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HME HA JEKAPCTBEHHA IMTPOAYKT

Simvastatin Accord 10 mg, 20 mg, 40 mg, 80 mg film-coated tablets
CuMmBactaruH Axopa 10 mg, 20 mg, 40 mg, 80 mg dpuamupanu tabreTku

KAYECTBEH 1 KONMMNMYECTBEH ChCTAB

Bcsaka puMupaHa Tabnetka Simvastatin Accord 10 mg cpaspxka 10 mg cuMBacTaTuH.
Besaka punmupana Tabnetka Simvastatin Accord 20 mg cpabpka 20 mg CHMBaCcTaTHH,
Beaka ¢pwnmupana tabnerka Simvastatin Accord 40 mg ceabpxka 40 mg CHMBacTaTHH.
Bcsaka punMupana Tabnerka Simvastatin Accord 80 mg ceabpika 80 mg cuMpacraTi.

[loMomHo BemecTBO: JIakTo32 MOHOXHApPAT

Enna ¢unMupana Tabnerka Simvastatin Accord 10 mg ceaepxka 70 mg nakrosa MOHOXHMApPAT.
Eana dunMupana Tabnerka Simvastatin Accord 20 mg ceaepika 140 mg takTo3za MOHOXHAPAT.
Enna pmimupana Tabnerka Simvastatin Accord 40 mg ceabpxa 280 mg 1akT03a MOHOXH/IPAT,
Enua punmupana Tabnerka Simvastatin Accord 80 mg ceabpxa 560 mg 1akT03a MOHOXHAPAT
3a MBJIHUA CIUCHK Ha IMMOMOLIHHTE BELECTBA, BIKTE TOUKa 6. |

JIEKAPCTBEHA ®OPMA
dunmupana rabneTka.
CumpacTaTuH Akopa 10 mg rabaeTku:

CBeTJIO pO30OBH, KPBITIH, ABOHHO HM3NBKHATH (QriMHpaHd TablieTkH, ¢ BAILOHATO peneHO
o3Ha4yeHHe “A” oT eiHaTa ¢TpaHa ¥ “01” ot aApyrara.

CumpacTaTHH Akxopa 20 mg TabneTku:
CBeTio po30BH, KPBIIM, ABOHHO W3MBKHAIW QHIMHpaHH TabieTkH, ¢ BIABOHATO penedHo

o3HaucHHe “A” OT e¢JHaTa ¢TpaHa U “02” or Apyrarta.

Cumpacratud Akopa 40 mg TabneTky:
P030BH, KpbIiIH, ABOHHO H3NBKHATH (GUIMHpaHd TabAaeTKH, ¢ BAIBOHATO penedHO 03HaYeHHe
“A” oT egHata cTpada 1 “03” oT apyrara.

CumpactatuH Akop/ 80 mg tabieTku;
Po30BH, NBOIHO M3MBKHAIH, ¢ hopMa Ha Kancynu duIMHpaHH TabneTky, ¢ BITBOHATO penedHO
o3HayeHHe “A” OT eaHaTa cTpaHa u “04” ot apyrara.

KJMHHAYHHU JAHHH
TepaneBTHYHH NOKAZAHHSA

XHUnepxonecTeposieMus

yIIPaxXHECHHUA, HﬁMﬂﬂHBﬂHB Ha TEJIECHOTO TETUIO) HE Ca MOKA3aIH €(hEeKTUBHOCT.
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JleueHne Ha XOMO3UroTHa (PaMHIIHA XMIIEPXOJIECTEPOIEMHSA, KaTO JOMBIHCHHE KbM AHETATA H
JpYIH JIMIMAO-NIOHWKaBamy cpeacTia (kato LDL-adepesa) wiu B caydai, ye Takusa cpeacTsa
Ca& HEMOIXOAAIIH.

[IpopunakTHka Ha ChpIeYHO-ChA0BY 3a00nIBaHUS

3a HamajiABaHe Ha 3a00/IEBACMOCTTA M CMBPTHOCTTA OT CHPAEYHO-CHAOBH 3a60NABAHHA INpPH
MAlMEHTH C HW3PA3¢HH AaTCPOCKICPOTHYHM 3a00nsBaHHS Ha CBPACYHO-CHAOBATA CHUCTEMA WM
3axapeH auaber, ¢ HOpPMalNHM WIM TIOBHIIEHM HMBAa Ha XOJIECTEPONa, KAaTO AOIBJIHHTEIHO

JICYCHHE 33 KOPEKIHA HAa CTPAHHYHH PUCKOBH (PaKTOPH M APYrH KapAMONPOTEKTUBHH JICYEHHA
(BUK TOYKa 5.1).

JlO3HpOBKa H HAYHH HA NPHJI0KEHHE

JlozoBUAT WHTEpBall € Mexay 5-80 mg JHEBHO MpHeMaHU NEPOpPAHO KATO €JHOKpATHA 1033
Beuep. AKO € HEOOXOJuMa KOpeKLUMs Ha J103aTa, T4 TpaGBa Aa ce MpaBM HA WHTEPBAIU HE M10-
MaJIKH OT 4 CEAMHLM, 10 MakcuMaiHaTa fo3a 80 mg AHEBHO, MpHEeMaHa KaTo eJHOKpaTHA 1032
Beuep. [losara ot 80 mg ce npenopryBa caMo MNPH MAIIMEHTH C TEXKA XHIIEPXO0NECTEPOIEMHS H
FOJIAIM PHCK OT CHPACUHHO-CBAOBH YCIIOXKHEHU.

XHIepxonecTepoaeMus

[laumeHThT ClieBa fa ObAC MOCTaBEH HA CTAHAAPTHA XOJIECTEPOI-IOHIKABAILA JUETa, KOATO 1A
NPOABKH MO BpeMe Ha JieyeHHeTo ¢bC CumBacTtaTMH Accord OOuuaikinaTa Havyanna noza e 10-
20 mg AHEBHO, MPHUEMaHH KaTO €JHOKpaTHa q03a Bedep. ITalMeHTH, KOWTO ce HYKIAAT OT
cepro3Ho nmoHwkaBaHe Ha LDC-C (noseue ot 45%) morar fa 3anouHar ¢ HavalieH npuem 20-40-
mg/ OHEBHO, MPUEMaHH KATO €IHOKpAaTHAa 1032 Beuep. AKO € HeoOXONMMO ajanTHpaHe Ha
f03aTa, To TpAOBa Aa ce MPOBeXJa, KAKTO € OMHCAHO MO-TOpeE.

XOMO3UroTHa haMIIHA XHIIEPXQJIECTEPOTIEMHS

Bv3 OCHOBa Ha Pe3y/NTATHTE OT KOHTPOIMPAHO KJIMHWYHO NMPOYYBaHe, MpenophbYyBaHara [103a
cumBacTaTuH ¢ 40 mg aueBHO Beuep MM 80 mg nHeBHO, B 3 oTaennu Ao3m oT 20 mg, 20 mg, u
BeuepHa nosa oT 40 mg. IIpu TakuBa mauuenTH, CumBactaTHH Accord TpabOea fa ce H3MON3Ba
KaTo NOITbJIHEHHE KbM ApYyra JIMIHAO-NIOHMXKaBala tepanus (kato LDL-adepeza) unu B cnyqai,
4e TAaKOBA JICYEHHE He € HAJTWYHO.

[IpodunakTuka Ha CHLPISYHO-CHIOBH 3200 1aBaHus

Ob6uuaiinata no3a CuMBactatHH Akopa € 20 10 40 mg AHeBHO, NMpHEMaHH KaTo eJHOKPATHA A03a
BEYCP NMPH NaLHEHTH C I'OJIAM PUCK 3a pa3BUBaHE Ha KOPOHApHW chpraevHH 3abomasanna (CHD,
¢ unu Oe3 xunepaunuaemus). JlekapcrseHata Tepanus TpAGBa [Ja 3arovyHe €IHOBPEMEHHO ¢
AdeTa M GUIHYECKH YIpakHeHHS. AkO ¢ HeoOXOOUMO THTPHpaHe Ha ao3aTa, TO TpabBa jaa ce
MpoBele KaKTO € OMUCAHO MO-Tope.

KoMOMHUpaHu TeueHns

CumBacTatiH Akopa € edMKaceH NpPH CaMOCTOSTENIHO NMPUIMKEHHE WIM B KOMOUHALMA CbC
CCKBECTPAHTH Ha MUTbUHA KHcesnHa. [IpueManero Ha fnosara cieaBa a ce nmpaBH 2 4
WM 4 Haca cleql MPUEMAHETO Ha JIEKAPCTBA, CEKBEHHUPAIIH HUTHYHATA KUCEAHHA.

[lIpy nauueHTH npHeMalmy LMKJIOCHOPHH, AaHa30id, reMubposwt Wid Jp
H3KTIOUEHHE Ha heHOPHOpaT) eqHOBpeMeHHO ¢he CHMBAcCTaTHH AKOpJ, 103aTa
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BepanaMul eJHOBpeMEHHO cbc CuMBacTaTHH AKOpA, Ao3aTta Ha CUMBAcTaTHH AKOpA He TpsAOBa
Aa npesrilasa 20 mg/aHeBHO (BUX TOUYKHU 4.4 U 4.5).

