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1. TbPFOBCKO UME HA NNEKAPCTBEHRUS NPOAYKT

ZOCOR®1- FORTE MAHHCTEPCTBO HA 3PABECNASBAHETO

Mousoxemns Ko
(BOKOP ®OPTE) paspewenne saynorpeGate 442 QQ\M\-M—O)/

2. KOTIMYECTBEH U KAYECTBEH CbCTAB |69/ &8 11,05 | O .

ZOCOR FORTE cuanpxa 40 mg simvastalin kato akTtMEHa cecTaBka. (3a nomowyHuTe
BEWECTRS BUXK pasgen 6.1)

3. IEKAPCTBEHA ®OPMA

ZOCOR FORTE ce gocrass kavo dmnmupann TabneTkn.

4. Knnsnu4H“ nAHHWU

4.1 Mokasanug

NALIMEHTK C BUCOK PUCK 3A PASBUTWUE HA MCXEMUMHA BONECT HA CHPLIETO
(MBC) Uit C NOKASAHA NEC

Ipw naumerTy ¢ BUCOK pUCK OT pasBuTue Ha MBC (c unu Oes xunepnvnngemus), T.e. npn
nauveHT¥ ¢ auaber, aHaMHesa 3a WHCYNT unu gpyra MoswuHockfoea Gonect, nepudepHa cu/jjosa
BGornect, unn ¢ gokazana MBC, ZOCOR e nokasaH 3a:

*» HamansizaHe obuiaTa CMBPTHOCT Ype3 HamansBaHe CMbpTHOCTTa 0T MEC;

¢ HawmanssaHe pucka OT FORIEMKM CBA0BW WHUMAEHTN (KOETO BKMIOYEa HedaTtaniua WHDapKT Ha
MUOK2pAa, KOPOHaPHAETa CMBLPT, MOSEYHWTE NHCYNTW, WK PEBaCKYIIapr3aLIMoOHHATE NpoLeaypu);

s HawmanAeaHe PUCKa OT Fofemi KOpoHapHW MHUMAESHTM (KOETO BKMIOYBa HedaTtanHna WHgapKkT Ha
MUOKEpAa WM KOpPOHapHaTa CMBPT);

o Hamanssane prcka OT MO3BYEH WHCYIT,

¢ HamanseaHe HeoBXORWMOCTTa OT KOPOHapHW pPeBacKynapn3aUMoHHu npouesypu (BrmoqBaLlk
KOpoHapeH apTepuaneH Gait-nac u nepryTakHa TpaHCNyMeHanHa KopoHapHa anmonnacTiika ),

s HawmanseaHe Ha HeobxoAumocTTa OT nepudiepHn 1 APYrM HE-KOPOHapHW peBackynapuaaloHHK
ApouEaypw;

» HamanssaHe Ha pyUCKa OT XGCAVTANUIALNA N0 NOBOA Ha CTEHOKapaWsA.

MNpy nauwerm ¢ Avaber, ZOCOR e nokazaH 3a HamanseaHe pucka o7 PasBuTUEe Ha
YCMOXHEHWS OT CrpaHa Ha ronemute rnepudiepH obAoBe (KOBTO BKMWOYBE: nepudepHn
peBaCcKyNapu3IaunoHHI NpoLeaypw, aMnyTaumn Ha JONHN KpaikHWLM, WM YIKyGW Ha KpaxkaTta).

1 3anazena Mapka ha MERCK & Co., Inc., Whitehouse Station, N.J., U.S.A.
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Mpu xunepxonecteponemudHy rauveH ¢ MBC, ZOCOR e nokasaH 3a 3alassAxe
HanpeABaHETO Ha KOpOoHapHaTa aTepockneposa, BKM. HamansBaHe Ha pasBUTUeTO H& HOBW Nesuu v
HOBMW TOTANHW CKITY3VW.

NALKMEHTU C XUMEPNHMNNOEMIMA

s ZOCOR e nokasaH B gobaexa KeM AWETETa 32 HamMansaBaHe Ha MOBMWIEHWTE HWBA H& 0DLLMA
xonecrepon (06w-C) w LDL-C, Tpurandepugwre (TG) v anonunoporewk B (ano-B), n sa
yBENW4aBaHe Ha BUCOKONNMBETHWH Xonecteponm (HDL-C) nppw nauuveHTW ¢ OBEPEUNHE
XUMEPXONECTEPONEMIS,  BKIIOYBALLA  XETeposwurotHa damunHa  XUnepXoyiecreponemus
(Fredrickson Tun lla) wnus xomBuHupada (cMeceHa) xunepnurmmgemust (Fredrickson Tun Iib),
KOraTo MOBNWABAHETC OT CLOTBETHATE AMETa UMM ApyrM HedapMaKkomoryyHu CpepcTea e
HepgoctatbuHo. Bonepetene, ZOCOR nonwxasa cboTHowenwata LDL/HDL uw  ofiy
xonectepon/HDL.

o ZOCOR e nokasaH 3a NeYyeHWe Ha NauvmerTn c xuneprpurnuuepuaemus (Fredrickson Tun {V
XMNEepnUNugemMust).

» ZOCOR e nokasaH 33 MeYeHVWE Ha NAUMEHTH C© MbPBUYHA GWCOSTANUNONPOTENHeMUS
(Fredrickson Tun Il xuneprivnuaemus).

» ZOCOR e nokasaH cbwo B Jobaska KbM JAWeTaTa ¥ Spyri HEQWETUYHI MEPKU 33 neveHue Ha

AauMeHT ¢ XOMO3MIOTHZ (hamunHa XWnepxonecteponemus 3a HamanssaHe Ha MOoBULLEHWUTE
HWBa Ha 0bwns-C, LDL-C, ano-B.

DOEUA C XETEPO3UITOTHA AMWITHA XUNEPXONECTEPONEMKA

ZOCOR e nokazas B AobaBKa KeM AVeTaTta 3a HamanseaHse Hueata Ha obwma-C, LDL-C, TG u
ano-B, npy MNagexu v AEBOKKY NOHE efHa roAvHa cneq nbpeaTa M MeHCTpyauus, Ha ssapacTt ot 10
£0 17 rogyHu, ¢ XETepo3vroTHa gamunia Xunepxonecreponemust( Xe®X) .

4.2 No3npoBKa U Ha4UH Ha ynotpeba

,Elosuposkara Ha ZOCOR sapupa ot 5 go 80 mg Ha AcH, MpUEMaH BEOHEX HHEBHO Bevep.
KoraTto e HeoOXxoawMo, KOpUrMpaHeTo Ha JO3aTa ce NpaBy NPes WHTepsany OT He no-Manko ot 4
cenmuLy, BO MakcManHa goaa o7 80 mg segHBbX OHEBHO BEYER.

OALIMEHT C BUCOK PUCK 3A PASBUTUE HA NCXEMWYHA BONECT HA CEPLIETO
MBC)Y N C ACKASAHA WEC

Mpu nauveHT™ ¢ BMGOK puck 2a passutue Ha WMBC (c unu Ges xunepnuivasmus), T.e.
nalveHTn c guaber, aHamHesa 3a WHCYNT whwv apyra uepebpoeackynapHa Gonect, nepudepha
ckpoea GonecT, wnv ¢ pokasaba MBC, obuyaiiiara Havanna gosa Ha ZOCOR e 40 mg BepgHbX
pHesHO Beuep. MeAVKaMEHTOSHOTO MEYSHWE MOXE Ha O 3aN04YHe €AHOBPEMEHHO C AWeTa wunu
YIAPEKHEHWSA.

OALIMEHTA € XWMNEPIMNWMOEMWUA (KOMTO HE CA BKIIOYUEHW B TMO-TOPHATA
PHUCKOBA KATEIOPWH)

NaumvenTsT TpaAbBa Aa Obfle NOCTaBEH Ha CcTaHOaapTHa XONecTEpO-noHkanatla Aveta,
npegn npunaraHeTo Ha ZOCOR, 1 cnassaHeTo Ha Tasu aueTa Tpaﬁaa £ia NPOARITKA 1 1O BpeMe Ha
nevenreto cec ZOCOR. L ey
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O0uuaiiHaTta HavanHa nosa € 20 mg AHEeBHO, KOSTO ce NPUEMa e[HOKPaTHO eevep. [Mpn
NauueHTy, NpK KOMTO & HeoGXoaMMO ronsMo HamanseaHe Ha LDL-xonecrepona (noseue o1 45%)
MOXE Oa ce 3anoqHe ¢ po3a 40 mg BeAHBHK AHEeRHO Beuep. [latmeHtv G neka Ao ymepeHa
XMNepxonecreponemMus Morar ga GbAaT Nekyeany ¢ Havyansa gosa ot 10 mg ZOCOR, TpaGea aa ce
M3BBPLLM KOpUIMpaHe Ha Jo3aTa, ako & HeoBxoauMo, KaKTo € NoKasaHo no-rope.

NAUMEHTA C XOMO3WUTOTHA ®AMUITHA XUTNEPXONECTEPONEMWA

Ha Gazata Ha pesynTaTty OT KOHTPONMpaKy KMMHWHHIN NPoyYsaHng, NpenopeysaHaTa [o3a 3a
MaLMeHT¥ C XOMo3uroTHa ammnita xunepxonecteponemusi € ZOCOR 40 mgf gHeBHO sedep unu 80
mg/ BHEeBHO B 3 oTgenHn foau ot 20 mg, 20 mg, 1 BeuepHa nosa ot 40 mg. ZOCOR 1pabea fa Obae
uanon3ysan B goGaska KbM ApYyro Hamanssawo xonectepona nevenve (Hanp. LDL adepesa) npu
TE3W NaUMeHTH, NIV aKo TaKOBa fieueHe He CElLUecTBYBE.

MPUAPYHCABALNA TEPAMWA

ZOCOR e eeTUBEH CaMOCTOATENHO WM B KOMOWHALIMA CBC CEKBECTPEHTU HAa HITBMHUTE
KMCENUHMA.

Mpu nauventw, npuemaww cyclosporing,danazol, gemfibrozil, opym dubpat (ocseH
fenofibrate) unu HnauvH (HUKOTWHOBA KMCENMMHA) B HamanAsawM nunuauTe Aoau (>1 g AHEBHO) B
komBuHauma cue ZOCOR, posara ZOCOR ke TpsGea ga npeeunitasa 10 mg axesHo. [Mpy nauveHTy,
npuemauw ZOCOR saegHo ¢ amiodarone unu verapamil, aosata ZOCOR He 6vea Aa npesmuasa 20
mg fguesHo. (B 4.4 CneuvanHi [PSAYNPEXxAeHNSs 1M CeUWandn NPefnasHu Mepkn npu
ynotpeba, Muonatws/pabgomuonusa v BaaumopeficTeus ¢ Jpyrn HEKapcTBEHM APOAYKTN Y
Opyrut chopMmu Ha BsaumogelicTene)

HO31POBKA INMPU EbEPEYHA HEQOCTATEMHOCT

Teit kato ZOCOR He nperephsiza svauuva OGubpeuna exckpeuus, He e Heofxonuma
KopeKLnA Ha fo3aTta npw NauMeHTy ¢ yMepsHa cTenex Ha Obu0pevHa HeRocTaThyHoCT.
Mpu nauveHTy ¢ Texka 6:-6peyHa HepoCTaTEYHOCT (KPeaTUHUHOB KNMpBHE<30 mifmin) goau,

rpesuasalyn 10 mg gHEBHo, TpROBa BHUMaTENHO Aa Obgart o0ChAEHY, M aKO Ge npueme, Ye ca
HeoBxogumu, fa GLOaT ApWNaraHn ¢ ronisiMo BHUMadWe (BWx 5.2 dapMakonorMuHn csBodcTea.

$apMaKkoKMHETUYHY CBOWCTEA).

JO3WUPOBKA NP QEUA ( OT 10 OO 17 FOAUILHA BB3PACT) C XETEPO3WUIFOTHA SAMUITHA
XUNEPXOAUCTEPOIIEMAA.

MpenopeurTenHaTa, obu4aiHa, HavanHa foda € 10 mg BeAHLXK QHEBHO, NpuemaHa seyep.
[MpenopbuUTenHUsT A030B MHTEpBas € 10-40 mg AHEBHO, MakcuMmanHara npenopbyMTenHa gosa e 40
mg AHesHo. Ooswte Tpabes ga GbpaT vHAMBWAYanHW, criopea uenTa Ha TepamuaTa ( Bk 3.1
dapMakofHaMIYHY CBOWCTES)

4.3 MNpoineonokasaHus

¢ CBPLXUYBCTBUTENHOCT KbM KOWTO 11 A2 € KOMNOHEHT Ha TO3M Mpenapar.

e AKIMBHO YepHOAPOBHO 3aB0nABaHE UMW HEMSACHEHO MEPCUCTUPALLO MOBULLEHUE Ha CEepyMHUTE
TPaHCEMUHaIN.

s BpemeHHOCT 1 KbpMEHE (B BPeMEHHOCT U KepMEHE).

P S
prey b
Py A
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4.4 CrieymanHy NPOTUBONOKa3aHuua W creunanin npeRVNPeXfeHus 3a
rnoTpeba

MuonaTtus/pabgoMuonmusa

Simvastatin, kaKkTo 1 Py UHXMGUTOPK Ha 3-XMapoKcU-3-MeTuArnyTapur-koeHaum A (HGM-
CoA) — pefykrasara, NMOHAKOr2 NPUYMHABET MUONATns, KOATO ¢ MauwudecTupa ¢ MyckynHa Gonka
Mnw criabocT, cBbp3aHu C NMoKayeaHe Ha HWBaTa Ha KpeartuwHkvHazata (CK) noseve oT 10 NbTWM HaL
ropHata fonyctuma frpakuMua Ha Hopmarta. MuonaTmsta noHskora npuema chopmara Ha
paBpomuonusa, ¢ unu He3 ocTpa GelpedHa HEAOCTATLUHOCT BCMEACTBME Ha MMarmobuHypus, v B
PEOKN criyyau & HacTenBan aranes Waxoh. PUCKET OT MUCHETNA MOXE Aa ce YBENWYN NPV BUCOKN
Huea Ha HMG-CoA - penykrasHo MHxMBUTOpHaTa aKTWBHOCT B NAasMaTa.

