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ZOCOR! (30KOP) 20mg dhunmupasu TaGleTKy.
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ZOCOR cvanpxa 20 mg cUMBaCTaTHH (simvasiatin) KaTo aKTUBHA CBCTABKA.

ITomomHu BemecTna: Beska Tabnetka cpaspxa 141.5 mg nakrosa,

3a MBJIHUS CHMCHK HA TOMOIIHUATE BEHIeCcTBA, BiXK. TOUKa 6.1

3. JEKAPCTBEHA ©OPMA
dunmupasa TabneTka.

XKrunrokadsaea ennncoBuaHa huaMupaHa TabsieTka ¢ Haanuce ¢ Hagnue 'MSD 735' ot egnara crpana ¥ riaaky
OT ApyraTa CTpaHa.

4. KIMHUYHA JAHHU

4.1 TepaneBTHYHI NOKA3AHAY

HAHHEHTH C BUCOK PHUCK 3A PASBUTHE BA MCXEMWYHA BOJIECT HA CBHPLIETO (UbC) WMJIH

C JJOKA3AHA UBC

[Tpu nau;ueﬂ'm ¢ BHCOK puck oT passutue Ha UBC (¢ unu Oe3 xunepnunuaeMus), T.e. fpyU NALMEHTH ¢ guaber,
AHAMHE3a 33 WHCYJIT WIH Apyra MO3bYHOCHAOBA OosiecT, nepudepHa cbaosa Oonecr, winw ¢ goxasana MbC,

" ZOCOR e rniokazaH 3a:

Hamansasane o6mara CMBPTHOCT upe3 HamasigeaHe cMbpTHocTTa 0T MIBC;

Hamanapade. pucka OT IoJieMM CHEOBM HHIMAEHTH (KOETO BKIOUBa HedaTanHus HMHQAPKT HAa MHOKap/a,
KOPOHAPHATA CMBPT, MOSBUHHUTE UHCYJITH, HAH PEBACKYIapH3allIMOHHHTE IIPOLERYPH);

HamansBane pucka OT ToJIEMH KOPOHapHHM WHUMACHTH (KOoeTo BKIOYBa Hedaranxus HHPApKT Ha MHOKapAa
WK KOPOHAPHATA CMBPT),;

Hamanapane pucka 0T MO3BYEH UHCYIIT,
" HamanspaHe HeoOXOAMMOCTTa OT KOPOHAPHM PpEBAacKyJIapH3alHOHHM MpOLENypH (BKIIOYBAIiH KOpPOHapeH

aprepHadien 6aii-nac U NepKyTaHHA TPAHCIYMEHANHA KOPOHapHa aHTMOMIacTHKa),

-Hamanssane Ha He0OGXOAMMOCTTA OT NepU(EPHY ¥ APYTH HE-KOPOHAPHH PEBACKYIapH3ALMOHHH IPOLIEAY PH;

HﬂMﬂHHBaHe Ha prcKa OT XOCTIHTaNIM3alHA 110 ITOBOX HA CTCHOKAPDAKA.

fpu naunenm ¢ puader, ZOCOR e nokasan 3a HaMANABAHEe pUCKa OT PA3BHTHE Ha YCIOKHEHUSA OT CTpaHa Ha
FONIEMUTE mepmbepnn chA0Be (KOeTO BKIIOYBA: NepUdepHH peBacKyJapH3aUHOHHH IIPOLEAYPH, aMITyTalliX Ha
DONHY-KPANHNULM, UAY YIKYCH Ha Kpakara).

* 3anazenamapka na MERCK & Co., Inc., Whitehouse Station, N.J., U.S.A.
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IIpu XunepxonecreponeMuuny nauuelt ¢ UBC, ZOCOR e noxasan 3a 3abapsHe HalpeJBAHETO HA
KOPOHAPHATA ATSPOCKIEPO3a,. BKJL. HAMaJIiBaHe |Ha PA3BUTHETO HA HOBH JIE3UH H HOBH TOTAJHH OKILy3Uu. -
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HAHWEHTHA C XUIEPJTMITAAEMIAA

ZOCOR e nokasad B qobaBka KbM JMETATA 32 HAMaNSBaHe HA NMOBUIIICHUTE HUBA Ha 001U xonectepos (oo~

C) u LDL-C, tpurnuuepunure (TG) 1 anonunoporeun B (ano-B), i 3a yBenuuyapaHe Ha BUCOKOIUTbTHUA
xonectepos (HDL-C) npu nalleHTH ¢ TbpBUYHE XHIIEPXONECTepOAEeMHUS, BKIIOYBAIlla XeTepO3UIroTHA -
damunna xunepxonecreponemus (Fredrickson Tun lla) unu xomGunupasa (cmecena) XunepaunuaeMus

(Fredrickson Tyn 1lb), xoraTto noenusBaHeTO OT CHOTBETHATA AUETA MK APYTH HedapMaKOIOruyHH CpeacTBa €

HeRocTaThyHO. Beneacraue, ZOCOR nonwkaga crotnomenusta LDL/HDL u o6uy xonecrepon/HDL.