Ho3upoBka npy 6s6peuHa HeAOCTATBYHOCT
He ce Hanara npomsHa Ha 103aTa np¥ NallMEHTH ¢ YMEPEHO TexkKa ObOpevna HeAOCTaTBYHOCT.
[Ipy maumeHTH ¢ TeKKa OBOpPeYHa HEMOCTATRYHOCT (KpeaTHHUHOB KIMPEHC < 30 ml/min), no3n

Hag 10 mg/nHeBHo TpaAOBa na ce OOMHUC/IAT BHHMMATENHO, M Ja C€ IIpuUiaraT C IMOBUUISHO
BHUMAaHHUE, aKO € MPELEHH 32 HEOOXOAUMO.

Yrnorpeba npH nauyeHTH B cTapuecKa Bh3pacT

He ¢e Hanara TutpupaHe Ha ao3ara.

Ynorpeba npu aetia ¥ IOHOUIH

OunTeT Opu Aeua € orpaHwdeH. CiaenosarenHo, CHUMBAcTaTHH AKOpPX He ce MperopwuBa 3a
neAaTpUYHa yrorpeda.

HPGTH BOHOKA3ZAHHA

b CBPBX‘-!}’BCTBHTE‘JJ’IHOCT KbM CHMBAaCTaATHH HJIH KbM HAKOC OT MNCMOIHNHHUTC BCLICCTEA,

¢ AKTHBHO 4epHOIpoOHO 3abonaBaHe UM HEOOACHUMO MEPCUCTHPAHE HA TMOBHUINEHHA HHUBA Ha
CEePYMHHUTE TPAHCAMMWHA3H;

¢ bpeMeHHOCT M kppMEHE (BHXK ToUKa 4.6)

e EpaHOBpeMeHHO NpWIOKeHHe ¢ MomHM HHxWOmMTopu Ha CYP3A4 (kato wWTpakoHazon,
keTokoHazon, HIV npoTeaznu uHXUONTOPH, epHTPOMHLWH, KIIADMTPOMULIMH, TETUTPOMHULIUH
H HedazonoH) (BHK Touka 4.5).

Crnenpa/jBH DpeaAynpexAcHHs H NPEATAZHE MEPKH NPH ynoTpeda

Muonatus/Pabnomuonusa
[Tono6Ho Ha Apyrute HMG-CoA penykTasHu HHXUOMTOPH, B peIKH CilyYad CUMBAaCTATHH MOXE

1a NpeAU3BHKA pa3BUTHE Ha MHUOMATHSA, KOATO C€ IPOABSIBA ¢ MYCKYJIHH OOIKH, YYBCTBUTEITHOCT
i ¢aabocT U NMoBMIIABAHE HUBOTO HA KpeaTHH KWHaszaTa (CK) moBede or jecer ITETH Haj
ropHara rpanvdua Ha HopmanHure cTOHHOCTH (ULN). Honaxora Muomaruara npoTHya foA
dopMara Ha pabmoMHonn3a ¢ Wik Oe3 ocTpa ¢popma Ha OBOpeYHa HENOCTATHYHOCT, pa3BHBAIIA
ce BTOPMYHO B CAEJCTBHE HA MUOTIOOMHYPHMS H B MHOTO PEIKM CiIydyad MOxe Ja ¢ ¢araigHa 3a
naiueHTa. PHCKBT 0T MHOMaTHa c¢ MoBUIIaBa oT BUcokUTe HMBA Ha HMG-CoA penykrazuu
HHXHOHTOPH B IUIa3MaTa.

Kaxro u npu apyrute HMG-CoA peaykra3Hu HHXHOUTOPH, PUCKBT OT MHONIaTHA/pabioMHonnsa
e Ko303aBHUCHM. [IpH npoBeaeHn KMMHMYHU npoyuBanus, 41 050 manyeHTH ca OWIH JIEKyBaHM
ChC CUMBAcCTATHAH, OT KouTo 24 747 (npubmusutesnno 60%) ca 6wiM Ha ToBa JieYyeHUe ToHE 4
rOAWHH, CTydaHTe Ha Muonatia ca apubausurenno 0,02%, 0,08% u 0,53% croTBETHO TIPH 103K
or 20, 40 u 80 mg/mHeBHo. B Te3u npoydyBaHHA, NAUUEHTUTE ca OWIH BHHUMATEIHO
MOHHTOPHPAHH H HIKOM JICKAPCTBEHY NPOIYKTH, KOUTO OHUXa NpeAH3BHKAIM B3aHMOJEHCTBHA Ca
OMITH M3KIIIOYEHH.

OnpeneigHe HA KpeaTHH KHHA3aTa
Kpearnn knHazata (CK) He TpsGBa Ja ce M3MepBa ClICA TEKKH (PH3HUECKY




HOpMaJTHHTE CTOHHOCTH (> 5 Hax ULN), TpabBa na ce npoBee NOBTOPHO W3TIUTBAHE B PAMKHTE
Ha 5 10 7 OHH 32 NOTRBBPKAAaBaHe Ha PE3YJITATHTE.

[Ipeny 3ano4YBaHe Ha JIEYCHHUETO
BcHUYKM NAlMEHTH, KOHTO 3all04YBaT JIEYEHHE CHC CUMBACTATHH, WIHA TAaKWUBA IPH KOHTO 03aTa
CHMBACTaTHH € YBEJIW4YeHa, TpAOBa Aa OBJaT yBeIOMEHH 3a pUCKa OT pa3BUBAaHE Ha MAONATHA K

Ja OpOaT MOCHBETBAHM A2 ChOOIABAaT CBOCBPEMEHHO 32 BCAKA HEOOACHHMAa MycKyaHa 6olka,
JYBCTBUTETHOCT UAH ¢1abOoCT.

IIpu maumenTH ¢ npeppasnonaramy (akTopH 3a pa3BMTHE Ha pabgomuonnsa TpadBa xa ce
00BpHE 0CO0OCHO BHMMaHKE. 3a Ja ¢e OmpeaeNd U3XoAHA pedepeHTHa CTOMHOCT, HUBaTa Ha CK
TpsAOBa Aa ce U3MEPAT MNpeaM 3allOYBAHE HA JISYEHUETO B CIICIHHUTE CUTYALUH:

[TaumeHnTH B cTapyecka Bb3pacT (Bb3pact Hal 70 roguHM);

bsbpeuno yBpexgaHe;

HeopnaasgH XHNOTHPEOHIH3 DM,

JInuHa nnH (paMUIHA aHaAMHe3a 3a HacJIeCTBEHH 3a00NIBaHHs HA MYCKYJIHTE;
[peaxomun cyyan Ha MyCKYJTHA TOKCUYHOCT OT JIGUEHHE ChC CTATHHU WK GUOpaTH
3noynoTpeda ¢ aTKoxoJl.

B TakuBa curyaunu Tpabpa ga ce oOChAM pHCKA, CRBP3aH € NPOBEXKIAHE HA NCUCHUE CHIPAMO
BBIMOKHHTE MOA3M 3a MNalMeHTa, Kare c¢ MOpenopbhbyBa KIMHHYHO MOHUTOpHpaHe. AKO
NMauMeHTHT UMa aHaMHe3a 3a MYCKYJTHO 3a0onsgBaHe 1o BpeMe Ha npueM Ha ¢udpaTt Wi CTaTHH,
JNCUEHHE ¢ Apyr MNPEACTABUTENT OT CBIIMA KIac JIEKAPCTBEHH NPOAYKTH TpabGa Aa Owae
Ha3Ha4yaBaHo ¢ ocobeHo BHUMaHHe. Ako CK HHMBaTa ca 3HaUYMTENIHO MO-BUCOKU OT HOPMaJTHHTE
croitHocTH (> 5 Hag ULN), nonobHo nevenue He TpabBa aa Objae 3alouBaHo.

Ilo BpeMe HA JICYEHUETO
AKO N0 BpeMe Ha JICYeHHE ChC CTATHHH C€ MOABH MYCKYJIHA OoJika, cnabocT Wi Kpammnu, Tpadea

Ja ce yu3caeasar HUBaTta Ha CK Ha mauueHTa. AKO c€ YCTAHOBH, Y€ HMBATA Ca 3HAYUTEITHO I10-
BHCOKHM OT HopMalHuTe (> 5 Haxg ULN), npu oTchCcTBUE HA (DU3HYESCKO HATOBAPBAHE, JIEUCHUETO
TpaGBa nda OBAS NpeycTaHOBeHO. AKO MYCKYJHUTE CHMIITOMM Ca CHJIIHH W TIpUYHUHABAT
exkeaHeBeH gUckoMbopT, Aopu U HHBata Ha CK nma ca moa 5 x ULN, Tpabea Aa ce moMHCIIH 3a
NpPeyCTaHOBABAHE HA JIEYEHHETO. AKO MMa CBMEHMS 34 MUOMATHA MOpaav IOPYrd NPUYHHH,
NeYeHUETO TPAOBRa Aa Obe NpeyCcTaHOBEHO.

Axo cumnromure u3ueszgaT M HuBaTa Ha CK ce Bh3cTaHOBAT, cieaBa Jda ce oOMHCIU
MOJHOBABAHE Ha JICUEHHETO ChC CTATHH WIH 3aroyBaHe Ha NEYEHHE C aTepHATHBEH CTAaTHH C
Hal-HHCKa [103a A HEMPEeKBCHAT MOHUTOPHHT.

