHHH )KeHH He e ycTaHoBeHa. He ca rnposexaHW KOHTPONMPAHH KIIMHHUYHH
[MPOYYBAHHA C ATOPBACTATHH NPH OpeMeHHHU XeHH. Paako ca nonyyuaBaHu cboOLIeHHA 32 BPOAEHH
aHOMasuK cliea pbTpeMarouHa ekcnozuuua Ha HMG-CoA-penykrasin uaxnburopu. [lpoyuBanusTa
MpY KUBOTHH NOKa3BaT PENpOAYKTHBHA TOKCHYHOCT (BXK. ToUKa 5.3).

JleweHHeTO Ha MaiikaTa ¢ aTOpBAaCTaTHH MOXeE A NOHWXKH deTaiHWTe HHBA Ha MEBAJIOHAT, KOWTO €
[IPEKypCop Ha xonecTeposioBata OHOCHHTE3a. ATEPOCKIIEPO3aTa € XPOHUYEH Npouec U OOMKHOBEHO
NpeKpaTABAHETO HA JIMMTMAONOHHKABALLNS JIEKAPCTREH MNPOAYKT MO BpeMe Ha OpeMEHHOCT Ou
TpAOBaNO fa MMa MANbK eeKT Mo OTHOLIEHHE Ha ABITOCPOUHHA PHCK, CBBP3aH ¢ TbpBUYHATA

XUNEPXOIECTEPONEMUS.

[To Te3n npyunnd KAJIYET He TpadBa ga ce npuiara npu »KeHU, KOUTO ¢a OpeMeHHU, ONMTBAT ce Ja
3a0peMeHesT UK Noao3upar, 4e ca OpeMmeHHH. Jleuenneto cue KAJAYET TpabBa 1a ce npeyctaHOBH
33 Nepuoa Ha GpeMeHHOCTTa MK J0KATO Ce YCTAHOBH JIMNca Ha OpeMeHHOCT (BK. Touka 4.3.)

AKo ce ycTaHOBH OpeMeHHOCT no BpeMe Ha neucHueTo, KAJIYET 1pabea na 6wae HezabarHo cnipsH.

KbpmeHne

AMIOAMIIHH C€ eKCKpeTHpa B KbpMaTa MpU xopa. HacTra ot 103aTa Ha MaiikaTa, Moay4eHa oT
KbPMA4€TO, € H3YHC/IEHA C MHTEPKBAPTUIIEH OMana3oH — 3-7%, ¢ MakcumyM 15%. Edexrprsa~ .
aMIIOJIMMHH BLPXY KbpMaueTara € HeussecTeH. He e ussectHo pamm aTﬁpBaCTaTHH/ g 6@’1’:#%@
eKckpeTHpaT B KbpMara. [Ipy niexoBe naasMeHHTE KOHLEHTPALUK HA aTOPBACTAT / @ OpMIe
aKTHBHH MeTabonuTH ca OJIM3KMU A0 TE€3H B MIIAKOTO (BXK. Touka 5.3). Ilopaau BB3 ‘

CEPHO3HU HEXeENaHU peakumH, xenurte npuemain KAJIYET, tpabea na npeycrafjosif |
(Bx. Touka 4.3). ATOpPBACTAaTHH € MPOTHBONOKA3aH B MEPHOAA HA KbpMeHe (BK. TAYURA ¢33
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DepTUINTET

[Tpoy4BaHHUATA IMPH KMBOTHH HE NOKA3BAT BIIMAHUE HA aTOPBACTATHH BbLPXY MBIKKHR HITH dKEHCKUA
dbepTUnuTeT (BX. TOYKA 5.3).

[Ip¥ HEKOM MALIMEHTH, JIEKyBaHU ¢ DA0KEPH Ha KalUHEBUTE KaHAIH, ce cboOlaBaT oOpaTHMH
OMOXHMMHUYHK NPOMEHH B INIaBHYKaTa Ha cnepmaTozona. KnnHUYHUTE NaHHU ca HEJOJOCTATHYHH NO
OTHOLLECHHUE HA Bb3MOXKHHSA €PEKT HA aMNOAUNUH BbPXY depTunurera. B eHo npoyusane 3a
depTHNIUTETA NPU MTEXOBE €4 YCTAHOBEHH HEXEJIAHU €(DEKTH BbPXY MBXKKHA QEPTUIUTET (BXK. TOUKA

5.3).
4.7 EdexTu Bbpxy cnocoOHOCTTA 32 IHodhupaHe U padoTa ¢ MAalIMHH

Hsama npoBeaeHy npoy4vsaHusa, KOMTO na ycTaHOBAT edexkta Ha KAIYET Bwvpxy cnocoGHocTTa na ce
wiodHpa U Aa ce NOJI3BAT MALLHHH.

ATOpBacTaTHH, KaTo cbeTaska Ha KAYET, nosnusea HezHa4yMTeNHO cr1ocoOHOCTTA 3a WwodUupaHe U
paboTa ¢ MallHH.

BLnpeku TOBa, Bb3 OCHOBA HA apMaKOAMHAMHUHYHHTE CBOUCTBA HA AMNIOAMIHH, BKJIKOYEH B CbCTABA
Ha KAJIYET, eb3morkHaTa nosasa Ha 3aMmaiiBaHe, rnapobonine, ymMopa viM raacHe tpadsa aa ce UMa
fipensuA Npx wodupaHe UK U3MON3BAHE HA MalIMHU (BK. Tou4Ka 4.8).

4.8 HexenaHH jieKapcTBeHH peaKLHH

bezonacHoctTa Ha KAYET e uscneasana B ABOKHOCHENH niauedo-KOHTPOAUPAHU NPOYUBAHHA
npy 1092 nauneHTH, NeKyBaHH 3a CHLITBTCTRALLA XUNEPTOHHUA U AUCIUNHAEMHUA. B KAHHNYHH
npoyusaHus ¢ KAJIYET He ca HabntopaBaHu HeXeMaHHW fNeKapCTBEHH CbOUTHA, cnelundruHM 3a
Ta3u komOMHaLua. Hexenanwre nekapcTeeHd cbOMTHA ca OMAH OrpaHUUeHH 10 Te3H, KoUTo ca OUnu
chOOLUEHN NO-paHO 332 AMIOAUIUH W/UNH aTOPBACTATHH (BXK. [T0-40NY ChOTBETHHTE TabIULIU 3a
HEXENaHH JIEKapCTBEHH CHOUTHA).

B KOHTpPONMPAHH KIHHWYHH MPOYYBAHNUA, CIHPAHETO HA TEpANMATa MNOpaan KIMHUYHK HEXKENaHH
cbOMTHA KAKW NabopaTOpHH OTKIOHEHHA € OWio Heobxoaumo camo npH 3,1% OT nauneHTUTE
TPETHUPAHH €AHOBPEMEHHO C AMJIOAMIMH U ATOPBACTATHH, B cpaBHeHHEe ¢ 4% OT nauMeHTUTe,
nony4asanu naauebo.

[To-gony ca MOCOYEHHU MOOTAENHO HEXEeNaHU peakiyH 3a aMIIOAWITHH H aTOPBAacTaTHH, 30pOeHH
ChINTACHO CUCTeMO-opraHHaTa knacupukauus MedDRA u yectoraTa um.

