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KAZYET 5 mg/10 mg duamupany TaGnetku foroe v Aov6o%xy zc ]
CADUET 5 mg/10 mg film coated tablets aspeuwerue Ne
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KAIAVYET 10 mg/10 mg ¢unmupanu tabnerku Ogobpere e ... . / SR el
CADUET 10 mg/10 mg film coated tablets e

2. KAYECTBEH U KOJIMYECTBEH CBHCTAB

KAAYET 5 mg/10 mg dunmupanu TabneTku

Beska punmupana tabnetka chabpika 5 mg aMIOAKMNKHH KaTo amaoaunuHoB 6esunat (amlodipine
besilate) u 10 mg aTopBactaTHH KaTo aTopBacTaTHH Kanuui TpUxHApaT (atorvastatin calcium
trihydrate).

KAAVYET 10 mg/10 mg ¢unmupanu TabaeTku

Besika ¢punMupana Tabnetka ceabpaka 10 mg amnoaunuu kato amnoaunuHoB 6e3unar (amlodipine
besilate) u 10 mg aTopBacTaTHH KaTo aTOpBacTaTHH KallMii Tpuxuapar (atorvastatin calcium
trihydrate).

3a MbJIHUA CMMCBK Ha NMOMOIIHHUTE BELLECTBA, BUXKTE TO4YKa 6.1.

3. JEKAPCTBEHA ®OPMA
dunmupaHa TadsieTka

KAIVET 5 mg/10 mg dunMupanu tabieTku
benu oannu punmupanu tabnetku, ozHavyeHu cbe “CDT 051 ot eqHaTa cTpaHa M riajgku OT
JApyrarta CTpaHa.

KAZYET 10 mg/10 mg duamupanu TabieTku
Cunu oBasiHu puamupanu Tabnetku, ozHaueHH cbe “CDT 1017 ot eaHaTa cTpaHa M riajakH oT
apyrarta CTpaHa.

4. KJIMHUYHU JAHHHU

4.1 TepaneBTHYHH NOKA3ZAHHSA

KAJIYET e nokasaH 3a npeaoTBpaTsABaHe Ha CbpJA€YHO-ChA0BH ChbOUTHS NPH NALIMEHTH C
XHMIEPTOHHSA C MOHE TPH ChITBTCTBALLM ChPAEYHO-CHAOBH PUCKOBH (paKTOpa, HOPMAJIHHU 10 JIEKO
[MOBULIEHH HMBA Ha XO0JIECTEPOJ1, O€3 KIMHUYHO M3gBeHa ucxeMHu4Ha O6osect Ha cvpuero (MBC), npu

KOHTO KOM6HHHP&HOTO H3IM10JI3BAHE HAa aMJIOAUIMTHH U HUCKA 1034 aTOPBACTATHH € INMPHETO KaTo
noaxoaauo B CbOTBETCTBHE CHC CHbBPEMECHHHUTE TEPANCBTHYHH YKa3aHHA (B)i(. TO4kKa 5.1 )

KAIYET cnenpa na ce u3non3sa npv HeajJeKkBaTeH OTIOBOP HAa AMETA U APYrH HedapMaKOoIOrHuHH
MEPKH.

4.2 J103MpOBKAa H HAYHH HA NPHJIOKEHHE

QOSH POBKa

KAIYET e npeana3zHauyeH 3a nepopaseH npuem.

ObwuyaiiHaTa HayaiHa a03a € 5 mg/10 mg BeAHBK JHEBHO.




[Ipy manMeHTH ¢ ycTaHOBEHa HY»K/1a OT MO-CTPOT KOHTPOJT BbPXY KPBBHOTO HAJIAraHE MOJXKE /1a Ce
npuiara 10 mg/10 mg BeaAHBX THEBHO.

Jo3ute MoraTt na Ob1aT NpMEMaHH N0 BCAKO BpeMe Ha JieHs Cbe WM Oe3 XpaHa.

KAIAYET moxe na 6b1€e npuiarad caMOCTOSTENHO MM B KOMOMHALIMSA C aHTHXMIIEPTEH3UBHH
JIeKapcTBa, HO He TpsOBa na ce npuema B KOMOWHALMA ¢ ApYT GI0KEp Ha KaJLMEBUTE KAHAIH WITH C
IPYTr CTATHH.

bvbpeuno yspeowcoane

He ce Hanara npomsHa Ha 103aTa NpH NMaLMEHTH ¢ HapylueHa 6s0peuHa GyHKUMS (BXK. TOUKH 4.4 U
5.2),

Yeprnoopobro yepesicoane
KAJYET e nporHBonokasaH rnpu nauMeHTH ¢ aKkTHBHO 4epHOAPOOHO 3a00s1sBaHe (BXK. Touka 4.3).

Ileouampuyuna nonyrayus
bezonacHoctTa U edektuBHocTTa HAa KAJIYET npu neua v roHowm He ca ycraHoseHu. [Topaau Tosa
npunoxenueTo Ha KAJIYET npu Tte3u nonynauuu He ce npenopbysa.

Ilayuenmu 6 cmapuecka ev3pacm
He e HeoOxoaMMa KOpeKLMs Ha J03aTa NPU NMaLKMEHTH B CTapuecka Bb3pacT (BK. Touka 5.2).

Eonoepemenna ynompeba c opyzu nexapcmeeHu npooykmu

AKO ce npuiara €IJHOBpEMEHHO € LIMKJIOCMOPHH, A03aTa Ha aTOPBACTaTHH He TpsAOBa Aa HaJBMIlIaBa
10 mg (Bx. TOuKa 4.5).

[Ipy naumMeHTH, npyuemMall aHTUBUPYCHHUTE Cpe/ICTBa 3a JieueHHe Ha xenaTut C, KaTo
en10acBUp/rpa3zonpeBUp WM JIETEPMOBUP 3a NMPOoUIIaKTHKA HA LIMTOMEraIoOBUPYCHA MHDEKLUA,

CBHITBTCTBALLO C aTOPBAaCTAaTHH, 103aTa Ha aTOpBacTaTUH He TpaOBa na npesuinasa 20 mg/neH (Bx.
ToukH 4.4 u 4.5).

Ynorpebara Ha aTOpBaCTaTHH HE C€ NMPENopbyBa NPH NaLUEHTH, NPUEMALIH JIETEPMOBUP
€JHOBPEMEHHO C LIMKJIOCMOPHH (BX. TOUkH 4.4 1 4.5).

4.3 IlpornBomnoxka3zaHus

KAIYET e npoTuBonoka3aH npu NauMeHTH:

- KOMTO UMAaT CBPbXYYBCTBHUTEIHOCT KbM AMUXHAPONMUPHAHHU*, aKTUBHUTE CCTABKH aMJIOUITHH
M aTOpBAacTaTHUH, UJIU KbM HAKOE OT NMOMOLHUTE BelllecTBa, H30poeHHu B Touka 6.1

- KOMTO MMAaT aKTHBHO 4YE€pHOAPOOHO 3a00nsBaHe WK HEU3ACHEHH NEePCHCTUPALLM MOBULLEHHUS Ha
CEPYMHHMTE TpaHCAaMHHAa3H1, HAAXBBbPJIALIM 3 MbTH FOpHAaTa rpaHKLIa Ha HOpMaTa

- 10 BpeMe Ha OpeMEHHOCT, MPU KbPMEHE U NPHU HKEHHU C A€TePOAEH MOTEHLIHAI, HEU3ITOJI3BALIH
MOAXOAALLUH KOHTPALIENTUBHU MEPKH (BXK. TOUKa 4.6)

- B KOMOMHaLMs C UTPAKOHA30J1, KETOKOHA30J1 U TETMTPOMMLIMH (BX. TOUKa 4.5)

- KOMTO MMAT TE€XKa XWMIIOTOHHUSA

- KOMTO ca B LIOK (BKJIFOYMTETHO KapAHOreHeH LIOK)

- KOMTO MMaT OOCTpPYKLIMSl Ha U3X0/la Ha JisiBaTa kKamepa (Harp. BUCOKA CTENEH Ha a0OpTHa
CTEHO03a)

- KOMTO MMAaT XeMOJMHAMH4YHO HecTabWiHA ChbpAeyYHa HE1I0CTaTbYHOCT C/I€[ OCThP M
UH(pAPKT

- JIEKyBaHM C aHTUBUPYCHHUTE CpPe/CTBa 3a jeyeHue Ha xenatuT C riekanpeBup/

. AMJIOAUIIHH € AUXUAPONMHUPUIHHOB GHDKGP Ha KaJILUCBHUTEC KaHAJTH



4.4 Cpoenua/jHH npeaynpekieHHs H NpeAna3HH MepKH NpH ynorpeda

CbpaeyHa HEIOCTATBYHOCT

[TaueHTHTE CBC CHpAEYHA HEAOCTATBYHOCT TPAOBa Aa OBbAAT JIEKYBaHM C MOBUILEHO BHUMaHuUe. B
ABJATOCPOYHO M1aLe00-KOHTPOJMPAHO MPOYUBaHE MPH MAaLMeHTH € TeXKKA ChpAeyHa HeOCTaATbYHOCT
(knac IIT u IV no NYHA) cbhobuiasanara yectora Ha 6enoapobeH oTok e Guiia no-BMcoKa B rpyrnara,
JIEKyBaHa C aMJIOJIMIIMH, OTKOJIKOTO B rpynara Ha niaauebo (Bx. T. 5.1). bnokepu Ha kajLueBuTe
KaHaJIi, BKJIIOYHUTETHO aMJIOJIMITHH, TPAOBa J1a ce W3IJI0JI3BaT C NOBHIIIEHO BHUMAHHWE NPH MalUueHTH

CbC 3aCTOMHA Chp/ieYHa HEAOCTATbYHOCT, ThH KaTO MOraT /1a MOBMLIAT PUCKa OT 6bAeLLH ChpAe4HO-
CbAOBH CbOMTHUA U CMBPTHOCT.

YepHoapoOHO yBpexkaaHe
Tpabea na ce HanpaBAT QYHKLMOHAIIHK YepHOAPOOHH M3C/IeABaAHHA Npeau 3arno4yBaHe Ha JIEYEHHUETO,

MepHOAHYHO CJI€/] TOBA, KAKTO U MPHU NMAUHUEHTH, KOUTO pa3BUBAT HAKAKBH Oejie3M U CHMITTOMH,
npeanosarailyd 4epHOApoOHO yBpexxaaHe. B cinyyail Ha noBHILIEHH HMBA HA TPAHCAMHMHA3HUTE, TeE
TpsOBa 1a c€ MOHUTOPHUPAT A0 W3U€3BaAHE HA AHOMAJIUHUTE.

Ako nosuiieHHeTo Ha ALT unu AST, HaaxBbpasLLO NMOBeYe OT TPU MbTU MOpPHATA I'paHULIA Ha
HopMara (ULN), nepcuctupa, neyeHuero TpsaOBa 1a ce rnpeycTaHOBH.

[loy>kMBOTBHT Ha aMJIOAMIIHH € YBbJIXKEH, a cToWHOCcTUTEe Ha AUC ca no-BMCOKH MPH NMaLMEHTH C
HapyllieHa YepHoApoOHa QYHKLHSA; HE ca YCTAHOBEHHU NPENOPHKH 3a 103UpaHe.

[lopanu cvabpxanuero Ha aropBactatiH, KAIIYET tpabBa na ce npunara npeana3nueo npu
MaLMEeHTH, KOUTO KOHCYMHPAT 3HAYMTE/IHH KOJIMYECTBA AJIKOXOJ1, IIPH NALUEHTH ¢ YepHOAPOOHO

YBpeX/1aHe /UK C aHaMHe3a 3a YepHoaApoOHo 3abonsBaHe.

EdexTH BbpXY cKeneTHaTa MycKyJaTtypa

Kakto u apyru HMG-CoA-peaykTrazH HHXHOUTOPH, aTOPBACTATHH MOXKE J1a 3aCErHe CKesieTHaTa
MycCKyJaaTypa U Aa NPUYMHH MUAJITMs, MUO3UT U MUOTIATHS, KOUTO PSAKO MOrar Jaa nporpecupar Ao
pabaoMHOK3a, XapakTepU3Mpalla ce ¢bC 3HaUYUTETHO MOBHILIEHHE HAa HUBATa Ha KpeaTHHKWHA3aTa
(KK) (> 10 nbt1 Hag ULN), MUOornobuHeMus ¥ MUOrI0OUHYpHUS, KOUTO MOrat 10 JOBeIaT 10
ObOpeyHa HeIOCTATBYHOCT U B PEJIKM CJIyyau mMorar fia Obaart dataiHu.

[Ipu TpeTUpaHu CbC CTATUH ACUMNTOMHHM MALIMEHTH HE CE MPEnopbYBa peloBEH KOHTPOJI Ha HUBATa
Ha KK wiu apyru MycKkyJIHM €H3MMH. Bbripeku ToBa, Npy NauMeHTH ¢ npeapasnosarailiy GakTopu 3a
pabaoMHOIM3a U NTPU TE3U C MYCKYJIHM CUMIITOMM, Ce npenopbuBa MoHUTOpUpaHe Ha KK npeau
3aM0YBAaHE Ha JIEYEHUE CbC CTATHH, KAKTO M M0 BPEME HA TPETHUPAHE CbC CTATUH (BXK. MO-40.1Y).

MHoro psako ce cbo0l1aBa 3a UMyHOMeAMMpaHa HekpoTu3upauia muonatus (MMHM) no Bpeme uinu
cnen neyeHue ¢ Hakou ctaTHHU. UMHM kniuMHUYHO ce XxapakTepU3upa ¢ nepcucTUpalla cjaaboct Ha
NPOKCUMAJIHUTE MYCKYJIH H MOBHILIEHH CEPYMHH HMBA Ha KpeaTMHKHWHAa3aTa, KOUTO NMPOABb/KABAT,
BBIIPEKH MPEKpaTABaHEe Ha JICYEHUETO ChC CTATUHHU, NON0KUTENHH aHTU-HMG-CoA peaykrasHu
aHTHUTEJa ¥ NMoJI00peHHe C UMYHOCYTNIPECUBHH CPEACTBA.

[Ipeou nevernuemo

KAIYET tpsabsa na ce npeanydcBa BHUMATENHO HA MALUMEHTH C npeapasnosaraiuy gakropu 3a

pabaomuonusa. [1peau 3anouBaHe Ha Jie4eHHe CbC CTATHH, HUBOTO Ha KpeaTMHKHMHa3aTa TpsaOBa aa ce

U3MEpBa B CJIEAHUTE CJIy4aH:

- O6bOpeuHo yBpexxaaHe

- XHMOTHPEOUIHU3IBM

- JM4Ha Wi ¢paMHIIHA aHaMHe3a 3a HacJIeAICTBEHH 3a00/11BaHHs HA MYCKYJIUTE

- aHaMHe3a 3a MYCKYJIHa TOKCHYHOCT OT CTaTHH WK (Hubpar

- aHaMHe3a 3a 4epHOApoOHO 3aboJisiBaHE W/ WK MPHU KOHCYMAaLIUs Ha 3HAYMTE]
aJIKOXOJ1




- NpH NaLKEHTH B cTapyecka Bu3pacT (> 70 roauHu) TpsaOBa a ce npeueHH HeoOX0AMMOCTTA OT
TOBa M3MEpBaHe B 3aBUCUMOCT OT MNpe/pa3snojiaralure keM padaomuonusa hakropu

- CHTyalHH, [IPU KOUTO MOXKE a Bb3HUKHE MOBHILEHHE Ha [1a3MEHUTE HUBA KATO Harp.
B3aHMOJIEHCTBHA (B3K. TOUKa 4.5) U CrIEUHATHU NOMYJIaLMK, BKIFOUYUTETHO F€HETHYHH
cybnonynauuu (Bx. Touka 5.2).

B TakuBa CHTyalMH, pUCKBT OT JIe4eHHETO TPAOBA a Ce MPELEHH CPAMO Bb3MOXKHHTE MOJI3H U Ce
MpenopbyBa KIMHHYHO MOHHTOPHUpPAHE.

He TpsbBa na ce 3anousa ne4yeHue, ako u3xoaHuTe HuBa Ha KK ca 3HauMTeIHO MOBHILEHH (> 5 MBTH
Hag ULN).