ZOCOR e nokazaH 3a neyeHUe Ha nanuentn ¢ xuneprpuriunepugeMus (Fredrickson Tun {V
XUREePIUTTMASMHUA). ‘

ZOCOR e nioxasaH 3a jieueHue Ha NMallUeHTH ¢ TbpBUdHA AucOetanunonporenHemus (Fredrickson Tum 11
XHUNEPAUITHASMHA ).

ZOCOR e nmokasaH cpiio B foOaBKa KBM JUETATa Y APYTH HEAUETHYHY MEPKH 34 JISYEHHE Ha MNaLUEHTH ¢

XOMO3HMI'OTHA (PaMHJIHA XHIIEPXOJIECTEPOIEMHS 3a HaMallaBaHe Ha NoBHILeHUTe HHBA Ha o6mug-C, LDL-C,
ano-B.

JBELA C XETEPO3UI'OTHA ®AMUIHA XHMIIEPXOJIECTEPOJIEMIS

ZOCOR ¢ nokasad B nobaska KbM AHeETaTa 32 HaMafaBaHe HuBata Ha 00uuga-C, LDL-C, TG u ano-B, npu
MiiaiIe’Kl ¥ JeBOMKHM NIOHE e/IHa Fo[NHA Cie/ MbpBaTa UM MeHCTpyalusl, Ha Bb3pacT oT 10 g0 17 roauty, ¢
XeTepo3urotTHa pamuiita xunepxosnecteposemus (XedX).

4.2 JI03UPOBKA H HAYHH HA HPHIIOKEHHE

Hosuposkara Ha ZOCOR Bapupa ot 5 no 80 mg Ha aen, nprueMaH BeAHEBK AHEeBHO Beuep. Koraro e
HeoOXO0IUMO, KOPUTHPAHETO Ha 03aTa ce IpaBH Mpe3 HHTEPBAY OT He MO-MasKo oT 4 ceAMULM, 0
MaKcuManHa 103a oT 80 mg BeAHBK AHEBHO BEUED.

HAUOWEHTH C BUCOK PHCK 3A PA3BUTHE HA HCXEMUWYHA BOJIECT HA CHPUETO (MBC) WU
C HOKA3AHA WBC

IIpy nauueHTH ¢ BUCOK pHck 32 pasBuThe Ha UBC (¢ unu Ge3 xunepnunuaemus), T.e. HalHeHTH ¢ AUaleT,
aHaMHe3a 3a UHCYJIT MiM Apyra uepedpoBackyiapHa Gonecr, nepudepha cbaoBa 60eCT, MK ¢ aoka3zana UBC,
obuuaiinata nayansa nosa Ha ZOCOR e 40 mg BeiHExK AHEBHO Beuep. MeAuKkaMeHTO3HOTO JIEHEHHE MOXKE Aa
Ce 3aMo4yHe eAHOBPEMEHHO ¢ JIUeTa WM YIIPAKHEHUS.

MALIMEHTY C XUTIEPJIATTUAEMUS (KOUTO HE CA BKIIOYEHU B IIO-T'OPHATA PUCKORA
KATETOPH) E

HaumenTst TpOBa Na ObAe MOCTaBEH Ha CTAaHAAPTHA XONEeCTEPON-NIOHIDKABANA ANETA, IPEAX NPUAardHero Ha
ZOCOR, 1 cnazBaHeTo Ha Ta3y JueTa TpsOBa Aa POALIDKU U IO BpeMe Ha jieuenueTo cbe ZOCOR.
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Obuyatinara HauallHa Ko3a € 20 mg AHEBHO, KOATO ¢e MpHeMa €HOKPATHO B ﬁgg&‘ﬁT Ty BTH, NPU KOHTO €
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BEAHBLK JHEBHO Beuep. [lalyeHTH ¢ Jleka Ko yMepeHa XUnepxosieCTeposieMHus Morar Ja ObaT JIEKYBaHH ¢
Hayanea.1o3a ot 10 mg ZOCOR. Tpabsa Aa ce H3BBPLIN KOPHIHPAHEe Ha 03214, aKO € HeoOX0AMMO, KaKTO €
[OKa3aHO No-Tope.