Muoro yect (2 1/10); uectu (2 1/100 no < 1/10); neuectn (= 1/1 000 no < 1/100);

peaks (2 1/10 000 ao < 1/1 000); muoro peaxu (< 1/10 000); C nensBecTHa vecrora (oT
HAJIHYHHTE JAHHH HEe MOXKe Ja 0be nanpaseHa oueHKa).

MedDRA YecToTa
Cucremo-opranua HexenaHn peakiHy
kaacHduKauun AMIOOHNKH ATOpBacTATHH

WHdexuun n uHpecTaumn Hazodbapunrur - YecTH

HapyuieH1sa Ha KpbBTa H JIeBKONEHHUS MHoro peaku -

JIMM(PHATA CHCTEMA TpoMbouuToneHus Mroro peakv Peaxu
CBpBX4UYBCTBUTETHOCT LU

HapyiueHua Ha UMyHHaTa PHRAY MHoro peaku - mEHuHH Tl

CHCTEMA . 7NN
AHa@uiakcHs - - TR A\

%
HapyuieHusa Ha XHUMOrNHKEMHS - "Iﬂﬂ ) ""*{fa
meTabonM3Ma Xunepriavkemus™® MHOro penku '- S by | 2
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H XPaHEHETO [foBnuiaBpaHe Ha
HeuecTn HeuectH
TETN0TO
Hamanenue Ha Ternoro HeuecTH -
AHopekcus - Heuect
beactHue HeyectH HeuectH
[lpomeHu B
HaCTPOEHHUETO (BIUL. HeuectH -
0e3n0KONCTBO)
[TcMXUYHN HapyLIEHUS
Kowmapw - HeuectH
C HEeM3RECTHA
Henpecusa HeuectH
YECTOTA
O6bpkanHoCT Peaku -
CBHHIMBOCT Yectu -
3amaiiBaHe YecTu HeyecT
I'nasoGonue (ocobeHo B
Ha4yanoTo Ha YecTH YecTu
nevyeHHeTO)
Tpemop Heyecty -
Xunoecresud,
HeuecTH Heuecty
napecTe3uns |
Hapyuwennsa Ha HepBHaTa Cuuxorn HeuecTy -
CHCTEMA XHUNEepTOHKSA MHoro peaku -
[lepudepHa
pudep MHoro peaxku Peaky
HEBPONATHSA
AMHe3us . HeuecTu
[IpoMeHU BBB BKycCa HeuectH HeuecTH
EckrpannpaMuacH C Heu3BeCTHa
CUH/IPOM YeCTOTA
C Heu3BecTHa
MuacTeHHs rpaBucC -
4E€CTOTa
3aMBIIIEHO 3pEHHUE - HeuecTn
Hapywexus Ha
3PEHHETO (BKII. Hectw Peaku
3pUTESIHK HApYIUEHHS
JAUNAOMMUA)
C HenzBecTHa
OuHa MHacTeHHS -
4eCTOoTa
HapyweHus Ha yxoTo LUlym B yuinre HeuectH Heuectu
nabHpHHTA 3aryba Ha cnyxa - MHoro peaku
[Mannutauny YeceTH -
AputMus (BKA.
Opaaukapausd, KaMepHa
P PAA, P HeuectH -
Cbpl€4YHH HAPYLUEHHA TaXuKapaus H
MPEACHPAHO MBXEHE)
CreHokapans Penku -
MHu¢apkT Ha MHOKapa MHoro peaxu -
3ayepBABaHE YecTH -
CbA0BH HapYLLIEHHS XUNOTOHMSA Heuectu ~
Backyaur Mtoro peaxu -
QapuHronapHHreanya
bonka
p Enucrakcuc -
ECMUPATOPHH, MPBIAHHU U
PATOPHH, TPbA 3agyx YecTH
MEIHACTUHATHU
AOVIIEHHS PuHuT HeuecTH
by Kawmnuia Heuectr
HNuTepcTHLIMANHA

6enoapobua donecr,
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ocobeHo npu
MPOABLLKUTENHA
Teparms
['MHrHBanHa
MHoro peaku -
XUMepriasng
["anene YecTy YecTy
ABaomuHanHa 6onka, B
ropHaTta 4 goaHarta 4act | Hectwu Heuectn
Ha KOpema
[loBpbinane Heuecty Heuectn
Iucnencus UecTu YecTn
CroMalliHO-4peBHN [lpoMeHeHa upeBHa
HapyLICHKWA MOTOpHKa (BK. auapua | Hectw -
H 3aneK)
CyxoTa B ycraTta Heuectn -
[IlpoMsiHa BbB BKyca HeuecTH -
Hapui, 3arek,
HAuapu, - Yecty
natyneHums
[acTput MHOro peaKku -
[TankpeaTur MHOrQ pesku HevectH
OpurpaHe - Heuectn
XenaTur MHoro peaxu HeuecTH
Xonecrasa - Peaku
XenarobunuapHu
YepHoapobHa
HapYLUECHHUS - MHoro peakn
HEOCTATHLYHOCT
AvnTeHuua MHoro peaku -
bynozeH aepMaTuT,
BKJI. epUTEMA MHoro peaku Peaku
MYJITHDOPME
Otok Ha Quincke MHOro peaxu -
Epurema MynTHPOpPME MHoro peaky -
Koconan HeuecTH Heuectu
[lypnypa HeuectH -
[lpoMsAHa B UBeTA
P 1 HeuecrTn -
Ha KO)KaTa
Copbex HeuecTH HeuyecTu
Obpus HeuectH HeuecTH
HapyuieHns Ha koxaTa n [losuuieno nanotasaHe | Heuectu -
NOJAKOMXHATA ThKaH Ex3aHTema HeuecTH -
YpTHKapus Heuectu Heuecru
AHFUOHEBPOTHYEH OTOK | MHOro peaku Peaku
EkcdonuatueeH
Muoro peaku -
NEPMATHT
DOTOYYBCTBUTENHOCT MHoro penxt -
CuHapoM Ha
MHOro peaku Penknu
Stevens-Johnson ped A
TokcvuHa enupepmanHa | C HEeH3BECTHA —
HEKpOJIH3a 4ecToTa
JluxenonagHa
NEKapCTBEHA peaKUHA
OTtok Ha cTaBUTE (BKJI.
HapyiueHus Ha MyCKYTHO- Yectu
Ha rne3eHuTe)
CKEJIETHAaTa CUCTEMA H
MyCKYJIHH KpaMIiu,
CbEIMHUTENHATA THKaAH YectH

MYCKYJHHh CHAa3MH
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ApraJ'll"HH, MHAJITHA