JledenneTo ¢cbc CMMBAcTATHH TpAOBa a ObJe BPEMEHHO CIIPAHO HAKOJAKO JHH Ipea IU1aHOBA
ONepalMs U aKo € MOIBU CEPUO3IHA METNIIMHCKA WM XUPYPTrHUYHA HaMeca UM CBCTOSHHE.

Mepku 3a HaMaJidBaHE Ha PHCKA OT MUOMNATYA, NPHYHHEHA OT JIEKApCTBEHHW B3aUMOICHCTBUS
(BYOK cHUIO TOYKA 4.5)

PUCKBT OT pa3BUTHEe Ha MMoNaTusd WM pabAoOMHONIH3a ce YBEIW4YaBa 3HAYUTEIHO MpH
eIHOBPEMEHHOTO TMNPHJIOKEHHE Ha CHMBACTATHH C MOIHHA uHxuOutopu Ha CYPJ -;--;‘-..
MTPAaKOHA30J1, KETOKOHA30JI, EPUTPOMMIIMH, KJIAPUTPOMMLIHH, TenHTpOMHuHH \

HHXHOUTOPH, Hea30I0H), KAKTO H reMpHOPO3HI, UMKIOCTIOPHH ¥ AaHa30. (BHK,
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PHCKBT OT Pa3BHTHE Ha MHOTIATHA W PaG/IOMHOJTH3a C¢ YBEJTHYABA CHILO H NPH-E]
npwIoKeHHe Ha Apyru ¢udpaty wWiM OT egHOBpeMeHHaTa yrnorpeda
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PHCKBT OT pa3BUTHE Ha MHOMATHA MOXE [1a C€ YBEJIMYM NPU €THOBPEMEHHOTO NPHIOKEHHE Ha
dy3nuaoBa KucenHHa CbC CTATHHH (BHXK TOUKA 4.5).

Cnenosatendo, no oTHomeHHe Ha CYP3A4 wunxuOutopw, ynorpedara Ha CHAMBAcTaTHH
¢AHOBPEMEHHO ¢ HTPAKOHa30/, KeTokoHason, HIV-nmpoTteasHd HHXAOWTOpPH, epHTPOMHLIHWH,
KNapUTPOMHULIAH, TEJIUTPOMHIIMH KM He(da3oJ0H ¢ MpOTHBONOKAa3aHa (BMK Toukud 4.3 u 4.5). B
cTy4ai, 4e ce Hajiara JICYeHWE ¢ MTPAKOHA30J1, KETOKOHA30J, EPUTPOMULIMH, KJIAPATPOMHULIMH
WIM TEJIMTPOMUIIMH, NpUMEMBT Ha CUMBAcTaTHH TpsAbBa Ja c€ MpeyCTaHOBH 3a JEpHOJA Ha
apyroto jedenne. OcBeH ToBa € HE0OXOAWMO [MOBHILEHO BHHMAHHE TpH KOMOWHHpaHe Ha
CUMBACTATHH ¢ ApYrH He TonkoBa MOmHH CYP3A4 yHXHOWTOPU: IIMKIOCTIOPHH, BepanaMuii,
nunrThaseM (BHK TOUkH 4.2 1 4.3).

EQHOBPEMEHHHAT IPHEM HA COK OT IpeHIIppyT M CHMBACTATHH TpAOBa Aa ce H30ArBa.

JHeBHaTa 71032 HaA CHMBAcTaTUH HE TpAOBa nda npeBuwasa 10 mg npH NauMeHTH 3alO4MHAAM
CHIBTCTBALIO JICUCHHWE C UMKIOCTIOPHH, JaHa3ol wiH remdubposmn. KomOHHHpaHOTO
NpWIOKEHHEe Ha CHMBacTatuH ¢ remduOpo3un Ttpsabea na Opae M30sArBaHO, OCBEH akxko
OUAKBAaHUTE [IOJI3U HAAXBBEPAAT MOBUINEHHA pPUCK OT Tasu koMOuHauma. [lonsara ot
KOMOMHHpaHaTa ynoTpeba Ha cumBacTaTHH 10 mg aHeBHO ¢ Japyru ¢ubpaT (ocBeH
penopnOpaT), WAKIOCIOPHH WIH AaHa30)1 TpsaOBa ga ObAe BHUMATEIHO TpeleHeHa CIIPIMO
NMOTCHLHANHUA PHCK OT TakHBa KOMOMHAITHH (BYXK TOUKH 4.2 1 4.5)

Tpabsa pa ce 06bpHE BHUMAHKHE M TIPH NpeANMcBaHe Ha peHoPuOpaT win HUauMH (> 1 g/AHeBHO)
ChC CHMMBACTATHH, Thif KaTO H ABETE JICKAPCTBEHW CPEACTBA, TPUEMAHH IO OTACIHO, MOraT Aa
AOBEIAT 10 PA3BUTHE HAa MHOIIATHS.

Tpabsa na ce nzbArea KOMOHHHPAHOTO MPUIOKEHHE HA CHMBACTATHH B AO3M IMO-BHCOKU OT 20
mg AHEBHO ¢ AMMOJApOH HW/H BepamaMiuil, OCBEH aKo KJIMHWYHHUTE I10A3W HaJABHIIABAT
MOBHILIEHHA PUCK OT MHONATHA (BUX TOYKU 4.2 U 4.5).

Ako ce Hamara KOMOWHHpaHO MNPHIOKEHHE, TMALMEHUTE INpuemamd (y3uaoBa KUCEIHMHA H
CMMBAacTaTMH TpdA0Ba Aa ObOaT MOHMTOPMpPAHH BHMMATEIHO (BMK TOYKHM 4.5). Moxe na ce
0OMHCAM BpEMEHHO MPEKbCBAHE HA JICHEHHETO CHC CHMBACTATHH.

YepHoapoOHH edekTH
B KIMHHYHH NpOY4YBaHMSA MNpH HAKOAKO BB3PaCTHU HAUMEHTH, INpUEMall CHMBACTAaTHH ca

HaOMoJaBaHH MOCTOSHHO MOBHIIEHW HHMBA HA CepYMHHTE TpaHcaMmHHa3H (10 > 3 x ULN). Ilpu
CIIMPaHE MM MOPEYCTAHOBABAHEC Ha JIEYEHHETO CHhC CHMBACTaTHH HHBATA Ha CEPYMHMTE
TpaHCaMHHa3H 0OMKHOBEHO 0aBHO ce MOHWKABAT A0 U3XOHUTE CTOHHOCTH.

[Ipeau 3anouyBaHe HA JICUYEHHETO W CJIed TOBA C€ MpenophbyBa HU3CHeABAHE Ha yepHOApoOHata
GyHKUMA H 0CODEHO KOraTo € KNMHHYHO NokasaHo. [Ipy namMerTy, KOUTO npueMar 1034 1o 80-
mg TpAOBa a c€ NMPOBEKAAT JOIMBJIHUTENIHHA TECTOBE IIPeAH TUTPUPAHE Ha A03aTa, 3 Mecela ciel
TUTPUpaHe Ha Ao3ara 7o 80 mg, 1 neprHoau4HO cliea TOBA (HaIp. BEIHBXK Ha TOJIOBUH IOJHUHA)
npe3 NbpBaTa rogvHa oOT neveHWeto. CreuuManHo BHHUMaHue TpsAOBa aa ce oObpHe Ha
NalUEHTUTE, IMPH KOMWTO HHUBATa Ha CEPYMHHMTE TpaHCAMHUHA3H CE€ IIOBMILABAT, KaTo MpH TAX
M3MepBaHeTo TpsOBa [a ce TMOBTOPH BeJHAra W Jia ce TpoBexaa no-decto. Ako ce Habiogasa
TEHACHIIMA 3a MOBHIIABAHEC HA HWUBAaTa HA CEPYMHHTE TpaHCAMUHA3H, U OCO0CHO, ako
NOBMUICHHUETO MM € MOBe4Ye OT TPU ITBTH HAJ NOpPHATa TpaHUIAa HA HOpMAaTa
JICYCHHUETO ChC CHMBACTATHH TPAOBa Aa O6bae NpeyCTaHOBEHO.

JlexapcTBeHMAT NPOAYKT TpsOBa f[a ce Ha3HayaBa ¢ BHUMaHHE IIpU
KOHCYMHpAT 3HAYMTECIHH KOJIUYECTBA AJIKOXOJI.
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Kakto u Mpu Opyrd JHITHALO-TIOHMXKABAINM CPEeACTBA M MpPH JICUEHHE ChC CHMBACTATHMH HMMa
chODOLIEHHA 32 YMEpPeHO NMOoBUIIaBAHE Ha cepyMHuTE TpancaMHuHasM (< 3 x ULN). Te3u npomMeHn
BBE3HHKHAIIH CKOpPO CJIeJ 3anmo4YBaHE Ha Tepanus ChC CHMBaCcTATHH 4YECTO Ca MpPEeXORHH, HE CE
NPUAPYIKaBAT OT KIMHAYHH NPOSBH K HE U3HCKBAT NPEKBCBAHE Ha JICHECHHETO.

[ToMoIIHMA BELIECTRA

To3u nexkapcTBeH MPOAYKT ChABbpXKaA Naktos3a. IlanMeHTH ¢ peaku HacJeAcTBeHHU rpodjeMu Ha
rajlakTo3Ha HEMOHOCHMOCT, Lapp NlakTazeH AeQHUHUT WIH IMIOKO30-TaaKTO3HA Manadbcopbauus
He TpaORa 1a OPUEMAaT TO3H JICKAPCTBEH MPOAYKT.