¢ Pucket oT muonamus/pabGaomuonn3a ce yBefiMyaBa OT eHOBpemeHHara ynoTpeba Ha
simvastatin ¢-c criegHUTE NeKapeTEa:

Mowsny  wexnoutopn na CYP3Adkato , itraconazole, ketoconazole, erythromycin,
clarithromycin, , telithromycin, HIV-npoteashn uHxubutopy, unn nefazodaone, ocobeHo Mpv NO-BUCOKA
Ao simvastatin  (ewk no-gony, 4.5 JlekapcTBenn W Apyrt  B3aUMOAESACTEMS, CYP3A4
BaaumogneicTeus, 5.2 PAPMAKONOIMYHN CBOVNCTBA, ®apMakokuHeTuyH1 CBOICTEa)

Bpyr nekapcTEeHN NDOSYKTH:

Gemfibrozil n gpyri (hnbpat (oceen fenofibrate), niacin (HukoTuHoBa2 KUCenMHa) B
HaMansEawr aunnaure goam (> 1 g/neH), ocoeHo ¢ no-BHMcoKK Aosy simvastatin (Bux no-gory;
4.5 BaavmopelicTEMs C LPYMM NeKapcTBEHWM FfPOAYKTV W gpyrid ciopmy Ha B3aumoieicTBue,
Bsaumodeiicmsus ¢ RoHUXaeally Aunudume nexapemeeHy npodyxmuy, Koumo Mozam Ja npuyuHam
mMuonamus, Ko2amo ce fpunazam camocmosmendo). Korato simvastatin v fenofibrate ce npunarar
336HHO, He e JoKa3aHO, Y& PUCKLT OT MUONIATUS HaAXBBPIISA CYMaTa OT MHAVBYAYANHITE UM PUCKORE.

Cyclosporine unw danazo! ocoBeHo © ronemy gosu simvastatin (suxk 4.5 JiekapcTseHu 1 apyr
g3aumoaeiicTeus, CYP3A4 BaauMogeiicTBus; 5.2 , ®apMakokMHETUYHN CBOKCTES)

Amiodarene uny verapamil, npu egroBpeMerHa ynoTpeba ¢ Bucoku o3y simvastatin
(B 4.5 JlekapcTBeHn 1 Apyrv BaauMogeiicTeua, [pyr nekapcteeHn B3auMofeicTsus). B Tekywlo
KNMHWMHO MpoyyBaHe e AoKnagsana muonatvs npu 6% o7 nauwentute, nonydasaum 80 mg
simvastatin 1 amiodarone.

Diltiazem: PuckbT OT muonatus e cnabo ysenwueH npy nauventy Ha diltiazem, kouTo
eOHOBpEMEHHO © Toga fipuemar simvastatin 80 mg. [Mpy Tean nalMeHT PUCKET OT MWUORETVA e
nputnuautenHo 1%. B wiMHUYHUTE nNpoyyBaHus, PUCKET OT MMONaTURA npy NauueHTUTe, NpueMann
simvastatin 40 mg u diltiazem, e 6un cXogeH ¢ TO3W Npw MauueHTUTe, npwemann simvastatin 40 mg
Ges diltiazem (pux 4.5 BsaumogeifcTBusi C APYr JIEKApPCTEEHW NpOAYKTM W Apyrs opmir Ha
B3aumogelictene).

eaxto wu  npuw npyrn  HMG-CoA  penykTasHu _ VHXMOWTODM, MCKET _OT
MuonaTus/pabaoMionza e Ho30-3aeMcuM. B Basata faHki 0T KNUMHUYHW NPoYYBaHNA, NP KOWTO
41,050 mauvenTtn ca Gunw nekyBann oot ZOCOR, kato 24,747 ( npubnuautendo 60% ) ca bunm
HEXYBaHU B MPOALIHEHWE NOHE Ha 4 roguHY, ChyuanTe Ha myonatis ca Gunu npudnuarTunso 0.02%,
0.08% v 0.53% cwoTteeTHo 32 20, 40 n 80 mg AHeBHa gosza. TpK Tesu npoyysaHus nagueHTuTe ca
Sunk BHUMAaTENHO Haﬁnmnasal-m ¥ Hsicou B3aumogeiicTealy cu yapcrae‘i—m npo,nylcm ca 6unn

N3KMECYEHN. / g N7
/.& ':- -
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CriegoBaTenHo:

1. Ynotpebata na simvastatin ceBMeCTHO ¢ MOBHK UHXHWOUTOpK Ha CYP3A4 (kato
itraconazole, ketoconazole, erythromycin, clarithromycin, telithromycin, HIV-npoteastm
uHxuGKTOpPYW, UNK nefazodone, cnepea pa ce oToArBa). AKO He Moxe Aa ce u3berHe TepanuaTta ¢
itraconazole, ketoconazole, erythromycin, clarithromycin unu telithromyein, To simvastafin cnegsa
EPEMEHHO Aa Ce cnpe, AOKATO Tpae KYpca Ha neveHMe ¢ Tesu FEKaPCTBEHW NPOAYKTW.
EgHoepemeHnata ynoTpeba saegHo ¢ Apym NeKapcTBeHW MPOoAYKTH, cUnHO uHXubupawm CYP 3A4
npy TepaneRTWYHA A03MpOBKa, cnefsa Aa ce u3barea, ocBeH aKO nonsuTe OT KoMOuMupaHaTa
TERENUSA HAAXEBLPAT N0-BUCOKNA pPUCK.

2. Bosara simvastatin He TpRGez ga Hapxebpns 10 mg gHeBHO npu AaUWeHTH,
nonyyasawn efHoBpeMeHHo cyclosporinedanazol, gemfibrozil, gpyru dwubpatm (ocEeH
fenofibrate) unu niacin (HUKOTWHOEa KUCENnUHa) B HamansBawy nvnuovte posu (> 1 a/pen).
EnuoBpemMeHHaTa ynotpeba Ha simvastatin ¢ gemfibrozil cnegea ga ce u3barea, oceek eko
[ON3aTa € BEpOATHO Aa HAAXBLPMM MO-BUCOKMA PUCK OT TasW fekapcieeHa KoMGuHauws.
Monsata ot ynotpeGata Ha simvastafin npu nauvedT nonyyasawm gpyrn ubpain (ocseH
fenofibrate), niacin v cyclosporine wnm danazol Tpabea sHMmarenHe fa 6bhe npelieHeHa cnpamMo
pucxa oT Tean komBuHaumu. TpepnucsaHeTo Ha fenofibrate saepHo cnLe simvastatin criefsa fna ce
NpaBy C NOBMLLEHO BHUMaHNE, Thil KaTO BCAKO 84HO OT TE3N NEKapCTEa MOXe O3 NPUUKHI MUuonaTus,
KOraro ce npunara CamocToATenHo. MpubaeaHeTo Ha dmbpatit unK niacin Kem simvastatin obuyanHo
ocHIypsiBa NeKo LOHBIHWTENHO HamansHue Ha LDL-C, HO MoXe Aa ce NOCTUTHE NO-HaTaTkWHO
HamaneHne Ha cepymHuTe Tpurmuuepuan 1 yeenudenne Ha HDL-C. KomGunaumu ot dubpary mnn
niacin ¢ HUCKM goan simvastatin ca Gurm manonseadu Ge3 MuonNaTMs B ManKW, KpaTkoTpalinm,
KITMHUYHA NPOYYBaHUA C BHUMaTENHO NPocnegaBate Ha NauveHTuTe.

3. Bosata simvastatin He Tpabea pa HapxebpnAa 20 mg FHEBHO MpW NauveHTH,
toRyvyasamy egHoBpeMeHHo amiodarone unu verapamil. Yoorpebara Ha simvastatin B po3w,
no-BucokM ot 20 myg AHeBHO efHOEBpemeHHo ¢ amiodarone unk verapamil cnegea fa ce
13bsarea, OCBEH &Ko KNMHUMHAayYa Mon3a € BeposTHO A2 HagXBBpriM NO-BMCOKWS PUCK OT
MuonaTns.

4, BCcHuYK#M nauvieHTH, 3anoyBalys Tepanus cbe simvastating, vnm npy kKouto ce
yEefinyasa [o3arta simvastatin, Tpsbea ga 6e4aT YBEROMEH! 32 puUcka OT MUORatTs # 8a UM
ce Kake JAa [OKnagsar HesabasHO 3a MofBara Ha HeoGRcHMMK  MYCKynHK  Gorike,
4yBCTBUTENHOCT MM cnabGocT. Hueata Ha kpeaTuH-wHazara (CK) Tpabea fa ce vsmepsar npi
nRaLmMeHT ¢ Tean cumnTomi. TepanusTa ¢ simvastatin criegBa Aa ce npeyCcTaHOBU BepHara, ako
ce NoAo3Mpa wiv € AUarHoCTMHMpaHa MuonaTvs. NPUCHCTBUETO Ha Te3N CUMITOMYM WiAK HYBa Ha
KpeaTuH-kMHasaTa Haf 10 MbTW Haj ropHaTa AonycTHMa rPpaHnuua Ha HopMaTa NoKkassar MWonaTvs.
AKO MYCKYITHUTE CUMRTOMA Ca TEXKW U NPUMMHABAT AHEBEH auckomcbopT, Aopu ako Husara Ha CK He
ca 3HauMTenHo nosuiueHW, TpAOBa ga ce MMa npeAsws NpeksCsaHe Ha neveHweTo. B nosederto
CIyvaw, KOraro € CrpsiHa HaBPeMeE TepanuATa Ha NaLneHTTe, MYCKYNHUTE CUMITOMU 1 YBENMIEHaTa
KpeaTUHWH-KUHa3a OT3ByYaBar.

FleproanvHO M3CNeABaHe HMBATA HA KpeaTUH-KMHA3aTa MOXME Aa ce uma npefsni fpw
fIEUMeHTI, 3anodBawni Tepanua cbe simvastatin, unv npy xOMTO Ce ysunMuaBa [o3ara, Ho He €
curypHo, ve nopoBHo npocriefasaHe lie NpepoTepar Muonatusta. [opapn 3aTpygHerua npu
TESKYBEHE Ha CTOMHOoCcTWTE Ha CK, He ce npenopbdBa HEeWHOTO WSMEpBaHE CHEH eKCTpeMHM
HUINHECKA YCUITUS MAW NP Hanuuue Ha NpMeManBn anTepHaTtyBHU NPUYMHIA 338 NoKaYBaHeTo A.

5. MHOIo OT NauueHTUTe, KOUTC ca pasenny paboomMwonnsa Npr Tepanus cue simvastatin, ca
MManM KOMMAMUMpaHa aHamHesa, BKMIYUTENHO npefuecTeyBalta GubpeuyHa HEOOCTaTHLHHOCT,
OGUKHOBEHO KaTO MOGNEACTBWE o7 AbrotpaeH AmabeT. TakuBa nauMeHTy UMart nonsa of
BHUMAaTENHO npocneassaHe. JleueHneto cbe simvastatin Tpabea ga Guae BpeMEHHO CNPAHO HAKOSKO
[HW MPEAV roneMy NNaHoBN onepayyni, ¥ KOraTo C& HacnoXu Hﬂxaxarq:csﬂl:é‘ﬁéfe:}:o_;ocrpo XUPYPIVYHO
viry Apyro MefuLMHCKO CECTOSHUE. 2 Uy ‘1‘«\
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6. KrimknuucTuTe Tpabsa Sa NpegnuceaTt CTaThH ¢ NOBULISHO BHUMEHWE npy RauueHTH c
peAxoxpalta aHaMHesa 3a MUonaThs OF cTatuH Wi ubpat, Taka KakTo W fpu NauveHTn Cbe
CMEOHWUTE CBLCTORHWA, KOMTO MOraT A2 NpeArasfionarar HesasuclMo OT TepanuaTa KbM
paboomvionisa (PUMERHO, MBUWEHTW C HEKOHTPOMMPEH XMNoTupohanaem, C damunea Mnu
[nepcoHalnHa aHaMHesa 3a HacnegeTeeHo MyckynHo 3abonseaHe vy 3noynotpeba ¢ ankoxon). Mpu
Tesn CHETOSHMA pUCKBLT OT neveHueTo Tpabea Aa ce nNpeueHW cnpsmMo BepoATHATa Non3a oT Hero.
Takvsa nauMeHTy 3acnAyXaBaT CTPUKTHO MOHUTOpUPaHE. :

YEPHQRPOEHN EQEKTH

Tpy KAMHWYHWA W3NUTaHWS ca Habn[aBaHy NepeUcTUPEtM nokaysaHuA (GO noseve OT 3
A:TY Hap ropHarTa rpaHvua Ha HopMara) Ha HUBETa Ha CEPYMHUTE TPaHCaMMHasu npn Mamsk Bpoi
BL3pacTHW NaLMEeHTY, KOMTO ca nonydasanu simvastatin. korato Tepanusta e Buna npekeceaHa U
CrMpaHa npu Tesn nauMeHTH, HuBaTa Ha TPaHCAMUMHaIuTe ca chnafanu nocTeneHHo Ao
apepTepanesTuiRuTe. FoButieHusiTa He ¢a GunW CBBP3EHW G UKTED WM APYT KMMHWYSHY Genesn n
cumnTomu. He e wmano [okasaTencrea 3a RPOSBX Ha CBpLXYYBCTBMTENHOCT. Hskou or Tesu
nauveHTy ca wmanu abHopMEM hYHKUMOHaRHM 4YepHoApabHM MoKasaTenu fpesw Hadvanoto Ha
TEpanuATa cbe simvastatin niunn ca ynotpetssantit CREBHUTENHD FOREMY KOIMYECTBa anKoxosn.