Heuectn Uectu
(B3k. TOUYKa 4.4)
boliky B rspba HeuecTH HecTH
bosiku B lunsTa - HeuecTu
bosikH B KpalHUUKTE - Yectu
MyckysiHa cnaboct - Heuectn
Muosut
(Bxk. TOuKa 4.4) ] Penxy
Pabaomuonnsa,
MUONATHA (BXK. TOUKA - Peaku
4.4)
Pyntypa Ha MycKyn - Penkn
TeHauHONaTHA,
B PEAKH Cly4Hau - Peaku
| pYNTYpa Ha CYXOXKUIHE
Jlynyc-noaoGex - MHoro peiku
CHHIPOM
MMyHomenumnpaHa - C HeuspecTHa
HEKpOTH3IHpaLla 4eCTOoTa (BXK.
MUOITIATHA TOUKa 4.4)
Hapyuierus s
Hapyuwenns Ha OuOpeunTe Y PHHHPAHRETO,
1 AKOUHKTE ITbTHILA HOLLHO YPHHHUpaHe, HeuwectH -
yBENMYEHA YECTOTAa Ha
ypHHUpaHe
Hapyiienus na MMNOTEHTHOCT HeuecTH HevectH
BbL3NPOU3BOAUTEIHATA
CUCTEMA H I'bpJaTa ['mHekoMacTHs HeuecTH MHoro peaku
Otouu MHoro yectu Heuectn
[lepudepHH oTOUH - Heuecty
YMopa YecTu HeuecTH
Ob611n HapylweHus H O q T
eheKTH Ha MACTOTO Ha nagHanocT €CTH eHeCTH
S — [ ppana bonka HeuectH HeuecTH
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* [PU HAKOMW CTAaTHHH € CbOOLWABAHO 3a 3aXapeH AuadeT: yecToTaTa 3aBUCH OT HANMYHETO WU
JIUNCATa Ha puckoBH dakTopu (roko3a Ha rnaaHo > 5,6 mmol/L, UTT > 30 kg/m*, nosutueHu

TPUIITULEPHUAH, AHAMHE3a 33 XUNEPTOHUA).

CroblaBaHe Ha NOJ03HPAHH HEXKEJIAHW PEaKLMH

CpobiasaHeTo Ha NOAO3IMPAHU HEXKEAHU PEAKLMH Cliell paspellaBaHe 3a ynoTp




NoJ03MpaHa HeXenaHa peakuus 4pes M3nbiaHuTenHa areHuus no nekapceTeara, ya. ,,Jlamad I'pyes”
Ne 8, 1303 Codus , Ten.: +359 2 8903417, yebcaiiT: www .bda. bg,

4.9 [Ilpeao3upane
JIuncea vugopmaumsa 3a npeaosupaHe Ha KAIIYET npu xopa.

AMINOAWUTIHUH

CBeneHHraTa 3a LIENEHACOYEHO NPEI03UPAHE HA AMIOAMIIHH NTPH XOpa ca OrpaHUYeHH. 3HAYUTETHOTO
[pelo3upaHe MOXE Aa A0BeAE A0 NpekoMepHa nepudepHa Ba3oZHIaTauUa W BEPOATHO A0
pednexTopHa raxukapaua. Crobluapa ce 3a 3HaYMTENHA U BEPOATHO NPO/AbIRKHTEIHA CUCTEMHA
XMITOTOHHA, NOCTHraLlLA A0 WOK ¢ aTasied H3Xold. Bedka npeau3Bukana OT npeao3npaHe Ha
AMJIOAMNMH XUMOTOHHS H3HCKBA MOHHUTOpPHPAHE B KAPAHONOTHYHO OTAENEHHWE 338 HHTEH3IUBHO
NeYeHHE. 3a Bb3CTAHOBABAHE HA ChAOBHA TOHYC H KPBBHOTO HalsraHe Moxe Ja 6bae oT nosisa
NPUIOKEHUETO HA BA3OKOHCTPUKTOP. Thil KATO aMIIOAUNKE ¢€ CBRBP3IBA BEB BUCOK MPOLIEHT C
J1a3MEHHTE NPOTEHHHU, AHAN3ATA BEPOATHO HAMA Ja € OT NOn3a.

HekapauoreHex 6enoapobeH oTok ce cho0l1ara paako KaTo Nocneanta oT Npego3upaHe C
aMJIOIMNIMH, KOWTO MOXe [1a Ce [possy cbe 3abapeHo Hauano Ha edekra (24-48 vaca cnen
NOrNbLIAHE) K Aa H3KCKBA H3KYCTBEHA BEHTHNAUNS. PaHHWTE peaHMMaLUMOHHH MePKH (BKITHOUUTENHO
HATOBapBaHe ¢ TEYHOCTH) 3a NOAAbPXKAHE Ha NepdyauaTa U cbpaeuHus aeduT Morar na 6saar
yCKOpABallK (PaKkTopH.

ATOpRAacTATHH

Hsama cneuugHuyHo JeyeHne Npy Npeao3upaHe Ha aTopBacTaTHH. B ciy4al Ha npeao3upaHe, NauMeHTsbT
TpaGBa na Obae ieKyBaH CUMNITOMATHYHO M 13 C€ MPUIOXKAT HEOOXOAUMHTE NOAABPIKALIN MEPKH.
TpsbBa n1a ce MOHHMTOPUPAT YEPHOAPOOHUTE PYHKLIMOHAIIHH TECTOBE U HUBAaTa Ha cepyMHaTta KK,
[lopaau BUCOKATA CTENEH HA CBbP3BaHE HA NEKAPCTBOTO ¢ M1a3MEHHTE MPOTEUHHU, MAJTIKO BEPOATHO €
XeMOAUan13aTa Ja NoBULLU 3HAYUTETHO KIHUPBHCA HA ATOPBACTATHH.

5. ®APMAKOJIOTWHYHH CBOUCTBA
5.1 ®apMakoAHHAMHYHH CBOKCTBA

MapmakoTtepanesTuua rpyna; HMG-CoA-penykraznu HHXHOUTOPH, APYTrH KOMOMHALMY
(aTopeactaTiH ¥ amnogumni), ATC koa: C10BX03

KAJIVET uma n1BoeH MEXaHHU3BM Ha ACHCTBHE - JEHCTBUETO HA AUXHUAPOIIHMPUAHWHROBUA KANLIUEB
aHTaroOHMCT (AHTAMOHUCT Ha KanUMeBUA HOH WK DA0Kep Ha DaBHUTE KAHAIW) AMNOAUITMH H
HHxHOUpaneTo Ha HMG-CoA-peaykraszarta oT atopBacTaTiH. KOMIIOHEHTHLT aMIOAUNKH HA
KAIYET unxubupa tpancmMeMOpaHHOTO HaB/IW3aHE HA KaJILMEBUTE HOHH B ChOORATA I1ajka
MYCKynaTypa u cbpaeuHus Mmyckyi. ChcraBkara atopsactaTHH Ha KAZIYET e cenektusen,
koMmneTuTHaeH HHXUOUTOp Ha HMG-CoA-peaykrasarta, CKOpPOCTOONPeASSIALLMA €H3UM, KOHTO
MpeBpbla 3-XUAPOKCH-3-METHIMYTAPUI-KOEH3UM A 10 MEBAIOHAT, MPEKYPCOP Ha CTEPONHTE,
BKJTFOYHTENHO Ha XOJeCcTepoa.

[Tpu npunarane Ha KAJIYET e e HabniopaBaHo naMeHeHUe B epeKTa HA aMITOAUNHH BBPXY
CHCTOJIHOTO KPBhBHO HAJIAraHe, B CPaBHEHHE CbC CAMOCTOATENIHO NPUNOKEH AMAOAMIIHH.