MALIMEHTH C XOMO3HI'OTHA RAMUWIIHA XUHEPXOQJIECTEPOJIEMIWA

Ha 6Gazata Ha pe3ysitaTH OT KOHTPOJIMPAHH KIVMHWYHH 1IpOYYBaHus, BpenophyBaHaTa £03a 32 NAUMCHTH ¢
xoMmo3urorHa hamunHa Xunepxonaecreponemus e ZOCOR 40 mg/ nuesno Beuep wm 80 mg/ [HEBHO B 3
oTaenHw go3u oT 20 mg, 20 mg, 1 BeuepHa o3a oT 40 mg. ZOCOR 1pabBa na Obzie u3non3eax B fobaBka KbM
Ipyro HaMaaBamo xonecrepona nevenye (Hanp. LDL adepesa) rpu Tezu naukMeHTH HIIH aKO TAKOBA JICUSHHUE
He c*bmecﬂzysa

- [IPUAPYIXKABAIHA TEPATIMI

ZOCOR e edexkTuBeH caMOCTOATENHO HAH B KOMOMHANMA ChC CEKBECTPAHTH HA JKITBYHUTE KHCSIUHU.

ITpwn naumenTtH, npremamu cyclosporine, danazol, gemfibrozil unu apyrn ubparu (ocsen fenofibrate) u
xomOuHanus ¢s¢ ZOCOR, nosata ZOCOR He 1psbBa na nmpepumasa 10 mg auesHo. Hpu nanmenTty,
npuemau ZOCOR zaeaHo ¢ amiodarone unu verapamil, rozara ZOCOR ne 6uBa fa npesumasa 20 mg
aHeBHO (BK. Touku 4.4 1 4.5)

JTO3UPOBKA ITPY BLEPEYHA HEJIOCTATBYHOCT

Toit katro ZOCOR He npeTbprssa 3HaUMMa GEOpeyHa eKCKpelys, He ¢ HeoOX0iuMa KOpeKIHst Ha J03aTta IIpH
MalUeHTH ¢ YMEpeHa CTeNeH Ha 0b0peuHa HelOCTaThYHOCT.

[Mpy nauuenTy ¢ Texka 6BOpevHa HeNOCTaTHYHOCT (KpeaTHHWHOB KHpsHC<30 ml/min) no3H, NpeBHIIABAIIY
10 mg nueBHO, TpaOBa BHUMATENHO Aa Gbaar 0OCHASHH W aKko ce pueme, 4e ca HeoOxoqumH, Jaa 6saaT

.[IpUJIaraHy ¢ roJisiMo BHUMAanue (B, Touka 5.2 ).

TIO3UPOBKA TIPH JIELIA (OT 10 O 17 TOJUIIHA Bb3PACT) C XETEPOSUI'OTHA ®AMIITHA
XVEPXOJTHCTEPOJIEMILL. -

.Hpenopmmenﬂa"ra obuualiHa, Hauanna f1osa e 10 mg BeHbK AHERHO, IpHeMaHa Beuep. TIpenopbuMTeTHIAT

10308 uHTepBan ¢ 10-40 mg [IHEeBHO, MaKCHMAJIHATA NpenophYnTeNHa No3a e 40 mg nxesHo. Josute Tpsadea na
ObOar HHAMBHAYAIHH, CIOPENL LIEATa Ha TepanuaTa (BXK. ToKa 5.1)

4,3 Hpo*;hnonoxaaamm

‘e  (CBpPbXUYBCTBUTEJIHOCT KBM KOHTO U JIa € KOMIOHEHT Ha TO3H Npenapar.
o AKTHBHO uepHOAPOOHO 3a00sBaHe WITH HEH3ACHEHO NEPCHCTHPALLC TIOBUIICHHE Ha CCPYMHHUTE

 TpaHCaMHHAa3H.
* BpemeHHOCT W KbpMeHe (BX. Tovka 4.6).
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4.4 Creniiaany npeXyNpexaenna ¥ NpeANa3Hd MEPKH IPH ynorpeda
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CBBP3aHM € [IOKauBaHe Ha HUBATAa Ha KpeatuHkuHazata (CK) noseye ot 10 nbTH Han copHara nonycmmhﬁ.«:‘?‘
rpaHiua Ha HopMaTa. MuonaTuara noHakora npuema dopmara Ha pabnoMuonnsa, ¢ uiu 6e3 octpa 6uopeuna
HEJIOCTAThYHOCT BCJSHACTBUE HAa MUOTJIOOMHYPHS, U B PEOKK CIIy4aH € HacThIBaj daTaneH usxod. Puckpror
MHOMNAaTHA MOXe ha ce yBenuuH npy BUcokd HuBa Ha HMG-CoA - penykTasHo UHXubUTOpHATA AKTUBHOCT B
TUIa3Mara.

¢ PHCKBT OT MHONATHA/PAOOMHOIHN3A C€ VBEJIHYABA 0T eJHOBPeMenHATa ynoTpeda Ha simvastatin cne
CREAHITE JIeKapeTRAa:

Mowmnan maxudouropu Ha CYP3A4xkaro itraconazole, ketoconazole, erythromycin, clarithromycin,
telithromycin, HIV-nporeasns naxadutopH, niau nefazodone, ocod0eno npu no-BHCOKH A03H simvastatin
(B, Touku 4.5 u 5.2).