B 48 (Bwx 5.1 dapmakonoriHH1 cBoicTea, KAvHWYHK npoyysaHns), BposT Ha nauveHTUTe ¢
yBeniyeHe Ha MoBeyYe OT efHa TpaHcamuHasza A0 >3 MbT¥ ropHaTa rpaHula Ha Hopmara, npes
LSIFIOTO BPEME Ha Npoy4BaHeTo, He OlIT CUIHMUKSHTHO PasnivieH B FPYNaTa Ha simvastatin n Tasu Ha
nriauebo (14 [ 0.7%] cnpsmo 12 [0.6%]). YecToTaTa Ha egunnyHuTe sasuedns Ha CIOT (ALT) no 3
[LTW FOpHaTa rpaHnua Ha HopmaTta € Ouna sHaYWTEenHO Mo-BUCoKa B rpynata Ha simvastatin npes
nbpBaTa rognHa Ha npoyysaxeto (20 cnpsmo 8, p=0.023), Ho He v npes cAegealwTe. MoanILEHNETO
Ha TpaHcaMvHazuTe e OUno NpuuVHA 33 NpeKpaTABaHe Ha TepanuaTa Aapk 8 nauveHT B Fpynata Ha
simvastatin (n=2,221) n 5 B rpynata Ha nnauebo (n=2,223). Ot 1986 nauveHTa Ha simvastatin 8 4S ¢
HOpManHM hyHKLMOHanHM YepHogpoDHW FIOKasaTer Ha WSX0hHO Hueo, camo 8 (0,4%) ca pazeunm
MOCHEeABaWO YBENMMYEHNe [0 >3 NET¥ HOpManHara ropHa rpanula Wiung ca npekecHany B pesysrar
Ha TOBMLIGBAHE Ha TpaHcamuHasuTe no BpeMe Ha 54 roauviHaTa NPOALMKWTENHOCT Ha
npoyueaHeTo. Bouukyt nauMeHT B ToBa mpoyysaHe ca nonyyasanm 20 mg simvastatin Havanna
posvpoeka; 37% ca Ounv TUTpKparv fo 40 mg.

B 2 KoHTponupaHy KNuHUYHY npoyusanua npy 1105 nauverTa, cTenexTa Ha nepcucTupaily
AOBMLLIEHWS Ha YepHOAPOBHKUTE TpaHCaMMHa3M 3a 6 MeceLia, CHMTaHN 3a JIeKapCTEEHO-CBbp3aHn baxa
0.7% u 1.8% npu 40- 1 80- mg A033, CEOTRETHO.

B npoyusaHeTo HPS (Heart Protection Study — MpoyusaHe 3@ KOpoHapHa KapauonpoTexuvs —
Bk PAPMAKONOMAYHIKA CBOWCTBA 5.1, dapmakoAMHaMUuHW CROWCTRa), Npu xoeto 20 536
natmeHTa ca paHgomuaupanu ga nonyyasat ZOCOR 40 mg aHesHo wunu anayefo, vectotara Ha
noBUILIEHK TPAHCEMMHA3M (NoBeve OT 3 NETY ropHa rpasula Ha HOpMara, MOTELEPAEHO C NOBTOPHK
uzcnegeanna) € 0.21% (n=21) 3a nauvenTtire nexkyeanu ¢ ZOCOR un 0.09% (n=9) 3a nauneHTute Ha
nnausto.

MpenopbYMTENHO € MPOBEXAaHeTe Ha YepHOoAPoDHW dyHKUMoHanHKW npobr rnpesu
3aroysBaHe Ha NEYeHUETO W OTTaM HaTaThkK, KOraTo € KNnHWYHO nokasaHo. MauueHTure, npu KOUTo
pozata e ysenudeHa Ao 80 wmr, TpAGea fa ce TECTYBAT AOREMNHWTENHO MpeAn YBEnWYeHweTo, 3
Mecella Cnej yBenuueHueTo o 80 Mr, ¥ OT TaM HaTaTbk NepuoAMuYHC N0 BPEME Ha FIEYeHMETO
(Hanpumep Ha 6 mMecella) npes MbpeaTa rofMHa Ha nevenneto. CrelmanHo BHUMaHue TpRbea Aa ce
0GBPHE HA NALUEHTH, NPU KOUTO ce Habnogasa NoKaYBaHe Ha CepyMHITE HUBA Ha TPaHCaMUHASNTE,
Y OpY TaKUBa NAUMEHTM, MacneaeaHeTo BM TpAaGBano 4a Ce NMOETOPW CBOEBPEMEHHO W crnies ToBa Aa
ce NOBTAps QJOCTarb4HO YecTo. AKO HMBaTa HE TPaHCAMUHASWTE MOKA3BaET TeHAeHUWs 3a
fosvaBaHe, ocobeHO aKo Te Ce noBuWwaear A0 3 NbTW Ha[ ropHata FpaHvla Ha HopMata
FIEPCUCTUPAT, NPUNAaraHeTo Ha NeKkapeTeoTo TpRbEa Aa ce npeKkpat.

MpenapatsT TpA6Ea fa ce npynara ocoBeHo BHUMaTENHO Npi NaUverTH, KouTo ynoTpebssar
roniemyt KONuWMecTsa ankoxon WwunW -uMarT aHamHesa 3a 4epHoapobHo 3sabonseaHe. AKTMBHMW
4epHOAPOOHY 3aloNsBanusa WM HeUSACHEHO MOKaUBAHE Ha TPAHCAMMHE3WTE.Ca NPOTVEONOKa3aHNs
3a ynoTpebarta Ha simvastatin. ) e
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Kakto 1 nNpu Apyrn NUNZONOHYKaBALLM NMpenapaT, ce cbobllyaBa 3a ymepehyt (no-Marnko oT
3 MbTW Hapg ropHaTa rpaHnua Ha HopMara) MoKaYBaHuA Ha CepyMHUTE TpaHCaMWUHA3Y cneq Tepanvs
cbc simvastatin. Teau npoMeHW HacTLNBAT CKOPO CEA Ha4vanoTo Ha TepanusTa cbe simvastatin,
YECTO Ca PEeX04HN, He ca NpuapyMeny oT ApYrit CUMNTOMM M HEe Hanarar npekLCBaHe Ha fTeYeH1eTo.

OeTARMOIOrHYHY ITPOSBH

Jopn aa He ce npunara HUKaKBa SIEKApPCTEEHa TEpanws, MOCTENEHHOTO HamanseaHe Ha
npospayHoCcTTa Ha nelwwrte Moxe aa ce oBAcHM ¢ npoueca Ha octapseaHe. [loHacTosiem,
pesynTatinte OT €8WH Oenbl NMepuoq Ha KNUHWYHKN N3numaHus, HE ca NoKasann HEG.FIEI'OFIPVIFITHD‘I
CTpanuuHY ediekT Ha simvastatin BbpXy YOBELKKUTE 04HM N,

YHOTPEGA B NTEOUATPHSATA

BesonacTHocTra W efuKacTHocTTa Ha simvastatin npu nauumentw ot 10 o 17 roguwHa
BBL3PACT, & XETEpo3UroTHa hamunHa Xunepxonecreponemis, € G1na olUeHeHa B efiHO KoHTPoNMpaHo
KMMHNYHO NpoyysaHe npu Mazhexu U AeBofiKY MoHe eAHa roavHa Crnej nbpBara MM MeHCTpyaLws,
NauueHTuTe nexysaHn cbc simvastatin ca vmanm npodwn Ha GesonacHocT noAcbeH Ha To3W npu
naumeHTMTe Nekyeann ¢ nnatebo. Oo3u no-Bucoky oT 40 mg ke ca Gunu UscriesBaHN NMpy Tasy
nonynauus. B ToBa crpaHudeHo, KOHTpONKMpaHo npoyyeaHe He e ycTaHoBeH sabenexvM edexr
BLpXY pactema Win CEKCyanHoTO Y3psBaHe HaMNaaexuTe v esolkuTe, UKW KaKLBTO ¥ fa 6uno
ehexT BbpXy NMPOALRKUTENHOCTTA Ha MEHCTPYanHUs UMKEN np momudeTaTa. ( Bux 4.2 Hozuposka
¥ HauwH Ha ynotpeba; 4.8 HexenaHu nekapcieeHn peakuum; 5.1 GapmakoguHamuyHy ceoiicTsa) [To
BpeMe Ha neyeHWeTo okC simvastatin, Ha pesoliknte TpAbBa pa GegaT NPERNOXEHU NOAXOSALM
MeToaw 3a koHTpauenuus. (Bwk 4.3 MpoTvecnokasanns; 4.6 BpemelHocT 1 KepMere) Simvastatin He
e Bun npoyusax Npu nawperTy nog 10 rogutuHa BB3PECT, KaKTO M npy MOMKWUETE, KOWTO He ca uManu

MEHCTpYaLMS,

YHOTPEEA B CTAPYECKA BBE3PACT

Mpn nauvenT® Ha BB3pacT Hapg 65 ropguHy, KOWMTO ca nonykaeann simvastatin e
KOHTROMMPARK KNUHMYHK NpoyyBaHns, eMKacHOCTTa, fNpeleHeHa No GTeneHTa Ha pegykuns B
HWEaTa Ha ToTanHus u LDL-Xonectepon, e nogobHa Ha Tasw B obllara nonynauus, 8 CeLUO Taka He e
o70enA3aHa NoBULLISHE YecToTa Ha abHOPMHN KNMHNYHW 1 NaBopaTopHi HaXoHKN,

4.5 MlexapcTBEeHW ¥ APYIY B3aMOOENCTBNS

CYP3A4 Baaumodeiicmausi:

Simvastatin ce metrabonmaupa or CYP 3Ad4, Ho Hama CYP3A4 unxubupala axisHOCT,
nopagv ToRa He ce ouakea simvastatin ga noBnMABa NNa3MeHWTe KOHBLEHTpauuu Ha Apym
nekapcTeeRy npogykTy, MeTabonvaupann or CYP3A4. Moy unxuburopy Ha CYP3A4 (nsbpoenu
no-gony) yBenuuaeart pucka ot muonatus ypes sabaesite enumuHaumsTa Ha simvastatin,

Bwx 4.4 CrneumanBy NPOTUBONMOKa3aHUA M CrielManHi npegynpexaeHna 3a ynorpeba,
Muonamma/Pabgomuonnaa 1 5.2. PapMakokMBeTiiuHyu CROMCTEA

Itraconazole
Ketoconazole
Erythromycin
Clarithromycin
Telithromycin

RHIV protease inhibitors
Nefazodone
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Bsaumodeiicmeus ¢ noHwKaealyy JUUOUIMe JIGKapCmeeHt npodyKmu, Koumo Mmosam da
MpUYUHSM MUORAMUS, KO2AIM0o C6 fpuazam caMmoCmosmento

PuckbT oT MUONETUS €& YBUNKUMaBa K OT CNESHWTE MOHWMABALLKM NUNMEWTE NEeKapcTBEHU
ApPOOYKTY, KOWTO HE Ca MOWHK uHXuOWTopn Ha CYP3A4, HO MOTaT ga OpWMUHST MUONETWA MPW
CaMOCTOATENHO NPUNOXEHNE,

Bux 4.4 Creupantyt npOTUBONROKa3aHNA W CRELVaNHY NPEOYNPeXSeHnss 38 ynoTpeba,
Muonamsi/padromuonnza

Gemfibrozil
Bpym coubpatut (ocBek fenofibrate)

Karato simvastatin u fenofibrate ¢e npunarat 3aepHo, He e 0Ka3aHO, Y& PUCKET OT MMOMaTUsA
HapxXsbpris Cymata ot MHEVBKAYanHUTE UM PUCKOBE.

Niacin (HMkoTMHOBa KCcenuHa) (noBeye o1 1 g AHEBHO)

Lpyzu nexapcmeenu esaumodeiicmeaus

Cyclosporine wnu danazol: Pucker of mMwvonatus/ pabgomuonusa ce yeenwdasa Mpw
epHOBREMEHeH npuem Ha cyclosporine uny danazol, ocofieHo ¢ Bucoxm goan simvastatin (Bimk 4.4
CreuvanHM [pOTUBOTIONZ33HWS U cheuwanHn npegynpexunewvs 3z ynotpeba, Muonamusa/
Pabdomuonusa, 5.2 $apMakokMHETUNHN CBORCTER)

Amiodarone wnn Verapamil: PuckeT or muonatvs/pabgomuonusa e yBenuder npu
efHoEpeMeHHa ynotpeba Ha no-ucokm fo3au simvastatin ¢ amiodarone wnu verapamil. (ux 4.4
Crneumandn  NpenynpexageHns UM crlielManHM  [pegnasHy  mepkv  npu ynotpefa -
MuonaTus/pabRoMnonnsa).

Diltiazem: MaumenTuTe, KOUTO NpUeMaT eaHospemenHo diltiazem u simvastatin 80 mg umat
nexQ yEenudeH puck ot muonarss (Bux 4.4 Cneuwantn Npegynpexnexns W cneuvanHi npegnasHn
mepku ripu ynoTpeba — MuonaTtus/pabaomuoniaa).