[To ¢cbiuns Hauuk, nipu nprnaradHe Ha KAIYET He e HabnogaBaHO U3MEHEHHE B €(eKTa Ha
aTopracTaTuH BbpXy LDL-xonecrepona, B CpaBHEHHE CBC CAMOCTOATEHO npunome
| b

Anrno-Cxannunapcko poyysane 3a Cbpaeuno—¢baoBeu Pesynaratu (Anglo-Scandinguapt oz

Outcomes Trial - ASCOT) T/ afala X
) - S A .
ASCOT e panaoMu3HpaHO npoy4BaHe ¢ 2X2 (akTopHaleH Au3akH, CpaBHABalLO AfaD '
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aHTHXHMIEPTEHIUBHHU pexkHMa Npy o610 19 257 nauueHTH (NOHWKABaLLO KPbBHOTA) HA
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ASCOT-BPLA), kakTo u edekra oT nobapaHeTo Ha 10 mg aTopBacTaTUH, B CpaBHEHHWE ¢ niauedo
npy 10 305 maunenty (munuaononuxkasawo pamo ASCOT-LLA) sbpxy datanHu v HedaTanHu
KOPOHApHH CbOUTHS.

EdexTbT Ha aTOpaacTaTiH BLpXy (paTaiHu W HedaTalHKW KOPOHAPHH CBOUTHA € OLleHEeH B
paHAOMHU3KPAHO, ABOHHOCNANO, Tialebo-koHTponupaHo npoyusaHe (ASCOT-LLA) npu 10 305
NatiHEHTH C XHUIEepTOHHA, Ha Bb3pacT oT 40 no 79 roaunu, 6e3 npeaxoxaail MHOKapaeH HHaPKT
WM JIEUEHME 3a CTEHOKAPMA, U ¢ HUBa Ha obuy xonecrepon < 6,5 mmol/l (251 mg/dl). Benuku
NauMeHTH Ca HMaH NoHe 3 OT CACJAHWTE NPEABAPUTENHO AeDUHHUPAHH CHPACYHO-ChAOBH PHCKORH
(aKTOPH: MBXKKH 1101, BL3IPACT (2 55 roAnHK), TIOTIOHONYLUIEHE, AMabeT, aHaMHe3a 3a paHHa
UCXeMMYHa OONECT Ha CHPLETO Y POAHWHA OT MbPBA JUHMS, CbOTHOLLIEHHWE 00111
XoJiecTepon:iunonporentu ¢ Bucoxa nbtHOCT (TC:HDL) 2 6, nepudepHo cbaoBo 3abongasaxe,
neBoKaMepHa XMnepTpodus, npeaxoxaalld Mo3b4YHO-CbAOBH CHLOUTHUSA, CNELUPHUUHN AHOMASTUH B
EKT', nporennypus/andbyMuHypus.

[TauneHTHTE ca IeKYBaHW C aHTUXHNEPTEH3MBHA TepanuMs, BKIoUBaLa aMaoaunuH (5-10 mg) wnu
ateHonon (50-100 mg). 3a aa ce AOCTUrHAT NPHUEITHUTE CTORHOCTH Ha KPbBHOTO HaNAraHe

(< 140/90 mm Hg 3a nauuentu 6e3 aunadet, < 130/80 mm Hg 3a auaberuium), € OUN0 BHIMOKHO Aa ce
noOaBAT cChOTBETHO NepuHaonpun (4-8 mg) kuM rpynara ¢ amMmnoaunuH U Senapodaymernasua
kanuii (1,25-2,5 mg) kbM rpynarta ¢ ateHoson. JJokcaszosun GITS (4-8 mg) e Oun Tpera InHUA
Tepanuf U NpHu ABere paMeHa. [ pynara ¢ aropeactaTvH e BirouBana 5168 nauvenru (2584 ot 1ax ca
nonay4asai amnoaunux v 2584 — aredonon), a nnauedo rpynara - 5137 naumeHTtH (2554 ot Tax ca
MONy4YaBanyd aMnoaAunux u 2583 — aredonon).

KomOuHupaHeTO Ha aMAIOAMIIUH H aTOPBACTATHH € OBENO A0 3HAYUTENTHO NOHHUKABAHe HA PUCKa
npu xoMOMHHpPaHa NbpBUYHA KpaitHa Touka ¢atanna MbC v HeaTanen nngapktT Ha MUOKapaa c:
o 53% (95% noeepuTtened unrepsan 31% no 68%, p<0,0001) B cpaBHEHHE ¢ aMNOAMNIHH +

niauedo;
o 39% (95% noeepuTencH uHtepsan 8% o 59%, p<0,016) B cpaBHEeHHE ¢ aTeHON0 +
aTOPBACTATHH.

KpbBHOTO HansiraHe ce € NOHMXKHA0 3HAUMTENHO W NIPH ABaTa TEpaneBTHYHM PEXHMMA, KaTo € Oni1o
NO-3HAYHTETHO NPH PEKUMA C aMJIOAHUNKH + aTOPBACTATHH, B CPABHEHHE € aTeHONOA +
atropeacTaTuH (-26,5/-15,6 mmHg cpewy cworaerHo -24,7/-13,6 mmHg). p-CroiiHOCTHTE HA
paznukuTe Mexay rpynute ca 0,0036 (3a cuctonHo kpbHO Hanarade) n <0,0001 (3a anacronHo
KPBLBHO HanAraHe).

[IpoyuBaHe 3a AHTHXHNEPTEH3IUBHO M JinnuaonoHuxkasaulo Jleuenue 3a llpodunaxktrxa Ha

Copaeuen puctobn (Antihypertensive and Lipid-Lowering Treatment to Prevent Heart Attack Trial -
ALLHAT)

PaHaoMH3HpaHo, ABOHHOCAATIO NPOYyUBaHE, HAPEYEHO AHTHXUNEPTEHIUBHO U JIMITHIONOHMUXKABRALLO
Jleuenue 3a [Ipodunaxtrka Ha CwpaeueH [Ipucrsn (ALLHAT) e nposeaeHo 3a cpaBHABaHe
ehEKTUTE HA AaMIIOAUITMH WK TU3UHOMPHUA C TE3NU HA XJIOPTATHAOH KATO TEPANMUS OT [TbPBA JIHHHUS
MPH NALMEHTH C 1eKa 10 YMepeHa XHNEepTOHUS.

O6mmo 33 357 nauMeHTH ¢ XHNEPTOHUA Ha BB3PACT 55 roAMHM Uy no-sb3pacTHH ca OUNU
paHAOMU3UPAHU W NpocieaeHH cpeano 3a 4,9 roaMnu. [laudenTure ca UMaau NoHe €AUH
JONbAHUTENIEH PHCKOB (AKTOP 34 UCXEMHUYHA OONECT Ha ChPUETO, BKAIOUYHTEMHO: NPEAHLICH
MHOKapAeH HHPAPKT WIH MHCYNT (> 6 Mecella NpeAr BKJIKOYBAHE B NPOYHYBAHETO) UK
NOKYMEHTHPaHO APYIro aTepOCKIEPOTHYHO ChPAEHHO-CbA0BO 3abonasare (00wo 51,5%); nuader
Tun 2 (36,1%); HDL-xonecrepon < 35 mg/dl (11,6%); neBokamepHa xuneptpodus,
NWarHOCTHLMpaHa eexTpokapadorpadgcku mim exokapauorpadeku (20,9%), motioHon
(21,9%).

rpynara Ha XJIopTanuaoH (RR 0,98, 95% CI [0,90-1,07], p=0,65).
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[Ipu BTOpRYHHUTE KPAMHKU LEH:

e obutara cmbpTHOCT € 17,3% B rpynarta Ha xJyiopTanuaoH v 16,8% B rpynata Ha amnogunuu
(amnoaunuu cnpamo xjopranuacH RR 0,96, 95% CI [0,89-1,02], p=0,20);
® 4eCTOTaTa Ha CbpAEHHa HEAOCTATBYHOCT (KOMMOHEHT Ha ChCTaBHATa KOMOMHUpPaHa ChPAEYHO-

CbIOOBa KpaiHa Len) € 3Ha4YMMO NO-BUCOKA B rpynaTa Ha aMNOUITHH B CPABHEHHE C Fpynara
Ha xnoptannaoH (10,2% % cnpamo 7,7%, RR 1,38, 95% CI [1,25-1,52}, p<0,001).