,EE VI'H JCKADCTBECHH HNPDOAYKTH

Gemfibrozil unn apyrn ¢udparn (ocsen fenofibrate), ocobeno ¢ mo-BucoxkH 7031 simvastatin (BX. TOUka
4.5). Korato simvastatin u fenofibrate ce npunarar 3aenno, He € JOKA3aHO, Ye PHCKBT OT MHUOTIATHS HaIXBbLpNd
cyMmaTa OT HHAMBHAYATHUTE UM PHCKORE.

Cyclosporine unu danazol ocoGeno ¢ rosemu Ao3u simvastatin (Bx. Touxkn 4.5 1 5.2) .

Amiodarone uan verapamil, npu ¢eHOBpeMeRHA YHOTpeDdA ¢ BHCOKH J03M simvastatin (8. Touka 4.5). B
TEKYIHO KJIHHHYHO NIPOYyYBaHe € JOKIaaBaHa Muonatus npu 6% ot nauuenTydtre, nonyyasawu 80 mg
simvastatin 1 amiodarone. :

‘u 51'!' ? .
Diltiazem: PucksT 0T MHONATHA € ¢J1aGo yBeNHYeH Mpy nauuenty na diltiazem, KOHTO eAHOBPEMEHIO. —c-“rosa
gpuemMar simvastatin 80 mg. IIpu Te3u naypeHTH pUCKBT OT MHONaTHA € Npubdbausutento 1%. B knuHuuHKTE
Npoy4YBaHUA, PUCKET OT MUOUATHS IPU NAUMCHTUTE, NpueMany simvastatin 40 mg u diltiazem, e Oun cxoaen ¢

TO3U NpH NALMEHTHUTE, NpueManu simvastatin 40 mg 6e3 diltiazem (Bx. Touka 4.5).

Fusidic acid: ITpu natmenty, npuemamy eqHoBpeMmenHo fucidic acid i simvastatin Moxe 1a uMa nosueH _
pHck OT Muonatus (B, Toukm 4.5 1 5.2) .

Niacin (= 1 g/nHeBHO): BXK. TOUKa 4.5

Kakro n npu apyrs HMG-CoA peayKTazna NHXHOHTOPH, PHCKLT OT MHONATHR/PadAOMH0IH3a € 1030~
sapucum. B 6azaTta JaHHM OT KIMHHYHH 1poyyBaHud, Ipy kouTo 41,050 nauuentu ca 61/ IEKYBaHU CBC
ZOCOR, xato 24,747 (npubmusurendo 60%) ca Ounu ReKyBaHU B NPOABKEHHE MTOHE Ha 4 FOAWHY, CIyHauTe
Ha Muonats ca Ounu npubimsurenno 0.02%, 0.08% u 0.53% crorseTHO 3a 20, 40 u 80 mg aneBHa posa. [lpn
TE3U NpPOyYBaHHA NALUEHTUTE ca Ol BHHMATEHO HAOMIOAABaHM U HAKOH B3aMMOAEHCTBALIM CH nefcapcmenu
OPOAYKTH ca OWIH M3KIIOYEHH.

CaexoBareino:

1. Ynorpebara ua simvastatin chemMecTHO ¢ Momun naxpouTopu Ha CYP3A4 (Ra:ro lt\l‘il 1 ’*ﬁ‘éz?

ketoconazole, erythromycin, clarithromycin, telithromycin, HIV-nporeaznn llHXHﬁHT Pr

nefazodone, ciiegBa xa ce oTOArEa). AKO HEe MOXKE Ha ce u3derte TepanmsTa ¢ 1trac0pa;zole k i%?

erythromycin, clarithromycin unu telithromycin, To simvastatin cieasa BpeMeHHO )ia gfei cnpé ﬁ C 1? ;
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Kypca Ha Ae4eHMe C Te3M JIeKapCeTBEHN npoaykTH, Enxnopemennarta ynorpeda 3a61HO ¢ APYTH JIEKAPCTBEHH
NpOAYKTH, ¢iio unxubupamm CYP 3A4 npu TepanesTHyna A03HPOBKA, CISABA Jla Ce W30srBa, OCBEH akKo
. IOJI3WTE OT KOMOKWHUpAHATa Tepanus HaaXBbPIAT MO-BUCOKHS PUCK.