HApyeu s3aumodeiicmets

CoKbeT 0T rpeiindpyT CbAbLMKE SAUH UNK NoBeYe KOMMOHEHTW, kouTo umxnbupar CYP3A4 u
MOXE Fa YBENUYM NNasMeHUTe HWBa Ha NexapeTea, kouTo ce Metabonuaupar ot CYP3A4. EdektsT
Ha oBuuafiHaTta koHcymauma (epHa 250-MUNUNUTPOBa Yalla Ha AeH) & mubnmarnied (13% nosuiieHue
Ha WHXMOWTopHaTa akTuBHocT Ha HMG —CoA pepykrasata, W3MEpEeHo upes nnowira nog kpusara
KOHLETpaUMA — BpeMe B aKTWBHa nnasma) v e Des KNWHWYHO aHaverme., Obaue, MHOTO ronemu
Konuwyectea (noeeve o7 1 AWTbp JAHEBHO) 3HAYMTENHO NOBULLIEBAT fINA3MEHWTE HWBE Ha
vHXMBMTOpHaTa akimeHocT Ha HMG-CoA pefykTazata no Bpeme Ha nedeHme cbc simvastatin un
TpsbBa ga ce usbareat (WX 4.4 Cnelvanyy RPesynpekaeHns M CneuManii npeanasHi Mepkn npu
ynoTpeba, Muonatua/pabsomuonuaa).

KYMAPUHOBHU NPON3BONHN

Mpu pBe KIMHUYMHKM MpoydsaHus, €JHOTO Ha sapasw p[oGposonuw, & JpyroTo Ha
XunepxonecTeponeMuyHl natvenTy, simvastatin 20-40mg aHeBHO ymepeHo rovenuupa ediexta Ha
KyMapWHOBMTE aHTUKoarynanTn: npotpomBuHoBOo Bpeme, cboblu@BaHo KaTo WHTEPHELMOHEITHO
HopmanuanpaHo oTHowerne (INR) ce yeenusasa ot 1.7 go 1.8 sa poBpoeonuvre v o7 2.6 go 3.4 3a
paumedTuTe. pM [aUWeHTYW, B3yMAIMM KYMapWHOBM aHTUKOArynaHty, ApoTpoMOMHOBOTO Bpeme
TpRGBa fa ce onpedens Npean IanodysaHeTo Ha simvastatin M AOCTaTB4YHO YEeCTo B HaYanoTo Ha
TepanuaTa, 3a A3 C¢& NOTEbLPAW, Ye CelUECTBEHa NpoMaHa B _NPOTPOMGMHOBOTC BpeMe He €
HacTenuna. Korato ce ycraHoBW cTaBunHo npmpomﬁwuoso/gpe@;e’j:fﬁ‘ﬁmgga Aa ce MOHWTOpUPE
npes oBudaHUTE 32 NALMEHTW Ha KyMapuHOBW aHmeo,ary{rjai'Hfﬂhjnfgieggan{n. AKO Hoaata Ha
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simvastatin ce npomenn unn Toit ce cnpe TpRDEA ga ce npouUennpa no CellWA HaukH. Tepanvsia cbe
simvastatin He e cBppsBaHa c KepBEHE MW C NPOMEHN B MPOTPOMOUHOBOTO BPEME MpY MaLMEHTN,
KOWTO HE B3WMaT aHTUKoarynaHTi.

Macriensads BLPXY fNeKapCcTEEHUTE EB3auMoAeliicTBUsl ca NpPOBEAeHWM CBC CneaHuTe
ESLIEeCTBa!

neonpPAHONCH

Mpn 3ppasu pobposonuM, He € WMang KIMHWGHO 3HaqWMh PapMakoKMHETHYRN WNRk
chapmaxogMHamMuuHK B3aUMOAEHCTBUS NPY QHOBPEMEHHOTO NpUIiarade Ha eavHnyHn gosn ZOCOR
M APONaHONom.

ONFOKCHH

EpHoepemenHoTo npunarade Ha ZOCOR v gurokcwH, npu 3gpasn gobpoeonuy, BOAv A0
criabo noxayeaHe (no-manko ot 0.3 ng/ml) Ha nexkapcTeeHaTa KOHUEHTPaLUMs (KEKTO €& uamepeHa Jpes
PagUOoKMYHEH ONMUT G JAMIOKCKH) B MAasMara, B CPaBHEHVE C 8GHOBPEMEHHOTO NpuiiaraHe Ha nnauedo
1 GUrOKCHH.

OPYTA MPUAPYKABAILA TEPAITAA

B knHuqHK NpoyyeaHus, ZOCOR e npunarad ¢5HOBPEMEHHO G MHXMOUTOPK HA aHIMOTEHSKMH
KOHBEPTMPEWMA eH3uM (AKE), Geta Onokepu. guypetvuy, HECTEpPOWAHW FPOTUBOBB3NASIMTENHN
nexapectea (NSAIDs), 623 A0Ka3aTENCTEO 33 KNUHWYHO 3Ha4YMMLKt HeBnaronpysaTHU B3auMogeicTeus.

4.6 BpeMeHHOCT U KbpMeEHe

YrioTpeba rno Bpeme Ha 6peMeHHOCT

ZOCOR e npomueonona3al no epeme Ha bpemMeHHocH.

BesorniacHocTTa npu GpeMeHHU XeHU He e ycTaHoseHa. Hama KOHTpOAMpaHW KMHUYHK
ApoydEaHWA oeC simvastatin, npoeepeny npu GpemenHu kenW. Psako ca nonydasauu
CrODLEHNA 38 KOHIeHWTaNnHN aHoManki, BCleaCTENE Ha BLTREMETOUHO UanaraHe ia HMG-CoA
penykTasHK unxubutopu. OBave, Npyu aHanus, HanpaeeH Ha npubnunsuTendHo 200 npocnekTMBHO
npocnefeln GpeMeHHOCTH, U3NOKEHN [0 BpeMe Ha mbpeus TpuMecrep Ha ZOCOR unu apyry
CcTpyKkTypHO Grinakn HMG-CoA peaykrashy MHXMOWTOPW, YecTOTaTa Ha BPOASHUTE aHoManun
Gelle cpaBHuMa ¢ Tasu, HabmogaeaHa B obwara nonynauvs. B toaw ananms, Opost Ha
GpemeHHocTUTE Dellle gOCTaThYeH, 33 Aa C& WIKNIOUM BBa RBTK W MONOBUHA UMK NOBEYE MLTH
yBENUUYEHNE HA KOHTEHWTAITHUTE aHOManuY Hag DasncHaTa YecToTa.

Bbripexn, 4e HAME ACKa3aTENcTBa, Ye YecToTara Ha KOHMeHWTaNHUTe aHoMmanuu cpejg
MOKOMEHMEeTO Ha nauneHTkn, npuemany ZOCOR wnu apyr crpykrypHo Onnakw HMG-CoA
penykTasHy uwHXMOMTOpM, ce pesnuuyaBa OT 7Tasw, Habropasaba B obwara nonynauus,
nevenneTa ¢uc ZOCOR no Bpeme Ha GpemMeHHoCTTa MOXE fAa Hamanw deTanHuTe HuBa Ha
mevalonate, KolTO e npekypcop Ha Xonecteposniosara OuocuHTesa ATepockneposara e
XPOHUYEH MPOUEC W MPEKLECBaHETO Ha TEPaNNATa ¢ MOHWKABaLLIM NMNUANTE NeKapcTsa No BpemMe
Ha GPEMEHHOCT MMa Manko BAWAHWE BLPXY ABMrOBPEeMeHHUs PUCK, CBLp3aH ¢ MbpBUYHaTa
xunepxonecteponemun. lopagu Te3w npuuvnu, ZOCOR He TpsbBa f[a ce uanonisa npw
OpeMeHHU XeHW, NpPU JMeHW, Bb3HamepaBawM pa 3abpemeHesT WM TEsW, 3a KoWTo ce
npeanonara, vye ca dpemenHu. Jleyenveto cwe ZOCOR Tp@a;ga;gg MPeKbCHE MO BpeMe Ha
GpeMeHHOCTTa MMM JOKaro CEe YCTaHOBW, Y& KEHBTE - HE 6.~ BpEmMeHta. (Bux 4.3
MNpOTUBONOKA3aHNS) ,g/‘/'-ﬁ
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WanonzpaHe no BpeMe Ha KbpMeHe

He e useectHo ganu simvastatin unu HeroewTe MeTabonnTt Ce eKCKPeTUpaT B MaiuMHOTO
MNAKO. T KETO MHOFO IEKApCTBa C& eKCKPEeTMPaT B MaiuuHOTO MNSKC ¥ nopagn noTeHuManHus
PUCK 33 TEXKM CTpaHudHM edekTw, xehvre, nonyvaeawyy ZOCOR, He Tpsbea pa kepmsAT. (4.3
FpoTUBONOKAa3aHWA).

4.7 EchekTU BHpXY cnocoBHocTTa 32 wodupake ¥ paboTa ¢ Maliuiu

Hama ceegennd, xouto pa npegnonarar, 4e ZOCOR ce oTpasaBa BbPXY Bb3MOXHOCTTE 33
wodupare vRK NINONZBaHE Ha MALUMHI.

4.8 HexxeriaHy AeKapceTReHU beakiiny

ZOCOR 0o6wo 83870 Ge NoHach Jo0pe; No-FoNAMaTa YacT OT NIBECTHITE HEXMENaHY peakuvin
ca nexu 1 npexogHwn. MNo-manko o 2% oT nauueHTrTe ca GUNK OTCTPaHEHW OT KOHTPOMNHUTE KAMHWYHIA
W3CReaBaHMA, Nopaay HEXENaHY peakunn, Absxawm ce Ha ZOCOR.

Mpw KOHTpORMPaHWUTE KIMMHUYHK NPOYYBaHWS, NPOESREHN eV NYCKEHETO Ha npenapara Ha
nasapa, HabniofaBaHuTe HEXEenaHn peakuny, HacTenBalm ¢ yectora 1% WK noBeve U NpeLeHeHn
OT MICNEeNORATENs KATO Bb3aMOKHO, BEQOATHO WM CUIYPHO CBLP3aHW € MEeKapcTBOTO Ca:
abpomubanHa Gonka, KoHcTUnaums v gnatyneHuma. Jpyrn Hesxenanw peakuwmi, HacTenwni B 0.5-
0.9% oT NaLmeHTUTe, ca acTeHus Y rnasobonuve.

3a nosBaTa Ha MUOMATUS Ce CLoblYaBa psaKo.

B npoyusaneto HPS (Heart Protection Study — Mpoyusaxe 3a KOpOHapHa KapAvIoMpoTEKLMs —
Bk 5.1. dapmakognHammuKHi cBOWCTRA), NpU KoeTo Ha 20 536 nauuerTa e npunarad ZOCOR 40 mg
(h=10 269) gHesHo unu nnauebo (n=10 267), sa nepuoga Ha NPOY4BaHETO OT CpegHo 5.5 roguhw,
npoduiieT Ha GesonacHocT e Gun NoAgobeH Npu natmeHTuTe TpeTupanu ¢ ZOCOR u Teaw, TRETUREHN
¢ nnaueto. B ToEa mera npoyysaHe ca OTOERA3BaHW CaMO CEPUO3HWTE HEMENaHW NEeKapcTEEHU
peakuMn 1 NPexLCEaHUATA Ha TepanuaTa nopagn HEXenaHn nekapcTeeHn peakumn. Yectotute Ha
NpeKLCBEaHe Ha TEpanWATa MOpany HeXeraHy ITEKApCcTBEHM peakimm ca cxogun (4.8% npu
naumenTuTe niekysaHn ¢ ZOCOR u 5.1% npu nauventute Ha nnauedo). Hectotata Ha muonamus e
Guna no-manko oF 0.1% npu nauvenTTe, siekysaHu ¢ ZOCOR. “ectotata Ha noBWEHN
TpaHcammHasM (noBeve oOT 3 NbTW ropHa rpaHWLa Ha HopMard, MOVEBPASHO © MOBTOPHU
uscnensauus) e 0.21% (n=21) 3a nauuenTUTe Nekysann ¢ ZOCOR u 0.09% (n=9) 3a naumeHTATe Ha
rnauebo,

MpM KNUHWYHOTO npoyuyBaHe 4S8 (Buk PapmakoguHaMUuHM  CBOWCTER, KnmHW4HM
npoyusaHua), BKMIONBAWO 4444 nauvedTn, nekysahu ¢ 20-40 mg gHesHo ZOCOR(n=2221) wnu
nnauefo (n=2223) npogunuTe Ha Be30MacHOCT M MOHOCUMOCT ¢a G cpaBHUMY 32 ABETE TPynn 32
neproaa Ha TOBa M3ceaBane - okono 5.4 romxw,

CrepruTe AONLAHUTENHWN HEMXENaHn peakuun ca bunn Habrogasasy npr HEKOHTPONUpaHK
KFUHNMHN MPOYYEaHWS UMW NPy eXedHesHa ynoTpeba: rafigne, aviapus, 00pue, gucnencust, NpyprTyc,
anonetvs, 3JEMasHOCT, MYCKYNHW Chi@sMu, MWanrns, naHkpeaTuT, napecreaws, nepudepHa
HeBponaTWs, nOBpLllaHe M aHemuA. Pagko HacTensar pabaomuonuaa U XenaTtur/MKTep.
CpaBHWTENHO paako e Habnioaasad uapaseH CUHAPOM Ha CBPLXY4YBCTBUTENHOCT, KORTO Ad BIIOYBA
HSIKOW OT CNegHWTES CUMITOMW. &HruoegeM, Nynyc-nofobeH CUHAPOM, PeBMaTUYHa NONUMWanTvs,
AEPMATOMUO3UT, BACKYNUT, TpoMmBoumMToneHnus, ec3nHocthunusg, noeuwerna CYE, aptpur, aptpanrs,
ypTuKapus, ioTOUYBCTEBUTENHOCT, TEMNEPaTYpa, 3a4epBnBaHe, ANCHHER W OTNaHHAnoCT.