[TpoyuBaHeTo He NOKa3Ba MPEeBFb3IXOACTBOTO HA HAKOE OT JIEKAPCTBATA M0 OTHOLUIEHHWE HA ITPBHYHATA
KpaiHa Uen; HaNpaBeHUAT @ posteriori aHATN3 Ha PE3YNTATHTE MOKA3Ba, Y€ aMAOMITUH MOHMKABA B
CbLUIATA CTENEH KATO XJIOPTAIHAOH MTbpBHYHATa KpalkHa uen ot daranHa UBC u Hedaranen
MHOKapAeH HHGAPKT, KAKTO M BTOPHUYHATA KpaiHa uen - obuia CMBbPTHOCT.

B npoyusaueTo llpefoTaparaBaHe Ha HHCYNT Hpe3 arpecHBHO HaMalgBaHE HA HUBATA HA XOJECTEPOIa
(Stroke Prevention by Aggressive Reduction in Cholesterol Levels - SPARCL) e 6un oueHeH edexTsT
Ha aTopsacTaTHH 80 mg AHEBHO UMY 1auedo No OTHOLUEHHWE NoABATA HA HHCYAT NpH 4 731 nauveHTH
C HHCYNT HUAH TPAH3UTOPHA UcXeMHUyHa aTaka (TIA) B pamkuTe Ha npeaxoaHuTe 6 MeceLa U 6e3
aHamMHesa 3a UbC. [launenrute ca 60% muike, 21-92 ronunu (cpenHa sb3pacT 63 roauHu) U CpeaHO
uixoaHo HUBo Ha LDL 133 mg/dl (3,4 mmol/l). Cpeanara croinoct Ha LDL-C e 6una 73 mg/dl (1,9
mmol/l} no Bpeme Ha sfiedenreTo ¢ aTopBacTaTvH ¥ 129 mg/dl (3,3 mmol/l) no BpemMe Ha NeuenueTo ¢
nnauebo. Meauanara Ha nmpocneasnpade e 4,9 roavHM.

ATtopsacTtatuH 80 mg € HaMalliil PUCKa OT NbpBHYHATA KpaiiHa Touka daTaneH U HedaTaneH HHCYAT ¢
15% (HR 0,85, 95% CI, 0,72 —1,00; P=0,05 nnu 0, 84; 95% CI, 0,71-0,99; p=0,03 cnen agantupane
Ha U3XOJHUTE XapaKTEPUCTHKH) B cpaBHeHHE ¢ nauedo. Obwarta cmbpTHOCT € 9,1% (216/2365) npu
aTopBacTaTHH cnpamMo 8,9% (211/2366) npu nnauebo.

B post-hoc aHanus aropsacraTud 80 mg e HaMaaUt YecToTaTaTa Ha HcxeMHuueH HHCYAT (218/2365,
9,2% cnpamo 274/2 366, 11,6%, p=0,01)} 1 e nopuIIMA YecTOTaTa Ha XeMoparHueH HHCYAT (55/2 365,
2,3% cnpamo 33/2 366, 1,4%, p=0,02) B cparHeHHe ¢ nnatebo.

. PUCKBT OT XeMOparuueH HHCYJIT € MOBHILEH NPH MALUEHTUTE, KOUTO €a ¢ NpeLlecTBAaLL
XEMOparuyeH HHCYAT NpH BKIIOYBaHe B MpoyuBaHeTo (7/45 npu aTopBacTaTHH cnpsaMo 2/48
npu nnauedo; HR 4,06; CI 0,84-19,57) U pUCKBT OT HCXEMHUYEH HHCYJIT € CXOJEH B ABETE
rpynu (3/45 npu atopsactatus crnipamo 2/48 npu nnauebo; HR 1,64, 95% CI, 0,27-9,82).

. PHCKBT OT XeMoOparvier HHCYAT € NOBHILUEH TIPH NauKUeHTH, KOMTO ca ¢ NpealiecTBall
naKkyHapeH HHOapKT Mpy BJioueaHe B npoyusaHeTo (20/708 npu aTopeacTtaTHH cnpamo 4/701
npu nnauebo; HR 4,99; 95% C1, 1,71-14,6), HO pUCKBT OT UCXEMHYEH HHCYAT NMPH TE3H
mayueHTH ceLlo e Hamanan (79/708 npu atopsactatun cnpamo 102/701 npu nnaueto; HR 0,76;
95% C1, 0,57-1,02). BbaMOXXHO € KpaRHUAT pUCK OT HHCYJIT Aa € NOBHILEH NPH NMALMEHTUTE C
MPEAXOACH JaKyHapeH HHGMapKT, KOUTO nonyyaeat atopBactaTiH 80 mg Ha aeH.

O6iuaTta cmbpTHOCT € 15,6% (7/45) npu neueHue ¢ atopeactaTiH cnpamo 10,4% (5/48) npu
punarade Ha ruauedo B noarpynara NnaUMEeHTH C NPEAXOAEH xeMoparnyed uHeynt. O6wmara
cmbpTHOCT € 10,9% (77/708) npu atopeactatuH cnpsamo 9,1% (64/701) npu nnauebo B noarpynara
NauueHTH ¢ NpeAXoAeH NaKyHapeH HHGapPKT.

5.2 DapMAKOKHHETHYHH CBOHACTRA

Jaunu 3a KAJIYET

Cnea nepopaiiHo npunaraie ce HabMOAABAT ABE OTAE/IHY MAKCHMaJIHHU NMJIA3MEHH KOHLIE
[TvpBara - ot | 80 2 yaca cnea npunaraHeTo, Ce OTAaBa Ha aTOPBACTATHH, 4 BTOPATA -
12 yaca cnea npuveraTa 003a, ¢€ OTAaBa Ha amnoAMnUH. CKopocTTa M CTeneHTa Ha a
(OHMOHANHYHOCT) Ha amaoaunuH U atopeactatrud oT KAIVYET He ce paznuuasart ¢
OMOHANUYHOCTTA Ha AMIOAMITHH W aTOPBACTATHH MPH €AHOBPEMEHHO NpHIAraHe
aM/IOQHNHH H aTOPBACcTaTHH.
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buoHannunocTTa Ha amnoaunuH oT KAJIYET He ce noBnusBRa oT npuema Ha xpaHa. Bbripeku, ue
XpaHaTa HaMaaBa CKOPOCTTa M cTeneHTa Ha abcopbdbums Ha atroppacTaThH oT KAJYET, cboTBeTHO ¢
okoso 32% u 11%, onpeaeneno no Crax 1 AUC, nonobHn noHnKeHUs B N1a3MEHHUTE KOHUEHTPALUH
CNEA NPHEM HA XpaHa ca HabnioaaBaHHW MpH aTopBacTaThH, Oe3 HamaneHue Ha edekra BbpXy LDL-
xonecreporna (Bx. no-nony).