B3anMoaCHCTBHE C APYI'A JIeKAPCTBEHNA NPOAYKTH H XPYTH POpME HA B3AaHMOXEHCTBHE

[IpoyuBanus 3a B3aUMOACHCTBUA ¢a H3BBPIIBAHHU CAMO ¢ BBE3PacTHH.

MapMakoAMHAMHYHU B3aUMOACHCTBHUA

Bzaumoodeucmeus ¢ Opyau AunudO-nOHUNCABAWYU ReKAPCMBEHY NPOOYKMHU, KOumo mozam 0q
NPpeoU3BUKAM MUONAMUS NPUEMAHU CaMOCMOSIMENHO

PuckbT OT pa3sBuBaHe Ha MHOTATHSA, BKIIOYMUTENHO pabaOMHONM3a, C€ TMOBHILABA MpPH
¢IHOBPEMEHHOTO NMPUWIOKEHUE ¢ PUOpaTH M HUAIMH (HUKOTHHOBA KUcenuHa) (> | g/nHeBHO).
(OCBeH TOBa ChIECTBYBA (PapMaKOKMHETHYHO B3aHMOICHUCTBHE ¢ reMpUOPO3WI, KOETO BOOH A0
NOBUILIABAHE HA IUIA3MEHUTE HHMBA HAa CUMBACTATHH (BHX IMO-A0MYy, DapmaxoxkuHemuuHu
gzaumoleticmeuss ¥ Toukd 4.2 u 4.4). Korato cuMBactatTuH W ¢eHoduOpar ce mnpunarar
€JHOBPEMEHHO HAMA JOKA3aTe/ACTBA, Y€ PUCKLT OT Pa3sBUBAHE Ha MHOIATHA € paBeH Ha cyMarta
OT WHAUBHUIYAITHHUA PHCK 33 BCEKH JIeKAPCTBEH NPOAYKT. 3a Apyrure (MOpaTH HAMA HAAWYHU
NAHHU OTHOCHO JieKapcTBeHaTa 0e30nacHOCT H hapMaxOKHHETHKATA.

DapMaAKOKHHETRYKEH B3aHMOACHCTBHS
[IpenopbKHTE 32 NpeANMCBAHE B C/Iy4ad HA B3aUMOASCHCTBHA C APYIH JICKAPCTBEHH MPOJYKTH ca

ob06eHH B TabnMLaTa no-a0y (AONBIHUTENHA HHpOpMALIK MOXke 1a Ob/le HaMepeHa B TOUKH

4.2,4.3 n4.4).

MHODATHN/pabaoMHOIN32

BiaumogelicTBESA ¢ JIeKAPCTBEHH

NPOAYKTH CBbLP3AHM € NOBHUICH pHCK OT pa3BHTHE HA

BianmoaeHcTBALl JIEKAPCTBEH

_mpoayKT

IIpenopuKknu 3a NpeAnNMCBaHe

Mownu unxubUMoOpU HG
CYP3A4:

Hrpaxonazon

KeTroxona3zon

EpurpoMHUKH

KnapurpoMuuus

TenwrpoMHLIMH

HIV nporea3Hn HHXHOMTOPH
Heda3zonoH

IIpoTHBONOKA3aHA CHC CHMBACTATHH

['em$pubposnn

Jla ce u30sArBa, HO aKO NPHEMBT € HEOOXOaUM, Ja He Ce
HaJBUIIaBa AHEBHA 034 OT 10 mg CMMBACTATHH

[{uxnocnopuH

Hanazon

Hpyrn ¢ubparu (¢ H3KIMIOYECHHE
Ha ¢enopnOpar)

Jla He ce HaABMIIABA HHEBHA 103a 0T 10 mg ¢ .

AMHOAapOH




Bepanamm

Huntuaszem J1a He ce HAABMIUABA JHEBHA 103a 0T 40 mg CHMBacTaTHH

Qy3Ha0Ba KACETMHA [TaupenuTe clieaBa Aa Cc€ MOHHATOPHPAT BHHMATE/HO.
Moxe na ce oOMHC/IM BpPEMEHHO CITUpaHe Ha JCYEHHETO
ChC CUMBaCTATHH.

Cok ot rpedndpyr Ha ce u3bArea koHCyMalMsTa Ha COK OT Ipedndpyt no
BpeMe Ha JICYCHHE ¢hC CHMBACTATHH

EdexTH H2 APYIH JeKAPCTBEHH NPOAYKTH BLPXY CHMBACTATHH

Bsaumooeiicmeus sxnoveawu CYP3A4

CuMBacTaTHH ¢ cybGeTpar Ha uuroxpoM P450 3A4. Momaute nExubutopu Ha uuToXpom P450
3A4 noeumaBaT pHCKa OT Pa3BUTHE Ha MHOMATHA M pabdOOMMONH3a YpE3 NOBHINABAHE Ha
KoHueHTpauuaTa Ha HMG-CoA penykra3zHa HHXHOWTOpHA aKTHBHOCT B IJIa3MAaTa 0 BpeMe Ha
JEYEHHETO CBhC CHMBACTATHH. TakuBa WMHXHOHMTOpPHM C€a HWTPAKOHA30J], KETOKOHA30I,
EPUTPOMHLIMH, KIApHTPOMHMUMH, TeIUTpoMHALMH, HIV-nporeasin WHXUOUTOPH H Hedas3oIoH.
ENHOBPEMEHHOTO NPWIOKEHAE HA HUTPAKOHA30J1 BOAW A0 nosevye oT 10-kpaTHO nMoBMvinaBaHe Ha
CKCIOZHIMATA Ha CHMBACTATHHOBA KUCEIHHA (AKTHBHUAT MeTabonuT DeTa-XHAPOKCHKUCEIIMHA),
TenuTpoMullMH MpeausBHKBa 11-KpaTHO MOBHIIABaHE HA CKCIIO3MLMATA HAa CHUMBAacTaTHHOBRA
KHCEIHHA.

Ilopagm Ta3zu npuywHa KOMOMHALMATA C HTPaKOHa30d, KertokoHaszon, HIV-nmporeasHu
WHXHOHTOPH, EPUTPOMHLIMH, KIIAPUTPOMHIUMH, TEJIMTPOMULIMH U HE(a30I0H ¢ NMPOTHBONOKAa3aHa.
AKO JIEYEHHETO ¢ MTPaKOHA30JI, KETOKOHA30Jl, CPUTPOMHUMH, KIAPUTPOMMLMH WM
TCIANTPOMHLMH € HEH30ekKHO, mMpUeMa Ha CHMBACTATMH TpAOBa Aa Oble INPEYCTaHOBEH 3a
nepuoaa Ha APYrorto jac¢ueHue. KomOMHaLusATa HA CHMBACTaTHH C JPYTH HE TOJIKOBA MOLIHH
uHxuOuTopH Ha CYP3A4: uMkiocniopyH, BepanaMuwt U JUITHa3eM (BHXK Touka 4.2 U 4.4) cbuio
U3UCKBA TIOBHILEHO BHUMAHHE,

Hurxnocnopun

PHCKET OT pa3BuTHEe Ha MHONATHA/pabIoMHONIM3a C¢€ MOBHIIABA OT ¢IHOBPEMEHHOTO
MPUIOKEHHE HA LIMKIIOCTIOPHH MpPeANMHO ¢ I10-BUCOKHM JO3H CUMBAcTaTHH (BUX Todka 4.2 u 4.4).
3aToBa N03aTa HA CUMBACTATUH He TpAOBa ga HajBuwasa |0 mg AHEBHO NpH NMAaUMEHTH, KOUTO
¢THOBPEMEHHO C€ JICKYBAT U ¢ UKIOCTIOPUH. BBIpeky, Y€ MEXaHU3MbT HE € HAITBITHO U3SCHEH,
YCTAHOBEHO €, Y€ LIMKJIOCMIOPUH BOAM A0 NOBUNIaBaHe Ha rutomTa noa kpueara (AUC) na HMG-
CoA penykra3sHd uHxubUTopu. [Tosuinasane Ha AUC Ha cHMBacTaTUHOBATa KHCE/IMHA BEPOATHO
ce OBJIXKH OT YacTH Ha HHxuOupaHeTo Ha CYP3A4.

Hanazon
PuckbT OT pa3BUTHME Ha MUoONatHA W pabAOMHOIM3a C€ YBelM4yaBa IpU €JTHOBPEMEHHO
NPUJIOKEHHUE HA IaHAa30J1 C MO-BMCOKHU A03H CUMBAcCTATHH (BHX Touku 4.2 U 4.4).

Fem¢pubpozun
lemdpuSposun noeumasa AUC Ha cHMBacTaTHHOBaTa KUCEIIMHA ¢ 1,9 ITbTH, BEPOATHO NOpaAH
MHXHOHMPAHETO HA MIBTA HA TAIOKOPOHUAANUATA (BHXK TOYKH 4.2 U 4.4).