Hsmepeane na kpeamunxunazama (KK)

Kpearunkunasara (KK) He Tpsa6Ba na ce uscnensa cies Texko GU3HUECKO HATOBAPBAHE MK NPH
HaJlM4yMe Ha Bb3MOXKHA aJITepHaTHBHA NPUYHHA 3a yBeanveHuero Ha KK, Tbit kaTo ToBa 3aTpyAHsBa
MHTEpIpeTalMaTa Ha pe3yaraTiTe. AKO U3X0AHHUTe cTOMHOCTH Ha KK ca 3HayMTenHO MoBUILEHH

(> 5 mbti Hag ULN), HUBaTa TpsaOBa cMCTEMATHUYHO J]a ce U3CJIEABAT MOBTOPHO 5 10 7 AHM MO-KbCHO,
33 J1a Ce MOTBBbPAAT PE3yJTATHTE.

Ilo epeme na neuenuemo

- IlaumenTture TpabBa na ObaaT npeaynpeaeHyd BeaHara a cbo011aBaT 3a MosgBaTa Ha HEOOACHUMHU
MYCKYJIHH OOJIKH, MYCKYJIHH KPaMIH WK cabocT, 0COOEHO aKo ca NMPUAPYKEHH OT
HEepa3noJIoXKEHHUE WJIK NOBHULIEHA TEMIIEpATYpa.

- AKO TakMBa CUMITTOMH Ce MosBAT no Bpeme Ha jeueHrero ¢ KAIIYET, Tpsabsa na ce uscnensa
HMBOTO Ha KK Ha nauueHnra. JleueHuero Tpabra na Objie npekpaTeHo, akO C€ YCTAHOBH, Y€ TE3H
HHMBA Ca 3HAYMUTEJIHO NMOoBHLIEHHU (> 5 nbTH Hag ULN).

- Tpabsa na ce 06cbau npekpaTsaBaHe Ha JIEYEHHETO, AKO MYCKYJIHUTE CHMITTOMH €a TE€XKH U
NpearU3BUKBAT HEMPEKbCHAT AUCKOMGOpPT, A10pu Korato HUBaTa Ha KK ca rosuiieHm 1o

< 5 mvt ULN.

- AKO cuMniToMHMTe 0T3BY4aT H HMBaTa Ha KK ce HopManusupar, Mmoxke na ce 06Cbid NOBTOPHOTO
BkatoyBaHe Ha KAZIYET B no-HUCKM 103H M NPU CTPUKTHO MOHUTOPHPAHE.

-  KAIVYET T1pabsa na ce npekpatu, ako ce MnosBAT KJIWHHYHO 3HAYHMH MOBMILIEHUS HAa HUBATA Ha
KK (> 10 nbt ULN) Uiy ako ce AMarHOCTULIMpa WK ce Moj1o3upa pabaoMHuou3a.

AMJIOAUITHH He MOBJIMABA pe3y/ITaTUTE OT 1abOpaTOPHH U3CENBaHMA.

ChrbTeTBaLllA TEpANUs C APYTH J€KAPCTBEHHU NMPOAYKTH

KakTo ¥ npu Apyry CTaTUHH, PHCKBT OT paba0OMHOK3a Ce MOBHILABA NMPH ChITLTCTBALLO
npuioxenue Ha KAIYET c Hakou niekapcTBa, KOWUTO MOraT Aa NMoBULIAT MJ1a3MEHUTE KOHLIEHTPaLMH
Ha aTOpBacTaTHH KaTo: MOLIHH HHXHOUTOpH HA CYP3 A4 wiu TpaHCcnOpTHUTE MPOTEHHM (HAIp.
LIMKJIOCTIOPHH, TEJIMTPOMHMLIMH, KJIADUTPOMHULIMH, A€NaBUPAUH, CTUPHUIIEHTO/1, KETOKOHA30J1,
BOPHUKOHA30J1, HMTPaKOHa30/1, Mo3akoHa3o, jerepmMoBup U HIV-nporeazHu HHXHOUTOpH,
BKJIFOYMTEJIHO PUTOHABHP, JIONMHABHUP, aTa3aHaBUp, HHAWHABUD, AapyHaBUP, TUIIpaHABUP/PUTOHABUP
U Ip.). PUCKBT OT MHONaTHs MOXe CbLIO Aa Objie MOBHILEH MPH ChITBTCTBALLO MPHUII0XKEHHE Ha
reMpubpo3ni1 U Apyru Npou3BOAHH Ha GUOpHHOBATA KUCEJIMHA, aHTUBHPYCHH CPE/ICTBA 3a JIeYEHHE
Ha xenatuT C (HCV) (nanp. 6ouenpesup, Tenanpesup, endacsup/rpazonpesup,
neaunacBup/codpocOyBUp), EPUTPOMHMLIMH, HHALIMH, €3€TUMHUO WIIM KOJIXMLIMH. BMecTo Te3
NekapcTBa, TpsOBa 1a ce OOMHUCIAT aNTepHaTUBHU (HEB3aMMO/IEMCTBALIlH) TepaNtH, aKoO

B cnyuyaure, kOoraro eAHOBpEMEHHOTO MpHUIaraHe Ha Te3H JIEKAPCTBEHHU MPOAYKTH U
HaJIOXKHUTE/IHO, TPAOBa BHUMATENHO Ja Ce MPELEHAT MoJi3aTa U PUCKBT, KaTo ce Tpe
MOAXOAALLO KIMHWYHO MOHMTOPHpPaHe Ha Te3M NMalMeHTH (BXK. Touka 4.5).



KAJIYET He TpsabBa na ce npuiara eIHOBpEMEHHO ChC CUCTEMHO MPUJIOXKEHHE Ha (y3u0Ba
KUCEJIMHA MJIH B PAMKHTE Ha 7 JIHH cjie/l CUpaHe Ha JiedyeHUueTo ¢ Gy3uaoBa kucenrHa. [1pu
MaLUEHTH, [TPH KOUTO CUCTEMHMAT NpHEeM Ha (y3H10Ba KMCEJIMHA € OT ChLIECTBEHO 3HAYEHHE,
JIEYEHUETO ChC CTaTHHH TPAOBA Aa ce crpe 3a Lenus Kypc Ha JedeHue ¢ Gy3uaoBa KMCelHHa.
CpoOLueHH ca ciyyau Ha pabaoMuonu3a (HAKOM OT KOUTO (paTaiHK) MPH NALKUEHTH, NMOJy4YaBaiu
KOMOHHaLUA OT y3Ua0Ba KUCEJIMHA ChC CTATUHH (BXK. Touka 4.5). [TauuenTtuTe TpsaOBa na Obaar
MOCHBETBAHU He3a0aBHO /1a MOTBPCAT JIeKapcKa MoMolLll, aKO MPHU TAX €€ MOABAT CUMIITOMH Ha
MycKyJiHa cinabocT, 60/1ka WM YYBCTBHTETHOCT.

JIeueHHeTO CbC CTaTUHHU MOXKeE J1a Ob/Jie 3anm0YHATO OTHOBO CEeM JIHHM clie]l MpUeMa Ha rocjeaHaTa
no3a (y3uaoBa KMcesHHa.

B otaenHH ciiyyau, Korato € He00X0AMMO NMPOABJDKUTEIHO CHCTEMHO JieyeHHe ¢ py3umoBa
KHUCEJIMHA, HaMp. [PH JIEYEHUE Ha TeXKKH UHPEKLIMH, HY>KIaTa OT €IHOBPEMEHHO MPUIOXKEHHE Ha
KAAYET u ¢py3unosa kucenrHa TpsaOBa aa ce npeLeHH 3a BCEKH OT/1e/IeH NMalUHeHT U Mo MpPSKO
MEAULMHCKO Habo1eHHe.

[IpenoTBpatsaBaHe Ha UHCYJIT Ype3 arpeCMBHO HamansBaHe Ha HMBATa Ha xojectepoJa (Stroke
Prevention by Aggressive Reduction in Cholesterol Levels, SPARCL)

Post-hoc ananu3 Ha cyOTUNOBETE HHCYTH NpU NauMeHTH 6e3 ucxeMuuHa 6onect Ha cwpuero (MBC),
KOUTO ca OMJIM C HACKOPO MpeKapaH UHCYJIT WM TPaH3UTOpHA ucxeMH4yHa aTaka (TIA), e nokasan no-
BMCOKA YE€CTOTa Ha XeMOparu4eH HHCYIT MpU NMaUMEHTHUTE, 3al04YHaM ¢ atopBacTtaTtuH 80 mg cripsamo
niaaue6o. [IoBuiLEH pUCK € OTYETEH NPEAUMHO MPHU NMALMEHTH C NMPEAXOAEH XeMOParuueH HHCYIT WK
naKyHapeH MH(}apKT npy BKJIKOYBaHE B MPOYUYBAHETO. 3a NaLIMEHTHUTE C NPEeAX0/JeH XeMoparuieH
MHCYJIT MM JJaKkyHapeH UH(apKT OanaHChT MEXY PUCKOBETE M MOJA3UTE OT aTopBacTHH 80 mg e
HECUT'YPEH H MOTEHUHAIHHAT PUCK OT XeMOparuuyeH HHCyAT TpsabBa aa Ob/ie BHUMATEHO MpeLeHeH
npeaq 3arno4yBaHe Ha TepanuaTa (Bx. Touka 5.1).

HHuTepcTrumanHa 6esoapobHa Gonect

[Ipy npueM Ha CTaTUHM ca CHOOLLIABAHU OTAEJIHM Clly4au Ha MHTEpCcTHLMaIHA OesioapoOHa 0oJiecT,
ocobeHO npH npoab/DKUTE/IHA Tepanus (Bx. Touka 4.8). [IposiBuTe MoraT 1a BKJIKOYBAT JUCITHEA,
HENMpOAYKTHMBHA KalIMLA U 00O BJIOLIABaHE Ha 3/paBeTo (yMopa, 3aryda Ha Terjio U NnoBvLIeHa
TeMneparypa). Tepanusara cbC CTATUHU TPAOBA [a ce NMPEYCTAaHOBH, aKO ¢e MOA03Upa, Ye MaLMUEHTHT €
pa3BWJ1 HHTEpPCTHLMA/IHA 6enoapobHa BosecT.

3axapeH auaber

Hsakou naHHM Noka3Bart, Ye CTaTMHWTE KaTO KJlac JIeKapcTBa NMOBULLIABAT HUBATA Ha IVIKOKO3a B KPbBTa
M NPU HAKOM MaLUEeHTH C BUCOK PUCK OT Obaewt aMaber, Morar aa npeiM3BMKaT HUBO Ha
XHITePrIMKeMHs, MPU KOETO € MOAXOASLIO NPHIAraHeTO Ha CTaHAAPTHO JieueHue Npu auaber.
Bbnpeku TOBa NOHWKABAHETO HA CHAOBHSA PUCK OT CTATUHMUTE MpPEBHILABA M0 3HAYEHHE PUCKA OT
nuaber M Toi He TpsAOBa na Obae NMpUUMHA 32 NMpeKpaTABaHe Ha TepanusATa CbC CTaTUHU. PUCKOBHTE
naumeHTH (MII0KO03a Ha riagHo 5,6 1o 6,9 mmol/l, BMI>30 kg/m?, moBHILEHH TPUIIIMLEPH/IH,
XHMepTOHUSA) TpAOBA aa ce npociaeasBaT KIMHHYHO U OHOXUMHYHO, CHIJIACHO MECTHHUTE
PHKOBOACTBA.

MuacTeHus rpaBuc

B HAKOnKO cny4as ce cbobOlaBa, ye CTaTHHUTE HHAYLMPAT de novo WM BJ1OLIABaT BEYE
ChIIIECTBYBAIlla MUACTEHHUS IPABUC WJIM O4HHA MUacTeHHUd (Bx. Touka 4.8). [1punoxeH
KAJYET tpabsa na ce cripe B ciiyyail Ha BiowaBaHe Ha cumntoMure. Mima cpo0Lue
npu (MOBTOPHO) MpHUJIaraHe Ha ChLIMs WM pa3jIMueH CTaTHH.



[loMoLIHU BelllecTBa

To3u nekapcTBeH NpoayKT cbAbpxkKa no-mManko ot 1| mmol Hatpuii (23 mg) Ha TabneTka, T.e. MOXe Ja
ce KaXke, 4e MPaKTUYECKHU He ChABbP)Ka HATPHH.

4.5 BsanMoaelcTBHA ¢ APYIH JIEKAPCTBEHH NPOAYKTH U Apyru Gopmu Ha B3auMoaeiicTBuS

B3anMo1eHCTBHS, CBbP3aHH C KOMOMHMPAHOTO JIEKAPCTBO

JlaHHH OT Mpoy4BaHe MPH 34PaBH JMLIA HA B3aUMOAEHCTBHETO MEX/y AaKTUBHUTE KOMITIOHEHTH Ha
NieKapcTBOTO, BKIOYBaLo 10 mg amnoaunuu v 80 mg atopBacTaTuH, MOKa3BarT, ye
(papMaKOKMHETHKATa HAa AMJIOJIMIIMH € HEMPOMEHeHa MPH €IHOBPEMEHHOTO IMpPUJIaraHe Ha
nekapcrBara. He e ycraHoBeH edekt Ha amnoaunuH BbpXY Cmax Ha aTopBacTaTvH, HO AUC Ha
aropBacTaTuH € Ouia ysesmdeHa ¢ 18% (IC oo [109-127%]) B NpHUCHCTBHETO HA aMIIOUITHH.

He ca nposexaanu uscneasanus ¢ KAJIYET u apyru nekapctsa, HO ca NpoBeAE€HH NMPOYYBaHHS C
OTACJIHUTE KOMNOHEHTH, aMJIOJIMITHH K aTOPBACTATHH, KAKTO € OMUCAHO MO-0Y:

BB&HMOQeﬁCTBHH, CBLP3aHH C aMJIOIMITHH

Henpenopvuumenna xombunayus

Laumponen (unghysus)

[1pu >xMBOTHH ca Hab/KO1aBaHH JieTalHA KaMepHa GUOpHUIaLIUA U ChbPAEYHO-CHAOB KOJIANC, CBbP3aHH
C XHMepKaJIMeMHus, Ce/l NpUI0XKEeHHe Ha BepanaMuil U JaHTposieH (MHTpaBeHO3HO). [Topaau puck ot
XHIEPKaTHEMHUS Ce MpPenopbyBa €AHOBPEMEHHOTO MPHIIOKEHHE Ha OJIOKEPH Ha KAJILIMEBUTE KaHAIH,
KaTo aMJIOJUIIHH, J1a ce U30Area npyu nauMeHTH, 4yBCTBUTE/HH Ha 3/l0KaYecTBeHa (MaJIMrHeHa)
XHUMEPTEPMHA U NMpH HEHHOTO oBnaaaBaHe.[lo ekcTpanonauus KOMOMHUPAHETO HA aMJIOJAMITHH H
NAHTpoOsIEH TpAOBa na ce u3bsAraa (Bx. Touka 4.4).

Kombunayuu, uzucxkeawju noguuieno eHuUManue

baxnoghen
3acuiBaHe Ha AHTHUXHITEPTEH3UBHUSA edeKT. MOHMTOpUpaHE Ha apTEPHATHOTO HAJISraHe
KOpUrMpaHe Ha 103aTa Ha aHTUXMIIEPTEH3UBHOTO JIEKAPCTBO, aKO € HeOOXO0IUMO.

CYP3A4 unxubumopu

EnHoBpemeHHara ynorpeda Ha aMJIOAMNHH CbC CUIHHU UK yMepeHH CYP3 A4 uuxuburopu
(nMpoTea3sHH HHXUOUTOPH, a30JI0BU NMPOTUBOrbOMYHH, MAKPOIKIH KATO EPUTPOMULIMH MJTH
KJIApUTPOMHLIMH, B€panaMu/l WM AWITHA3e€M) MOraT Ja A0BeaaT A0 3Ha4YHTEJIHO MOBHIlIaBaHe Ha
€KCMO3uLMATa Ha aMJIOAMITUH, KOETO Aa NOBULUH PUCKA OT XMINOTOHHUA. KIIMHMYHAaTa 3HAYMMOCT Ha
T€3U (papMaKOKMHTETHYHH NTPOMEHHU MOXKE Ja € Mo-u3pa3eHa NpH NalMeHTH B cTapyecKa Bb3pacT.
Moxe na ca HEOOXOAMMH KIIMHUYHO MpOocieasBaHe U KOpMIrHpaHe Ha J03aTa P Te3H MaLMeHTH.