JaHHY 32 AMIOIUITUH

Abcopbyusn

Cnea nepopaliHO NPUIOKEHHE HA TEPANEBTHYHU 103H aMAOAUNHH, MaKCHMANHHU NNa3MeHH
KOHLIEHTpaLUKWHU ce A0CTHraT Mexay 6-12 yaca cnela npuema. YCTaHOBEHO €, e abconioTHaTa
OnoHanuuHoct e mexay 64 u 80%. Obembr Ha paznpenenenue € npubnuszutenno 21 I/kg.
byuoHanU4HOCTTA HA aMNOAMINUH He Ce NMOBAUABA OT NPUEMa Ha XpaHa.

Paznpedenenue
In vitro npoy4BaHng ¢ aMIOAHNKMH NOKA3BAT, Y€ MPH MAUHEHTH C XUNEPTOHHA 0KOJ0 97,5% oT
LUMPKYJIMPALIKMA aMIIOAKNHUH € CBbp3aH C MJIa3MEHHTE NMPOTEUHH,

buompancgopmayun
Upe3 xenaraneH MeTabonu3bM, aMIIOAUNKMH B 3HauuTenHa creneH (okono 90%) ce npeppbiua B
HEAKTHUBHN METADONHTH.

Enumunupane

EnuMunupaneTo Ha aMNOAMIIHH OT nia3Marta € ABy(da3Ho, ¢ KpaeH eNMUMHHALUHOHEH MONYKUBOT
okoJio 30-50 4. Ilpyu MHOrOKpaTHO NPUNOKEHHE PABHOBECHH MJIA3MEHH KOHLIEHTPALMK C€ JOCTHIaT
cnen 7-8 anun. C ypuHara ce ekckperdpar 10% ot amnoannuH B HenpomeHeH Bua U 60% ot
MeTaboONUTUTE HA aMIIOAKUNUH.

J1aHHM 3a aTOpBACTATHH

Abcopbyun

ATopBactaruH ce abcopbupa 6Bp30, KaTO MaKCUMAJTHA TiJ1a3MEHA KOHLIEHTpaUus ce noctura3a 1l ao
2 yaca. CreneHTa Ha abcopbuus ce noBHWARA MPOMOPUUOHAIHO HA J03aTa HA ATOPBACTAaTHUH,
AbcomoTHaTta O0HATMMHOCT Ha aTOPBACTATHH (OCHOBHOTO JIEKApeTBO) € npubnnaurento 12%, a
CHCTEMHATA HaNUMHOCT Ha MHxubuTopHara akTHBHOCT 3a HMG-CoA-peaykrasara e okono 30%.
HuckaTta cMcTEMHa HATMUHOCT C€ OTAaBa Ha NPECUCTEMEH KJIMPBHC B CTOMALIHO-4YPEBHATA MYKO3a
W/uny Ha first-pass MetaGonu3bM B YepHHUs Apod. BBNPEKU, Ue XpaHata MOHWXKABA CKOPOCTTA H
CTEMEHTa Ha pe3opOuna Ha NeKapCTBOTO, CLOTBETHO € 0KONO 25% U 9%, onpeaeneHo no Crax U
AUC, namaneHnuero Ha LDL-xonectepona € cXxoAHO, HE3aBUCUMO AANTH aTOPBACTATHH CE MpPHEMA C
nnu 6e3 xpaHa. [lnasMeHnTe KOHUEHTpPALIMK Ha ATOPBACTATHH ca NO-HUCKU (npubnuzutenHo ¢ 30%
3a Cmax H AUC) cnen BeyepeH npueM Ha NeKapcTBOTO, B CPaBHEHHE CbC CYTPELLHO MPHIIOIKEHHE.
Chawxennerto Ha LDL-xonecrepon obaue e CbLIOTO, HE3aBUCHMO OT BPEMETO Npe3 AeHA, KOraTto ce
npuJiara J1€KapcTBOTO.

Paznpeoenenue
CpenHuat obeM Ha pa3npeeneH1e Ha aTopBacTaTvH e npubnnsurenno 381 |. Aropsactatui €

CBBP3aH ¢ MJIa3MEHUTE NPOTEUHU B 2 95%.

buompancgopmayus
ATopBacTaTUH ce MeTaboNU3upa B 3HAYNTENIHA CTEIEH /10 OPTO- K MapaxHAPOKCHIHPaAHH NepHUBATU U
pa3iHuyHK OeTa-oKUCAUTEHU NpoayKTH. In vitro, nuxubupaneto Ha HMG-CoA peay

[TpubnuautenHo 70% ot uMpkynupawara uuxuburopHa akrisHoct 3a HMG-Co
OTJaBa Ha AKTUBHUTE METAbONUTH.

Eaumunupane
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ATOpBacTaTHH H METAOONUTHTE MY CE€ U3NBUBAT OCHOBHO Upe3 ¥UTbYKATa Cjie XenataneH W/ Hin
ekcTpaxenaraineH MetabonuswM. Marnexaa obade, He nekapcTBOTO HE NpeTbLPNABA 3HAYUTENHA
eHTepOXenaTanHa peudpkynauus. CpeAHUAT NNa3MEH NONYKUBOT Ha aTOPBACTATHH MPH XOpa €
npuban3zuTenHo 14 yaca, HO NOpanAn y4acTHETO HA AKTUBRW MeTabONWTH, NONYXHBOTLT Ha
UHXnOuTOopHata akTUBHOCT 38 HMG-CoA penykraszara € 20 no 30 vaca. Cnen nepopanHo npujiarate,
no-Manko ot 2% oOT no3aTa Ha aTOPBAaCTATHH CE€ OTKPHBRAT B ypHHATA.

ATopeacTaTvH € cy0CcTpaT Ha YEpHOAPOOHHTE TPAHCIOPTEPK H HA NONUNENTHAKTE,
TpaHcnopTHpawy opraHudHd andoHu 1B1 (OATP1B1) u 1B3 (OATP1B3). MetabonuTHTe Ha
aTopBacTaThH ca cybcTpatd Ha OATP1BI1. YcTaHoeeHo e ¢bilo Taka, ye aTOpBacTaTHH € cyberpar
Ha e(pAYKCHUTE TpaHcnoprepu Ha P-rnukonporenH (P-gp) W Ha NpoTEenHA Ha PE3MCTEHTHOCT Ha paka
Ha repaata (BCRP), kouto Moxce na orpaHniyaTt ypeBHaTta abcopOuma v X Ib4HUA KIHPBHC Ha
aTOPBACTATHH.

JaHHHW 32 aMIOAWTIUH_ W aTOPBACTATHH NMPH clICUXHATHK NoNyJauny

[layuenmu 6 cmapuecka gvbipacm

BpeMero 3a JOCTUraHE HAa MAKCUMAMHHU T1a3MEHH KOHUEHTPAUHK HA aMAOAHUIHUH € 1toaobHOo npH
XOpa B cTapuecKa Bb3pacT M MpH No-Mjiaau HHAMBUAM. TIpy naumeHTn B cTapuyecka Bb3pacT
KITMPBHCHT HA aMJIOJUNWH NOKA3Ba TEHACHUUA KbM NOHMKEHHWE, NPEAU3BUKBANKHU YBEIMUEHHE Ha
AUC 1 enMMUHALMORHHUAT NOAYXKABOT. Y BenuyasaHeto Ha AUC # eTMMHUHAUHOHHUAT NOMYXKUBOT
MPH (aLUHUEHTH CbC 3aCTONHA ChPACYHA HEAOCTATHYHOCT € OMNO cnopen O4aKBaHOTO 3a MpoyyeHara
Bb3pacToOBa Ipyna.