OTKITOHERMA B IABOPATOPHUTE INOKAIATEIHN
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3a 3HaYUTENnHO M MEPCUCTMPALLO MOKayBaHe Ha CEpPYMHUTE TpaHcamuHasy ce cbobliyasa
paako. Mva crhoflleHus U 3a NopMliasaHe Ha GTOMHOCTUTE Ha arnkarnHarta dpochatasa U HMa g -
rAyTaMun TpaHonenTuaasaTa. OTknoHeHWATa BEB (DYHKLMOHAnNHUTE YepHoapobHY npofu ca nexu K
npexopHy, Crobluaea ce 3a nokaysaHe Ha HVBATa Ha cepymHaTa KpeatmHkuHasa (CK), oceobofena
OT CKenetHuTe Myckynn (Bux 4.4 Cneyvansy npefynpexaeHns 1 cneynansy npeanasHn Mepku
npu ynotpeba, Muonatna/Pabaommonunsa).

Mma ceegeHvs 3a CNefHUTE HEXENaHn Peaklm, HO HE € YCTaHoBeHa NMpuMUHHATa BPB3Ka ©
TepanuaTa cke ZOCOR: penpecws, mysiudopMena eputema, BKNIOYMTENHO cuHApom Ha Stevens-
Johnson, neexonexHna n nypnypa.

OELA (OT 10 8O 17 MOOUIHHA BB3PACT)

B enHo npoydsaHe, BikMioueawo geula oT 10 fo 17 roguMiHa BBL3PAcT, © XETEpOsUroTHa
hamuriHa xunepxonecTeponuMuA ( n= 175), npodmieT Ha BezonacHoCT M NOHOCUMOCT Ha rpynara
nekysana cec ZOCOR e 6un nopgobeHd Ha Toasu Npu rpynata nekyeana c nnauebo (swx 4.4
Creuvandyt n[pPOTWBONOKA3aHUS 1 CNMUMANHN npeaynpexgeHns 3sa ynotpeba, Ynotpeba B
neguatpusTa; 5.1 dapmakofuHaMuuHU CEOACTER)

4.9 TpenosupaHe

Wma cboblueHus 3a HSKOMKO criyyas Ha Npeaosvpade; MakcumanHara npuera fosa e buna
3.6 g. Bouukn maumenTV ca ce Be3cTaHoBuny Gea nocriegctens. B Takvea cniyvan Tpsifea fga Gwaar
MPUACHKEHN ODLIONPUETUTE MEDIN .

5. PAPMAKOJNIOI'MYHK OAEHU

5.1 ®apMakoGUHaMUWYHU CBOUCTEA

ZOCOR (simvastatin, MSD)} e rnioHwKaBall XOnecTeporia MEeAWKaMEHT, MOony4YeH no
CUHTETUYEH NLT OT (pepMeHTaLMOHeH NpogyKT Ha Aspergillus terreus.

ZOCOR e cneumduden wHxumbutop Ha HMG-CoA pegykTazata, eH3UMET, KOWTO
KaTanuanpa KoHBepTMpaHeTo Ha HMG-CoA B mesanoHat. Ipu TepanesTuuHuTe Jo3wn, obave,
eH3UMBLT He e WsUANe GroKMpaH, CNefOoBaTENHO MNO3BOMABa HanuyHocTTa Ha OWosornyecku-
HeoBxoguMiTe KORMYECTBa MeBanoHaT. Thit kaTo KoHeepTMpaHeTo Ha HMG-CoA go mesanoHar
€ paHen cTaaui Ha BuocuHTEsaTa Ha XonecTepona, He TpAGBa Aa ce OYakea, Ye TepanuaTa Cke
ZOCOR LWe NpuyvHK SkyMynaumaTa Ha noTeHUManHo Tokcuuky creponu. Ocsen Toea, HMG-
CoA Bennara ce metabonusupa obpatHo fo anetun-CoA, koiTO OT cBOS CTpaHa ¢e BKMYRa B
MHOro GUOCHHTETUMHU NPOLIECK B OpraHnaMa.

Bbnpeku Ye XONecTEPONbLT € MPEKYPCop Ha BCUHKN CTEPOWAHN XOpMOHN, simvastatin He
& [OKa3an A2 MME KIMHWYEH edekT BbPXY cTepongoreHesarta. Simvastatin He npuuuHABS
YBEMUYEHUE HA XIBYHATE NWTOFEHHOCT W, criejosaTeinHo, He Ou TpsibBano fia yeenudyasa
WHLMAESHTUTE HE HTHYHW KaMbHK.

KIWHWYHK MPOYHBABIWA

ZOCOR e nioxasan, Ye HamManssa, Kakro HopMansuTe, Taka U MoBUIUEHUTE KOHUEHTPaUUK Ha
LOL-C. LDL ce dopmuvpa OT MHOFO HWCKO MABTHWUTE nuionpoTenHu (VLDL) n ce katabonmanpa,
MPEAUMHO, OT cuTHUA adimkuteT Ha LDE-peuenTtopa. MexanuameT Ha LDL-noHmxasalms edext Ha
ZOCOR Moxe ha 3acerHe, KaKio pefykuwsita Ha koHUeHTpaumata Ha V0L.DL-xonectepona, Taka u
uHayKUMsTa Ha LDL-pelienTopa, A0BEXOaAkM 40 HEMaNEHO NPOU3BEXAaHE U YBenu4en katabonmibm
Ha LDL-C. Mo Bpeme Ha TepapuatTa cbc ZOCOR, CHWECTBEHO crlaga v anonvnonpoTenH B.
Doxonkore Bcsika vactvua LDL cbobpxa egHa moniekyna anonvnorportewd, B, a B ocTaHanure
NUAONPOTENHK UMa MaNKo anonUnonpoTenH, ToBa npennonara»’ﬁe\ZGCORatje\n
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zarybata Ha xonectepon oT LDL, HO ChIL0 KM pesytMpa KOHUEHTPaELMUTE Ha UvpkynvpauwmTe LDL
yactru. OceeH Toea, ZOCOR ymepeHo yeenuyaesa HDL-C v peayLvpa nnaiMeHmTe TpUrmvuepuan.
B pesynTar Ha Tean NpoMeHy, ce pesyLmMpar oTHOoWeHMATa Ha ToTanHua- koM HDL-C 1 LDL-C kum
HDL-C.

Yuactneto Ha LDL-C npw areporeHesata ca yCTAHOBEHW YPES KAMHUHHW 11 NATONOIAUHN
M3CNeABaHusA, KaKTo W 4pe3 MHOXKECTBO eKCnepuMeHTn © XueoTHw. Enungemuonoruynurte
MscriegeaHus Ca YCTaHOBUNW, Ye BUcokWAT oBw-~-C u ano B ca puckoBW chakTopy 38 MCXEeMUYHE
GorecT Ha crpUeTo, Aokato succkvaT HDL —C v ano A-l ¢a cBbp3IaHn ¢ HaManeH pUcK.

Uexemudra Bonect Ha CupLeTo

B knuHu4HoTO hpoyuysaHe Scandinavian Simvastatin Survival Study (4S5), ederrsT Bopxy
obliaTa cMBPTHOCT Ha Tepanuata cke ZOCOR Gette oleHeH npu 4444 nanuenty ¢ UBC ¢ nsxopex
o61-C 212-309 mg/dL (5.5-8.0 mmal/L). [Tpy ToBE MyNTULIEHTRWYHO, PaHACMUIMPEHO, FIBOMHO-CRISND,
nrauefo-KOHTPONMPaEHO RPOYMBaHe, NaUWMEHTUTE C aHFMHA WNK NpekapaH MuokapaeH WHdapkt (MW}
ca Bvinn TpETMPaHX © AveTa W CTaHaapTHU rpuwx u unv ZOCOR 20-40 mg gHesHo (n= 2221) unu
rnauedo (n= 2223) sa nepwog ot 5.4 roguHk. Cnep npuknioysare Ha U3cHeRBaHETOo, NEYSHUETO ChC
ZOCOCR pgoseno go cpefHa peaykiva Ha obluma xonectepon, |L.DL-C, n tpurnuuepuante ¢ 25%, 35%,
v 10% pecnekiveHo, W cpefno ysenwueHue na HDL-C ¢ 8%. ZOCOR namansea pucKa OT CMbpT
(churypa 1) ¢ 30%, p=0.0003 (182 cmepThyt chiyyas B ZOCOR-fpynata B cpasHeHue ¢ 256 cMBPTHI
cnyuan B nnauebo rpynara). PuckeT or CHD ombptHooT Be Hamanen ¢ 42%, p=0.00001 (111 kem
189). ZOCOR chilo Taka HamansBa pucKa OT MosiBaTa Ha ronemy KopoHapHu uHuvaentu (CHD
CMBPTHOCT TUNIOC KITMHUYHO fIOKasaH W HedhaTaneH muokapaeH urHdgapkT)(durypa 2) ¢ 34%,p<0.00001
(431 nauvenTa keM 622 nauveHTa C €MH WMK NOBEYe WHUMEEHTA). PUCKET OT HarmMuueTo Ha
KAVHWYHO gokasax Hedharanen muokapaeH wHdapkr 6un Hamaner ¢ 37%. ZOCOR Hamanu pucka ot
MUOKEpOHWM DEBackynapusaLMoHHN Mpouegypn  (aopTo-kopoHapeH aptepwaned Oaiinac wnw
nepKyTaHHa TPaHCNyMeHHa KopoHapHa aHronnactka) ¢ 37%, p<0.00001 (252 naumeHTn Kem 383
nauventy). Ocsen Topa, ZOCOR 3HauiTenHo Hamansea pucka ot daranuure ANoc He-arankuTe
MOZBYHO-CBHOBM WHLMAEHTU (MHCYNT M NPEXOAHC HapyLUEHWE Ha MO3BMHOTO KpbBOOOpHLUleHnE) ¢
28%, (p=0.033, 75 nauventa cpewy 102 nauueHTa). He & UMano CraTMeTMYEcKky 3HaYUMma pasnuka
MEXLY MPynuTe NpK He-Kapawo-BackynapHata embpTHoeT, ZOCOR Hamansea pucka ot CMBPTHOCT OT
3HaAUMTENHY KOPOHapHM VHUMOEHTW , NPOCciiedeHo no rpadmkara B nogobHa creneH HA HUBATE Ha
naxogHuTe ofiiy ¥ LDL-C. PycksT oT CMBPT NpY naumeHTy Hap 60 roauayv Belte Hamaner ¢ 27%
npy naumerT < 60 roguamn © 37%, (p<0.01 3a ABeTe BL3pacToBuM rpynu). Toii KaTo e UMano camo 53
crydyas Ha CMBPT Ha xehu, edexTeT Ha ZOCOR BLpXY CMBPTHOCTTa NPHA XeHuTe He MoXe Aa 6bae
anekeatHo oueHed. Taka whn uwHade ZOCOR Hamanssa pUCKa OT pasBUTUE Ha 3HaUUTenHW
KOpOHaPHN MHUMASHTUA ¢ 34% (p=0.012, 60 xeHu KuM 90 eHWU ¢ eAMH WV noBeve uHUMAEHTa). Mpy
nauveHTU e daxapeH AuafeT, PUCKLT OT FONeMX KOpOoHapHwW WHUMgeHTu Gewe wamanew ¢ 55%,
p=0.002 (24 naureHTa cpeily 44 naluenTa).

Tabnmual Tabnuua 2
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Bucok pUCK 0T McxeMuuHa Gonect Ha cbpleto (MBC) vunn aokasara MEC

B npoyusaneto HPS (Heart Protection Study — [Mpoyueahe sa xopoHapHa npoTeKkuus)
TepanusTa ¢ ZOCOR e nacnepsada sbpxy 20 536 nauweHTa ¢ BUCOK PUCK OT UCXEMWYHN KOpPOHapHW
VHUMAEHTY hopaon anabeT, aHamHeaa 33 WHCYNT unk fipyra MoswbuHockhosa Bornect, nepudepHa
cehoBa GonecT, Wik ¢ gokasaHa MBC. B ToBa MHOMOUEHTPOEO, PaHAOMMU3NPaHo, ABOWHO — CRFNG,
nnaveBGokoHTpoONKUpaHeo nNpoyysade, 10 269 nauuexTa ca nekyeaHn ¢ ZOCOR 40 mg axeexo 1 10 267
naumenTa ca 6unu Ha nriauyebo 3a nepwoy oT cpeaHo 5.5 rogunu. Maxopuwte Huea Ka LDL-C ca Guan
KaKkTo cnegea: mog 116 mgldl ipr 6 793 nauuenta (33%), mexay 116 v 135 mg/dl npu 5 063
nauwenrta (25%) » no-ronemm ot 135 mg/dl npw 8 680 naunexTa (42%).