CYP3A4 undyxkmopu

[Ipu enHOBpeMeHHO NpUIOKeHHUe Ha u3BeCTHH HHAYKTOpH Ha CYP3 A4 nna3meHara
KOHLIEHTpALIMsA Ha aMJIOAMITUH MoXe Aa Bapupa. [lopaau ToBa KpbBHOTO HassiraHe TpsaOBa J1a
ce npocJieisiBa U 1a ce 0OMUCIM aganTUpaHe Ha A03aTa KaKTo Mo BpeMe, TaKa H Clie/]
eJHOBPEMEHEH MnpHueM, 0cobeHo cbe cHIHU CYP3 A4 unaykropu (Hanp. pudaMnuumH, bt
KaHTapPHOH).

He ce npenopbyBa NpUI0KEHHETO HA aMJIOAUITHH C rpendpyT WK CbC COK OT rpeind
OMOHANTMYHOCTTa MOXKE [1a C€ MOBUILLHU MPH HAKOM MaLMEHTH, KOETO J1a JOBEIE 10 3aCH
AHTUXHUIIEPTEH3UBHUTE €(EKTH.

Edexty Ha aM10AMNUH BBPXY APYTH JE€KaPCTBEHHU NMPOAYKTH




EdexTure Ha noHwkaBaHe Ha KPbBHOTO HajiAiraHe Ha aMJIOJMITHH CE HAC/IarBaT KbM MOHHXKABALLUTE
KPBBHOTO HaJisraHe €(eKTH Ha JAPYTH JIEKapCTBEHH MPOAYKTH C aHTUXHIEPTEH3UBHH CBOMCTRA.

Taxpoaumyc

ChluecTByBa pUCK OT MOBHLIEHH HHBA HAa TAKPOJIUMYC B KPBBTa MPH €IHOBPEMEHHO NMPHII0KEHHE C
aMJIOAMIKH, HO (P)apMAaKOKMHETHYHUAT MEXAHM3BM Ha TOBA B3aMMOAEHCTBUE HE € HAMBbJIHO M3BECTEH.
3a na ce u3berHe TOKCHYHOCT C TAKPOJUMYC, MPHI0KEHHETO HA aMJIOAMITHH MPH MaLMEHT Ha
JICYEHHE C TAaKPOJIMMYC, H3UCKBA NpPOCIIEIIBAHE HA HUBATa Ha TAKPOJIMMYC B KPBBTa U NMPOMAHA Ha
[03aTa Ha TaKpOJIUMYC, NTPU HEOOXOAHUMOCT.

Hnxubumopu na npomeun, mapeemet 3a panamuyur (mTOR)

Muxuburopure Ha mTOR kato cuponumMyc, TeMCHpOIMMYC U eBeposiMMyc ca cybetpatu Ha CYP3A.
Amnozaunut e cnad nuxuburop Ha CYP3A. Tlpu eaHoBpemeHHaTa ynorpe6a Ha mTOR uHxu6utopu
aMJIOMITHH MOXe€ /1a NOBHULIK eKcrno3uuuaTa Ha mTOR nHxuOuTopure.

B KJIMHHYHM NPOYYBaHMS 3a IEKapCTBEHH B3aMMOJIEHCTBHUS aMJIOAUITHH HE MOBJIMABA
(apMaKOKHHETHKATa Ha aTOPBAaCTaTHH, AMFOKCHH WK BapdapHH.

KombuHauumu, kouto TpsbBa 1a ce UMAT NpeaABUI

Angha-1 6roxepu 6 yponozusma (npazo3um, anghyzo3un, OOKCaz03uH, Mamcyio3uH, mepazo3un)
YcuiBaHe Ha XMINOTEH3UBHUSA e(eKT. PUCK OT TexkKa OpTOCTaTHYHA XUITOTOHHS.

Amughocmun
YcuiBaHe Ha XMNOTEH3UBHUSA €(eKT OT npubaBsiHe Ha HeXKeslaHHU ehEeKTH.

Hmunpamunoeu anmuodenpecanmu, Hedpoienmuyu
AHTHXHIIEPTEH3UBEH €(PEKT M MOBHILEH PUCK OT OPTOCTATHYHA XHUMOTOHHUS (aAUTHBEH e(EeKT).

bema-bnoxepu npu cvpoeuna neoocmamvynocm (6u30NPONON, KAPEEOUNON, MEMONPOJION)

PHCK OT XMMOTOHHMS M CbpJ€4YHa HEAOCTATbYHOCT MPHU NALMEHTH C JIATEHTHA WKW HEKOHTPOJIMpaHa
CbpJie4Ha HEIOCTATBYHOCT (in Vitro HEraTUBEH UHOTPOINEH e(eKT Ha AUXUAPOITUPHIUHHUTE, Pa3IHYHO
3aBUCHM OT MPOJYKTHTE, KONTO MOXE /1a YCHJIU HEraTUBHUTE HHOTPONHHU eeKTH Ha OeTa-
6aokepute). Hannunero Ha neuenue ¢ Gera-610kepu MOXKe 1a HAMalu 10 MUHUMYM pedieKCHaTa
CHMMAaTHKOBA peaKLus, 3aIeHCTBaHa B CJIy4ya Ha MPEKOMEPHO XeMOAWHAMHYHO BBb3/EHCTBHE.

Kopmuxocmepouou, mempaxkozakmuo
Hamanenue Ha aHTUXMNEPTEH3UBHHUA e(PeKT (edeKT Ha 3abp)KaHe Ha BOAA W HATPUH MpH
KOPTHKOCTEPOUUTE).

Lpyau anmuxunepmen3zuenu nexapcmea

EnHoBpeMEHHOTO npuiaraHe Ha aMJIOAMITHH C IPYro aHTUXMIIEPTEH3UMBHO JieKapcTBo (GeTa-610kep,
Onokep Ha auruorensuH II, amypetuk, ACE-uHXUOMTOP) MOXKe Na YCUIIH XMINIOTEH3UBHHUSA e(heKT Ha
aMJIOAMINHH. JIeyeHHe ¢ TPHHUTPAT, HUTPATH WM JAPYTH BazoausaTaTopu TpsaOBa na Obae
BHUMATEJIHO OOMUCIIEHO.

Cunoenaghun
Envnnuna nosa or 100 mg cunaeHadun npy nauMeHTH ¢ €CEHLMATHA XUITEPTOHUSA HAMA eekT
BbPXY (pPapMaKOKHHETHYHHUTE NapaMeTpH Ha aMnoaunuH. [1pn koMOMHKpPaHO U3MOJ3BaHE Ha
aMJIOAMITMH M CUJIIeHa( U1, BCAKO CPEACTBO OKa3Ba HE3aBUCUMO COOCTBEHMS CH e(eKT, MOHHMKaBALLL
KPBBHOTO HaJIAraHe.

Luxnocnopun
He ca npoBexxaaHu npoy4sBaHHMs 3a JIEKApCTBEHU B3aUMOAECHCTBHA MEXY LIMKOJIO

NnauMeHTH ¢ ObOpeyHa TpaHCIIaHTaLMs, TPH KOMTO ce HabJroaaBa NPOMEHJIMBO
ot 0% no 40%) Ha Hal-HMCKaTa KOHUEHTpaLMs Ha LIMKJIOCNOpHUH. M3KucKBa ce noB



MPH MOHUTOPUpAHE HUBATA Ha LIMKJIOCTIOPHH NMPH NAaLMEHTH ¢ ObOpeyHa TpaHCIIaHTaLMs, KOUTO ca
Ha JIe4eHHe C aMJIOIMIIMH, @ HAMAJIABAHETO Ha /103aTa Ha LMKJIOCTIOPHUH TpAOBa CTaBa NpH
HEO0OX0IMMOCT.

[Ipu u3cnenBaHe Ha B3aMMOAEHCTBUATA € NMNOKA3aHO ChLIO, Y€ CHMETHU/IMH, aTOPBACTATHH,
a;lyMHHHEBH/MarHe3MeBH COJIM U IMFOKCHH He MOBIMABAT ()apMaKOKMHETHKATA HAa aMJIOAMITHH.

EdekTt Ha Ipyru nekapcTBEHH MPOAYKTH BbPXY aTOpBACTaTHH MPH €IHOBPEMEHHO TPUIIaraHe
ATopBacTaTHH ce MeTabonu3supa ot uutoxpoM P450 3A4 (CYP3A4) u e cybeTpar Ha
YEPHOAPOOHHTE TPAHCIIOPTEPH U HA MOJIMNENTHANTE, TPAHCTIOPTHPALLLH OPraHUYHU aHHOHH 1 B1
(Organic anion-transporting polypeptide 1B1, OATP1B1) u 1B3 (OATP1B3). MeTta6onuTtute Ha
aropBacTaTuH ca cydbctpatu Ha OATP1B1. YcTaHOBEHO € ChLIO Taka, Ye aTOpBacTaTHH € CyOcTpaT
Ha erykcHUTe TpaHcnopTepH Ha P-ravkonporenH (P-gp) 1 Ha npoTenMHa Ha PE3UCTEHTHOCT Ha paKa
Ha rbpaara (Breast cancer resistance protein, BCRP), kouto Moxe 1a orpaHMyaT ypeBHara
abcopOLMA H HTbYHHS KIMPBHC HAa aTOpBacTaTHH (BX. Touka 5.2). ChbIbTCTBALLOTO NPHJIAaraHe Ha
JIEKapCTBEHH MPOAYKTH, KOUTO ca UHXHMOUTOPH Ha CYP3 A4 miu Ha TPaHCNIOPTHUTE NMPOTEUHU, MOXKE
Ja 10Be/Ie 10 MOBHILIEHH IU1a3MEHH KOHLUEHTPALMK Ha aTOPBAaCTaTHH W MOBUILEH PUCK OT MHOMATHSI.
PHUCKBT MOXe CBHLIO 1a CE NOBHILH NMPH €AHOBPEMEHHO MpUJIaraHe Ha aTOPBACTATHH C JPYIH
JIEKapCTBEHH NPOAYKTH, MPUTEXKABaLIH MOTEHLMA Aa MUHAYLUMpPAT MHONaTHs KaTo pubparu u
e3eTUMHO (BX. ToukH 4.3 u 4.4).

Hrnxubumopu na CYP3A4

YcraHoBeHO e, ye MouiHUuTe HHXHOUTOpH Ha CYP3 A4 BoaAT 10 3HAYMTENHO NOBHUILIABAHE HA
KOHLIEHTpaLMMTE Ha aTropBacTaTHH (Bx. Tabnuua 1 v nogpobHara uHbopMaLMs No-a0may).
E1HOBpeMEHHOTO npuiaraHe Ha MOLIHU UHXUOUTOpH Ha CYP3 A4 (Hanp. UMKJIOCMOPHH,
TEJTUTPOMHLMH, KJIADUTPOMHLIMH, A€aBUPAHH, CTUPUIIEHTOJ1, KETOKOHA30/1, BOPMKOHA30/1,
MTPAKOHAa30J1, 103aKOHAa30J1, HAKOH aHTUBUPYCHH cpeacTBa 3a JieyeHre Ha xenatut C (HCV) (nanp.
endacsup/rpazonpesup) U Ha U HIV npoteazHu HHXMOUTOPH, BKIHOUHTEIHO PUTOHABHUP, JTOMTMHABHD,
aTasaHaBHMp, HHIMHABUP, apyHaBHUp U Ap.), TpaOBa aa ce u30sArea, ako € Bb3MOXHO. B ciyyam,
KOraTto €IHOBPEMEHHOTO MpHJIaraHe Ha Te3U JIeKapCTBEHHU MPOAYKTH C aTOPBACTaTHH HE MOJXKE J1a Ce
uzberne, TpsadBa Aa ce 0OOMHUCIAT NO-HUCKK Ha4ajlHa U MAKCHMMaJlHa O3H aTOPBAaCTaTHH.
[IpenopbuBa ce U NOAXOAALLO KIMHUYHO NpociieasBaHe Ha nauueHTure (Bxx. Tabnuua 1).

Ymepenn nuxubutopu Ha CYP3A4: (Hanp. epuTpOMULIMH, TUJITHA3EM, BepanaMmil U (pJ1yKkoHa30J1)
MOraT Ja NMOBHIUAT MJIa3MEHUTE KOHUEHTpaUMHU Ha atopBacTaThH (Bx. Tabauua 1). HabnronasaH e
MOBHILEH PHUCK OT MHOMATHA MpH yrnoTpeda Ha epUTPOMHULIMH B KOMOMHALIMA CBC CTATHHM.
[IpoyuBaHHs Ha B3aUMOAEHCTBHUATA, OLIEHABALIK €(DeKTUTE Ha aMHOAAPOH UJIH BEparaMH/l BbPXY
aTOpBaCTaTHH HeE ca NMpoBexJaHH. M3BeCTHO e, ye KaKTo aMHMO1apOoH, Taka M BepanamMmui HHXUOUpar
akTUBHOCTTa HAa CYP3A4 1 e1HOBPEMEHHOTO UM MpHUIaraHe ¢ aTOpBaCTaTMH MOXKE /1a I0BE/IE 10
[MOBMILIEHA CHCTEMHA €KCIO3MLIMA Ha aTopBacTaTHH. [lopaau ToBa npu e1HOBPEMEHHO MpUIaraHe ¢
yMmepeHH HHXHOUTOpH Ha CYP3 A4 Tpa6ea na ce oOMHCIHM NO-HHCKa MAKCHMAJTHA 03a aTOPBACTATHH
U ce MpernopbyBa NOAXOAIO0 KIMHUYHO NpocieasBaHe Ha nauueHTa. [Ipenopbusa ce noaxoasiio
KJIMHHYHO MpOC/ieisiBaHe B HA4aJIOTO Ha TepanusaTa WM NpU NpoMsHa Ha J03aTa Ha HHXHOUTOpA.

Hnoyxmopu na CYP3A4
EAHOBpeMEHHOTO MpuiaraHe Ha aTOpBacTaTHH C HHAYKTOPH Ha uuToxpoMm P450 3A (Hanp.
e(paBupeHL, pU(aMIHULIMH, )XBIT KAHTAPMOH) MOXKeE Ja J0Bee 10 BapHaOWUIHO MOHW)KAaBaHe Ha
M1asMeHHMTE KOHLIEHTpaLMM Ha aTopBacTaTtvH. [lopaau ABOHHOTO B3auMOAeHCTBUE HA pUpAMITULIMH
(MHAYKUMA Ha uMTOXpoM P450 3A ¥ uHXHMOMUMA Ha XeNnaTOUMTHUA TPAHCTIOPTEH MPOTEHH 34
obpatHo noemane OATP1B1), ce npenopbuBa npuiaraHeTo Ha aTOpBAaCTaTHH W pyudaMIULIMH Aa
CTaBa €IHOBPEMEHHO, ThH KaTO 3a0aBEHOTO MpuUaraHe Ha aTOpBacTaTHH CJe/ Npuara

atropBacTaTUH. Benpeku ToBa eekThT Ha pUdaMNULIMH BHPXY KOHLIEHTPALIMMTE
XEMaTOLMUTUTE € HEYCTAaHOBEH W aKO €IHOBPEMEHHOTO MpHJIaraHe He MOJXKE [1a ce
nauMeHTuTe TpsAbBa BHUMATENHO [a ce npocieasBar 3a e(HKaCHOCT.

Hruxubumopu na mparcnopmepume



MHxubuTopHTE HAa TPAHCIOPTHUTE NPOTEMHH MOraT Ja MOBMILAT CUCTEMHATA HAJIMYHOCT Ha
aTtopBacTaTHH. LIMKIOCMIOPHH M JIETEPMOBHP ca MHXHOUTOPH Ha TPAHCMIOPTEPUTE, BKITFOUEHH B
eJIMMMHMPAHETO Ha aTopBacTtaTvH, Hanp. OATP1B1/1B3, P-gp u BCRP, koeto Boau 10 nosuiueHa
CHCTeMHa HaJTM4YHOCT Ha atopBacTaTuH (Bx. Tabnuua 1). EdexkrbT OT HHXHOHpPaHeTO Ha
TPAHCMOPTEPHTE Ha XENMaTOLMTHOTO 3aXBallaHE BbPXY HATMYHOCTTA Ha aTOPBACTATHH B
XEMaTOLUTHTE € HEU3BECTEH. AKO €JHOBPEMEHHOTO MpHJIaraHe He MOXe J1a ce u3berue, ce
npenopb4Ba NOHWXXaBaHe Ha 103aTa U KJIMHUYHO HalJtoeHne Ha edekTuTe (Bxk. Tabnuua 1).