Amuooapon u eepanamiin
PHCKBT OT pa3sBUTHE HAa MHOTATHA H pabAOMHOIH3A C€ YBEenW4YaBa [pH €IHOBPEMEHHO
MPWIOKEHHEe Ha aMHOZAPOH M BepanaMui ¢ Mo-BUCOKHA J03W CHMBACTaTHH (BWX TOYKH 4.4). B

cuMBacTaTHH 80 mg U aMHoJapoH.
AHaIH3 Ha HANUYHHUTE AAHHW OT KIMHHYHHA NPOYYBaHHUA I0Ka3Ba NpHOIH3UTE

% Ha MUOTIATHIATA cpef, fanueHuTe, npruemainy 40 mg wim 80 mg cumBacTaTH
eaHO ¢apMaKOKHMHETHYHO NPOyYBaHe ¢AHOBPEMEHHOTO MPHUJIOKEHHAE Ha Beparna




KpaTHO MOBHIIABAHE Ha CKCTIO3HLIMATA HA CHMBACTATHHOBAaTa KWCE/IMHA, KOETO BEPOSITHO CE
OBJDKM OT 4acTd Ha uWHXuOupavero Ha CYP3A4. 3aroBa npu mauMedTH, nOJy4aBally
€¢IHOBPEMEHHO JICYCHUE C aMMOJAPOH WIH BepanaMWi JHEBHATA 103a Ha CHMBACTATHH He TpAOBa
Aa HajBuwaea 20 mg, OCBEH aKO KIMHMYHATA [10/132 HE HAJABMILABA [OBHIUICHHUS PHCK OT
pPa3’BUTHE HA MHUOMATUs U pabIOMHOIH3A.

Hunmuazem

AHaTM3BT HA HAIWYHWTE KIMHMYHH TPOYYBaHHA TIOKa3Ba [% dYecTOTa HA MHOMATHSA INpPH
MaLIMEHTHTE, NomyvaBaliy 80 mg cuMBacTaTvH M UATHAa3eM. PUCKBT OT pa3BUTHE Ha MHOMATHA
[MpH MaUKCHTH, npueMaiiu 40 mg CUMBACTaTUH HE C€ YBENWYaBa IIPU CHBMECTHHA MPHEM Ha
awntdazeM (Buk Touka 4.4). B emnHo (papMaxkOKMHEeTHHYHO NpoydYBaHE, EIHOBPEMEHHOTO
NMPHIOXKCHUC HA JOWITHA3¢M BOAW OO 2,7-KpaTHO HapacTBaHE Ha CKCMO3MLMATA Ha
CHMBACTaTUHOBA KHCEJIMHA, KOSTO BEPOATHO c€ AB/DKH Ha uHxuOMpaHeTro Ha CYP3A4. 3arosa
TIPY NALMEHTH, NpPHEMAllH eQHOBPEMEHHO JCYEHHE ¢ [WITHA3eM [JHEeBHATA [03aTA Ha
CUMBAacCTaTHH He TpsAbOBa na HaaBuiiaBa 40 mg, ocBeH aKO OYaKBaHATa KJIMHHYHATA IMOJI3a HE
HaJBUILABA YBEJIMUCHHA PHCK OT pa3BUTHE Ha MUOTIATUA M pabaoMHoONH3A.

Dy3udoea Kuceauna

PUCKBT OT pa3sBHTHE Ha MHOTIATHA MOXE 1a CE€ YBEJIHYHM Ype3 €IHOBPEMEHHO TPUIIOKEHHUE HA
(hy3uIoBa KHMCE/IMHA H CTaTHHM, BKJIIOYHTENHO cWMBacTaTvH. CwofuaBa ce 3a HM30JIHpaHu
ciy4yad Ha paOZOMHOJIM3a NPH NPHEM Ha CHMBACTaTHH. Moxe jga ce O6MHCIH BPEMEHHO
CIHPAHE HA JIEYCHUETO CbC CHMBACTATHH. AKO BB3HMKHE HEOOXOAUMOCT MALIMEHTHTE NPHEMAIIH
(y3HI0Ba KMCEJIMHA M CUMBACTATHH CNIe/[Ba a C€ MOHMTOPUPAT BHUMATEIHO (BUX TOuKa 4.4).

Cox om zpeungppym

CoxbT oT rpedndpyTr uHxubupa umroxpom P4503A4. EQHOBpEMEHHHAT MpPHEM Ha ToOJIEMH
KONMUYECTBA COK OT rpeMngpyr (Haa | JUTHp HAHEBHO) M CHMBACTATHH BOAM 10 7-KpaTHO
YBEIHYEHNE HA CKCIIO3HLMATA HAa CHMBACTATHHOBA KuceauHa. [IpwemMbT Ha 240 ml cok or
rpeANndpyT CyTpMH M CHMBACTATHH BeYep CBHLIO BOAM N0 1,9-KparHO yBenHYeHHe. 3aToBa
MPHEMET Ha COK OT IpedndpyT no BpeMe Ha fieueHHe ¢hC CUMBACTATHH TPAOBA J1a ce u3b4rsa.

IHepopannu anmuxoazynanmu

B nBe KNMHMHHYHH NMPOY4YBAHMA, €IHOTO MpPH 3ApaBH AOGPOBONLM, a APYTOTO NMPH GOJHHM C
XMIACPXOJICCTEPOAEMHA € YCTAHOBEHO, 4¢ CHMBAcTaTHH B 103 20-40 mg/aHeBHO yMepeHO
MOTEHUMpPa e(deKTa HAa KYMApUHOBUTE AHTHKOArY/JIaHTH: MPOTPOMOMHOBOTO BpeMe, OTHHTAHO
Kato International Normalized Ratio (INR), HapacTBa oT M3x0aHM cToifHOCTH oT 1,7 10 1,8 M ot
2,6 no 3,4 pecnekTMBHO NpH AoOpososinure M npH GonHMTe. CHOOLIEHMATa 33 Cay4ad Ha
nosuiteHo INR ca muoro peaxu. Ilpn nauWeHTH, npHeMald KyMapHHOBH aHTHKOAryJdaHTH
NMpOTPOMOHMHOBOTO BpeMe TpabBa fAa ce ompeaensd IPeAd 34l0YBaHE HA JICYEHUETO ChC
CUMBACTaTHH M AOCTATEYHO YECTO B PAHHHA €TaN OT JICUCHHETO, 34 /1a C€ rapaHTHpa JIWNCATa Ha
3HAYUTESIIHH TIPOMEHH Ha TO3W TMokxasarel. Beawwk cleq NOKyMeHTHpaHe Ha C¢TabHIIHO
CHCTOAHHE Ha MPOTPOMOHHOBOTO BpEME, TO MOXKE [la Ceé MOHHTOpHpa Ha 0OHYaliHuTe WHTEPBAIH
OpH NMAallMeHTH, NpHeMalld KyMapHHOBH aHTHKOAryJIaiTH. B cinyuaii, e 103aTa CHMBAaCTaTHH ce
MPOMEHH HJIH TIPHEMET C€ NpEKpaTH, TPAOBa Ja ¢ce MOBTOPH ChlaTa rnpomeaypa. JleueHneTo cbe
CHMBACTaTHH He C€ CBBP3BA C MOBHIIEH PHUCK OT KBPBEHE WIH C NMPOMESHH B NMPOTPOMOMHOBOTO
BpeMeE MpPU MALUSeHTH, KOUTO HE MPUEeMAT AaHTHKOATYJIaHTH.

Egexm na cumsacmamun ebpxy apmaxoxuHemukama Ha Opy2u Kexapcmeeny Npooykmu
CHMBAcTaTHH He NMpUTekaBa MHXHOUpam edekT cpamo uuroxpom P450 3A4. Cneno

MeTabonusupar 4pe3 uutoxpoM P450 3A4,




4.6

4.7

4.8

bpemMeRHOCT H KbpMene

bpemennocm
CHMBacTaTUH AXOpA € IIPOTHBOTIOKA3aH Mo BpeMe Ha OpeMeHHOCT (BUXK Touka 4.3).

besonacHocTTa NpU OpeMEHHM >XEHHM HE € yCTaHOBeHa. He ca TpOBEKOAHU KOHTPOIUPAHM
KIMHUYHH NPOYYBAHHWA ChC CHMBACTATHH NMpU OpeMeHHM xeHU. [loydeHu ca peaku chbobuieHns
32 BPOACHH AaHOMANMU cheld HHTpayTepHMHHa ekcnosuuMa Ha HMG-CoA pexykrazem
vHxuOKuTOpH. Ilpn anamms na npuGmmsurenHo 200 npociaeaeHH OpeMEHHOCTH, KOHTO ca OHAM
H3JI0KEHH TIpe3 MBPBOTO TPHUMECEUYHe Ha CUMBAcTaTHH WK Apyr Onussk HMG-CoA peaykrasen
UHXHOUTOpP, € YCTAHOBEHO Y€ YEeCTOTATa HA BPOASHMTE AHOMANMH € CpaBHHUMa ¢ Ta3H NpH
obwara nomynauus. bpoar Ha OpeMeHHOCTUTE € CTATUCTHYECKH A0CTAaThUEH, 3a J1a ¢ H3KITIOYH
2,3-KpaTHO UIH IMO-TOJAMO YBEAWUECHHE HA BPOASHUTE aHOMATUH CTIPAMO 0O0LIMAT UM Opoi.