[InazMeHuTE KOHUEHTPALIMH HA ATOPBACTATHH ca NO0-BUCOKH (¢ OkoNo 40% 3a Crax 1 30% 32 AUC)
MPH 34paByX HHAMWBHAM B CTAPUECKA BBLIPACT (2 65 rognutu), OTKONKOTO MPH MJAaan Xopa.
KnuHu4yHKY A3aHHHW Npeanofarar no-3Hau4uTeNHa CTENneH Ha noHuwxkeHUue Ha LDL nipn xopa 8
cTapuecKa Bb3pacT, HE3aBUCHMO OT 103aTa Ha aTOPBACTaTHH, B CPaBHEHHE C MO-MJIaAY Xopa (BX.
TOYKa 4.4).

llon

KoHueHTpauMuTe Ha aTOPBACTATHH NPH JKeHHU ce pasaunyasat (MpubnusutenHo ¢ 20% no-BUCoOKY 3a
Ciax ¥ ¢ 0K0no 10% no-nucku 3a AUC) OT Te3u NpH MbiKeTe, T€34 pa3/IMKH HAMAT KIHUHHYHO
3JHAUEHUE U HE BOJAT A0 KIMHUYHO 3HAUMMH pa3fiHdUA B €(DeKTUTE BbPXY JHUIIHAUTE MPH MbXKE U
JKEHH.

bvbpeuno yapesicoane
dapMaKOKHMHETHKaTa Ha aMJOAMIUH He CE MOBNMABA 3Ha4UMO OT OBOpeuHo yBpekaaHe. AMIOAUNMH

He ce auanusupa. [lopagu Tosa, naumeHTH ¢ 6BOpeUHa HEAOCTATLYHOCT MOFaT Aa NOJyvaBart
oOnualiHaTa HAYATHA J103a AMTOAMITUH.

B npoyuBanua ¢ atopeacTaTHH, 6b0peunnte 3ad0nABaHKs% He ca NOBAUANY NNIA3MEHHUTE
KOHLUEHTpaLMUK WK NoHmwkeHneTo Ha LDL-xonectepona ot aTopeacTaTtiH U CNeA0BaTENHO MPH
nauueHTH ¢ 6udpeuHa AMCHYHKLHUA HE € HEOOXOAMMO KOPUIrMpaHe Ha A03aTa Ha aTOpBacTaTHH.

YeprnoOpobro vepescoare

[TauveHTHTE C YEPHOAPOOHO YBpEXKAAHE UMAT MOHHXKEH KIHPBHHC HA aMNOAUIHH, KOETO BOAH A0
yeenuuenue Ha AUC ¢ npubaunsutento 40-60%. TepaneBTUUHUAT OTTOBOP KbM aTOPBACTATHH €
HENPOMEHeH MPH NALWEHTH C YMEPEHA 10 TEXKA YEPHOAPOOHa AUCHYHKLHMA, HO EKCMO3IHLUATA KbM
JIEKapCTBOTO € CWIHO yab/keHa. [IpH maumeHTH ¢ XpOHUYHO aIkOXOJHO YepHoapobHo 3abonsapaHe
(Child-Pugh B), nnazmenure KOHLUEHTpaUKX Ha aTOPBACTATHH €A 3HAYMTENIHO NOBHLLIEHH

(npubnmnaurento 16 nbTH 3a Chax U 11 nbTH 33 AUC).

SLOCI1B1 norumoppuzwm
YepHoapobHoto noemane Ha Bcuuk HMG-CoA peaykTazHu HHXHOUTOPH, BRI

aTopBacTaTHH, BouBa OATP1B1 tpancnopTHus npoTeuH. [1pu nauHeHTH Cbe
MOAMMOPPUIBLM HMA PHUCK OT NMOBHLIEHA CHCTEMHA €KCMO3HULINA HA ATOPBACTATHE
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AOBEJE /10 MOBULLEH PUCK OT pabaoMuosiu3a (Bxk.Touka 4.4). [Tonumoppu3MbT Ha reHa, koaupau
OATPI1BI1 (SLCOI1BI1 ¢.521CC) e cBbp3an ¢ 2,4-NbTH NO-BUCOKA €KCMO3WLIMA HA ATOPBACTATUH
(AUC) otxkonkoTo npu MHAMBUAMTE Oe3 To3K reHoTured BapuaHT (¢.521TT). [1pu Te3u nauneHTH e
Bb3MOXKHO CBLUIO a MMA MEHETHYHO HapYLIEHO YepHOAPOOHO noeMaHe. Bb3MosKHHUTE nocneacTeHA 34
e()MKACHOCTTA Ca HEYCTAHOBEHH.

5.3 IIpeaknHHYHH JAHHH 32 0€30MACHOCT

He ca nposexaaHM HEKJIMHUYHH NPOYYBaHUA C PUKCHpaHaTa KOMOMHALIMA HA aMIOIUNHUH H
aTopBacTaTHH. [IpeIKTMHHYHKY NaHHU 32 aMIOAMITMH NOKAa3BaT NKMcaTa Ha 0cobeH PHCK 3a Xopa,
Oa3upaiiki ce Ha craHaapTHUTE NpoyuBaHUA Bbpxy Oe30nacHOCTTa, hapMakoNoruaTa, TOKCHYHOCTTA
MPH IPOABIAKHTENIHO NPUIIAraHe, reHOTOKCHYHOCT WM KapuMHOTeHeH noteduuan. [Ipu npoyusanus
33 PEMPOAYKTHBHATA TOKCMYHOCT Ha aMJ/IOWINKH, Y MNIbX0BE € HabmolaBaHO yAbIKaBaHe Ha
pOAOBKHA MPOLEC W NMO-BUCOKA MEPUHATAIIHA CMBPTHOCT.