Ynorpebara Ha aTOPBaCTaTHH HE CE MpPENopbYBa MpH MALKWEHTH, PHUEMALLIH JIETEPMOBHP
€JHOBPEMEHHO C LIMKJIOCTIOPHH (BXK. TOUKa 4.4).

TI'empubposzun/npouseoonu na ¢pubpunosama kuceauna

Ynorpebara Ha pubpatH, cama no cede cH, MOHAKOra e CBbP3Ba C MYCKY/IHH MPOSBH, BKJIHOUYHUTETHO
pabaoMuonK3a. PUCKBT OT Te3H NposBH MOJXKe Ja ce MOBMIUM MPH €HOBPEMEHHA yroTpeda Ha
(ubpaTn K aTopBacTaTHH. AKO €JHOBPEMEHHOTO NpUIaraHe He MOxe 1a ce u3berxe, Tpabpa a ce
W3MoJI3Ba HaKH-MaJIKaTa /103a aTOpBAaCTaTHH, HEOOXOAMMA 3a 10CTUraHe Ha TeparneBTHUYEH ePEKT U
nauueHTuTe TpsAOBa aa ce npocneassar (Bx. Touka 4.4).

Ezemumud

Ynorpebara Ha e3eTHMHO, cama 1o cebe cH, ce CBbp3Ba C MYCKYJIHH MPOSBH, BKIIOYUTEIIHO
pabnomMuonu3a. ETo 3a1110 puckbT OT Te3u cbOMTHSA MOXKE [1a Ce MOBHILHW NPH €IHOBPEMEHHA
ynorpeba Ha e3eTUMHO 1 aTopBacTaTuH. [IpenopbuBa ce NOAXOAALIO KIMHHUYHO MPOC/IeAABaHE Ha
TE€3U MaLUEHTH.

Konecmunon

[InasmMeHHTE KOHLEHTPALMHK HA ATOPBACTATUH W HEFOBUTE aKTHUBHU METAabOUTH ca OUITH MO-HUCKH
(CHOTHOLLIEHHE HAa KOHLIEHTpaLMaTa Ha atopBactatuH: 0,74), KOraTto KOJIECTHIOJI € NpUaaraH
€IHOBPEMEHHO ¢ aTopBacTaTuH. EQekTbT BbpXy nunuaure odaue e 61 no-u3paseH rnpu
€IHOBPEMEHHOTO MNpHJIaraHe Ha aTOPBaCTaTHH U KOJIECTHIIO/, OTKOJIKOTO NMPH CAMOCTOSTENHOTO
[MPUN0KEHHE Ha JIBETE JIEKapCTBa.

Dy3udoea KuceauHa

PUCKBT OT MHOMAaTHs, BKJIFOYUTETHO pabaoMHOIN3a, MOXE a C€ MOBULLH MPH €AHOBPEMEHHO
CHCTEMHO NPUJIOKEHHE Ha (Py3Ua0Ba KUCEIMHA CbC CTATHHH. MeXaHU3MBT Ha TOBa B3aUMOJIEMCTBHE
((papMakoAMHAMHYHO WM (PapMaKOKMHETHUYHO) BCe ollle He € u3BecTeH. ChoOLIEeHH ca cllyya Ha
pabaoMuonu3a (HAKOM OT KOMTO (haTajiHK) NP NaLUEeHTH, NoNy4YaBallld Ta3u KOMOMHaLMA.

Axo e HeobxoauMo nedyeHue ¢ (py3u10Ba KMcelrMHa, TepanuaTa ¢ aTopBacTaTHH TpsaOBa J1a ce cripe 3a
LieJIMs MepHo Ha iedyeHHe ¢ ¢py3u0Ba KucenHa (BX. Touka 4.4).

Koaxuyun

Bbripeku ye He ca MpoBeXJaHHW MPOYYBAHHMA 3a B3aMMOEHCTBHE C aTOPBACTATHH U KOJIXHULIMH, C€
cboOlllaBa 3a c/lyyau Ha MHONATUs NPU €AHOBPEMEHHO NpUJlaraHe Ha aTOPBaCTATHH C KOJIXMLIMH.
Tpabsa na ce noaxoxaa BHUMATEHO NpH MpeanucBaHe Ha aTOPBACTATHH C KOJXMLIMH.

EdekT Ha aTropBacTaTMH BbPXY APYI'H JIEKAPCTBEHH MPOAYKTH MPH €JHOBPEMEHHO TPHJIaraHe

Jlueoxcun
KoraTto MHOrokpaTHM 0034 AMroKCHH U 10 mg aTopBacTaTHH ca rpujaraHi eJHOBpeMEHHO,

CTallMOHAPHUTE KOHLIEHTPALIMM Ha JIUTOKCHUH Ca ce NMOBULIKIIHM JeKo. [lauueHTure, npuemMainu
JUrOKCHH, TpsAOBa aa ObaaT noaXoasLlo NpocieIsiBaHH.

[lepopannu konmpayenmugu

EﬂHOBpeMEHHO [pUjaraHE Ha aTOpBACTATHH C IEPOPAJICH KOHTPALCIITHUB IpPE
Ha TU1a3MCHHTC KOHUCHTpPAUHH Ha HOPETHHAPOH H €THHHUIECTPAAHOII.

Bapgapun
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B KJIMHHYHO MpOy4YBaHe MPH NALMEHTH HA XPOHHWYHA Tepanus ¢ BapdapuH, eIHOBPEMEHHOTO
rnpujarate Ha atopsactaTtiH 80 mg nHEBHO ¢ BaphapHH € NPeaU3BUKAIO0 HE3HAYMTEHO MOHHKEHHE
OT 0K0JIO 1,7 CeKyHAM Ha MPOTPOMOMHOBOTO BpeMe Mpe3 MbPBUTE 4 JHU HA NPUEM, KOETO Ce €
BbpPHAJIO KbM HOpPMa B paMKHTE Ha 15 IHHM OT HA4yaJl0TO Ha TepanusaTa C aTopBacTaTHH. Burpeku ue
MHOI0 MaJIKO C/Ty4Yad Ha KJIMHUYHO 3HaYWMH B3aUMOJECHCTBHS C aHTHMKOAryJJAHTH ca ChOOLLIABaHH,
MPOTPOMOMHOBOTO BpeMe TPsAOBa Aa ce onpeaesid Npeiu 3arno4yBaHe Ha aTOPBACTATHUH NPH MALUEHTH,
NpyeMallld KyMapHHOBH aHTHKOAryJIaHTH M JOCTaThb4YHO Y€CTO B HA4aJlOTO HA TeparusaTa, 3a 1a €
CHTypHO, Y€ HIMa 3Ha4UMH NPOMEHH B TO3M NoKa3aren. Beaubxk ycTaHOBEHO cTabHIHO
MPOTPOMOMHOBO BpeMe, MOHMTOPHPAHETO Ha TO3M M0KA3aTe/l MOXKE 1a CTaBa Ha OOMuYalHUTE
WHTEPBAJIH, NPENOPHLYMUTEHH 3a NALIMEHTUTE HA KYMapMHOBHM aHTHKOATryJIaHTH. AKO J103aTa Ha
aTopBacCTaTHH C€ MPOMEHH WJIM Ce MPEKpaTH Np1emMa, TpsabBa Aa ce MOBTOPH ChlilaTa MpoLeaypa.
TepanusTa ¢ aTopBacTaTHH He € CBbpP3aHa C KbPBEHE WJIU C IPOMEHH B MPOTPOMOMHOBOTO BpeME TpH
MaLMEHTH, HENpPUEeMallld aHTUKOAryJIaHTH.

Tabnuua 1: Edextn Ha eAHOBpEMEHHO NpUIaraHy JIEKAPCTBEHH MPOJYKTH BbPXY
(dapMaKOKMHETHKATA HA ATOPBACTATHH

EnHoBpeMeHHO npunaraH ATOpBacTaTHH

JIEKapCTBEH MPOAYKT U cXema Jo3a (mg) CovoTtHowenue | KnuHuuHa npenopbka”

Ha MpuJiaraHe Ha AUC*

['nexanpesup 400 mg BeaHBK 10 mg BeaHBX 8,3 EnHOBpeMEeHHOTO

aHeBHO/nuOpeHTacBup 120 mg | aHeBHO 3a 7 QHM npujiarade ¢ rpoayKTH,

BEAHBX IHEBHO, 7 JHH ChAbpKALLKU rJIeKanpeBup
WJIM NUOpEeHTacBUp, €
MPOTUBOMNOKA3aHO (BX.
TO4Ka 4.3).

Tupnanasup 500 mg neanbTh | 40 mgHanen 1, | 9,4 Koraro eqHOBpeMEHHOTO

nHeBHO/ Putonasup 200 mg 10 mg Ha geH 20 pujaraHe ¢ aTopBacTaTHH

J1Ba MMbTH AHEBHO, 8 AHH (OT e HeoOX0aAUMO, He

aeH 14 no 21) npesuiaBanTe 10 mg

Tenanpesup 750 mg, npe3 8 20 mg, eaunuyna | 7,9 aTOPBAaCTaTHH JHEBHO.

yaca, 10 aHu 103a [IpenopbuBa ce KIMHHYHO

[{uxnocnopuH 5,2 mg/kg/ned, | 10 mg Beanbx 8,7 MpocieAsBaHe Ha Te3U

MOCTOSIHHA 11034 JHEBHO 3a 28 OHH MaLHUEeHTH.

Jlonunasup 400 mg aBa nbTH 20 mg BeaAHBXK 5,9 Hsama cneuranHu

aHesHo/ Puronasup 100 mg JHEBHO 3a 4 AHM npenopbku. KAJAVET

[Ba MbTH AHEBHO, 14 nHH ceabpka 10 mg

KnapurpomuuuH 500 mg nsa 80 mg BeIHBK 4,5 aTOpPBACTATHH.

NbTH JHEBHO, 9 IHM JIHEBHO 3a 8 JHHU

CakeuHaBup 400 mg aga nbtH | 40 mg BeaHBXK 3,9 Hsma cneuunanyu

nHeBHO/ Putonasup (300 mg JAHEBHO 3a 4 1HH npenopbku. KAJIYET

[1Ba MbTH JHEBHO OT JHH S-7, cpabpxka 10 mg

nosuuieH a0 400 mg aBa nbTH aToOpBacCTaTHH.

JIHEBHO Ha 1eH 8), nHu 4-18, 30

min cjieq 1o3aTa Ha

aTOpBacTaTUH

Hapynasup 300 mg aBa nbTH 10 mg BeaHBK 3,4

aHeBHO/PutoHaBup 100 mg nBa | AHEBHO 3a 4 QHU

MbTH AHEBHO, 9 OHH

Hrpakonaszon 200 mg nHeBHo, | 40 mg eaunuyHa | 3,3

4 nHU a03a

®o3amnpenasup 700 mg npa 10 mg BeaHBK 2.5

NbTU AHEBHO/ PUTOHABHUp OHEBHO 3a 4 1HH

100 mg aBa nbTH AHEBHO, 14

IHH

®o3zamnpenasup 1400 mg nea | 10 mg BeaHBK 2.3

MbTH AHEBHO, 14 aHU JIHEBHO 3a 4 OHH
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EnHoBpeMeHHO npunaraH ATOpBacTaTUH

JIEKapCTBEH MPOAYKT H CXeMa Ho3a (mg) CooTtHowenue | KnuHuuHa npenopbka’

Ha MpuaraHe Ha AUC%

Enbacsup 50 mg BeaHbX 10 mg enunnuna | 1,95 Jlo3aTa Ha aTopBacTaTHH

AHeBHo/rpazonpesup 200 mg n03a He TpAOBa 1a npeBulIaBa

BEAHDBXK JAHEBHO, 13 nHH AHeBHa 103a ot 20 mg npwu
€lHOBPEMEHHO IpUaraHe
Ha NPOAYKTH, ChAbpIKaLLHK
enbdacBUp WU
rpa3onpeBup.

JlerepmoBup 480 mg BeAHBK 20 mg enuHuuHa | 3,29 Jlo3aTa Ha aTOpBacTaTHH

aHeBHO, 10 aum no3a He TpsAOBa 1a npeBuilaBa
AHeBHa 103a ot 20 mg npu
€AHOBPEMEHHO NpuJiaraHe
Ha MPOAYKTH, ChAbprKaLLH
JIE€TEPMOBHP.

Hendunasup 1250 mg nsa 10 mg BeaHbXK 1,74 Hsma cneumnanuu

MbTH IHEBHO, 14 nHM JHEBHO 3a 28 1HHM NPENnOPbKH.

Cok ot rpeingpyt, 240 mL 40 mg equHuyHa | 1,37 He ce npenopbuBa

BE/IHB>K IHEBHO™* no3a €HOBPEMEHHHUS NpHUeM Ha
roJI€MHU KOJIMYECTBA COK OT
rpeundpyT u
aTOpPBACTaTHH.

Huntuazem 240 mg BeIHBXK 40 mg eaunuyHa | 1,51 Cnena 3ano4yBaHETO Ha

JHEBHO, 28 IHH n03a TepanusaTa Wi ciiell
NpoMsHa Ha 103MpOBKaTa
Ha JUJITUA3eM, ce
NnpenopbUYBa KIMHUYHO
npocieasBaHe Ha
NalMEHTHUTE.

EputpomMuumH 500 mg yetupu | 10 mg equnuyna | 1,33 [IpenopbuBa ce KIIMHUYHO

MbTH JHEBHO, 7 IHM 1034 npocieasBaHe Ha Te3M
MaLMEHTH.

[umernaun 300 mg yeTupu 10 mg BeaHBX 1,00 Hsama cneumnanHu

NbTH AHEBHO, 2 CEAMHULIM JIHEBHO 3a 2 NPENnoOpPbKH.

CeJIMMLIH
Konecrtunon 10 g aga netH 40 mg BeaAHBX 0,74** Hsama cneuuanHu
AHEBHO, 24 ceAMHULH JIHEBHO 3a § MpenopbKH.
CEJIMMLIM

AHTHaLMOHA CYCIEH3M, 10 mg BeaHBXK 0,66 Hsama cneuuanHu

CbhAbprKallla MarHe3ues uU JIHEBHO 3a 15 aHu MPenopbKH.

anyMHUHHEB Xuapokcuau, 30 ml

YeTHPH MBTH AHEBHO, 17 NHH

EdaBupenu 600 mg BeAHBK 10 mg 3a 3 quM 0,59 Hsma cneuunanyu

JIHEBHO, 14 nHH NpPEenopbKH.

Pudamnuuux 600 mg Beaubvxk | 40 mg eayHuyHa | 1,12 AKO €JHOBPEMEHHOTO

JIHEBHO, 7 AHH (€AHOBpEMEHHO | a03a NPHIOXKEHHE HE MOXKE /A

NPUJIOKEH) ce u3berHe, ce npenopbuBa

Pudpamnuuud 600 mg eaubx | 40 mg eaunuuyna | 0,20 KJIMHUYHO MpocieasBaHe

JIHEBHO, 5 AHM (0034 no3a :

pa3/ieJIeHH BbB BPEMETO)

["'emdubpozun 600 mg asa 40 mg enunuuHa | 1,35

NbTH AHCBHO, 7 DHH

A034a
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EnHOBpeMEHHO npunaraH ATOpBacTaTHH

JIEKApCTBEH MPOAYKT U CXeMa Jlo3a (mg) CvorHoweHue | KnunuuHa npenopska’

Ha MpUJIaraHe Ha AUC*

®Oenopudbpar 160 mg Beauwvxk | 40 mg eaunuuna | 1,03 [IpenopbuBa ce KIMHHUYHO

JHEBHO, 7 IHU 11034 npocieasBaHe Ha Te3H
MaLKMEHTH.

bouenpeeup 800 mg Tpu metH | 40 mg 23 [IpenopbuBa ce no-HHUCKa

NHEBHO, 7 NHH

CAUHHYHA N03a

HayajiHa J103a U KJIMHUYHO
npoclieasBaHe MpH Te3H
nauMeHTH. /lo3arta Ha
aTOPBaCTaTHH MpH
€HOBPEMEHHO
MpUIoKEHHE ¢ BolLienpeBup
He TpsAOBa a HaJBHIlIABa
20 mg IHEBHO.