2. Hozara simvastatin ge Tpsa6Ba X2 HanxsbLpis 10 mg NAeBHO HPH DAKHEHTH, NOJIyJABANIA
eXHOBpeMeHRO cyclosporine, danazol, gemfibrozil nun xpyra ¢ndparu (oceen fenofibrate).
Ennospemennara ynorpeba Ha simvastatin ¢ gemfibrozil cnegsa fa ce n30sirBa, oOCBeH aK0 NOJI3aTa €
BEPOATHO AA HAAXBBHPJIH NO-BHCOKHA PRCK OT Ta3M JIEKAPCTBeHA KomMOnHanns. ITonsara ot yrnoTpebarta Ha
simvastatin Iipy mauueHTH noxy4aBauiy Apyr# Gudparu (ocseH fenofibrate), niacin nnw cyclosporine unu
danazol TpHGBa BHHUMATEAHO fa Ob/Ie IpeHeHeHa CnpsAMO pyUcka OT Te3H KomOnHauw, IIpeanuceanero Ha
fenofibrate mm niacin (= 1 g/auesHO) 3ae1HO0 ¢BC simvastatin cjiesa 4a ¢e NpaBy ¢ NOBUILEHO BHUMaHue, ThH
K4TO BCAKO'€AHO OT TE3H JIEKapcTBa MOXe Jia IPMUMHY MUOTIATHS, KOTATO CE TIPHJIara CaMOCTOATETHO.

. IIpuGassteTo Ha GubpaTh KuM simvastatin o6u9aliHo ocHrypsiBa JISKO AOIIBIHUTETHO HamalieH e Ha LDL-C,
HO MOXKE 4@ €€ MOCTUIHE TI0-HATATHIIHO HAMAJICHHE HA CepyMHUTe TPUraHLepyay 1 ysenndenue Ha HDL-C,

: Komﬁuﬁaunm oT (hubpatu UK niacin cve simvastatin ca OunK W3NON3BaHH 063 MUONATHSA B MAJIKH,
KpaTKOTpaHHPI KITMHU4HY TTPOYYBAaHUs ¢ BHUMATENHO IIPOce/isBaHe Ha NalHeHTHTe.
3. Hozara'simvastatin ge Tpa0Ba Aa nagxpbupis 20 mg AREBHO NPH NANHEHTH, HONYIABAIIH

-eAHOBpeMenno amiodarone psm verapamil. Yuorpe6ata na simvastatin B 103n, no-prcoxn ot 20 mg

. JHEBHO eARDBpeMenHo ¢ amiodarone nian verapamil ciexsa aa ce H305rBa, OCBEH AKO KINHHYHATA

HO0S3a-¢ BEPOATHO A2 HAAXBHPJIH FO-BHCOKNS PHCK OT MHONATHS,

4. [TanpesTn., npuemamn exgospemenno fucidic acid g simyastatin Tp6Ba CYPHKTHO Ja ce NPOCIensaBar.
Moske Ia ce HAJO0XKH BPEMENHO CliMpaHe HA TEPANHATA Che simvastatin.

-y

[ )

3. BenuKn NANHENTH, 3A0YBALIE Tepanns che simvastatin min NPH KOATO ce YBEIHYABA A033TA
'simvastatin, TpaGBa Aa ObAAT YBeJOMeHH 3a PUCKAR OT MHONATHS H A2 HM Ce KaiKe Aa ROKIAXBAT
HE3202BHG 32 NOABATA HA HEOOACHHMHA MYCKYIHN 00IKH, YyBCTBHTEIHOCT HJIH cnadocr. Hasara na
kpearap-kngaszara (CK) TpaGea aa ce n3mepBaT NpH NANKEHTH ¢ Te3y CEMITOoMA. TepannsTa ¢
simvastatin cjieBa A2 ce NpeycTAHOBH BeAHAara, ako ¢e NoJA03upa Hin e JHArHOCTEIHPaHa MHONATHS,
TIpHCHCTBUETO HA T3 CUMITOMY H/UIIM HUBA Ha KpeaTHH-KHHasaTa Haf 10 meTH Haji ropHara IomycTuMa
rpaHuiia Ha HOpMarTa NOKa3BaT MHOTIATHA. AKO MYCKY/THHTE CHMITTOMH Ca TeIKKH M IPHIHHABAT ZHEBCH
nuckomGopT Aopu ako HuBata Ha CK He ca 3HaUHTENHO TIOBHIICHH, TPAOBA N1a ce MMa IPE/IBUA NPEKbCBaHe Ha
NEYSHHETO, B noseueTo ciayyan, KOrato € clipasa HaBpeMe TeparnuaTa Ha HallHCHTUTE, MY CKYJIHUTE CHMITTOMH
H yBeaneHaTa KpeaTHHUH-KHMHA3a OT3BYYaBarT.

. Hepnonnqﬂo M3CHieNBAHE HUBATA Ha KPeaTHH-KMHA3aTA MOKE 14 C& MMa NIPEBHA YIPH MALHEHTH, 3aT04BalIH
Tepanus.Cbe simvastatin WK XIpH KOUTO ce yBEM4aBa 103aTa, HO He € CHIYPHO, 4¢ noAoOHO NPOCiICAABaHE 111e

MpeRoTapaTH MuonaTuaTa. Ifopany 3aTpyAHeHus Ip ThKyBaHe Ha cTolnocTHTe Ha CK, Be ce npenopbpysa
HEeMHQTO M3MepBaHe CIIeAl SKCTPEMHH (DM3UUSCKY YCWINS WK NIPY HAIHYYE Ha NPUEMIIKBH afiTepHATHBHY
MPHYHUHN 38 OKAYBAHETO H.