Tevenueto ¢ ZOCOR 40 mg gHesHo cnipsmo nnauebo e aoBeno aAa HamanseaHe Ha obwara
emeprHocT ¢ 13% (p=0.0003), koeto ce AwmxkM Ha 18% Hamanenme Ha cmbpTHocTTa oT MBC
(p=0.0005}. ZOCOR cblL0 Taka & HaManu p1cKa OT roNemMn KOPOHaPHN NHUWAEHTN (CLCTaBeH KpaeH
riokasaten, BKoueaw HedatanHua WHbapkT Ha MuoKapaa wnn KopoHapHata comuepT) ¢ 27%
(p<0.0001). ZOCOR e Hamanui HeoBXoauMOCTTa OT KOPOHEPHY PEeBacKynapn3alMoHHK MpoUeaypu
(CbCTaBEH KpaeH TOKasaTerl, BKMIOWBAL] KOpoHapeH aprepuansd Oai-nac W AepKyTaHHa
TpaHCAYMeHarHa KOpPOHapHa aHrMeniacTuKa), Kakvo ¥ HeobxXoAMMocTTa OT neputepHn U Apyr He-
KODPOHEPHW peBackyhapusalMorHn npouesypn, ¢ 30% (p<0.0001) v 16% (p=0.006) cnoTBETHO.
ZOCOR e Hamanun pucka oT mMozbHMeH MHCYNRT ¢ 25% (p<0.0001), koeto ce Bumku Ha 30%
Hamanenne Ha nexemuunus weHeynt (p<0.00001). Ocsed Toea, ZOCOR e Hamanun pucka oT
XocnvTanusauus 3a angina pectoris ¢ 17% (p<0.00001). PucksT OT ronemMmy KOpoHapHu WHUMAEHTI |
ronemy CbA0BY MWMHUMAEHTY (CbCTaBeH KpaeH MOKa3aTen, BKMYBaU! rojileMwTe KopoHapHW
MHUWASHTI, MOZLYHATE MHCYNTW W PEBICKYNEPpW3SUMOHHUTE NpoLesypn) e Bun Hamanek ¢ 25%
npy aaueHTM ¢ unn Ges UBC, exmouutenHo AvaGeTui v MauMeHTy ¢ nepudlepHi ChAOBKA Wan
MO3BUHOCHA0BY Gonmect. B AonbrHeHWe, B NOATPYRata Ha nauvedtute ¢ auaber, ZOCOR e
Hamanun PUCKa OT DaE3BUTUE Ha YCHNOKHEHWS OT cTpaHa Ha ronemure nepudepHn CbhoBE,
BIUTIOUATENHO nepudiepHl  peBackynapuaauvoHHX  npouenyp  (vpyprus W @Hrvonnactuka),
amryTaumMy Ha LOAHW KpaiHuLw, unv yrnkycu Ha kpakata ¢ 21% (p=0.0283). MpeavasukaHoTo OT
ZOCOR HamaneHue Ha PUCKa KakTo OT ronemy CbZoBu MHUWASHTW, Taka M OT ronemit KOpoHapHu
nHUMaeHTH, € Guno nofpe M3paseHo ¥ CXOAHO HE3aBMCUMO OT BbapaciTa Ha nauueHTwTe, nona,
naxoguuTe Huea Ha LDL-C, HDL-C, TG, anonunonpotert A-l, nn anonunonpoTtend B, Hanwive wnu
HEe Ha XWNEepTOHWA, HMBA H& KpeaTMHWHA A0 TOpHAa FpanuLa 33 BKIIDYBEHE B Mpoy4yBaHeTo oT 2.3
mg/dl, HanmWuMe N He Ha WSXOAHO MEYEHWE C KapAVOBAcKynapHW INeKapcTBEHW MpoaykTu {BKA
acnupuH, Geta Grokepw, ACE nHxubuTopy N Kanumesyn aHTaroHUCT), MyweHe, NPUEM Ha anKoxXon
unu 3aTnecTABaHe. Ho netata roguwHa, 32% ot nauveHTuTe B Anauyebo rpynata ca B3UManW CTaTtvH
{W3BLp RPOTOKONE Ha MPOoYYBaHETD), MOpagy KoeTo HabnioAasaHoTo HaManeHye Ha puUcka NnoaueHAea
peannus edexT Ha simvastatin.

Anrvorpadicki HpoyyBaHKWn
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B MHoroLeHTpoBOTO AHTM-ATepoma uacnegeade (Anti-Atheroma Study) e npoyueH ethekTsT
Ha TepanusaTa ¢be ZOCOR BLpXY KOpoHapHATa aTepocKieposa JUpes KOpoHapHa aHrviorpadust Ha
XWNEPXONECcTEpONeMUNHY MEXE W eHy ¢ KopoHapHa Gonecy. B ToBa npousBoOnHO, KOHTPONMpaHo
KIMWHUYHO Y3cnegsaHe, NPOBESEHO ¢ ABOMHO cnsn oniT, 404 nauweHTn ¢ HMBA Ha oBlywWA XonecTepon
o7 212 po 308 mg/dL (5.5 go 8.0mmol/L) n cpenHo M3aXogHO HUEO Ha LDL o1 170mg/dL (4.4 mmol/L)
ca Gunn TpeTupaHy ¢ KoHBeHUWoRanku mepku n ZOCOR 20mg/d wnm ¢ nnale6o. AdrvorpamuTe ca
Guny OLEeHEHW cCriefd ABE W YeTUPW roavHW AHrMorpama Ha MaxXogHOTO ChCYosHME ca mumanu 347
nauueHT W Hali-manko eguHa nocnegeawa aHriorpama. [lpy palMeHTW, KOUTO ca npuemani
nrauedo,nesunTe OT KOPOH2pHATA ATEpOCKIIEpO3a Ca C& BOWMNM MoYTY JivHeiino. B xoHTpacT,
ZOCOR zHauuTenso e 3abaeun passWTUETO Ha NeanyTe, KOSTO YK B OKOHYaTENHaTa aHruorpava
OT cpepHara npomsHa 3a nauweHT Ha muHumanHute (p=0.005) n cpeghmTe (p= 0.028) nymeHOBW
avameTpy (KpalHWM TOUKY, NOoKa3Balll, CLOTBETHO, (PaKanHyu W Andy3suoHHU 3a00MsaBaHns), KaKTo u,
NpoUeHTHO, avamerpanHara creHosa (p=0.003). ZOCOR, celle Taka, 3HaUMTENHO Hamanssa
nponopLMsTa Ha nauueHT ¢ HoeW nesun (13% ZOCOR vs 24% nnaueCo, p=0.009) u ¢ HoBu
uanocTHy oknyamn (5% cpewty 11%, p=0.04). CpegHata nipomsHa 3a nauMeHT Ha cpefHUTe U
MUHVMERHWTS NYMEHOBY BUaMETPY, U3YKCTIeHI Ypes CPaBHWUTENHW aHIMorpami Ha nofrpyna ot 274
MEUMEHTH, KOMTO ¢a GUNY Che ChBNaAaLLY aHIMorpadicki NPOEKUMKY Ha MBX0AHOTO HUBOD, Ha BTOPaTa U
JYeTEBTATZ TOgUHE Ca NpefcTaseny no-pony: (curypn 3u 4).

Tabnuua 3 Tabnvua 4
Figure 3 Flgure 4
Maan Lumen Diameter Minimum Lumen Diameter
{Mean and Standard Eror) {Mean and Standard Eror)

0 rghange fzom Baseline (mm}

0o Changs from Basdline (mm)

0 kil 002 |
Slm\fsta;ln 004
-0.02
006 |
-0.04
p=0.015 ocs L
-0.06
01
-3.08 Placebo
{n=130) 012 -
-04 014 |
012 L L 016 ! ’
0 2 4 1] 2 4
Yoars Yoars
NuosruHa Xunepxonecteponemus W KomBuHvpata Xwneprmunnaemus (Fredrickson Tun lla 1
114]

Pesyniratuie o7 MPOYYBaHWA, NOKa3BallM AO30-33BUCUMMR OTroBop Ha simvastaiin npu
[MaUMeHT ¢ MbPBUYHA XMNepxornecTeponemus 1 KomMOWHMPEHa (CMeceHa) XvnReprnunuAemus ca
npefcraseHy B Tabnuua 1:

TABIULIA 1
[o30-32BMCHMKM _ OTFOECD NPW _NELMEHTH € MbpPBUYHE XWMNIEDXONECTEeporneMus 1 koMmBunupaxa

jCMECEHa) vnepnvunuoemMst
(CpeaneH npoleHT Ha NpoMsAHa CHPAMO MaXoaHUTe HYBa cnel 6 Ao 24 cepmuum)

TNEMEHWE Epoti TG*
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L-C

Cpasuntendo [poyysane ¢ Hucku Josn
ZOCOR

5 mg** 109 -19 -26 10 -12

10 mg** 110 -23 -30 12 -15

Scandinavian Simvastatin Survival Study

Placeho 2223 -1 -1 4] -2

ZOCOR 20 mg™* 2221 -28 -38 8 -18

Cpasrurento Flpoyysane ¢ Bucoku fozn
ZOGCOR

40 mg** 433 -31 -41 g -18

80 mg** 664 -36 -47 8 -24

MHoroueHTpoBo MpoyysaHe BBRXY
KomBuHupaHa Xunepnnnaemus

Placebo 125 1 2 3 -4

ZOCOR 40 mg* 123 -25 -29 13 -28

ZOCOR 80 mg™ 124 -31 ~-36 16 -33

* CpepgeH HpoUeHT Ha npomaHa
** Beuep

B CpaenurenHeoto [Ipoydsade ¢ Bucoky [osu enda TpeTa oT RaumMeHdTHTe, MOCTUMHaNN
HamanseaHe Ha LDL-xonectepona ¢ 53% v noseye npy fosa 80 mg. MNpoUeHTeT HA HaMmaneHwe Ha
LDL-xonecTepona Gelle CHBELPLIEHO HE3ABUCUM B CpPaBHEHME C WUIXOZHWTE HuBa. 3a pasnvka ot
Hero, MPOUEHTLT Ha HamaneHwe Ha Tpurnkuepuawte Oelte cBbpaaH ¢ 0asayiHUMTOTO HWBC Ha
Tpurpuuepuaute, OT 664 naumedTta, paHaommuavpadn Ha 80 mg, 475 nalmerTa ¢ ANASMEHN HNUBa Ha
TpurmuepuanTe < 2.25 mmol/L (200 mg/dl) nMaxa cpegHo HamarneHue Ha TpuruuepuanTe © 21%,
Aoxaroe npu 189 naumeHTa ¢ xunepTpurnvuepwiemus (>2.25 mmol/l), cpegHOTO HamaneHWe Ha
Tpurivuepuavte Gewte 36%. Mpu Tean npoyuBaHWs, naumeHvuTe ¢ Tpurmmuepuan >4 mmolit. (350
mg/dL), Bsixa W3KMHYEHW.

B MsuoroueHtposo {poyysaHe Bbpxy KomBuHupana Xunepnunupgemus, paspomMusnpaHoe, 3-
nepuogHo, “crossover’ npoydsaHe, 130 nauvenTta ¢ komBuHupaka xuneprvnugemust (LDL-C>130
mg/dL 1 TG:300-700 mg/dL), Bsxa nexysanu ¢ nnaueto, ZOCOR 40, n 80 mg/gHesHo 3a 6 ceammun.
Criopen [osa-3asuckumns npubumn ZOCOR 40 v 80 mg/aHesHo, Hamarmxa cpeghna LDL-C ¢ 29 u
36% ( nnaueb0:2%) u cpeaHuTe HUBa Ha TG ¢ 28 u 33% (nnaueo:4%), u yeenuuuxa cpeatust HDL-
C ¢ 13 u 16% (nnaue60:3%) v anonmnonpoTerH A-1 ¢ 8 1 11%( nnauebo:4%), CLOTBETHO.

XunepTpurnmiepnaemus (Fredrickson Tun iV xunepaunuaemms)

PeaynTaTwTe OT aHanvsa Ha NOATpynaTa, BiriovBama nauventu ¢ Fredrickson Tun iV
XuNepnunuEeMus ca npeacTaseqn B Tabnuua 2. W AseTe npoyvsaHus ca ABolHO-crieny v nnauebo
KOHTpOnupaHy; eaHoTo Gelue “crossover” npoyusake W BkAaloysalte nnauebo uim ZOCOR 40 and
80 mg/aHesHo, 2 ApyraTo Gelle napanenHo npoyysaHe, cpasHaBalo nnauebo unn ZOCOR 20, 40, n
80 mg/nHesHo. Besaka rpyna Ha neveHue Bkmovsawe apubnusurento 30 naumenta. CrpoTBETHUTE
Ga3oBn croiHOCTW 3a Twn IV nauweHTMTe B ApBeTe npoyuaeunua Osxa: ofw-C =279 (7.23) u
233 mg/dL (6.04 mmol/L); LDL-C = 120 (3.11) u 100 (2.59); HDL-C = 37.(0.96) u 35 (0.91); TG =435

(4.93) 1 441 (5.01); VLDL-C = 99 (2.56) 1 94 (2.44); He-HDL-C = 24346.29)m 1 98+(5.13)-
e T L N
x,a \
TABMALUA 2 -
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Mpoyusanusa BepXY TyN IV Xuneprvnuoemis
Cpeghnar lNpouexT Ha Tpomana oT MaxoaHute HuBa

O6w- | LPL- HDL-C | TG* VLDL-C* | we-HDL
C C -C
“Crass over” Mpoyusane*
Mnauneto -2 1 3 11 -8 -3
ZOCOR 40 mg/aHeBHO -34 -34 13 -36 -46 -41
ZOCOR 80 mg/ gHesMO -36 -34 14 -39 -54 -43
Mapanerneho [Tpoyysane®
[Mnauebo 0 3 3 -13 -10 -1
ZOCOR 20 mg/ gHesHo -21 -23 9 -21 -33 -26
ZOCOR 40 mg/ pHeBHO -26 -25 9 -21 -35 -32
ZOCOR 80 mgf gHeBt0 -33 -35 i -33 -44 -41

*cpeaeH NPoUEHT Ha NpoMsHa
*npubnnsurento 30 NaumeHTa BbB BCAKA rpyna Ha fevysHue

OucGeTanunonporenHemus (Fredrickson Tun (Il xunepnunnaemns)

Tabnuua 3 npegcTaes pesyrraTuTe OT aHanuWsa Ha noarpyna oT 7 nauvenTa ¢ Fredrickson Tun Nl
xunepnvnuaemus (ancBeTanunonpotenHemms; ano- E2/2 u VLDL-C/TG>0.25) oT aBoiHo-chsino,
nnaueBo-koHTponupaHo, 3-thasoee “crossover” npoyysade, eknousawio 130 nanvenTa. B ToBa
npoyuBaHe cpefHUTe WaXopHW cTofiHocTy Brxa: OBw-C = 324 mgfdL (8.39 mmoliL), LDL-C (+IDL)=
121 (3.13), HDL-C = 31 (0.80), TG = 411 (4.67), VLDL-C (+IDL) = 170 (4.40), # He-HDL-C = 291

(7.54).
TABFAMLIA 3

G-cegmuueH, MNMonwxasaw-NMunuoute Edery Ha Simvastatin npy Tun I Xunepnunugemus
CpegHrust NpouenTt Ha MpomsaHa ot WaxogHute HuBa

O6w- | LDL-C* HDL-C TG VLDL-C* He-

c HDL-C
Mrauebo -8 -§* -2 +4 —4* -8
ZOCOR 40 mg/aHeBHO -60 -50* +7 -41 -58* -87
ZOCOR 80 mg/gnesHo | -52 -51* +7 -38 -60* -59

*srmoqea DL

XomoaurorHa thaMmunHa Xxunepxonecreponemms

B koHTponupaHo KAMHWYHO hpoyusBaHe, 12 nalueHTa oT 156 fo 39 roaMka BB3pacT ¢
XOMO3UIOTHa hamurba XWnepxonecTeponemus nonyuyasaxa simvastatin 40 mg na geH kato
eAvHWYHA fo03a WM B 3 paspendym aosu, wny 80 mg Ha Aed B 3 pasgentHy joan. CpepHoTo
HamaneHue Ha LDL-C 3a gosara ot 40 mg 1 80 mg Gewe 14% w1 25%, pecnextueHO. Eguk nauuelT ¢
nunceawia LDL-C peuerropHa ¢yHKUMA uMalue Hamanehue Ha LDL-xonectepona ¢ 41% npw foaa 80
mg.