&

*

[IpencrasisBa CbOTHOLIEHHE MEXY JIeUEHUATA (JIeKapCTBEH NPOAYKT, NMPHJIaraH € IHOBPEMEHHO
C aTOpBACTaTHH, CIPAMO CAMOCTOSATE/IHO MPHJIOKEHHE HAa aTOPBACTATHH).
Bx. Touku 4.4 1 4.5 3a K1MHUYHATA 3HAYHMMOCT.
Chabprka e1Ha MM NoBeye ChCTaBKH, kouTo MHXHOMpaT CYP3A4 u mMorat aa noByLuiar
M1a3MEHHUTE KOHLIEHTPALIMH Ha JIEKAapCTBEHH MPOAYKTH, KOUTO ce MeTtabonusupar ot CYP3A4.
[IpueMbT Ha enna yawa 240 ml cok ot rpedndpyT cbio Boau ao noHwxkasaHe Ha AUC ot 20,4%
3a aKTUBHHS OPTOXHAPOKCH MeTaboauT. ["'onemu konuyecTBa cok ot rpedndpyr (Hag 1,2 1 AHeBHO
3a 5 nHK) noeuiiaBa AUC Ha atopBactaTvH 2,5 nbTH 1 AUC Ha akTUBHHMTE CbCTaBKH
(aTopBacTaTMH U META0OJIUTH).
* CboTHOLIEHHe, H3UMCIeHO Ha 6a3aTa Ha elMHUYHA npoba, B3eTa 8-16 u. cien go3arTa.

Tabauua 2: Edekr Ha aTropBacTaTHH BbpXY apMaKOKMHETHKATA HA €IHOBPEMEHHO MPHIOKEHH

JCKAPCTBCHH MPOAYKTH

EnHOBpeMEHHO MPHJI0KEH IEKApCTBEH NMPOAYKT

AtopBacTaTHH | JlekapcTBeH npoaykt//lo3a CpoTHoleHHe | KIMHMYHM NpenopbKH
M cXema Ha (mg) Ha AUC%
npujaraHe
80 mg BeaHbx | JdurokcuH 0,25 mg BeAHBK 1,15 [lauueHTH, npuemalu
aHeBHO 3a 10 | nHeBHO, 3a 20 oHM JIMTOKCHH, TpAOBa na 6baaT
JHH BHHUMATEJIHO MPOCJIe/iiBaHH.
40 mg Beanbxk | [lepopanHu KoHTpaLenTHUBH 1,28 Hsama cneuuanHuy npenopbKH.
JIHEBHO 3a 22 BeJHBbX NJHEBHO, 3a 2 Mecella 1,19
JHH - HOPETUHAPOH 1 mg
- eTUHWJIecTpaauon 35 ug
80 mg Beauwx | * Menaszon, 600 mg enunuuna | 1,03 Hsama cneumnanHu npenopbKH.
AHeBHO 3a 15 | po3a
JTHH
10 mg Tunpanasup 500 mg nsa nbtu | 1,08 Hsama cneuunanHy npenopbKH.
€1MHUYHa nHeBHO/puToHaBup 200 mg aBa
103a MbTH AHEBHO, 3a 7 IHU
10 mg Beaubx | @ocamnpenasup 1400 mg npa | 0,73 Hsma cneunanHy npenopbKH.
JHEeBHO 3a 4 'bTU JHEBHO, 3a 14 OHU
JHH
10 mg Beausx | @ocamnpeHasup 700 mg nBa 0,99 Hsama cneuu
JHEBHO 3a 4 'bTH AHEBHO/PUTOHABHP
IHH 100 mg nBa nmbTH JHEBHO, 3a 14
JHH
&

HPEHCTHBJ'IRBa CbOTHOLIECHHUE MEXAY JICHCHUATA (J'IEI{EPCTBEH MPpOAYKT, IMpHI
C aTOPBACTATHH, CIIPAMO CAMOCTOATECIIHO IPHJTOXKEHHUE HA ﬂTDpB&CT&THH).
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*  EnHOBpEMEHHOTO MpuiaraHe Ha MHOIOKPAaTHH 103 aTOPBACTaTHH U (P€HA30H MOKa3BaT MAJIbK
WK HEAOJIOBHUM e(deKT BbPXY KJIHpbHCa Ha (heHa30H.

4.6 DeprHaHTET, OPEMEHHOCT H KbPMeHe

KAIYET e npoTuBonoka3saH no speme Ha OpeMEHHOCT U KbpPMEHE.

JKeHu ¢ nereposieH NOTeHLMA

JKenure c nerepoaeH noreHuMan TpabBa aa u3nos3BaT e()eKTUBHA KOHTpALEMNLUHMs 10 BpeMe Ha
ne4YeHHeTo (BXK. Touka 4.3).

bpeMeHHOCT

be3zonacHocTTa npu OpeMeHHH XeHHU He € ycTaHoBeHa. He ca npoBexaaHK KOHTPOJIMPAHH KIMHHUYHH
[MPpOy4YBaHHUsA C aTOPBACTATUH INMpPU OpeMeHHHM xeHH. PaaKko ca nojiyyaBaHM ChOOLLEHUS 3a BPOIEHH
aHOMaJIMH ciiel BbTpeMaToyHa ekcrnosuuus Ha HMG-CoA-peaykrazuu uHxubutopu. [1lpoyuBaHusra
[P )KMBOTHH TOKAa3BaT penpoaAYyKTUBHA TOKCHYHOCT (BX. Touka 5.3).

JleyeHueTo Ha MakKaTra ¢ aTOpBAaCTaTHH MOXE J1a NMOHHWXKH Cb@T&HHHTe HUBa Ha MEBAJIOHAT, KOUTO €
INPpEKYPCOP Ha XOJICCTEPOJIOBATA OHocHHTE3A. ATEPOCI{HBPOBHTH € XPOHHYEH NPOLEC H OOMKHOBEHO
NpEKpaTABaHETO Ha JIUITUAONOHHWMKABAIIIHMA JICKAPCTBEH IMPOAYKT IO BpEME Ha 6peM€HHOCT §)%
Tpﬂ6Bﬂ.ﬂD Ada HMa MaJIbK ecbem MO OTHOILUCHHE Ha ABJITOCPOYHHA PHUCK, CBBP3aH C IIbPBUYHATA
XHIIECPXOJIECTEPOJIEMHUA.

[To Te3u npuunuu KAJIYET He TpsOBa aa ce npunara npu »eHu, KOUTO ca OpeMeHHH, ONUTBAT ce J1a
3abpeMeHeaT WM noao3upar, 4ye ca OpemeHHH. Jleuennero cve KAIYET Ttpsabea na ce npeycTtaHOBH

34 MEpHoJa Ha 6p€M€HHOCT‘Ta HJIX JOKATO C€ YCTAHOBH JIHUIICA HA 6peMeHHOCT (B}K. TOYKA 43)

AKo ce yctaHOBH OpeMeHHOCT no Bpeme Ha sieueHueTo, KAJIYET tpsabBa na 6bae He3abaBHO CrIpsH.

KbpMeHe

AMJIOIMITHH C€ EKCKpPeTUpa B KbpMara npu xopa. Hactra oT no3ara Ha Makara, rnojiy4eHa ot
KbpMayeTo, € U3UMC/IeHa C MHTEPKBapTHiIeH Axana3oH — 3-7%, ¢ MakcuMyM 15%. EdektbT Ha
aMJIOJMIUH BbPXY KbpMayeTara € Heu3BeCTeH. He € u3BeCTHO Jajiu aTopBacTaTUH/METa00JUTHTE Ce
eKCKpeTupar B kbpMaTa. [Ipy nibxoBe riiazMeHMTe KOHUEHTPALMY Ha aTOPBACTaATHH U HETOBUTE
aKTUBHH MeTabonuTH ca OJIM3KHK 10 Te3U B MAAKOTO (BXk. Touka 5.3). [Topaau Bb3MOXKHOCTTA 3a
CEpPUO3HHU HEXEJIaHU peakLuH, xeHure npuemaiid KAJIYET, TpsabBa na npeycTaHOBAT KbPMEHETO
(Bk. TOuka 4.3). ATOpBacTaTHH € MPOTUBOMNOKA3aH B NMepUoAa Ha KbpMeHe (BX. Touka 4.3).

DepTUIUTET

[IpoyuBaHHATa NpH )KMBOTHH HE MOKA3BaT BJMAHHE HA aTOPBACTATUH BLPXY MBXKKHS UK KEHCKHA
depTunuTet (BX. ToUuka 5.3).

[1py HAKOM NMaLUWeHTH, JIeKyBaHH ¢ OJIOKEpU Ha KajLlMEBUTE KaHaslM, ce cboOLuaBaT oopaTumMu
OMOXMMHYHH NPOMEHH B IJlaBHYKaTa Ha crepmaro3onaa. KIIMHHYHMTE JaHHHM ca HEAOAOCTAaTbYHH M0
OTHOLLUEHHE Ha Bb3MOXCHHUA eeKT Ha aMIOAMITHH BbpXY depTunutera. B enHo npoyuBaHe 3a

5.3).
4.7 EdexkTH BbpXy cnocoOHOCTTA 32 o upaHe H padoTa ¢ MALLIHHH

Hsama npoBeaeHu npoyuBaHusi, KOUTO na yctaHoBAT edekta HAa KAJIVET Bbpxy
wodgupa U 1a ce MoJ3BaT MallKMHH.

-
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ATopBactaTtuH, kato cecraBka Ha KAJIYET, noenussa HesHaunTenHO cnocoOHOCTTa 32 modupaHe 1
paboTa ¢ MallIKHH.

Btnpeku ToBa, Bb3 OCHOBa Ha (hapMaKOAWHAMWYHHMTE CBOMCTBA Ha aMJIOJAMITHH, BKJIIOUEH B ChCTaBa
Ha KAJIVET, Bb3MoxHaTa nosiBa Ha 3aMaiiBaHe, riaBo0o/iMe, ymopa WM rafeHe Tpabsa na ce uma
MpeABH/ MPH LO(HUPAHE WIH U3MNOJI3BaHE HA MalIMHKU (BK. TouKa 4.8).

4.8 Hexelanu JeKapcTBeHH peaKiMu

bezonacHoctTa Ha KAJIYET e nscneapana B aBoiiHocen# miane60-KOHTPOJIMPAHH MTPOYYBaHHS
npu 1092 nauneHTH, JeKyBaHH 3a ChITbTCTBALUA XHIEPTOHHUSA U AUCIUNHAEMHS. B KIMHHYHM
npoyusaHus ¢ KAJIVET He ca HabntonaBaHu HexkenaHu JieKapcTBEHH ChOMTHSA, crielM(UYHH 3a
Ta3u KOMOMHauus. Hexxenanure nekapcTBeHu cbOMTHUS ca OUIM OrpaHUYEHH A0 TE3H, KOUTO ca OWIIH
ChOOLLEHH 10-PaHO 3a aMJIOAMITHH H/MJK aTOPBACTaTHH (BXK. M0-10J1y ChOTBETHHTE TabJMLM 3a
HE)KEJIJAHH JIEKapCTBEHU CHOMTHSA).

B KOHTpOJIMpaHH KIIMHUYHHU MPOYYBAHMUS, CNMPAHETO HA TEPANUATa NOpaau KIMHUYHH HEXENaHU
CbOUTHS UK TabOpaTOpHU OTKJIIOHEHUS € 6110 Heobxoaumo camo npu 5,1% OT naLHeHTHTE
TPETHPaHH €AHOBPEMEHHO C aMJIOAUITMH W aTOPBACTATHH, B cpaBHeHHE ¢ 4% OT maLHUeHTHTE,
noJiy4yaBaJiv rnate6o.

[To-nony ca Moco4eHH MOOTAETHO HEXENaHU pPeaKiluy 3a aMJIOJIMMMH U aTOPBACTATHH, H30POEHM
CBIJIACHO CUCTEMO-OpraHHara kjiacupuxkauus MedDRA u yecToraTa um.

Mmuoro yectu (2 1/10); ywectn (= 1/100 g0 < 1/10); Heuectn (= 1/1 000 xo < 1/100);
peaku (= 1/10 000 ao < 1/1 000); muoro peaxu (< 1/10 000); C nenzBecrna yecrora (ot
HAJHYHHTE JAHHH He MOXKe 1a Ob/le HanpaBeHa OLleHKA).

MedDRA YecToTa
CHcTemMo-opranHa Hexelann peaknuu
KaacupuKanus AMJIOAHINIHH ATOpBACTATHH

HUudekumu u uHndecraluu HazodapuHrur - YectH

HapyiueHus Ha KpbBTa JleBkOoneHus MHoro peaku -

nuM@HaTa cucrema TpombouuToneHus MHoro peaku Penku
CBpBbXU4YBCTBUTETHOCT

HapyuieHus Ha HMyHHaTa MHoro peaku YecTH

cucTema
AHadunakcus - MHoro peaku
XHUINOrJIHKEMUS - HeuecTtH
Xunepriaivkemusa* MHoOro peaku YecTu

Hapywenus Ha
[ToBuiaBaHe Ha

MeTabosM3ma HeuecTu Heuectu
TErJIOTO

M XpPaHEHETO
Hamanenue Ha Ternoro Heuectu -
AHOpEKCHA - HeuyecTH
be3cbHuUe HeuecTu Heuectu
[IpoMenu B
HAaCTPOEHHUETO (BKJI. HeuectH -
0e3MoKOMCTBO)

[IcuxuyHU HapylueHUs
Kouimapu - Heuectu

C Heu3sBg

Henpecus Heuectun e
OOBpKaAHOCT Penku

Hapyluenus Ha HepBHaTa CBbHJIMBOCT Yectu

cUcTema 3amaiiBaHe YectH
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['naBo6onue (ocobeHo B

HA4yaJIOTO Ha YecTH YectH
JICYEHHETO)
Tpemop HeuecTH -
Xunoecre3us,
HeuecTH HeuectH
napecTe3us
CuHkon Heuectn -
XHUNEepTOHUS MHoro peaku -
[lepugpepna
pucep MHoro peaku Penku
HEBpOMaTHS
AMHe3us - HeuecTu
[IpoMeHu BBB BKYca HeuecTu HeuecTH
EckrpanupamuaeH C Heu3BecTHa
CUHAPOM 4yecToTa
C Heu3BecTHa
MuacTeHus rpaBuc -
4yecToTa
3aMBbIJIEHO 3pEeHHE - Heuectn
HapyuieHus Ha
3peHUETO (BKJIL. YecTH Penku
3pPHUTEIHH HApYyLICHHUA
JUILJIONKA)
C Heu3BeCTHa
Ou4Ha MHacTeHHs -
yecToTa
HapyluieHus Ha yXoTo M LIym B ywuure HeuecTu Heuectu
1aOMpHHTA 3aryba Ha cayxa - MHoOro peaku
[Tannurauuu YecTu -
ApUTMHUS (BKIL.
Opaaukapaus, kKaMepHa
P PALS, P HeuecTu -
CbpaeyHu HapylIEeHHUS TaXuKapaus U
NpeAChPAHO MBXKJIEHE)
CreHokapaus Penku -
HUHdapkT Ha MHOKapaa MHoro peaku -
3ayepBsaBaHe YectH -
CbnoBH HapyLIEHUS XHUNOTOHHS Heuectn -
Backyaur MHoro peaxku -
dapuHrojlapyHreaiHa
P P - YectH
bonka
Enucrakcuc - Yectu
3aayx YecTu -
PecniupaTOpHH, rpbAHHU H PUHUT Heuectu -
MEeIHUACTUHAJIHH Kawnuua Heuectu -
HapyLLUeHHA HMHurepcTuumManya