Benpeky ye HAMaA AO0KA3aTE/ICTBa, Y€ YECTOTAaTa Ha BPOACHUTEC AHOMAJIMM B MOTOMCTBOTO HA
NMaLMEHTKH, TIPHEMAIY CHMBAcTATHH WM ApyrH 6inu3kd HMG-CoA penykrazHu HHXUOHTODH ce
pasnyvaBa oT HabmoJaBaHaTa Mpu odara nonynalus, JeHSHUEeTO HA MalKU ChC CHMBACTaTUH
MO3Ke Ja JOBele [0 HaMajsiBaHe BbB ¢eTyca Ha HUBATA Ha MEBAJIOHAT, KOWTO € MpPEeKypcop Ha
OHOCHHTE3a Ha X0JeCTepol. ATEPOCKIIEPO3aTa € XpOHUYEH NMPpoLec ¥ 0OMKHOBEHO MPEKBCBAHETO
Ha JIMMTHAO-NOHMKABAIMTE JIEKAPCTBEHU NPOIYKTH IO BpeMe Ha OpeMeHHOCTTa OM MMao MHOTO
Malik0 BJIMAHUE BBPXY IBJIFOCPOYMHHMS PHUCK, CBBpP3aH ¢ ITbPBUHMHATA XHMIIEPXOJECTEPONESMMUA,
[Topanu Te3u npuuuHm CuMBacTaTiH AKOpA He TpaOBa xXa ce U3N0J3Ba OT OpeMEHHW KEHH HWIH
TaKMBa, KOUTO C€ OIMUTBAT Aa 3a0peMeHesT WM MoAOo3Mpat, e ca OpemeHHH. JIeUEHHETO CBC
CuMBactatiH Axopa Tpabea na Obae NMpeycTaHOBEHO TMpe3 INepuofa Ha OpeMEHHOCTTA WM
IOKAaTO HE C€ YCTAHOBM,4¢€ XKeHaTta He ¢ OpeMeHHa. (BIOK TO4YkH 4.3 u 5.3).

Kvpmene

He e u3BeCcTHO Ja CUMBACTUH UK HETOBUTE METAOOMIHUTH ce eKCKPETUPAT B MAHUHHOTO MJISKO.
TBH KaTO MHOrO JIEKApCTBEHH MPOAYKTH C€ €KCKPeTHPAaT B KbpMaTa U MOpadHu Bb3MOKHOCT OT
BB3HUKBAHE HA TCKKH HEKEIAHM JICKAPCTBECHHM PeakLMH, XEHUTE, KOUTO npueMar CMMBAaCcTATHH
Akopa He TpaAOBa Ja KbpMAT (BHX TOUKA 4.3).

Edextr BBpXy cnoco0HOCTTA 32 mopHpane H pabora ¢ MAIIAEH

CumBacTaTHH AKOpA HAMAa WIM HMAa HE3HAYHTE/IHO BB3JCHCTBHE BBPXY CIIOCOOHOCTTA 34
iodupaHe U paborta ¢ MamWHK. Benopeku Tora, npu modupane wi pabota ¢ MamKMHM, TPAOBa
Ja ¢e HWMa MpeaBHil, Y€ HMa pPeaKd CbhOOLIEHHS 3a CBETOBBPTEK B NOCTMAPKETUHIOBH
TIPpOy4YBaHHA.

Hexenann JeKaApCTBEHA PEAKIHA

YecToTHTE HA HEXKEJAHUTE JIEKAPCTBEHH PEeaKLMU, KOMTO ca ChOOIICHM 10 BpeMe Ha KIHHHYHU
MPOYYBAHHS W/ WIH MOCTMAPKETHHIOBH HAaOMIOAeHHS C€ KaTeropu3MpaTr Ha 0a3aTa Ha OLEHKAa Ha
TAXHATa 4YeCcTOTa B OOLIMPHH, ABLJTOCPOYHH, MNALEO0-KOHTPOIHpPAHW KJIHHHUYHUA MPOYYBaHMA,
BitouuTeiHo Heart Protection Study (HPS) u Scandinavian Simvastatin Survival Study (4S5),
pecrieKTUBHO ¢ 20 536 1 4 444 naiuentH (Brk Todka 5.1). Ilpu HPS ca 3anncann camo Texkure
HEXKEAaHH JICKAPCTBEHH PEAKLMM KATO MMAJTHA, YBEJIHUEHHE HAa CEPyMHHUTE TpaHCaMHHA3¥ U
CK. Ilpu 4S BCMYKH OMUCAHW MO-AQY HEKEJAHU JICKAPCTBEHH pPEaKkUUM ca 3anucsanu. B
CAy4auTe KOraTo YECTOTaTa Ha HEXKENIAHWTE JICKAPCTBEHH PEaKIMY € TO0-HUCKA 40 MaH noaodHa
Ha miauebo B Te3d NpoyyBaHUA M ¢ OWa HallHLE CXOJHA IMPUUMHHO-C/ICACTBEHA BPR3Ka-Hf
CTIOHTRHHHTE CHOOILEHHA, TE3H HEXKeJlaHH PeakLlMH ca KaTeropU3HpaHH KaTo ,,pelKI", i Ehily,
@H
IIpn HPS (Bux Touka 5.1} BxkawuBamo 20 536 mamueHTH, JSKYBaHU C 4&? s
cumBacTaTiH (n = 10 269) unu riauebo (n = 10 267), npodwiute Ha Oe3ormac \ '
MEXIAY MALMEHTHTE, JICKYBAHH CbC cUMBAcTaTHH 40 mg ¥ MalnMeHTH, npHemal




4.9

CPEeXHO 5 FOAWHH OT Mpoy4BaHETO. CTerneHra Ha NMPEKHCBAHE MOPAAH HEKENaHH JCKapCTBCHH
peakiud ca cpaBHUMM (4,8 % mpu maumeHTHTE, JICKYBaHH CBC CHMBACTATHH 40 mg, B CpaBHEHHE
¢ 5,1 % npu naumeHTtH, mpuemainu riane6o). Yecrorara va muonarva 6e < 0,1 % npwm
nanHeHTH, JIeKyBaHH cbe cuMBacTaTHH 40 mg. Ilopummenu tpancamuHasu (> 3 x ULN,
NOTBBP/ICHH 4pe3 NMOBTapAHe Ha Tecta) ce cpodmasar npu 0,21 % (n = 21) oT mauueHTHTE,
JieKyBaHK ¢b¢ cMMBacTatvH 40 mg, B cpaBHeHue ¢ 0,09 % (n = 9) or nauMeHTHTE, NPHEMAIIM
ruianebo.

YecToTaTa Ha HEXKEAAHHUTE JIEKAPCTRCHHU PEaKIIMHU, C€ Onpelests Mo CICAHHA HAUYWH:

MHoro 4decti (> 1/10),

Yectu (= 1/100 to <1/10),

Heuectu (= 1/1,000 to <1/100),

Penxu (> 1/10,000 to <1/1,000), |

MHoro peaxu (<1/10,000), ¢ Hem3BecTHa YecToTa (0T HAIMYHUTE JAHHHM HEe MOXe Ja Obac
M3roTBeHa OLICHKA)

HapynieHrd Ha KPpBBTa M JIMM(HATA CHCTEMA.
Peoxu: aneMus

HapyiieHus Ha HEpBHATa CHCTEMA:
Peoxu: rnaBoboiHe, MapecTests, CBETOBbPTEXK, NeprepHa HEBpOIaTHA

CTOMawHO-4peBHU HAPYIICHHA:
Pedxu: KOHCTHIIALIUA, KOPeMHH OOJKH, QaaTyNeHLus, AUCIICTICHS, NHAPHA, raficHEe, MOBPBIIAHS,
MaHKpEeaTHT

X enato-OWiIMapHy HapyIIEHUS
Pedxu: XenaTUT/ XKbJITCHULA
Mnozo peoru: yvepHogpoOHa ReAOCTATHEYHOCT

HapyiueHns Ha Ko)KaTa M NOAKOXKHATa ThKaH:
Peoku: oOpuB, NpypHUTYC, aJIONELHA

HapyiieHna Ha MyCKYAHO-CKeNETHaTa CHCTeMa M ChEIMHUTEIHATA ThKaH:
Peodxu: Muonarus, pabaomuonusa (B Touka 4.4), MHaJITHA, MYCKYIHH KpaMIIH

O6u HapymeHua ¥ eQekTy Ha MACTOTO Ha MIPHIIOKECHHE:
Peoxu: acteHus

Paaxo ce cpoOmiaBa 3a HM3pa3eH CHHAPOM HA CBPBXYYBCTBHTEJIHOCT, BKJIIOHBAILl HAKOH OT
CIEAHHMTE TMPOABH: aHTHOeAeMa, JIyNyC-mofAo0eH CHHAPOM, peBMaTH4YHA TOJIMMHUAINITHA,
IEPMAaTOMMO3HUT, BaCKyJNHT, TPOMOOLIMTONEHHS, €O3HHOQHIMA, yckopeHa CVYE, aptpur u
apTpairys, yprukapus, (OTOYYBCTBHTCIHOCT, TPecka, 3auepBABaHE, NUCTTHES H dpH3NIECKO
Hepa3NoJIOKEHHE.

H3cnenpanus:

Pedxu; TOBHMLIABAHE HA CEPYMHHTE TpaHCaMHHa3H (alaHWH-aMUHOTpaHc(epasa, acnaprar
aMHMHOTpaHc(epasa, y-FJIyTaMHJI TpaHchenTHpaasa (BWX Touka 4.4 UHeprodpoOHu egexmu),
OBHIIABaHE Ha ankanHara (ocdiaTasa, nosumasaHe Ha cepyMHuTe CK HHBa (BHK TO4UKA 4.4).