6. MHOTQ OT nanueHTUTe, KOUTO Ca Pa3BIIIK PabROMHONN3a Y TEpanys cre simvastatin, ca UMani

KOMILTUUMPAHA. aftaMHE3a, BKIIFOYUTENHO npeecTsama 6s0peuna HeA0CTaThYHOCT, 0OMKHOBEHO KaTo

[0CIeACTBHE OT XNroTpack xuabet. Takupa NaUMeHTH UMAT HYKJIa OT BHUMATEIHO NPOCIEAIBaHE.

JleuenveTo ¢be simvastatin TpaGea xa GbAe BPEMEHHO CTIPSHO HAKOJIKO JHW TPEH FONEMH MIAHOBH ONepalMH

¥ KOTaTO Ce HACIOKH HIKAKBO CHILECTBEHO OCTPO XHUPYPrHYHO WIH APYT0 MEIUIMHCKO CHCTOSHUE.

7. Knudunpctyure Tpa0Ba fa npeanucsaT CTATHHY ¢ NOBMIIEHO BHUMAHNE NIPH IFALMEHTH ¢ Iipe/ixokaana
aHAMHE32 32 MUOTIATHSA OT CTATHH HIlM ¢$nOpar, Taka KakTO M TIPH NAUUEHTH CBC CASHHIES CHCTOAHHUS, KOHTO
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Morar ja npefipasnonarat He3aBUCHMO OT TepanyiaTa KbM pabaoMHuoaysa (TpUMepHO, NaLUEHTH C
HEKOHTPOJMpPaH XUOTHPOHAM3EM, ¢ (haMMWIHa WIKN NEpCOHANHA AHAMHe3a 33 HACIEACTBEHO M}’CKyJIHG .
3a00J1sBaHe WIH 3n0ynoTpeda ¢ ankoxon). [lpu Te3n CbCTOSHMA PUCKET OT JIeMeHUeTo TpsOBa Aa ce np’euEHH
CIIPAMO BEPOATHATA 10132 OT Hero. TakuBa MALMEHTH 3aCHYKaBAT CTPUKTHO MOHMTOpHpAHeE. N

QEPHOAPOBHHUH EQEKTH

Ilpu knuHAYHY M3NUTAEKA ca HAOJIIOJABaHM NepCcHCTHpall IOKAYBaHUA (0 1TOBeYe OT 3 ITBTH Hajl ropHaTta
rpaHulla Ha HopMaTa) Ha HEBaTa Ha CEPYMHUTE TpaHCAMHHA3U NPU MaTeK 6poii BE3pacTHH NaldeHTH, KOUTO ca
nonyuaBaiu simvastatin. Koraro Tepanusra e Ouna npexbcBaHa Wik CIIMpaHAa IIPK Te3W NALUEHTH, HUBATA Ha
TpaHCaMHHA3KTE Ca Crajalli MOCTENCHHO A0 npearepaneBTHYHUTE, [JoBrienusTa He ca OMIH CBBp3aHu C
MKTEP UM OpYrd KiiMHA4YHY Oene3n u cumnToMu. He e uMano gokasaresncTsa 3a MposBy Ha :
CBPBXYYBCTBUTENHOCT. Hiaxon oT Te3u MauyeHTy ca UMaiid aOHOPMHH GYHKUIHOHANHYA YePHORPOOHK
NoKa3aTeJld PeAU HauanoTo Ha TepanuaTa che simvastatin WM ca ynotpebsBajiu CpaBHMTESIHO I'OJEMU
KOJIMYeCcTBa AIKOXOJI.