6enoapodHa bonecr,
0c0o0€eHO MnpH

C HeusBecTHaA

YeCcTOoTa

NPOABIDKUTENHA

Tepanus

[ MHruBaaHa

MHoro peaku -

Xunepria3us

["aneHe YectH
CTOMALIHO-YPEBHM AGnomuHanHa 605Ka, B
HapyILEeHHUS ropHara v fo/siHara 4act | Hectu

Ha KopeMa

[ToBpbLiane Heuectn

Jlucnencus YecTH

IlpomeHeHa upeBHa YecTH
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MOTOpPHUKA (BKJ1. AUApUS
U 3arieK)

Cyxora B ycrara Heuectu -
[IpomsHa BbB BKyca HeuectH -
vapus, 3anek
D ’ - Yectu
dnaryneHums
["acTpur MHoro peaku -
[laHnkpeaTuT MHoro peaku HeuecTu
OpuraaHe - Heuectu
XenaTur MHoro peaku Heuectu
XoJecrasa - Penku
XenatoOunuapHu
YepHoapobHa
HapyLIEeHHUs - MHoro peaku
HeAO0CTaTbYHOCT
JXXbaTeHuua MHoro peku -
bynosen nepmarur,
BKJI. epUTEMa MHoro peaku Penku
MYyJITH(OpME
Otok Ha Quincke MHoro peaku -
Epurema myntudopme MHoro peaku -
Koconan HeuecTu Heuectu
[lypnypa HeyecTu -
[IpoMsHa B uBeTa
P HeuecTu -
Ha Ko)KaTa
Copbex Heuectu HeuecTu
HapyuieHus Ha koxkata 1 O6pus HeuecTH HeuyecTu
MOAKOXKHATA ThKaH [ToBuieHo u3norsapaHe | HeuecTH -
Ex3aHTeMa HeuyecTH -
Yprukapus Heuectu HeuectH
AHrMOHEeBpOTHYEH OTOK | MHOro peaku Penku
ExcdonmatuseH
MHoro peaku -
OEePMaTUT
DOTOYYBCTBHUTEJIHOCT MHoro peku -
CHEPORCHA MHoro peaku Penku
Stevens-Johnson P
TokcuuHa enunepmanHa | C Heu3BecTHa Penici
HEKpoJin3a 4eCcToTa
OToOK Ha cTaBuTe (BKJI.
Yectu YectH
Ha IJ1I€3€HUTE)
MycCKYJIHH KpaMIIy,
YCRY P Yectu YectH
MYCKYJIHH CIa3MH
ApTpajirusa, MUaIrus
PTP ’ HeuecTH YectH
(BK. TOUKa 4.4)
Bosiku B rbpba HeyecTu Yectu
bonku B iusTa - Heuyectu
HapylueHus Ha MyCKYJTHO- bojiku B KpaHULIUTE - YectH
CKeJleTHaTa CUCTEMA U MyckynHa cnaboct - HeuectH
CbeAUHHUTE/IHATa ThKaH Muo3sur
- Penku

(Bx. TOuYka 4.4)

Pabaomuonusa,
MHUOIAaTHs (BX. TOYKa

4.4)

Pyntypa Ha MycKy.J1

TenauHonarus,
B PEIKH Cllyyau

PYIITYpa HAa CYXO02KHJ/THEC
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Jlynyc-nogobeH - MHoro peaku
CHHJpOM
MmyHomeanunpaHa - C HeusBecTHa
HEKpOTHU3Hpallla yecToTa (BX.
MHUOIATHS TOuKa 4.4)
HapylueHus B
MHUPAHETO
Hapyuienus Ha 6b0peuure YPHHHP ’
HOLLIHO YpHUHHpaHe, Heuectu -
U MMKOYHHTE MbTHILLA
yBe/IMYEHa 4eCTOTa Ha
YPHUHUpaHE
Hapyu_[eHHﬂ Ha HMMnoTeHTHOCT Heuyectu HeuecTH
Bb3MPOU3BOAUTE/IHATA
CUCTEMA M rbpaara ['MHEeKOoMacTHs HeuecTu MHoro peaku
Otouu MHOro 4yectu HeuectH
[TepudepHu oToum - HeuecTu
YMopa YectH Heuectu
OO1uM HapylueHus U
OrnagHanocT YectH HeuecTu
e(eKTH Ha MACTOTO Ha
['ppana 6onka HeuectH HeuecTH
NPUHJIOKEHHE
bonka HeuectH -
HepaznonoxeHue HeuectH HeuvecTH
Tpecka - HeyectH
[loBHilIEHH CTOHHOCTH
Ha YEpHOAPOOHUTE
eHaumu ALT, AST MHoro peaku YectH
(HaH-4eCcTO CBBP3aHH C
Hacneasanus X0Jiecrasa)
[ToBuienn HuBa Ha KK
B KpbBTa (BX. TOYKa - YectHu
4.4)
JIEBKOLMTH B ypuHaTa - HeyectH

* IPU HAKOM CTAaTHHM € CbOOLLIaBaHO 3a 3aXapeH AUabeT: YecToTara 3aBUCH OT HAJIHUHETO HITH
JIUNCaTa Ha PUCKOBH (akTopH (M1I0K03a Ha raaHo > 5,6 mmol/L, UTT > 30 kg/m?, nosuiueHu
TPUIJIMLEPUAHN, AaHAMHE3A 3a XHUIIEPTOHMA ).

CpbobiaBaHe Ha NOAO3UPAHU HEXKENAHU PEAKLIUM

CpobuiaBaHeTo Ha MNOAO3MPAHHU HEXKEJIAaHU peaKLMH clie/l pa3pellaBaHe 3a ynorpeda Ha JieKkapCcTBEHUS
MPOAYKT € BakHO. ToBa nmo3BosisiBa Aa NpOABL/KH HaOMIOAEHHETO Ha ChOTHOLLIEHHUETO M10/13a/pUCK 3a
neKkapcTBeHUs NPoaAyYKT. OT MEAULIMHCKHUTE ClEeLMaIMCTH Ce M3MCKBA J]a ChOoOLIaBaT BCAKa
MogO3UpaHa HexxenaHa peakuus ype3 MU3nbaHuTenHa areHuus no nekapereara, yi. ,,Jlamsau ['pyes”
Ne 8, 1303 Codus , Ten.: +359 2 8903417, yebcaitT: www.bda.bg.

4.9 Ilpeno3upane
JIuncea undopmauums 3a npenoszupade Ha KAJIYET npu xopa.

AMJIOAUINIUH
CBeneHuATa 32 LieJIeHaCO4YeHO Npeao3MpaHe Ha aMJIOAMITMH MPH XOpa ca OrpaHUYeHH. 3HAaYHMTEJHOTO
npeao3vpaHe MOXe Aa AoBeje A0 NpeKoMepHa nepudepHa Ba3oauaaTalmMs U BEPOSTHO 0
pedyekropHa Taxukapaus. CpoOl11aBa ce 3a 3HAaYUTEIHA U BEPOSITHO MPOAB/DKHUTEIIHA ¢
XHUIOTOHHMA, I0OCTUrallla 10 oK ¢ (aTaneH u3xoa. Beska npeauM3BMKaHa OT NMpeao3upi
aMJIOJIMITHH XMIMOTOHHUS H3UCKBA MOHUTOPHPAHE B KapJAHOJOrHYHO OTAENEHHE 32 HHIC RS HRHE
JieyeHHe. 3a Bb3CTAHOBABAHE Ha ChIOBUA TOHYC M KPbBHOTO HajisraHe Moxe aa 0ba 18
NPHI0XKEHUETO Ha Ba30OKOHCTPUKTOP. TbH KaTO aMJIOAMITHH Ce CBbP3Ba BbB BUCOK NMROKEF

MJ1Ia3MEHHUTE MNMPOTEUHH, JHA/IKU3aTa BEPOATHO HAMaA [a € OT 110J/134a. {’,
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HekapauoreneH 0e101pobeH 0Tok ce chobiaBa paAKo KaTo Mocjeiiiia OT NpeJo3UpaHe ¢
aMJIOAUNHH, KOWTO MOXeE J1a Ce MPOsBH Che 3ab0aBeHO Havyalo Ha edekra (24-48 uaca cien
MOrJbLIaHe) M 1a M3UCKBA H3KYCTBEHA BEHTHIaUMA. PaHHUTE peaHUMaLIMOHHHU MePKH (BKIIOYHMTETHO
HaToOBapBaHe ¢ TEYHOCTH) 3a NOJAAbP)KAHE Ha nepdy3usaTa U CbpJeUHHsA AeOUT Morart aa 6baar
YCKOpsiBalLLMU aKTOpH.

ATOpBacTaTUH
Hsima cneuu¢uyHO sieueHHe Npy npeao3upaHe Ha atopBacTaTiH. B ciiyuaii Ha npeo3vpaHe, NaluMeHTbT

TpsbBa na Objie JIeKyBaH CUMITTOMATHYHO H J1a C€ MPUJIOKAT HEOOXOAUMHTE MOIBPKALIM MEPKH.
TpsabBa na ce MOHHTOpHpPAT YepHOAPOOHHTE (hYHKLIMOHAIHM TECTOBE M HUBaTa Ha cepymHara KK.
[Topanu BHCOKaTa cTeneH Ha CBbP3BaHe Ha JIEKAPCTBOTO C JIa3MEHHTE MPOTEMHH, MAJTKO BEPOATHO €
X€MO/IMaIM3aTa Ja MOBULIH 3HAYUTETHO KJIMPbHCA HAa aTOPBACTaTHH.

5. ®APMAKOJIOIT'HTYHHU CBOUCTBA

5.1 PapmMakoAHHAMHYHH CBOHCTBA

®apmakorepanesTHyHa rpyna: HMG-CoA-penykra3zHd HHXHOUTOPH, APYrH KOMOMHALUU
(atopBactaTuH ¥ amnoaunuH), ATC koa: C10BX03

KAIYET uma nBoeH MeXaHU3bM Ha JIeHCTBHE - AEHCTBUETO HA JUXHAPONUPHAMHOBHSA KaJILIMER
AHTarOHMUCT (AHTAarOHUCT Ha KallMeBUs HOH WK Ookep Ha GaBHUTE KaHAIW) AMJIOAMITHH H
nuxubupanero Ha HMG-CoA-peaykra3zaTta ot atopBactaTiH. KOMNOHEHTHT aMIOAMITHH Ha
KAIAYET nHxubupa TpaHcMeMOpaHHOTO HaB/IM3aHE HA KaJILIMEBUTE HOHHU B ChAOBATA I1aaKa
MYCKYJaTypa U cbpaeuHus myckyJl. CbcraBkara atopBactatiH Ha KAJIVET e cenektuBen,
komneTuTHBEH HHXHOUTOP HAa HMG-CoA-peaykra3ara, ckopocToonpeaensiys eH3uM, KOHTO
npeBpbLIa 3-XHAPOKCH-3-METHITIYTAPHI-KOEH3UM A 10 MEBAJIOHAT, MPEKYPCOP Ha CTEPOJIMTE,
BKJIKOYMTEIHO Ha XOJIeCTepoJIa.

[Ipu npunarane Ha KAJIYET He e HabntonaBaHo u3MeHeHHe B epeKTa Ha aMJIOIUITHH BBPXY
CUCTOJIHOTO KPBBHO HaJIsiraHe, B CPaBHEHHUE CbC CAMOCTOATENTHO MPUIOXKEH aMJIOIUITHH.

[To cbiuma HauuH, npy npunaraHe Ha KAIIYET He e HabntonaBaHo H3MeHeHHeE B epekTa Ha
aTopBacTtaTHH BbpXy LDL-xonecrepona, B cpaBHEHHE CbC CAMOCTOATETHO MPHIIOKEH aTOPBACTATHH.

Anrno-CkanauHascko [1poyusane 3a CbpaeuHo—cbaoBu Pesynratu (Anglo-Scandinavian Cardiac
Outcomes Trial - ASCOT)

ASCOT e paHaoOMH3MpaHO MpoyuBaHe ¢ 2x2 ¢akTopualieH AU3aiiH, CpaBHABALIO ABa
AHTHXHIIEPTEH3HBHH peXXHMa npH o0wo 19 257 naureHTH (MOHMXkKaBALLO KPbBHOTO HajlsraHe paMo —
ASCOT-BPLA), kakro u edexra oT nob6aBsHeTo Ha 10 mg aTopBacTaTHH, B CpaBHEHHE ¢ ru1auebo
npu 10 305 naumentn (imnuaononmxkapaiwo pamo ASCOT-LLA) Bbpxy daTtanHu v HedaTa HH
KOPOHapHHU CbOHUTHA.

EdexTbT Ha aTOpBacTaTHH BbpXY (haTajiHK U HeaTalHW KOPOHAPHH CHOMTHS € OLIEHEH B
paHI0MH3HPaHO, ABOHHOCIANO, MU1aLedo-koHTponupaHo npoyuaHe (ASCOT-LLA) npu 10 305
MaLMUEeHTH C XHUINEPTOHMA, Ha Bb3pacT oT 40 10 79 roauHu, 6e3 npeaxoxaaiy MHOKapaeH HHDapKT
WJIM JIeYE€HHE 3a CTEHOKapAusa, U C HUBa Ha obuy xonecrepoa < 6,5 mmol/l (251 mg/dl). Bcuuku
MaLMEeHTH Ca UMaJIM NIOHE 3 OT CIEAHUTE NMpeABAPUTENHO AeDUHUPAHU CHPAEYHO-CBI0BH PHCKOBH
(GaKTOpHU: MBXKKH 10J1, Bb3pacT (= 55 roauHu), TIOTIOHONYILLIEHe, 1MabeT, aHaMHe3a 3a
MCXEMHYHa DOJIECT Ha CHPLETO Yy POAHHHA OT MbpPBA JIMHHSA, COTHOLIIEHHE 00111
XO0JIECTEPONIMNIONPOTEHHH ¢ BUCOKA MIbTHOCT (TC:HDL) > 6, nepudepro cbao
JIEBOKaMEpPHa XUIepTpodus, NpeaAxXoKaalid MO3bUYHO-CbI0BH ChOUTHA, crielind
EKT', nporeuHypus/anbyMuHypus.
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[TauueHTHTE Ca JIeKyBaHHW C aHTUXUINEPTEH3WBHA Teparus, BKJIIOUBala aMjaoaunuH (5-10 mg) wiu
areHonod (50-100 mg). 3a na ce JOCTUrHAT NPULETHUTE CTOWHOCTH Ha KPbBHOTO HajisiraHe

(< 140/90 mm Hg 3a nauunentu 6e3 auader, < 130/80 mm Hg 3a nuabetuim), e 6U10 BH3MOXKHO J1a ce
n00aBAT CbOTBETHO NepUHAONpPHI (4-8 mg) KbM rpynara ¢ amJIOAUNUH U 6eHapodyMeTHasua
kanuii (1,25-2,5 mg) kbM rpynara ¢ atreHonon. JJokcazosun GITS (4-8 mg) e Gun Tpera nuHUs
Teparnus U npu ABete paMeHa. [ pynara ¢ aropsactatuH e BkiatouBana 5168 nauuentu (2584 ot T4X ca
noJiyyaBajid aminogunuH u 2584 — areHonon), a ruauedo rpynara - 5137 naumenty (2554 ot 1ax ca
noJiyyaBajii aMJIOAUNHH U 2583 — ateHonon).

KoMOHHHpaHeTO HAa aMJIOAUIIMH M aTOPBACTATHH € JI0BEJIO 10 3HAYMTEJIHO NMOHWKABaHE Ha pHUCKa
Mpy KOMOMHHMpaHa NbpBUYHa KpaitHa Touka ¢aTtanHa UBC u HedaTaneH uHdapkT Ha MHOKapaa C:
¢ 53% (95% nosepurenen unrepsan 31% no 68%, p<0,0001) B cpaBHEHHE ¢ aMJIOAUITHH +

rauedo;
* 39% (95% nosepurenen uurepean 8% no 59%, p<0,016) B cpaBHeHHE ¢ aTeHOJI0 +
aTOpBaCTATHH.