Ilpenosznpane

Jlocera UMa HAKOJKO CiIy4das Ha cpOOIUEHO mpeao3upaHe. MakcnmanHaT
3.6 g. BcHYKY MAIHEHTH ca ¢€ Bh3CTAaHOBWIM HambjiHo. Hama crietiduiH
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5.1

npeno3upare. B TakuBa ciy4yau TpsaOBa na ce mMpeAnpHEMaTr MOAABPXKALIM MEpPKM M Ja Ce
npuaaraT CHMITOMATHYHH CPEeICTBa.

®APMAKOJOT'MYHHU CBOMCTBA
PapmakoIHHEAMHATHY CBOHCTBA

QapmakoTrepaneTU4Ha rpyna: HMG-CoA-pexykTa3zHu nHXuOUTOpH
ATC xkox: C10A AD1

Crea repopanHo NpUIOKEHUE CUMBACTATUHBT, KOWTO € HEAKTHBEH JIAKTOH, CE XHUAPOJHM3UpA B
yepHusa ApoO 0 KopecnoHaMpalla Oera-XHAPOKCHKHCeIa (GopMa, KOATO € MHOTO0 akTHBHA B
urxubupaHero Ha HMG-CoA penykrasara (3 xunapokcu — 3 Metunrnytapui-CoA-peaykrasa).
Tosu ensum karanuivpa npespbliaHere Ha HMG-CoA peaykraszata 10 MEBajOHaT, paHEH
CKOPOCT-JIMMUTUPAILL €Tan B OHOCHHTE3a HA XONECTEPON.

Y CTaHOBEHO €, Y€ CUMBACTATHH HAMAJIABA €AHAKBO HOPMAJHUTE U MOBUIUSHUTE HUBA Ha LDL-C
koHueHTpauusata. LDL ce obpasysa ot nmporemH ¢ MHoro Hucka miesTHocT (VLDL) u ce
katabonusupa rnaeHo ot LDL peuentopu ¢ BHcok aduHuTeT. MexaHusMbT Ha LDL-
NOHWKABAIIOTO JEHUCTBUE HA CHUMBACTATHH MOXKE JAa BKIIOYBA KAKTO HaMajABaHE Ha
KoHHeHTpauuAaTa Ha VLDL-xonectrepona (VLDL-C) u unaykuus Ha LDL peuenropa, Koeto
BOAX A0 HaMajsBaHE Ha T[POM3BOACTBOTO H CTUMyJHpaHe xarabonusma Ha LDL-C.
AnonunonpoTeH B chIIo HaMallsBa CBIIECTBEHO MO BpeMe Ha JICHEHUETO ChC CUMBACTATHH.
OcBeH TOBa CHMBACTATHH YMEPEHO MNOBHIMIAaBa KoHucHTpauumata Ha HDL-C » Hamansgsa
[UIa3MEHUTE TPUTIHUEPHUIU. B pe3ynTatr Ha Te3H NPOMEHH CBhOTHOLICHUEeTO Ha obmya 1 HDL
xonectepona ¥ LDL ksM HDL xonecreposna Hamangsa.

BHCOK pHCK OT_ KOpoHapHO cbpiaeyHo 3abonssaHe (CHD) wiM cBIIECTBYBAIO KOPOHAPHO

chpAevHO 3abonsaBane

B Heart Protection Study (HPS), edexTsT OT JICUCHHETO CHC CUMBACTATHH € OuUeHeH ripu 20 536
naupeHTd (Ha BB3pacT 40-80 roaunm), ¢ unu 6€3 XUNCPIUNUAEMHS U KOPOHAPHO CBHPAEYHO
3abosigBaHe, Apyra OKIy3HBHa aprepuaiHa 0onecT win 3axaped auader. B Ttosa npoyusane 10
269 HaUMEHTH ca JISKYBaHH ¢bhC CHMBActaTHH 40 mg aHeBHO M 10 267 mauMeHTH, KOHMTO ca
NMpUeMasii mnauedo ¢be cpeaHa NpoaBLKUTEHOCT OT 5 roAMHU. B HadaoTo Ha npoy4BaHeTo 6
793 nauueHTH (33 %) ca 6unu ¢ HuUBa Ha LDL xonecrepona noa 116 mg/dL; 5 063 naumenru (25
%) ca Ounm ¢ HuBa Mexay 116 mg/dL u 135 mg/dL; 8 680 naumuenTu (42 %) ca 6unu ¢ HUBA 110-
BUCOKH OT 135 mg/dL.

Jleuennero c¢bc cuUMBacTaTMH 40 mg AHEBHO, CPAaBHCHO ¢ TpUEeM Ha 1auedo 3HAYUTEAHO
HaMaJIABa pUcKa OT CcMBPTHOCT (1328 [12,9 %] npu nmauyenTure, rpueMaiiy CUMBACTATHH CPElRy
1507 [14,7 %] nauuenTn, npuemary mnauedo; p = 0,0003), apkamo ce Ha 18 % HamanssaHe
Ha CMBPTHOCTTA IMpHU KOpoHapHU HHUMACHTH (587 [5,7 %] cpemy 707 [6,9 %]; p = 0,0005;
HaMaisiBaHe Ha abcomoTHHMA puck ¢ 1,2 %). HamansaBaHeTo HA CMBPTHOCTTA OT U3BBHCHAOBH
[IPUYHHH HE JOCTMra CTaTUCTHYECKa 3HAaYMMOCT. CHMBAcTaTUH CHUIO TaKa HamajsBa pHUcCKa OT
TEXKH KOPOHAPHU HHIMAEHTH {ChCTABHA KpaifHa TOYKA, CHCTOALA ce OT HedaTaleH HHPApKT Ha
MHOKapIa WIH CMBPT OT KOopoHapHo cbpacyHo 3abomnasane) ¢ 27 % (p < 0,0001). CumBacTaTuH
HaMajisBa HeoOXOOUMOCTTA OT MPOLSAYPH 3a KOpOHApHa peBacKylapusauus (BKIIFOYHUTEIRO
KOpOHapeH OaWnac wWiM MepKyTaHHA TPAaHC/IyMHHATHA KOPOHapHa aHIMoIUIacTHKa), KaKTO MU
nepudepHu U ApYrH HEKOPOHApHHM peBacKyiapuiavpamy npoueaypu ¢ 30 % (p

0,0001), koero 6u Morno aa ce obscHu ¢ 30 % penyuupaHe Ha HCXEMHUU
0,0001). B nomenHeHHe KBbM TOBA, B NOATPYNATa Ha MALMECHTH ¢ AHA0ET, CH
pPUCKA OT pa3BHBAaHE Ha MAaKpOBACKYJIApHH YCJIIOXKHEHHUS, BKIIOY
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5.2

peBacKyJlapu3Mpalld npoueaypy (OonepaTHBHH WHTEPBCHUMH WIH aHIHOTUIACTHKA), HAMaldBa
YEeCTOTATAa HA aMITyTallug Ha KpalHMLM WIH yauepauMu Ha noabeapuumre ¢ 21 % (p = 0,0293).
[IporopuonanHOTO HaMalleHHEe Ha 4YecToTara Ha cbOuTuaTa Oclie mMoJOOHO NPU BCHUKH
MPOYYBaHH MOATPYNH NALUECHTH, BKIIOYUTEITHO TakuBa 0e3 KOpOHApHO 3a0oJiiBaHE HO ¢
HepeOpPoBacKyIapHO WK flepudepHO apTepranHo 3a0onaBaHe, MbKE H )KeHH, TAKHBA Ha Bb3pacT
nod unu Hag 70 roguHH MO BpeMe Ha BKIIOYBaHe B MPOYYBAHETO, HAIMYHE WIH OTCHCTBHE HA
XHUIEePTOHHUA, U 0cobeHo Te3u ¢ HuBa Ha LDL xonecrepon mop 3,0 mmol/l npu BkmoyraneTo.

B Scandinavian Simvastatin Survival Study (4S), epexThT Ha ICYCHUETO CHC CUMBACTATHH BBEPXY
obmara cMBpPTHOCT Oellle OUEHEH MpH 4 444 mauMeHTH ¢ KOPOHAPHO ChpPACYHO 3abojiABaHe W
M3XOAHMA CTOMHOCTH Ha oOuiua xonecrepon mexay 212-309 mg/dL (5,5-8,0 mmol/L). B ToBa
MYJITHLIEHTPOBO, PaHZOMM3HpPAHO, JIBOHHO-cniAno, IUaueOO-KOHTPOIMPAHO  MpoyYBaHe,
MALHECHUTe ¢ aHTHMHA WIH ¢ MpekapaH HHbapxt Ha muokapaa (MI) ca nekyBaHM c Ouera,
CTAHAAPTHU I'PUXKHU, U unu cuMBactaThH 20-40 mg aueBHo (n = 2,221) unn mnauebo (n = 2,223)
34 CpeAHa MPOXB/DKUTENHOCT OT 5,4 roauHu. CHMBACTaTUH HaMasaBa pUcKa OoT cMbpT € 30 %
(abconmoTHO HaMalieHHe Ha pHcKa ¢ 3,3 %). PHCKBET OT CMBpPT, KAaTO CISACTBHE HA KOPOHAPHO
3abonaBane Oetue pemyuupaH ¢ 42 % (abcomoTHo HaManeHue Ha prcka ¢ 3.5 %). CuMBacTaTuH
CBILO HAMaNABA PHCKa OT TEXKKH KOPOHAPDHM HHUMAEHTH (CMBPT OT KOPOHApHO 3aboJigBaHe
3a¢OHO C MOTBBLPACH B OonHula ‘THX’ Hedaranen vH(apkT Ha MUoKapaa) ¢ 34 %. OceeH ToBa
CHMBAacCTATHH 3HAYMTEAHO HaMaligBa pUCKa OT QaTaJHM W HedaTamHu UepedpoBacKyIapHH
WHUMAEHTH (MO3BYEH HHCYNAT M TIPEXOAHM UCXeMHUYHHM aTtakHv) ¢ 28 %. llo oTHOuweHHe Ha
CMBPTHOCT OT HE ChpACYHO-CBAOB XapakTep, He OClIe YCTAHOBEHA CTATHCTUYECKH 3HAYKMA
pasiinka MexIy IpyIuTe.