B 43 (Bx. To4Ka 5.1), OposAT Ha MallMEHTHTE C YBEIMYEHHE Ha MOBEYE OT AHA TPaHCaMHHA3A A0 >3 BT
ropHaTa FpaHHLia Ha HOpMara, I1pes LA0TO BpeMe Ha MPOYUBaHETO, He 61l CHIHU(QUKAHTHO PasivyeH B
rpynara Ha simvastatin u Tasu Ha maane6o (14 [0.7%)] copamo 12 [0.6%]). UecToTaTa Ha eAMHHYHUTE
zapyuieHnd Ha CI'OT (ALT) no 3 nuTy ropHara rpaHMLia Ha HOpMaTa e OMjia 3HAYUTENHO IIO-BUCOKA B TpynaTa
Ha simvastatin npes oepeara ronuHa Ha npoyusaneto (20 cnpsmo 8, p=0.023), Ho He u npe3 cnenBamUTE.
[oBuireHHeTo Ha TpaHCAMHMHa3UTe e GUII0 NPUYKHA 34 LIPEKpaTABaHe Ha TepanuaTa npu 8 nauMeHTH B rpynara
Ha simvastatin (n=2,221) u 5 B rpynara ua mnaue6o (n=2,223). Ot 1986 nauueHTa Ha simvastatin B 4S ¢
HOpMaNKEH (YHKUMOHANHK YepHOApOoOHH NOKa3aTe/IH Ha M3X0AHO HHBO, camo 8 (0,4%) ca pa3Bunu-
MOCNEABALIO YBEIUYEHHE 10 >3 IBTH HOPMAJTHATA FOPHA TPaHMIA WK ca NPEKbCHANM B PE3YJIITAT HA
NIOBUIIABAHE HA TPaHCaAMUHA3ZUTE 110 BpeMe Ha 5.4 roquuiHaTa npoAbLKHUTENHOCT Ha NpoyyYBaHeTo. Bouuku
NalfMeHTH B TOBa NpOYYBaHe ca noaydasany 20 mg simvastatin HauasHa no3HpoBKa; 37% ca OUNK TUTpUpaHH
10 40 mg,.

B 2 xouTposnpany KIHHMYHY fpoydyBaHHs npu 1105 nauuenra, cTeneHTa Ha NEPCUCTMPALIN NOBMINEHNS HA
YEPHOZPOOHHTE TpaHCAMUHA3H 3a 6 Mecelia, CYMTAHH 3a JeKapcTBeHO-CBbp3aHy 0axa 0.7% u 1.8% npu 40 1 80
mg 5034, ChOTBETHO.

B npoyusaneTo HPS (Heart Protection Study — IlpoyuBane 3a kopoHApHA KApAUOTIPOTEKLIUS — BXK. Touka 5.1),
npu xoeto 20 536 nanuenTa ca panaoMusupady aa nonydasat ZOCOR 40 mg nHeBHO unu nnaue6o, yecToTaTa
Ha MOBHIIEHH TpaHcaMHHa3K (IoBeye OT 3 II5TH rOpHA I'paHIia Ha HOpMaTa, NOTBBPAESHO C TOBTOPHH
uscneasanng) € 0.21% (n=21) 3a naumnentute nexkysanu c¢s¢ ZOCOR u 0.09% (n=9) 3a nauMeHTUTE HA
maieoo.

[IpenoppUNTENHO € HPOBEXAAHETO Ha MEPHOAPOOHH (PYHKIMOHATHM [IPO0H NPEAU 3aM0YBAHE HA JISYEHMETO U
OTTaM HaTaThK, KOraTo € KIHHUYHO noxa3zaHo. [lauuenTture, npy KOUTO Ao3aTa € ypennyeHa Ao 80 mr, Tpabea’
Jla ce TeCTYBAT AOIMBIHHUTENHO MpeAd YBEIMUSHHETO, 3 Mecela cliel] yBeiu4eHHeTo 10 80 Mr, H OT TaM HaTaTbK
NEPHOZUYHO NO BpEME Ha JieyeHUeTo (HanpuMep Ha 6 Mecela) npe3 mbpBaTa rOAMHA Ha JICUSHHETO.
CrieuyanHo BHHMaHKe TP10Ba Aa ce 0ObpHE Ha MalyeHTH, IPH KOUTO ce HabIIoAaBa M0OKAYBaHe Ha CepyMHUTE
HMBa Ha TpaHCaMHHa3HuTe, U NP TaKuBa NaLMEeHTH, U3CneaBaHeTo OM TpsaOBano Aa ce MoBTOPH CBOEBPEMEHHO M
Cllef] TOBA Aa Ce MOBTaps AOCTATBYHO HECTO. AKO HUBATA Ha TPpaHCAMHMHA3WTE [TOKA3BaT TeHACHUHI3a
NOBMIIaBaHe, 0COOEHO aKO T€ Ce MOBHIIABAT A0 3 NBTH HAZ ropHATa MPaHKULE Ha HOPM
[PHIAraHeTO Ha AeKapCTBOTO TPAOBa Aa Ce MPEKPaTH.