KpBbBHOTO HaJisiraHe ce € MOHWXUJIO 3HAYUTENTHO U MPU [1BaTa TEPaNneBTUYHU peXXUma, KaTo € Ouno
MO-3HAYMTEJTHO MPH peXXKUMa C aMJIOAMITHH + aTOpBAacTaTHH, B CPaBHEHHUE C aT€HOJ10M +
aTopBacTaTtuH (-26,5/-15,6 mmHg cpeuty cborBeTHO -24,7/-13,6 mmHg). p-CroitHocTHTE Ha
pa3nukuTe Mexay rpynure ca 0,0036 (3a cuctonHo kpbBHO Hajisirane) u <0,0001 (3a auacTosHo
KPBbBHO HajisiraHe).

[IpoyuBaHe 3a AHTHXHNEPTEH3UBHO U JInnuaonouuwxkasaio JleueHue 3a [podunakrrka Ha
Copneuen [Ipuctbn (Antihypertensive and Lipid-Lowering Treatment to Prevent Heart Attack Trial -
ALLHAT)

Panaomu3upaHo, ABOMHOC/IANO NpOyYBaHe, HApeYeHO AHTUXUNEPTEH3UBHO W JIMNUaonoHW»kKaBaio
Jleuenue 3a [Ipodunaktrka Ha CrpaeueH [Tpucton (ALLHAT) e npoBeaeHo 3a cpaBHsiBaHe
e(eKTHTe Ha aMJIOAMIIMH WK JIM3HHOMPHUII C TE3M HA XJIOPTAIMAOH KaTO Teparnus OT [MbPBa JIMHUS
MpH NMaLKMeHTH C JIeKa 10 yMepeHa XHIepTOHHSA.

O6wmo 33 357 nauMeHTH ¢ XUNEePTOHUS Ha Bb3PacT 55 rOAMHU WM MO-Bb3PACTHH ca Ounu
PaHAOMH3UPAHH U MPOCJIEAEHH CpeaHo 3a 4,9 roguHM. [launeHTUTE Ca UMAJIM [IOHE €IMH
OOM'bJIHUTEIEH PUCKOB (DaKTOP 3a UCXEMHUYHA OONECT Ha CHPLETO, BKIFOUYHUTENHO: MpeArLLIEH
MHOKapaeH HHPAPKT UK MHCYIT (> 6 Mecela npeau BKJIIOYBAHE B IPOYUYBAHETO) WM
NOKYMEHTHUPAHO JApPYro aTepoCKJIEePOTHYHO CbhpAeUHO-ChA0BO 3abonseaHe (00wo 51,5%); nuader
tin 2 (36,1%); HDL-xonectepon < 35 mg/dl (11,6%); neBokamepHa xuneprpodus,
JIMarHOCTHLMpaHa elleKTpokaparorpadcku uiam exokapavorpadceku (20,9%), TioTioHonyueHe
(21,9%).

[TepBuuHaTa KpaiiHa uen e komOuHauus ot paranHa UbC unu HedartaneH MUokapaeH UHGpapkT. B
rpynara Ha amaoaunui 11,3% ot nauMeHTHTE AOCTUraT IMbpBUYHaTa KpaiHa uesn, cnpsamMo 11,5% 8
rpynara Ha xjoptaJuaoH (RR 0,98, 95% CI [0,90-1,07], p=0,65).
[Tpu BTOpUUHUTE KpalHHHU LIEJIH:
e obOuwara cMmbpTHOCT € 17,3% B rpynara Ha xyiopTaMaoH ¥ 16,8% B rpynarta Ha aMJIOAUNHH
(amnoaunuH cnpamo xnopranuaoH RR 0,96, 95% CI [0,89-1,02], p=0,20);
® yecTOoTaTa Ha ChbpJieYHa HEAOCTaTbYHOCT (KOMITIOHEHT HAa CbCTaBHATa KOMOUHHMpPaHa CbpAeUHO-

CbhI0Ba KpaiHa LeJj1) € 3Ha4MMO NO-BUCOKA B rpynaTa Ha aMJIO4UIMH B CPaBHEHME C rpynara
Ha xsoptanuaoH (10,2% % cnpamo 7,7%, RR 1,38, 95% CI [1,25-1,52], p<0,001).

npﬁquaHETO HE MNMOKa3Ba MNpeBb3XOJACTBOTO HA HAKOC OT JICKAPCTBATA 10 OTHOLEHHUE HA ITbPBHYHATA

MHOKapieH HH(}APKT, KAKTO U BTOPUYHATA KpaiHa Lien - o011a CMbPTHOCT.

B npoyuBaHeTo [IpenoTBpaTsBaHe Ha MHCYJT Ype3 arpeCUBHO HaMaJisiBaHE Ha HUBA
(Stroke Prevention by Aggressive Reduction in Cholesterol Levels - SPARCL) e 6u
Ha aTopBacTaTH 80 mg AHEBHO WM Mu1auedo no OTHOLIEHHE MosBaTa Ha UHCYJIT Ip
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C MHCYJIT HJIM TpaH3UTOpHA ucxeMUyHa ataka (TIA) B pamkuTe Ha npeaxoaHuTe 6 Mecela 1 Oe3
aHamHe3a 3a UbC. [Tauuenture ca 60% mbixe, 21-92 roaunu (cpeaHa Bb3pacT 63 roaMHH) U CpeaHO
u3xoaHo HuBO Ha LDL 133 mg/dl (3,4 mmol/l). Cpeanara croiiHoct Ha LDL-C e 6una 73 mg/dl (1,9
mmol/l) no Bpeme Ha neuenuero ¢ atopBactatiH ¥ 129 mg/dl (3,3 mmol/l) no Bpeme Ha neueHHETO C
1aue6o. MeauaHara Ha npocaeasiaie € 4,9 roauHu.

ATtopBactaTuH 80 mg e HaMaJIMJ1 pUcKa OT MbpBUYHATa KpaiHa Touka ¢artajieH U HedaTajleH HHCYIIT ¢
15% (HR 0,85; 95% CI, 0,72 —1,00; P=0,05 unu 0, 84; 95% CI, 0,71-0,99; p=0,03 cnen anantupaHe
Ha M3XOJIHMTE XapaKTEepPHCTHKH) B cpaBHeHHe ¢ muiauebdo. Obwara cmbpTHOCT € 9,1% (216/2365) npu
aropBacTaTHH cripsaMo 8,9% (211/2366) npu nnauebo.

B post-hoc aHanu3 atopactaTuH 80 mg € HaMaJIKJ1 YecToTaTaTa Ha MCXeMHueH HHCyT (218/2365,
9,2% cnipamo 274/2 366, 11,6%, p=0,01) 1 € noBULLKA YecTOTaTa HA XeMoparuyeH UHCyT (55/2 365,
2,3% cnpamo 33/2 366, 1,4%, p=0,02) B cpaBHeHuUe ¢ miauebdo.

® PUCKBT OT XeMOparuieH UHCYJIT € MOBHUILEH NMPH NaLKMEHTHTE, KOUTO ca C NMpeaLecTsalll
XeMOparvyeH MHCYJIT MPH BKJIIOYBAHE B MpoyuBaHeTo (7/45 npu aTopBacTaTHH cripamo 2/48
npu riauedo; HR 4,06; CI 0,84-19,57) u pUCKBT OT HCXEMHYEH HHCYJIT € CXOAEH B JIBETE
rpynu (3/45 npu aTopBactaTuH cnpsamo 2/48 npu nnaue6o; HR 1,64; 95% CI, 0,27-9,82).

® PUCKBT OT XeMOparuueH UHCYT € MOBUILEH NPH NMAaLMEHTH, KOUTO ca C MpealliecTBalll
naKyHapeH MHGApKT NMpH BKJIIOYBaHe B rnpoyuBaHeTo (20/708 npu atopBactatuH crnipamo 4/701
npu mnaue6o; HR 4,99; 95% CI, 1,71-14,6), HO pUCKBT OT UCXEMHYEH UHCYJIT MPH TE3H
nauyeHTH cbo € Hamansn (79/708 npu atopeactarud cnpsamo 102/701 npu nnaue6o; HR 0,76;
95% CI, 0,57-1,02). Bb3MOXXHO € KpaHHHUAT PUCK OT HHCYJT Aa € NMOBUIIEH MPHU NMaLUEHTHTE C
MpeaxoAeH JlakyHapeH HH(DApPKT, KOMTO noJjiyyaBat atopBactatiH 80 mg Ha AeH.

O6uwaTta cmbpTHOCT € 15,6% (7/45) npu neuenue c aropactatud cnpamo 10,4% (5/48) npu
npunaraHe Ha ruaue6o B noarpynara nalMeHTH ¢ MpeaxoaeH xemoparuueH HHcyaT. Obluara
cmbpTHOCT € 10,9% (77/708) npu atopBactatuH cnpsimo 9,1% (64/701) npu nnauebo B noarpynara

NMalMUeHTH C MPEAXOAEH JlaKyHapeH HH(apKT.

5.2 @apMakOKHHETHYHH CBOHCTBA

Jlanuu 3a KAJIYET

Cnen nepopajHO npujaraHe ce HabIKoaaBaT ABE OTAEIHH MaKCUMAaJIHU IJ1a3MEHH KOHLIEHTPALIMH.
[IbpBata - oT 1 10 2 yaca ciea npuiaraHeTo, ce OTAaBa Ha aTOpBacTaTHH, a BTopaTta - Mexay 6 U
12 yaca cnen npyerara n03a, ce oTaaBa Ha amuioaMnUH. CKOpocTTa M cTeneHTa Ha abcopbuus
(bunoHanMuHOCT) Ha amnoaunuH U atopBactatuH oT KAJIVET He ce paznnyaBaT CbLUECTBEHO OT
OMOHAIMYHOCTTA Ha aMJIOAMITMH U aTOPBACTATHH MPH €JHOBPEMEHHO MpUaraHe Ha TabneTku
aMJIOAMITMH U aTOPBAaCTaTHH.

BuonanuuHoctTa Ha amnoaunuH ot KAJIYET He ce noBnausBa oT npuema Ha XpaHa. Brripeku, ye
XpaHaTa HamaJlsiBa CKOpOCTTa U cTerneHTa Ha abcopObums Ha aropBactaTHH oT KAIYET, chorBeTHO €
ok0.10 32% u 11%, onpeaeneHo no Cnax 1 AUC, nono6HU NOHWKEHHUA B MJ1a3MEHUTE KOHLIEHTpaLUH
cjie/l MPUMEM Ha XpaHa ca HabJilolaBaHHW NpHU aTopBacTaTvH, Oe3 HamaneHue Ha edexra BbpXy LDL-
XoJiecTepoJia (BxK. Mo-ao.y).

JIaHHHM 32 aMJIOJIUITHH

Abcopbyus
Cnen nepopaiHo NpUIoKeHHe Ha TePaneBTHYHH 1034 aMJIOAMMHH, MAKCUMATHH
KOHLIEHTPALIMM ce JOCTHraT Mexay 6-12 yaca cien npueMa. YCTaHOBEHO €, 4ye a
6uoHanHuHOCT e Mexay 64 u 80%. O6eMbT Ha pasnpeaesieHHe € NpUOIU3UTENH
BroHanW4YHOCTTa Ha aMJIOAMITMH HE Ce MOBJIMABA OT MPUEMa Ha XpaHa.
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Pasnpeoenenue
In vitro npoy4yBaHus ¢ aMJIOAMITHH NOKA3BaT, Y€ NPH NMaLKUEHTH C XMUNEPTOHUS 0Kos10 97,5% oT
LIMPKY/IUpallys aMJIOAMITHH € CBbP3aH C MJ1a3MEHUTE MPOTEUHH.

buompancgopmayus
Ypes xenaTajieH MeTab0/IM3BM, aMJIOJIMITHH B 3HauUUTeNHa cTeneH (okono 90%) ce npespbiua B
HEaKTUBHH METabOUTH.

Enumunupane

EnMMUHMpaHETO Ha aMJIOAMIHH OT IJ1a3maTa € ABy(a3Ho, C KpaeH eTMMUHALMOHEH MOJTY>KHBOT
ok0J10 30-50 y. [Ipy MHOrOKpaTHO NpHJIOKEHHE PAaBHOBECHM IJ1Ja3MEHH KOHLIEHTPALIMH CE JOCTHraT
cnen 7-8 nHu. C ypuHara ce ekckperupat 10% ot amnoaunud B HenpomeHeH Bua U 60% ot
MeTaOOJIMTUTE HAa aMJIOZUIIHH.

JlaHHM 3a daTOpBaCTaTHH

Abcopbyus

ATopBacTaTHH ce abcopbupa 6bp30, KaTO MaKCMMaJlHa IJla3MeHa KOHLUEHTpaLMs ce AocTura 3a 1 1o
2 yaca. CteneHTa Ha abcopbLus ce noBHILaBa NMPONOPLIHOHAIIHO Ha J03aTa Ha aTOPBACTATHH.
AO6contoTHaTa OOHATMYHOCT Ha aTOPBAaCTaTHH (OCHOBHOTO JIEKapcTBO) € NpubausurenHo 12%, a
CHUCTEMHATa HaJIMYHOCT Ha HHXHOUTOpHAaTa akTHBHOCT 3a HMG-CoA-penykra3ata e okono 30%.
Huckara cucTeMHa HaJIMYHOCT C€ OT/1aBa Ha [PECUCTEMEH KJIMPBHC B CTOMALLHO-YpeBHATa MYKO03a
u/uiu Ha first-pass merabonusbm B yepHus apob. Bbnpeky, ye XxpaHaTa NoHH»KaBa CKOpOCTTa U
CTENneHTa Ha pe30opOuus Ha JIEKapCTBOTO, CbOTBETHO ¢ 0K0J10 25% 1 9%, onpeneneHo no Cpax U
AUC, namanenuero Ha LDL-xonecrepona e cxoaHo, HE3aBUCUMO /1aJIM aTOPBACTaTHH Ce MpHeMa ¢
uam 0e3 xpaHa. [InasmeHuTe KOHLIEHTpaLlMKM HAa aTOPBACTATHH ca NO-HUCKHK (npubnusutenHo ¢ 30%
32 Cnax 1 AUC) cnies BeyepeH NpUeM Ha JI€KapCcTBOTO, B CPaBHEHHUE CbC CYTPELIHO MPUII0KEHHE.
CHuxeHnuero Ha LDL-xonecreposn obaue € cblI0TO, HE3aBUCHMO OT BPEMETO Mpe3 AeHs, KOrato ce
npujiara JieKapcTBOTO.

Pa3snpeoenenue
Cpennuar o0eM Ha pasrnpeze/ieHUe Ha aTopBacTaTUH € npubausurento 381 1. AtopBacraTuH e

CBBP3aH C IUIa3MEHUTE MPOTEUHU B > 95%.

buompancgopmayus

ATopBacTaTvH ce MeTaboM3Mpa B 3HAUMUTEHA CTENEH A0 OPTO- U NapaxUAPOKCHIMPAHHU 1epUBATH U
pa3nnuyHu 6eTa-OKUCIUTENHHU NMPOAYKTH. In vitro, uHxubupaneto Ha HMG-CoA peaykraszara ot
OpTO- U NapaxuApPOKCUIUPAHUTE META0OJHUTH € EKMBAJIEHTHO Ha TOBA OT aTOPBACTATHH.
[Mpubnuzurento 70% ot uupkyaupawara MHXU6UTOopHa akTHBHOCT 3a HMG-CoA penykra3sara ce
OT/laBa Ha aKTUBHUTE METaOOIUTH.

Enrumunupane

ATopBacTaTHH U MeTabOUTUTE MY C€ M3JIbYBAT OCHOBHO Ype3 XKJTbYKaTa Cjief XenaraieH v/ uim
ekcTpaxenartajieH MerabonuszsM. Marnexnaa obaue, ye 1€KkapcTBOTO HE MpPETHPIABA 3HAYUTE/IHA
eHTepoxenaTaiHa peudpkyiauus. CpeAHUAT nja3MeH NnoJly>KMBOT Ha aTOPBACTaTHH TMPH Xopa €
npubausuresnHo 14 yaca, HO NopajgH y4acTHETO Ha AKTHBHH MeTabOJIMTH, MOJY)KUBOTHT Ha
uHxubuTopHara akTuBHOCT 3a HMG-CoA peaykrazara € 20 go 30 yaca. Cnen nepopajiHO npujarase,
no-Majnko ot 2% OT f03aTa Ha aTOPBAaCTaTHH Ce€ OTKPUBAT B ypHHaTA.