KrivhuuHn npoyysaHus npy geua ( ot 10 o 17 rognwiya ee3pact)

B egHo AeoiHO-CrAno, nnauebo-KoHTponupaHo npoydyeare, 175 naumedtv (89 mnagex n 76
MOMMMETE C MeHCTpyauws) Ha ewapacr or 10 po 17 roguHu (cpepHa ewspact 14.1 rogusm), ¢

XETEPO3WrOTHE (hamMunHa xunepxonecreponemun (Xe®X), ca Owim pasnpefenetn pa nonyvasat
simvastatin wnn nrauebo B npogbrRKeHVE Ha 24 ceaMuLN (ocHoatgo’ppngBaa%‘a% BKMIOYBEHE B
AL £ a N
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NPOYUYBEHETO CE € MINCKBAIN0 MbpBoHauanHo Hmeo Ha LDL-C mexay 160 v 400 mg/dL v noHe eaun
popviTen ¢ Hueo Ha LDL-C> 189 mg/dL.

Dosmpoekata Ha simvastatin (BegHex gHesHo, Bewep) € Guna 10 mg npes nLpeuTe 8
cepmnum, 20 mg npes sTopyTe 8 cepmuin, v 40 mg cnes Toea. B npoALIHKEHUs Ha 24-Te ceamnuy,
144 nauweHTV ca npegnoYeny Ga NPogE/MKET TepanuaTa u ¢a nonydyasanu 40 mg simvastatin vnn
nrauebo.

ZOCOR 3HauMTenHO € Hamanun nnasMmenuTe HuBa Ha obuwms-C, LDL-C, TG, u ano-B.
Pesyntatite oT yAbrokasaHe Ha npuema Jo 48 ceamuuM, ca Guny cpaBHUMKM C HoiydeHuTe npu
OCHOBHOTO MpoyuB2He.

Cnep 24 cegMUYHO fleueHre Ce e OCTUIHaN0 cpesHo HYBo Ha LDL-C 124.9 mg/dL (rpanuiuu:
64.0-289.0 mg/dL) ripu rpynata nekyeaHa cke ZOCOR 40 mg, otHeceHo keM 207.8 mg/dL (rpaHnus
128.0-334.0 mg/dL) npwn rpynarta nekysaHa ¢ nnauebo,

ZOCOR e e Hamanun cpefHoTo Hueo Ha obuwma-C ¢ 26.5% (nnauebo: 1.6% yeBenudekuns ot
nepsoHavanHus), LDL-C ¢ 36.8% (nnayebo: 1.1% yeenuueHve OT MePBOHEMENHWA), CpepHaTa
cToiHoCT Ha TG ¢ 7.9% (nnaueBo: 3.2%), W cpepHuTe HUBa Ha ano-B ¢ 32.4% (nnauebo: 0.5%), n e
yeenmyun cpegHma HDL-C ¢ 8.3% (nnauebo: 3.6%)

BesonacHoctra U edmKkacHocTTa HA A03K Haasuiasalwm 40 mg AHEBHO HEe e npoyyeHa npu
Deua ¢ XeTepoaurotHa damunHa xunepxonecreponemus. B awarocpoyueH nnaH edmkacTHoCTHOCTTE
OT feYeHUeTo cue simvastatin B geTcka sbapacT 3a HamanseaHe 3abonesaeMocTTa i CMbPTHOCTTa B
3pAna Bb3pact, He e 6wa ycTaHoBeka.

5.2 @apMaKoOKMHETUMHW CBOACTBA

Simvastatin e HeakTnBeH NaKToH, KOWTO in vivo BeaHara ce xugponuanpa Ho cboTeETHAaTA b-
XUAPOKCK KucenuHa, L-654, 869, edmkacen uHxubnTop Ha HMG-CoA pegykrazara. UhxubnpaneTo Ha
HMG-CoA pegyxtasata e OcCHOBa 3a uwsnpobBaHe Mpu (hapMakoKWHETWYHM MscreasaHus Ha
meTabonutute Ha b-Xxuppokcuxvcenuara (akTweHW  uHXMBUTOPW) W, CPeaBaikKu OCHOBHaTa
XMEPONN3a, aKTMBHN MNKC NaTeHTHU nHxuGuTopy (BChukk WHXuBWTOpW). W gearta ca usmepumin B
nrasmarta crfleg npunarase Ha simvastatin,

Mpn uscnegsaHe ¢ 1%C-osHauen simvastatin, non chopmara Ha xancyms (5 x 20), ca
npuriokeHn 100 mg (20 mCi), KOUTO ce pasnpesensT B KPbETa, ypuHata v rekanuute. TpuHageceT
MpoUEHTa OT pPagnoaKkTMEHOCTT2 Ce Bb3CcTaHosABa B ypuhara W 60 npouenta BuE hexanuute.
[focnegHoTO oKassa eKBMBaneHTUTe Ha 20copOuUpaHoTo NeKapcTBo, OTASNEHO B XNLYKaTa, KaKTo 1
HeaGcopbupaHoTo nekapcteoe. Flo-manke oT 0.5 npoleHTa OT JosaTa ¢e Eb3CTaHOBABa B ypWHaTa
kato wHxnBuropyn Ha HMG-CoA peaykTasaTa. Mkxubutopute B nnasmarta Habposear 14 npoderTa u
28 npolieHTa (aKTHEHK W BCYHKK MHXMGKUTOPY) oT AUC Ha ofluaTta paaroakivBHOCT, KOETO foKasea,
ye MHOXECTEOTO OT HanWHHUTE XMMUYHN BUOBE Ca HEEKTUBHW MiK cnabn nHxnuTopu.

Kakto simvastatin, Taka 1 L-654,969 ca cebp3aHd ¢ MPOTEMHWUTE Ha YOBeLUKaTa niasMa
(95%). maehuTe meTabonuTy Ha simvastatin, kouTo ce HamupaT B YoBELlUKaTa nnasma ca L-654,969 u
yeTMpy AONLRAHMTENHKM akTMBHU MetaBonuta. HanmdHocTva Ha L-654,9689 B umpkynauusita Ha
opraHvuama, crieg NpuAaaraHe Ha opanda gosa simvastatin, ce uauucnsaBa Ypes WUINOM3BEHETO HA T.
Hap. reference gosa L-654,969; Ts e uaMepeHa Ha no-mManko oT 5 npoueHTa oT gosara. o aHanora ¢
mogena npw Kyyetara, simvastatin ce aGcopbupa gofipe u nNpemuHasa NPe3 EKCTEH3UBHA
MbpBOHaYanHa eKcTpakUMs B MepHUA ApoD, KOITo e MBEPBUYHO MACTO Ha ASCTEWE, © nocregsaa
EKCKPEUMA Ha NEKapPCTBEHM eXBMBENEHTYM OT xutbukara. CrenoBaresito, HanWyHOCTTE HA aKIMBHO
FIEKapcTEO B obWaTa LMpKYNauua e manka.

Mpy nscneasaHus ¢ NPONGPLMCHaNHOCT Ha A03UTE, C M3Mon3eaHn aosv ot 5, 10, 20, 60, 90 »
120 mg simvastatin, ¢ yBenuuasaHeTo Ha [O3aTa € HAMANO ChIUeCTEEHN OTKNOHeHWA OT NMHeAHoCTTa
Ha AUC Ha uuxuburopure B 0BWwaTta uupkynauws. B ceoTteetcTene ¢ Dupaata dasa, nnasMeHusT
npotun Ha uHxubUTOpUTE He e Bun acdekimpan , korato simvastatin e npunaras HenocpeficTBEHO
npeax XpaHeHe,

DAPMBKOKUHETUYHITE CEBOMCTEA Ha eJUHUYHE W MHIOKpaTHY Aosn simvastatin nokasea, ve He
HACTBNBa KyMynupaHe Ha JIeKapcTBOTO Cfief  MHOFOKpaTtHe  A03 /mpaHe_._, B'bB BCUYKV  OT
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ropenocoyeHuTe hapMaKOKUHETUYH W3CRIEABaHWUS, MakcuManHaTa n[nasmeHa KOHUEHTpaums Ha
vHXvBuTOpiTEe HacTenea 1.3 A0 2.4 Yaca crieg AosaTa.

Mpwu nacnepeaHe Ha nauveHTn ¢ Texkka OLOpeYHa HeAOCTaTEYHOCT (KPEeaTHNHOB KIMPLHC <
30 mL/min), nnazMeHnTe KOHUSHTPaUWUY Ha BCUHKK HXuBKTOopY, crief eGVHMYHA 4033 OT CBLP3aHN ¢
HMG-CoA penykrasata vHXnbuTOpY, ca Bunu ABa MbTY NC-BUCOKK OT Te3l NPy 3apaeu foGposonyum.

B efaHo npoyyeaHe Ha 12 3apasu gobposonuy, MakcuManHaTa nosa Ha simvastatin ot 80 mr
Hamalwe edexT BBpxy Matabonuama Ha wacniegeatute CYP3A4 cyGetpam midazolam u
erythromycin. Tosa nokasea, ye simvastatin He e naxnburop Ha CYP3A4 1 eTo 3all0 ke ce ouakea Aa
BAMAS BBLPXY NasmMeHUTE HUBa Ha APyl fTeKapcTea, kouto ce MeTabonuanpar or CYP3A4.

Bunpekn, Y& HE € HambIHO W3ACHEH MEexXaHuaMbT, cyclosporine e nokasan, 4e NoBMilasa
AUC nHa HMG-CoA pegykrashute nixmBuropu. [Mosnwasadero Ha AUC sa simvastatin acid ce gemxu
BEPOSRTHO OT Yacty Ha nxubupaketo Ha CYP3A4.PUCKET OT MuonaTisi ce YEERMuasa fpWu BUCOKK
nnasmeln Husa Ha HMG-CoA pepyktasa — wHxubutopHata akmmeHocT. HMG-CoA pepykrasa —
WHXMBUTapHaTa aKTMBHOCT MOXE [i@ ce MOBMIM OT MowHuTe WHXubwtopu Ha CYP3A4 u pa ce
ROBULUKM PUCKa OT MyaTaTs (Buk 4.4 Cneljwaniit NPOTUBOMNOKa3aHMs ¥ creluanty npesynpexastng
aa ynotpeba, Muonarua/paGaommonnaa n 4.5 JlexapcTeeHn U Apyrt B3aUMoZeicTeus).

5.3 MpenxnnHUYHKW AaHHU 38 6630HacCHOCT

Opanxarta LD50 Ha simvastatin npu muwkn e, npubniaurento, 3.8 g/kg, @ npu naexose -
npubnusurento 5 g/kg.

lMpvnaraHeTo Ha BUCOKW fo3n simvastatin v cBbp3annTe ¢ Hero axanoay, 3a GonWMHCTBOTO
OT XVBOTWHCKITE BUAOEE NPORBSBa CNEKTbP OT NPOMEHW B HAKONKO ThKaHW. T&3W npomMeHW He ca
HeouaKsaHW, VManky npea Bewn wsnonssadnuTe ronemMyl O3y, chnaTa Ha TE3n nerkapeTsa B
MHXVMBWPaHETO HE MEeNnaBOHATHWA CUHTE3, BaXHATa POns Ha TapreT- eHauMa B OChlLLeCTBAEaHE Ha
KNeTLYHaTa xomeocTtasa. OBLUMPHY CB&fIeHNS, CBBP3aHU C HAKOMKC OT TE3W NPOMEHN NOKA3BAET, Ye Te
ApeAcTaABNABAT npeyBenuyveHue Ha GuoxvMuuHUs edexT Ha Te3wu NexapcTea B camuiA Kpal Ha,
oTroBapAliaTa Ha [03aTa KpuBa. Taka, MopdornorMyHuTe NpomeHn B 4YepHWA APl Ha nmeXoBe,
XVNeprnasusiTa Ha CKBaMOIHUS ENUTEn Ha npegHaTa CTeHa Ha cTOMaxa Ha NMTBX0EE v MULLKY, 1
XeNaToTOKCUYHOCTTA NpK 3aiily- BCHMKM TE Ca NoKasany, Ye ¢a8 AMPeKTHO CBBP3aHN ¢ nHXMENpaHeTo
Ha HMG-CoA pepykTasara.