[TepBHYHA XUOEPXONAECTEPOICMHA U KOMOWHHMpaHa XHIICPIIMIAICMHAS

B npoyuBaHud, cpaBHABaIllM ePUKacHOCTTA U OezomacHocTra Ha cumBacTtatuH 10, 20, 40 u 80
mg AHCBHO MPH MALMEHTH ¢ XHIEPXOIECTEPOIeMHud, CpeiHOTO HaManeHue Ha LDL xonectepoia
6e crotBeTHO 30, 38, 41 w 47 %. B npoyuBaHus ¢ nmalieHTH ¢ KoMOMHHMpaHa (CMeceHa)
XUICPIANKUACMHS Ha JedeHue cbe cAMBacTaTiH 40 mg u 80 mg, cpegHOTO NOMXKEHHE Ha
tpuriuuepuanre 6e chorBeTHO 28 M 33 % (mnauebo: 2 %), a cpeqHoTo mosuimenue Ha HDL
xosiecteporna 0e choTBeTHO 13 1 16 % (rnanebo: 3 %).

PapMakoKHHETHYHH CBOHCTBA

CHMBacTaTHH € HEAKTHBEH JIAKTOH, KOHTO He3abaBHO ce XWApONIHM3HpA in Vivo IO ChOTBETHATa
OeTa-xuapokcHkucenuHa, MomeH wuHxMburop Ha HMG-CoA peaykrasata. Xuapoiaxsara
NpOTHYA [JIABHO B YepHHUA Apo0; CKOpOCTTA HA XUAPOIN3a B YOBEIIKATA [11a3Ma € MHOTO HHCKA.

Abcopbyusn

Ilpu xopa cumBacratuH ce abcopOupa MHoro aoOpe W IpeMHHaBa [IHpOKa first-pass
ye€pHOAPOOHA eKCTPaKUHs. T03H Mpouec B YepHHUS Apod € 3aBUCHM OT YEPHOAPOOHMA KPHBOTOK.
Ueprusar apol € rinaBHOTO MACTO HA IOCUWCTBHE Ha aKTWUBHATA (QopMa. YCTaHOBEHO €, 4
HAJIMMHOCTTAa Ha OeTa-XuJPOKCHKHCE/JHHATA B CHCTEMHOTO KpbBOOOpAIllEeHHE CIEA TNepopasicH
NpUEM Ha CUMBACTAaTHH € MO-Manko oT 5% ao3ara. MakcuManHaTta rinasmMeHa KOHLCHTpALMSA Ha
aKTUBHMTE WHXHOMTOpM c€ JocTMra npubmusureNiHo 1-2 4Yaca cnel MNpHEeMaHeTO Ha
cMMBacTaTHH. EXAHOBpeMEeHHOTO NpHeMaHe Ha XpaHa He NMOBAUABA CTENeHTa Ha abcopbuus.

PapMaKOKHHETHKATa Ha €JHOKpaTHA ¥ Ha MHOTOKPAaTHM J03M CUMBACTATHH TOKa3Ba, ve cljiel
MHOTOKpaTeH TPHEM Ha JIeKapCcTBeHUA NMPOAYKT He ce HabmoaaBa e(peKT Ha HaTPyIBAHE.

Pasznpeoenenue
CHUMBACTaTHH U aKTUBHMAT MYy MeTabOJIUT CE€ CBBP3BAT ¢ IHTA3MEHHUTE TIPOTE
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3.3

6.1

6.2

6.3

6.4

6.5

Enumunayun

CuMpacTtaTuH ¢ cyOcTpaT Ha CYP3A4 (Buxk Touxw 4.3 u 4.5). Haii-Baxkuute MeraGonurn ua
CHMBACTATHH, HANWYHH{ B IUIasMara, ca OeTa-XUAPOKCHKMCEIHHA W OLIE YeTHPHU AKTHBHH
merabonura. Cnel mepopanHa fjo3a paJHOaKTHUBEH CHUMBACTATHH, NpHeTa oT 4oBEK, 13% orT
paaAMOaKTHBHOCTTA C€ M3TbuBa ¢ ypuHaTa U 60% c ¢elteca B paMkute Ha 96 yaca. Hamupainure
ce BbB (eueca KONIMYECTBA IpeacTaBinaBaT abcopOHpaHW CKBUBAJEHTH HA JICKAPCTBEHHA
NPOAYKT, U3JIBMEHH B XIBbYHHA COK, KaKTo W HeabcopbupaH nexapcTBeH mpoAykT. Cnen
MHTPABCHO3HO MPHIIOKEHUE Ha OeTa-XMAPOKCUKHUCEIHNHA, BPEMETO Ha TOJNYXHUBROT ¢ cpeaHo 1,9
yaca. CpegHo camo okono (0,3% ot HMHTpaBeHO3HaTa JA03a CE HM3TbYBA C ypUHATA Kato
HHXHUOHUTOPH.

[IpenkAHHATHR JAHHHA 32 0€30HACHOCT

Ha ©6aza Ha KOHBCHUMOHAJHHUTE WM3NHUTBAHMA BBPXY KHBOTHM 110 OTHOUICHHE Ha
(papMakoAMHAMHKaTa, TOKCHYHOCT TIIPH MHOCOKPAaTHO NPUIIOXKEHHE, TE€HOTOKCHYHOCT H
KaHHEpOTeHHOCT HE C€ YCTAHOBABAT PHCKOBE 34 TMALMEHTHTE, KOWTO Ja c¢e JAb/DKAaT Ha
(papmakosoruyay MexaHusmu. [Ipu MakcMManHO TIOHOCHMH A03H NpH [UIbXOBE, KaKTO WU TpH
3ai1ld, CHMBacTaTWH HE BOJAM A0 peTanmHu MandopMauuy, U HAMA eQekT BbpXy (epTHIHOCTTA,
penpoayKTHBHHTE (PYHKLIMH WIH HEOHATATTHOTO PasBUTHE.

PAPMAINEBTHUYHH JAHHH
ChnHchLK HA NOMOIIHATE BelleCTBA

Cwpyesuna Ha mabremxama.

bytun xuapoxcuanuson (E 320)
AcxopbuHopa kucenusa (E 300)
JInmoneHa kucennaa Moroxuapar (E 330)
Lleamynosa, mukpokpucransa (E 460a)
[IpexcenaTMHHU3HpaHO UAPEBHYHO HUILECTE
JlakTo3a MOHOXHMApAT

Marne3nes creapart (E 470B)

Durmogo noxpumue:

Xunpomenosa

Xuapokcunponuwigenynosa (E 464)

Turanos anokena (E 171)

Tank (E 553b).

Keneszen okcun, xuit (E 172) — (32 10/20 mg)
XKenezen okcua, uepseH (E 172) — (3a 10/20/40/80 mg)
HeCbBMECTEMOCTH

Henpunoxumo.

Cpok na roanoct

3 rOOUHH.

CrenHa/THE YCJIOBHS Ha ChXPAHEHHE

Tosu nekapcTBeH NPOAYKT He M3HCKBa CIICLMAIHH YCJIOBHA 334 CbXpaHEHHE.

Jlannu 32 ONAKOBKATA
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6.6

10.

Tabnerxure ca onaxosanu B PVC/PE/PVdC/anymuHuesu 6aucrepd no 10, 14, 28, 30, 50, 56, 84,
98 1 100 TabeTkn.

He Bcu4ku BUOOBE OMAKOBKH MOrart Ja ObaaT IMMycHATH B nmpoaaxda.
CoenuANHH Hpe NA3HHA MEPKH IIPH H3XBHLPIAHE

HeusnonzeaHUAT MPOAYKT WM OTHaAbYHHTE MarcpHalud OTf Hero TpsadBa ja ce HU3XBBHPAAT B
CHOTBETCTBHE C MECTHHTE M3MCKBAHHUS.

NPUATEXATEJ HA PASPEIIEHHUETO 3A YIIOTPEEBA
Accord Healthcare Limited
Sage house ,319 Pinner Road

North Harrow, Middlesex |,
HA1 4HF,

Obenuneno Kpancteo Benmko6purtanus

HOMEP HA PAZPEIIEHHUETO 3A YIIOTPEBA

JHATA HA ITbPBO PA3PEIHABAHE/MIOJHOBABAHE HA PA3PEHIEHHUETO 3A
YIIOTPEBA

09.08.2008 r.

JATA HA AKTYAJIM3UPAHE HA TEKCTA (MM/ITTT'}
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