ATopBacTaTHH € cyOcTpar Ha 4epHOAPOOHHUTE TPAHCIIOPTEPH U HA MOJIMNENTHIMTE,
TpaHcnopTupaiiy opranudyHd aHuoHu 1B1 (OATP1B1) u 1B3 (OATP1B3). MeTabonyafrte (@S No

7 S 10 e
aropsacTaTiH ca cyoctpatd Ha OATP1B1. YcraHoBeHO e ChLIO Taka, Ye aTOpBacTa Pl CyOTTPR 1,
Ha eayKCHUTE TpaHcnopTepy Ha P-rnukonporerH (P-gp) v Ha npoTerHa Ha peawc RruOC -ai.*?*"; DEIA
Ha repaata (BCRP), kouto Moxe n1a orpaHMyar ypeBHaTa abcopOLMs U HITBYHUA K ' '

aTOpBAaCTaTHH.

HAT,

dHHH 34 aMJIOAHIIHH H AaTOPBACTATHH IPH ClICLUHWUAJIHH MOIMYJIalUHH
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llayuenmu 6 cmapuecka év3pacm

BpeMeTo 3a gocTUraHe Ha MaKCUMAJIHH MJ1a3MEHH KOHLIEHTPALIMK Ha aMJIOZIMMKH € Nnogo0HO npH
XOpa B cTapyecka Bb3pacT U MpH Nno-Maaau MHAUBUAK. [Ipy naumeHTH B cTapyecka Bb3pacT
KJIMPBHCHT HAa aMJIOJIMITHH NOKa3Ba TEHAEHLMUS KbM NOHHXKEHHWE, NPeU3BUKBAMKH YBEIHUEHHE Ha
AUC ¥ enMMHUHALMOHHHUAT NoNy>XUBOT. Y BenuyaBaHeTo Ha AUC U eTMHMUHALMOHHHSAT TMOTY>KHBOT
MpH NMaLMEHTH CbC 3aCTOHHA ChbpACYHA HEAOCTATBLYHOCT € OMJI0 crnopea OYaKBaHOTO 3a MpoyyYeHaTa
Bb3pacToBa rpyna.

[InasMeHUTEe KOHLEHTPALMM HA aTOPBACTaTHH ca No-BUCOKH (¢ 0k0J10 40% 3a Chax M 30% 3a AUC)
MpH 3/IpaBH HHAWBU/IHM B CTapuecka Bb3pacT (= 65 roauiHm), OTKOJIKOTO MPHU MJIaM XOpa.
KJIMHHYHY 1aHHHM Npeanosiarar rno-3HayMTe/IHa cTened Ha noHuwxkeHre Ha LDL npu xopa B
cTapyecKa Bb3pacT, HE3aBUCMMO OT J103aTa Ha aTOpBaCTaTUH, B CPaBHEHME C MO-MJ1aii Xopa (BiK.
Touka 4.4).

Ilon

KoHueHTpauu1Te Ha aTOpBACTaTHH NPHU XEHU ce pasnuyasar (npubausurenHo ¢ 20% no-BUCOKHM 3a
Cmax ¥ ¢ 0k0110 10% no-uucku 3a AUC) ot Te3u npu MbxeTe. Te3n pa3iIMKy HAMAT KIIMHUYHO
3Ha4Y€HHUE U HE BOLAT A0 KIIMHHUYHO 3HAYUMH pa3/inuus B €QEKTUTE BbPXY JIMITUAUTE MPU MBKE U
XKEHH.

bvbpeuno yepeacoane

MapmMakOKHHETHKATa Ha aMJIOAMITUH He Ce MOBAUABA 3HAYUMO OT OBOpeUHOo yBpexaaHe. AMJIOAUNUH
He ce auanu3upa. [lopaau ToBa, nauneHTH ¢ ObOpeyHa HeAOCTaThYHOCT MOraT Aa NnoJiyyaBar
obMyaiHaTa Ha4yaJlHa 1032 aMJIOJAMUIHH.

B npoyuBaHus ¢ atopBacTtaTUH, OBLOpeuHuTe 3a00N9BaHHA HE ca MOBJIUAJIU IJIa3MEHHUTE
KOHLEHTpaLHWH WM MoHwxkeHUueTo Ha LDL-xonecrepona ot aTopBacTaTUH U Cl€10BaTENHO NpPH
nauueHTH ¢ Ob0peuHa qucyHKLHMS HE € HeOOXOAMMO KOpUrHpaHe Ha 103aTa Ha aTOPBAaCTaTHH.

YeproopobHo yepedicoane

[lauueHTHUTE C YEPHOAPOOHO YBpEKIaHE UMAT MOHWXKEH KJIMPBbHC HA aMJIOAMITHH, KOETO BOAM 10
yBesanyeHue Ha AUC ¢ npubausurenHo 40-60%. TepaneBTUUHUAT OTTOBOP KbM aTOPBACTATHH €
HEMPOMEHEH IPH NaLMEHTH C YMEpPEHa 10 TeXKkKa YepHOApOoOHa AUCPYHKLIMA, HO €KCMO3ULIUATA KbM
JIEKapCTBOTO € CUJTHO Yab/KeHA. [IpH nauMeHTH ¢ XpOHHYHO alIKOXOJIHO YepHOAPOOHO 3abonsBaHe
(Child-Pugh B), nnazmMeHuTe KOHLIEHTpPAaLMK HA aTOPBACTATHH Ca 3HAYMTETHO MOBHUIIEHH
(npubausuTenHo 16 nbTH 3a Chax ¥ 11 nbTH 32 AUC).

SLOCIBI noaumopghusvm

YepHoapobHoto noemaHe Ha Bcuuku HMG-CoA peaykrazHH MHXHOMTOPH, BKJIIFOYMTETHO
atopBacTaTvH, BKItouBa OATP1BI1 TpancnoprHus nporeuH. [Ipu nauuenTu cve SLCO1BI
MOJAUMOP(PHU3BM MMa PUCK OT NOBHLLIEHA CUCTEMHA €KCMO3HMLIMSA Ha aTOPBACTATHH, KOSITO MOX€e Ja
N0BE/1E 10 NOBUILIEH PUCK OT pabaoMuonusa (Bx.Touka 4.4). [lonumopdu3MBT Ha reHa, Koaupalll
OATP1BI1 (SLCOIBI ¢.521CC) e cBbp3aHn ¢ 2,4-n1bTH NO-BUCOKA €KCMO3ULIMA Ha aTOPBACTaTHH
(AUC) otkonkoTo npu uHAUBUAWTE 6€3 To3U reHotuneH BapuaHT (¢.521TT). [1pu Te3u nauueHTH €
Bb3MOXHO CBLLIO Aa UMA NFeHETHYHO HapyLUeHO YepHOoApOOHO rnoemaHe. Bb3MoOXKHUTE NOCIEACTBHUSA 3a
e(hMKaCHOCTTa Ca HEYCTaHOBEHH.

3.3 [IpeakIHHUYHH JaHHH 32 Oe30MacHOCT

He ca npoBesi1aHn HEKTMHHYHH NPOY4BAHUA C PHKCHPAHATA KOMOHHALIMSA HA AMJIOHNHE T
aTopBacTaTuH. [IpeAKIMHUYHM JaHHU 32 aMJIOAMITMH [MOKA3BaT JIMIcara Ha 0co0eH pncmfz
Oa3upaiky ce Ha CTaHJapTHUTE NMPOy4YBaHUsA BbpXY 0€30MacHOCTTa, (papMaKoIOruaTa, J @
MpY NPOAB/DKUTENIHO NpUJIaraHe, reHOTOKCHYHOCT WM KapLUMHOreHeH noteHuuan. [1p
3a pernpoAyKTHBHATa TOKCUHYHOCT Ha aMJIOJAIMIHH, Y IJIbXOBE € Hab/01aBaHO yAbJKaBa

pPOAOBHA MPOLEC U MO-BUCOKA NEpHHaATAJIHA CMBPTHOCT.
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ATOpBacTaTHH HE € FTeHOTOKCHYEH (in Vitro W in vivo) WK KaHLIEPOreHeH 3a MIbXoBe. B AByroamiuHo
[MPOYyYBaHE MPH MHILKH ca OWJIM yBEJMUEHH ClyHauTe Ha XenaTtouenayJjapeH aJieHOM MPH MBKKHUTE U
XernarouesyjapeH KapLUMHOM NPH KEHCKUTE }KMBOTHH, KOraTo € npujaraHa MakcumasiHaTa
U3I0JI3BaHa 103a, MPU KOSTO CUCTEMHATa eKcrno3uums € 6una 6 10 11 mbTH No-BMCOKa OT Hak-
BHCOKaTa 103a 3a xopa, Ha 0aza AUC.24. [IpoyuBanus BbpXy )KMBOTHHM 10Ka3BaT, 4e HHXUOUTOpHUTE
Ha HMG-CoA peanykrazara morar Ja noB/iMsBaT pa3BUTHETO Ha eMOpuoHuTe WK detycute. [Tpu
MJIbXOBE, PA3BMTHETO Ha MOTOMCTBOTO € 3a0aBeHO M MNOCTHATa/IHATa NPEXKMUBIEMOCT € HaMmasleHa Mo
BPEME Ha €KCITO3HLIMA Ha MAaHKHUTE Ha aTopBacTaTHH B 4034 Haa 20 mg/kg nHeBHO (KJIMHHWYHATa
CHMCTEeMHa ekcro3uuus). KoHueHTpauusTa Ha aTOpBaCTATUH U AKTUBHHTE MY METabOJIMTH B MJISIKOTO
Ha MJIbXOBE ca OWJIM MOYTH €JHAKBH C TE€3H B Ila3MaTa Ha MalKUTe. ATOPBACTaTHH HAMA eeKT
BbPXY MBKKHSA WM XKEHCKHA PEPTH/IMTET, B 1034 CHOTBETHO 10 175 1 225 mg/Kg NHEBHO H He €
TE€paTOreHeH.

PEHpOﬂ}ﬂCTHBH& TOKCHYHOCT

[IpoyuBaHMA 3a penpoOAYKTUBHOCTTA MPH IMJIBXOBE U MULLIKH MOKa3aBaT 3aKbCHABaHE Ha JaTaTa Ha
pa)kaaHeTo, MPOAB/DKHTEIHO paXkKJAaHe ¥ MO-MajbK MPOLIEHT Ha NMPEeXUBABAHE Ha MJ10Ja MPH 03U
npubansuresHo 50 MbTH NO-BUCOKH OT MaKCMMAaJIHATa Npenopb4YMTEe/IHA 103a NPH XOpa, H3UHUCIIEHH
Ha 6a3a mg/kg.

HapyuieHue BbB hepTunuTera

Hsama edexT BbpXy pepTHIMTETa HA IIBXOBE, TPETUPAHHU C aMJIOMITHH (MBXKH - 64 THH U JKEHCKH -
14 nuu npeau orioxaane) B 4034 10 10 mg/kg/aHeBHo (8 nbTH™ no-BUCOKA OT MaKCHMaJsiHaTa
NpenopbuYMTENIHA 103a NpH Xopa oT 10 mg, u3nuKcneHu Ha 6a3a mg/m?). B apyro npoyusaHe npu
UTbXOBE, MPH KOETO MBXKH IUTbXOBE Ca TPETUPAHU ¢ amioaunuH 6e3unar 30 qHu B 103U, CpPABHUMM
C J03WTE MpPHU XOpa, U3UMUCIIEHH Ha 0a3a mg/kg, ca ycTaHOBEHU HaMaJleHW HMBa Ha POJIUKYJI0-
CTHMYJIMpALLMsi XOPMOH W Ha TECTOCTEPOHA B IJla3MaTa, KAKTO M HaMaJlsiBaHe Ha TUTbTHOCTTA Ha
criepMaTa M Ha Opos Ha 3pesiuTe CrepMaTH/IM U CEPTOJIMEBH KJIETKH.

Kapunnoreﬂeaa, MYTArcHe3a

Hsma naHHHU 3a KApUMHOr€HHOCT MPH MUTbXOBE U MHULUKH, TPETUPAHH ¢ aMJIOAMIHH B JUETAaTA 32
[epuoA OT JBe M'OAMHH, B KOHLIEHTPALMH, U34YUCIEHH J1a 10CTaBAT AHEBHHU 1030BU HHUBa OT 0,5, 1,25 u
2,5 mg/kg/nHeBHo. Hait-BucokaTa n03a (npy MULIKK — 611M3Ka 10, a NPU MUTbX0Be 2 MbTU* No-BUCOKA
OT MaKCHMaJIHaTa MpernopbymuTe/Ha KIHHUYHA 1103a oT 10 mg, u3uucieHy Ha Ha Ga3a mg/m?) e Guna
61M3Ka 10 MakcHMMasiHaTa OMyCTHMa /103a 3a MULLIKH, HO HE U 3a IUTbXOBE.

[IpoyuBaHuUs 3a MyTareHHOCT He MOoKa3BaT e(PeKTH, CBbP3aHU C NMPUI0KEHHETO Ha JIEKAPCTBEHHSA
MPOAYKT, KAKTO Ha HUBO I'eH, TaKa U Ha HUBO XpOMO30Ma.

*Uzuucnenu 3a nauueHT ¢ Terno 50 kg.

6. PAPMALEBTHYHU JAHHHU

6.1 ChnHcbk HAa NOMOIIHHTE BellleCTBA
KAJIYET cbabpika ciieqHUTE NOMOLIHHU BELLECTBa:

ChbpLeBHHa:

Kanuues kapOoHat

Kpockapmenosa HaTpuid

MHuKpOKpHCTaIHA LieJTyJ103a
[TpexkenaTUHU3UPAHO LLAPEBUYHO HULLECTE
[Tonucopbar 80
XHUIAPOKCUTIPOIUILIENTY03a

CunuuMeB JMOKCH]I, KOJIOUAeH Oe3B0o/IeH
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MarHe3ueB cTreapartr

DUIMOBO NOKPUTHE.
Onanpu II White 85F28751 (3a KALYET 5 mg/10 mg ¢punmupanu TabaeTku) ¢babpixKaLlo:
[TonuBuHMNANKOXO

TuranoB auokcua (E171)
Makporon 3000
Tank

WM
Onaapwu II Blue 85F10919 (3a KAAYET 10 mg/10 mg ¢punmupanu TabneTku), CbaAbpxKAaLLLO:
[TonuBHHUIAIKOXO
TuranoB nuokcua (E171)
Makporon 3000
HMuauro kapmuH anymunueB nak (E132),
Tank

6.2 HecbBMecTHMOCTH

Henpunoxumo.

6.3 Cpok Ha roaHoCT

3 rogMHH

6.4 CnennanHH yc/IOBHSl HA CbXpaHeHHe
Jla ce cbxpansaBa noa 30°C.

6.5 BuaucbabpKaHHE HA ONAKOBKATA

7,10, 14, 20, 28, 30, 50, 56, 60, 100 uau 200 punmupanu TabneTku B O1ucTepu
(nonnamun/anymuHuit/PVC).

30 unu 90 punmupanu Tabnerku B Oytuiku (HDPE), cbabpikalum njeCHKaHT, CbC 3allMTEHa OT Aela
3anyluaska.

He BcHukM BUAOBE ONAKOBKK MOrar aa Ob4aT nycHaTH Ha nasapa.
6.6 ChnennajHu npeanasHu MepKH NPH H3XBLPJ/isiHe H paboTa

HsMa cneuyasiHu U3UCKBaAHMA.

7. IMMPUTEXATEJI HA PASPELHIEHUETO 3A YIIOTPEBA
Upjohn EESV

Rivium Westlaan 142

2909 LD Capelle aan den 1Jssel

Hunepnanaus

8. HOMEP(A) HA PABPEHIEHHUETO 3A YIIOTPEBA

KAIYET 5 mg/10 mg dunMupanu tabnerku - 20060484
KAIYET 10 mg/10 mg ¢unmupanu tabnetku - 20060485
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9. JATA HA ITBPBO PA3PEIIABAHE /ITIOAHOBABAHE HA PA3PEIIEHHUETO 3A
YIIOTPEBA

JlaTa Ha nbpBO paspewnaBane: 20 centemppu 2006 r.
JlaTta Ha nocneaHo noaHoBsBaHe: 5 nekemBpu 2011 r.

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA
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