OTRpUTY €A KarapakT Mpy M3CHeABannA Ha KyueTa, TReTUpaHy ¢ BucoKy doak simvastafin,
maxap 1 npu Manmek Gpoit criyyan. [loKaTto HAMa SICHa KOpPEMauMa Mexgy ronNeMUHaTa Ha CepyMHOTO
JIMNNEHO NOHWK3BaHe W CEPYMHOTO PasBUTHE Ha KaTapaKTuTe, ce Habnigasa forMvecka Bpbaka
MEXOy BUCOKATE CEPYMHU HUBE Ha JiekapcTBOTO W PasBUTMETO Ha KaTapakra cke simvastatin u,
CBBp3aHUTE ¢ Hero uixnbutopt Ha HMG-CoA peaykTasaTa.

Cepymuure Huea (M3paseHM xaro abcomioTHM WHXMOWMTOPM) MpW KYYETa, nony4asalu
MUHMMENHS kaTapakToreHuyHa Aosa simvastatin ot 50 mglkg aHesHo ca 5 meTH NO-BUCOKN OT T€3K, 3a
KOWTO YOBEKLT NONYYaBa MaKcMMandara npegsukaaHa TepanesTuaHa goesa ot 1.6 mg/kg (Ha 6azara
Ha fosa 80 mg/gHeBHO 3a voBek ¢ Terno 50 kg).

Moewuieny cepyMHM TpaHcaMuuaan ce Habrogasar npy Kyueta, nonydasawmm simvastatin
Te ¢e NOSBABAT WIAY KETO XPOHMYHO cnabo noKaysaHe Ha HUBGTO, WK KATO NPEXOHM EH3NMHW
Hapyluenns npy, npubnuantenHo, 10-40 % oT KyuyeTaTa, IPMeMatl ToBa NEKaPCTED. HUTO egHo oT
KyJeTaTa, Nonyyurin Tesn TREHCEMUHA3HK NoKauBaHuA He e MOKasano HUKaKeW GONecTHn CUMNTOMY;
HUTO EOHO OT TRaHCEMWHaZHWUTE NOKaYyBaHWs He € MpOorpecupanc [0 HUBAE, CBLPIaHK C ABHU
YepHOAPOBHY HEKRO3W, HE3ABUCUMO OT NPOALIBKUTENHOTO NpUeMaHe HE AEKapCTEOTO, He ca OTKpUTH
HUKAKBM XUCTOMNATONOMMYHW NPOMEHN B YepHUA Apo0 Ha HUTO €AHO Kyue, nonydasawo simvastatin.

TecTukynapHa gereHepaums e sabnioaasasda npy e He3aBUCMMKM M3CNEABaHUSA Ha KyveTa,
TpeTvpakyt cke simvastafin, Cneuwanun wacneasaHys 3a No-HaTaTkIUHO ONpefenaHe NpupojaTa Ha
Te3an NpOMEHW Ca HAManW ycrex, 3ailoTo ediekTtvTe ca eABa BbanNpon3BearMK 1 HE €2 CELP3aHM ¢
H03aTa, CEepyMHUTE XONEecTeponHV HWBa WnM NpogEMKMTEnHOCTTa Ha nedeHueTo. Simvastatin e
rpepnvceaH Ao Age roAWHM 3a Kkyyeta B gosa of 50 mg/kg aHesHo Ges3 HUKaKBW TeCTUKYIapHWU
edekm.
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TOKCHUYHOCT HA PENPOOYKTMBHOCTTA Y PASBUTHMETO

Mpy MakcumanHo HOHOCUMMK A03M, NpwnaraHW Ha nABEXoBe U 3aliuw, simvastatin He
npegusenkea derandn mandopmatiun ¥ HAMa ediekT BLPXY (epTWUTeTa, penpoayKImeHuTe
thyHKUMKM W HeoHaTanHoTo paseuTve. Behpekn ToBa, NpU PNALXOBE opana go3a oT 60
mMg/KG/BHEBHO XUAPOKCMITHA KUCENMUHE, dhapMaKkonorMuHo akTueHnAT MeTabonnt Ha simvastatin,
BOAW A0 HamansBaHe Ha TEeNecHOTO Teflio Ha Malkkata ¥ yBenudaBaHe Ha deTandute
peaopbumnit U ckeneTHU ManhopMalMy B cpasHeHue ¢ koHTponuTe. MNocnensatitn npoyysaxms,
npoBefieHK nNpwu o3, Jocturawwm go 60 mga/kg/nHeBHo ¢ To3u MeTabonuT Nokasaxa, 4ye Tesn
peasopBuMn u crenetTHW Mandopmaumuin 0sxa nocnefcTeMe OT TOKCUYHOCT Ha DpemeHHoCTTa
(npepcTOMaliHY Neaun, CBbp3aHW cke 3aryba Ha Terno Ha Maikara), cneunduyHu 3a
rpM3aynTe, U € ManKko BepoATHO Aa Ce AbIKAT Ha AupekTeH eeKT BbpXy PasBUTUETO Ha
detyca. Benpexn, ye HeAMa NPOBEfEHK MPOY4BaHUA cLeC simvastatin, NeyeHneTo Ha DpemerHN
nnbxoBe ¢ Gnuskk no crpykrypa HMG-CoA penykrazen unxubutop B posu ot 80 u 400
ma/kg/nresHo (10- ¥ 52-mbTi HagBMWEBALLW MakcUManHaTa [pPenopeYBaHa TepanesTuvHa

B03K, DasupaHa Ha mg:’m2 TenecHa NOBLPXHOCT) NOKa3a HaMansBaHe Ha geTaniuTe nnaIMmexy
HuBa Ha mevalonate.

FTEHETUYHA TOKCUKONOINAA U KAHHIEPOIEBHOCT

Kato ekcreHsueHn Gatepun ca NpoBefeHn in vitro v in vivo reHeTUMHU TOKCWYHW TECTOBE,
KaKto BLpXY simvastatin, Taka M BbpXy cboTEETCTBaWaTta cBobopna kmcermHa L-654, 969. Te
BKMIOYBAT ONMWTU 32 MUKPOGHW MyTareHeau, KIeTbuHW MyTareHesu Ha GoaafiHuum, npekbcBaHe Ha
eauHuuHa sepura JHK 1 TecToBe 3a xpomo3oMbi abepauun. PesynTature oT TeaW uacnefeaHus He
DaBaT AOKA3aTencTBo 33 B3aUMHO ERWSHME Ha simvastatin wnun L-6564,969 ¢ reHeTuyHWA Marepran Ha
Ha-BUCOKO PA3TBOPUMMTE HELIMTOTOKCUMHN KOHLIEHTPALIMKM, TECTBaHK Ypes in vitro onuTHu cucTemn
WM H3 MaKCUManHo SonycTumara [o3a, TecTeaHa in vivo,

MpW MepBOHaYANHATE M3CNEeABaHNA BbPXY K&pUMHOreHHOCTTa TP MMEX0BE W MMILKK ca
rpunaradn aosw mexay 1 mg/kg gHeeHo u 26mga/kg aAxesHo simvastatin. B HUWTO epHa ThKad Ha
MULLKWTE HE ca OTKPUTW HOOKaIATeNcTRa 33 TyMOpHW oOpasyeaHWs, CEBP3aHW € MEYEHMETO.
CTatucTuuecky sHaummn (pJ0.05) yeenuueHuss B criydaute Ha TUPOMAHU (OMUKYNapHN KIETLYHM
aaeHoMU ce HabniogaBaT Npu XKEHCKY NNbxose, nonyyasawm 25 mg/kg simvastatin gHesro (16 neTn
MaKCHManHaTa npenoptyeaHa yoBellka nosa). Toan fobpokaqecTBeH TYMOP Ce MOSESABa Camo npu
MEHCKUTE MITbX0BE, NOgo0HKM NpoMeHK He ce HaGnlogaeaT NpY MBXKW NITEX0BE WM GPU JKEeHCKW
NNbLX0Be, TRETUPaHN C NO-HUCKM foan (no Smg/kg AHEBHO). Tean TYMOPU NPencTaBnaBaT BTOPUYeH
edeKT, OTroBapsAll Ha MEXAVHHOTO yBenMYasaHe Ha KnpbHCa Ha TMPOWAHUS XOPMOH NpW KEHCKW
nhbXose. He ca oTKpUTY APYTM CTETUCTUMECKN 3HEYUMK YBENWMEHNS Ha cliyyanTe Ha SRy Buaose
TYMOD Ha HUKOY THXaHW NPY MTHX0BE, NoNyyasaly simvastatin.

LarHnTe oT Tesn SBe WICnefBaHNa NoKas3saT, Ye XWNeprnasusaTa Ha CKBAMO3HUA envTen Ha
npeaHata CTeHa Ha CToMaxa ce NOSBABa NpY BGAKAKBN [03W. Tesu CTOMAWHN MPOMEH! Ce AbIBKaT Ha
aHaTOMWYHATa CTPYKTYPa, KOSTO HE € cbluara, Kakro npu uvoseka. Owe noseuye, Ye WAEHTUHHW
KAETKW, Hamepenn B Apyra obnactu (Hanpumep €30charuantoTo ¥ aHOPEKTanHoTo CBBP3BaHe Ha
MTEX0BE, MULIKW M KyJyeTa) He ca 3acerHarth.

Pesyntature OT 73 cemgMUUHO WKSCMieABaHe BBEPXY KapPLMHOTEHHOCTTA MPY MUKW,
nonyuyasalym simvastatin 8 gosu Ao 400 mo/ka axesHo (250 nbTit NpenopbYBaHaTa YoBEWKa 033,
nadmcriesa 3a vyosek ¢ Terno 50 kg) NoKassat ysenuuasaHe criydante Ha XenaTolenynapHn ageHomMm
1 KaptmHomK, GenoapoBHn afeHoMU 1 3ASHOMM Ha XapgepuaniuTe xnesu. TTpy Toea uscneasaHe 1
OT PeaynTaTiTe Ha MbPBOHAYANHOTO 92- CEAMMYHO WCNEAEAHE BbPXY KapLUMHOreHHOCTTa Ha MULLIKK
€ ycTaHoBeHa HeedbekTmeHa gosa oT 256 mglkg gHeeHo ( 16 NBTM MakcuManHaTa npenopbusaxa
YyoBELIKa A03a).

Peayntature ot 106-CeSMWYHO AOABLMHWUTENHO WICNeAsaHe EBpPXY KapUMHOTEHHOCTTa [pu
neXoBe, nonysasay simvastatin 8 goan ot 50 mg/kg go 100 mg/kg_peesHo (31 go 63 neTu
MaxkcuManHaTa fpenopkYBaHa 4028 33 YOBEK) NOKassar é;yar,é@‘:qgsgﬁ_i’eg\ criydaute Ha
XenaTolenynapHara Heonnasma, cebp3aHa C NEeYeHneTo. Heecbg—:fxcméﬁg;rei@ggé.—gtiﬁaa 25 malkg
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AHEBHO (16 NBTW  MakCUManHaTa NPenopLYBaHa YOBELKa [033), KaKTo € YCTaHOREHO B
NbPBEOHAYANHOTO M3CREeBaHe BbPXY KapuuHoreHHocTTa. HabniofasaHo e v yBenvuagaHe cnysaure
Ha TUPOWAHW XUMEPRASCTUYHU YBPEXAAHWS, BLNPEKA TOBA, T He BNWSAT BbpXy uYOBeKka, a ca
creumryHN 32 OTASNHUTE BELLeCTBa.

6. @APMALIEBTUYH OAHHW

6.1. CHWMCELK Ha NOMOIUHUTE BEIleCTBA M TEXHUTES KONNYECTEa

ZOCOR 40 mg/tab

Butylated hydroxyanisole 0.08 NF,Ph,Eur.
Ascorbic acid 10.0 USP,BP
Citric acid monohydrate 5.00 USP,Ph,Eur
Microcrystalline cellulose 20.0 NF,Ph,Eur.
Pregelatinized starch 40.0 NF,BP
Magnezium stearate 2,00 NF,Ph,Eur.
Lactose 283.00 NF,Ph,Eur.
Hydroxypropyl methylcellulose 3.30 NF,PhEur.
Hydroxypropyt cellulose 3.30 NF,Ph,Eur.
Titanium dioxide 3.00 USP, E171, Ph.Eur
Talc 1.20 USP,Ph,Eur
Red ferric oxide 0.12 NF, E172

6.2 PUINKO-XMMUYHK HECLBMECTUMOCTH

He e uaBectHa.

6.3 Cpok Ha rogHOCT

24 meceua

6.4 CrieumanHu YyCrioBUS Ha CbhXpaHeBne cbXxpaHenune

ZOCOR ce cbxpaHaea npv Temnepatypa go 30°C u ce usbarsar TemnepaTypi Hap 50 °C.
ZOCOR v BCUYKY NTEKSPCTBA Ce ChXPaHABaT Ha MACTO HEA0CTENHO 3a Aeua.

6.5 [daHun 32 oliakoBKaTa

ZOCOR ce npegnara B anymvHuesn GnneTepl, onakoBaHW B KapTOHeHa KyTus, B CriegHuTe
KONUUecTEa B eAHa onaxkoska: 2 Onmcrepa X 14 Tabnetku (28), 1 Gnvictep X 14 Tabnevin (14)

6.6 MucTpyKLiMY 3a yrioTpeba/Manunynupate

Hama Tanvea.

7. UME ¥ AOPEC HA NPUTEXATEJIA HA PASPELUEHUETO 3A YTIOTPEBA

MSD [DEA INC.,
Fnatopyr - Weelivapus

8. PETUCTPALIMOHEH HOMEP B PETMCTbLPA MO YN, 28 OT 3NAXM

Zacor 40 mg- 9900075
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8. DATA HA [TbPBO PA3PEINABAHE
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3A VINOTPEEA HA

JIEKAPCTBEHWS NPOLRYKT

Zacor 40 mg- 22.03.1999

10. BATA HEA AKTYAJIM3ALNA HA TEKCTA
Mecer Anpyn 2005 roguHa.
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