ATOpPBAacTaTHH HE € F€HOTOKCHUEH (in vitro W in vivo) WM KaHLIEPOrEHEH 3a MbXose. B aByrogauiuyo
MPOY4BaHE MPH MULIKH ca OHIIN YBENIHUEHM CTYHYANUTE HA XeMaToLENYJ/IapeH alleHOM NPH MBKKHUTE U
XENaTOUENyapeH KapLUWHOM MPH XEHCKUTE JKMBOTHH, KOraTo € npujiaraHa MakcuMaiHaTa
W3Mo0/3BaHa 103a, NPU KOATO CUCTEMHATA eKCno3uuug e 6una 6 4o 11 nbTH NMo-BLMcOKa OT Haii-
BUCOKATa 1034 3a Xxopa, Ha 6a3a AUC.24. [lpoy4BaHus BbpXy XHHBOTHH A0KA3BAT, Y€ UHXHOUTOPHUTE
na HMG-CoA peaykrazata Morart Ja nosfiMsBaT pa3BUTHETO Ha eMOpHOHUTE HAH eTycuTe. TTpu
MIbXOBE, Pa3BUTHETO HA MOTOMCTBOTO € 3abaBeHO U NOCTHATANHATA NMPEXHBASMOCT € HaMalieHa No
BpeMeE Ha €KCNO3MLMA HAa MAWKHTE Ha aTOopBacTaTUH B 1034 Hal 20 mg/kg AHeBHO (K1WHUYHATA
cucTeMHa ekcno3nuus). KoHuenTpauusaTa Ha aTopBacTaTUH U aKTHBHHUTE MY MeTabONHUTH B MIIAKOTO
Ha MJIBXO0BE ¢a OWIIM NOYTH €1HAKBH C TE3M B NJ1a3MaTa Ha mMalkuTe. ATOpBacTaTHH HAMA edekT
BLPXY MBXKHS HMTH HEHCKUA PEPTHIIHTET, B 403U CbOTBETHO A0 175 1 225 mg/kg nHeBHO H He e
TEePaTOrNeHEH.,

PEHEOQ}’I{THBHH TOKCHHHOCT

[IpoyusaHnsa 3a penpoaAyYKTABHOCTTA MPH NIBXOBE U MHULIKH NMOKa3asaT 3aKbCHABAHE Ha jaTaTa Ha
PAXIAHETO, NPOABLIKUTENHO PayKAaHe U NMO-MallbK NPOLIEHT HA MPEXKHUBABAHE HA INJIOAA [PH 103H
npubansuTenHo 50 MbTH NO-BUCOKHK OT MaKCHMAalHaTa NPenopbYMTENHA 103a NPH X0pa, HIUHCJIEHH
Ha 0aza mg/kg.

Hapyiuenue LB hepTHINTETA

Hama edekT Bbpxy thepTunnTeTa Ha NILXOBE, TPETUPAHHU C AMIIOAHUMHH (MBKKH - 64 IHU H KEHCKH -
14 auu npeay onnoxknade) 8 1034 A0 10 mg/kg/anesso (8 nbTH* No-BHCOKa OT MaKCHMANHaTa
MPenopPbUYMTENIHA 1032 NpU xopa ot 10 mg, H3nuncnenun Ha 6aza mg/m?). B apyro npoyusaue npu
[1BXOBE, MPHU KOETO MBXKKH TIIBXOBE Ca TPETUPaHHU € amnoaunuH Oesunat 30 aHu B 1034, CPaBHUMY
C JO3UTE MPH XOpa, H3UKCIIeHH Ha Ba3a mg/kg, ca yCTaHOBEHU HaMalleHH HUBA Ha GOJHKYJIO-
CTUMYJIMPALLUS XOPMOH M Ha TECTOCTEPCHA B MJia3MaTa, KaKTO U HaManaBaHe Ha MABTHOCTTA Ha
crnepMara v Ha 6pos Ha 3penuTe cnepMaTHAH W CEPTONHEBU KIIETKH,

KapuuHoresesa, MyTareHesa

Hsama naHHM 3a KAPUHUHOTEHHOCT NPH MJILXOBE U MUILUKH, TPETHPAHHU € AMJIOAMNMH B AHETATA 32
nepuoa OT ABE FOAHHH, B KOHLLEHTPALMH, H3YHCIIEHN Ja AOCTABAT NIHEBHU A030BH HUBa oT 0,5, 1,25 u
2,5 mg/kg/nHesHo. Hali-eucokara no3a (npy MULLKKH — 61M3Ka [10, a [pH MTbX0BE 2 ThTH* NMO-BUCOKA
OT MakCHMAaJIHATA NPENOPbYHTENHA KIHHHYHA 034 OoT 10 mg, n3uucineHu Ha Ha 6aza mgipryeOr
Onu3Ka A0 MaKCHManHaTa A0ONMYyCTHMa J03a 3a MHULUKH, HO He M 3a ILTbXOBE.
[IpoyuBaHKs 32 MYTareHHOCT He NOKa3BaT €(PEKTH, CBbP3aHU C MPUIOKEHHUETO Ha ¢
MPOAYKT, KAKTO HA HUBO I'EH, TAXa ¥ Ha HUBO XpOMO30Ma.

*U3uncneHy 3a nauMeHT ¢ Terno S0 kg.
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6. PAPMAINLEBTHUYHU JAHHHA
6.1 CoucbK HAa NOMOUIHHTE BEeIECTBRA
KAAVET cbabpxka ¢/ieAHATE NOMOLLHH BELLECTBA:

CuplLieBHHa:

Kanuues kapboHaT

KpockapMenosa HaTpuii

MHKpOKpHCTanHa Lenysiosa
[IpexenaTHHH3UpPAHO LAPEeBUYHO HULLIECTE
[Tonncopdar 80
XHAPOKCHNPONHALENY 032

Cuaunuues NIHOKCHA, KosouaeH O3B0 aeH
MaruesmneB cTeapar

OUAMOBO MOKPUTHE:
Onaapu II White 85F28751 (3a KAAYET 5 mg/10 mg duamupanu tabneTku) cbIbpKaLlo:
[lonuBuHUNANKOXON

Turanos auokcun (E171)
Maxporon 3000
Tank

WK
Onanpn II Blue 85F10919 (3a KAJIYET 10 mg/10 mg dunmupanu Tabnetky), ChabpKaLIO:
[TonuBuHUNAAKOXON
Tutanos auokcua (E171)
Makporon 3000
HUuauro kapMuH anymuuner nak (£132),
Tank

6.2 HechLBMECTHMOCTH
Henpunoxumo.

6.3 Cpox Ha roasocTt

3 roauHu
6.4 Chneunajinu yc10BHA HA ChXpaHEeHHeE
Ha ce cvxpanasa nox 30°C.

6.5 Bunau cbhbaAbpixaHHe HA ONAKOBKATA

7, 10, 14, 20, 28, 30, 50, 56, 60, 100 wnu 200 punmupany tabnetku B bsiucrepu
(nonuamugz/anyMusui/PVC).

30 unu 90 dunmupauu tabnerku 8 6ytunku (HDPE), chabpkatin necHkaHT, CbC 3aLLIMTEHA OT Jela
3anylIankKa.

He BcHuky BUAOBE OMAaKkOBKKM MOrat ia ObJaT MycHaTH Ha nasapa.
6.6 Cnenuaanu npeanas’Hu MepKH NPH W3XBBLPJAHE H padoTa

Hama cneunanHu U3UCKBAHHA.
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7. IIPHUTEXKATEJ HA PASPEIIEHHETO 3A YIIOTPEBA

Buarpuc EOQO/]]
oduc crpana ,,Cepauka opucu™
Oyn. CUTHAKOBO Ne 48, eT. 7

1505 Cons
bouarapus

8. HOMEP(A) HA PABPEINEHHUETO 3A YIIOTPEBA

KAIAYET 5 mg/10 mg ¢punmupanu rabnetku - 20060484
KAIXYET 10 mg/10 mg dunmupanu tabnetku - 20060485

9. JATA HA ITHPBO PA3ZPEINABAHE /ITOJHOBSIBAHE HA PAZPEINEHUETO 3A
YIIOTPEBA

Jara Ha nupBO paspewapaHe: 20 centemppu 2006 r.
JlaTa Ha nocaeaHo noaHoBsBake: 5 nexemepu 2011 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
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