ZCR-EE/BG-20072410

[TpenaparsT Tpslea Na ce npuiara 0co0eH0 BHUMATETHO MIPH NANHeHTH, KOUTO yrioTpeOsaBaT rojieMu
KOJIMUECTBA AJIKOXO0JI W/uiIi UMaT aHaMHe3a 3a uepHoApoOHo 3a0ossBane. AKTHBHY 4epHOAPOOHH 3a0onaBanns
WJIH HEM34CHEHO NOKAYBaHe Ha TpaHCaMHHA3HUTe ca IPOTUBONOKa3aHMA 3a ynoTpebaTa Ha simvastatin,

KaxTo u npu apyry MTUIOUACIOHKABAINY OpeNapaTy, ce choblanra 3a yMepeHd (110-Mankoe oT 3 NBTH Hax
ropHaTa rpaHulia Ha HOpMATa) NOKAYBAHKA Ha CEPYMHUTE TpaHCAMUHA3H CIICH TepalHs ¢be simvastatin. Te3u
MIPOMEHH HACTBNBAT CKOPO e HAYajJOTO Ha TepammsaTa ¢be simvastatin, 4ecTo ca npexoJHH, He ca
[IpUAPYKESHH OT APYFH CHMIITOMM M HE HaJlarar NPEeKbCBaHEe HA JICYEHHETO.

ODPTAIMOJIOIr H9YHU ITPOABH

~
L YRECSE

Hopw aa He ce npuilara HUKaKBa jieKapCTBEHa TEPaNHys, HOCTENICHHOTO HaMajiIBaHEe Ha NPO3payHOCTTa Ha
NELIUTe MOsKe Na c¢e 00ACHH ¢ npoleca Ha ocTapaBade. oHacTosuieM, pe3yinTaTuTe OT EAMH JBIBI IEPHO] Ha
KMUHUYHU U3MUTaHH4, He ca NOKa3aJii HeONarornpuaTHH CTpaHHYHY e(DeKTH Ha simvastatin BEpXY YOBEUIKHTE

OYHH JICIIIH.

YIIOTPEEA B TEATUATPHATA

BesonacHocTra M eprKacHOCTTa Ha simvastatin npu nanuenTy ot 10 A0 17 roxumna BE3pacT, ¢ XeTepO3HUTOTHA
damuHa xunepxoaecrepoieMis, € Ouna olfeHeHa B €THO KOHTPOJIHPAHO KIHHUYHO IpOYYBaHe NPH MIIAISKH
¥ JSBOIKY MOHE €AHAa FOAMHA CJie/ TbPBaTa MM MeHCTIpyauws, IlaipeHTyTe, IEKyBaHH CBhC Simvastatin ca
uMaTy Jipodus Ha 6e30macHOCT ogo0eH Ha TO3H NPH NallMeHTHTE JSKYBaHH ¢ Iwiauebo. (031 mo-BHCOKH OT
40 mg He ca OUJH H3CAEABAHN NPH Ta3u Honyjaamas. B Topa OrpaHHYEHO, KOHTPOIHPAHO NPOYYBAHE HE ©
yCTaHOBEH 3a0enexum eekT BhpXy pacTexa WK CEKCYaTHOTO y3pABAHE Ha MAAICKHTE UITH NeBOHKHTE WK
KaKbBTO 11 12 6uno eEKT BLPXY NPONBLIKUTENHOCTTA HA MEHCTPYATHUS [IUKBI NPH MOMUYETATA (BXK. TOUKH
4.2; 4.8 u 5.1) To Bpeme Ha NleueHNETO chbe Simvastatin, Ha KeBo¥ikuTe TpAOBa Aa OB/AT NPEANOKEHH
MOAXOISIIM METOAH 34 KOHTpaenius (Bx. ToukH 4.3 u 4.6). Simvastatin He ¢ OWiI IpoyYBaH NPH NaUHCHTH
nop 10 roguina Bb3pacT, KaKTO ¥ IIPH MOMHYETa, KOUTO HE Ca HMa/ll MEHCTPYaLH|s.

VIIOTPEFA B CTAPYECKA BB3PACT

[Tpu naumenTH Ha BBL3pacT Hazk 65 roJKHK, KOUTO ca MojyyaBany simvastatin B KOHTPOJIMPAHH KITMHUYHU
MpOYYBAHHMS, ehUKACHOCTTA, PELEHEHa 10 CTENSHTA Ha peMyKIUs B HuBara Ha ToTanuus H LDL-xonectepon,
e 11010014 Ha Ta3u B 00i[aTa MOMYALKA, a ChIIO Taka He e otdeNs3aHa NOBHIIEHa YeCTOTa Ha a0HOPMHH

KIIHHHYHH 4 JaBopaTOpHA HAXORKH.
4.5 Bzanmopeiic’'sue ¢ APYru JeKapcTBeHH NPOXYKTH H Apyra (opvMu na B3anMoaeHcTBEe

CYP3A44. Bzaumodeticmeus:
Simvastatin ce metabonusupa ot CYP 3A4, no nsama CYP3A4 unxuOMpama akTHBHOCT; IOpaju TOBA HE Ce

- QyakBa simvastatin /ia NOBAUABA TUTa3MEHATE KOHLIEHTPaLMK Ha ApYTH JIEKapCTBEHH NPOaYKTH,
metabonnsupany oT CYP3A4, Mowgnu unxuburops Ha CYP3A4 (43bpoenn 110-10JIy) yBEIH4aBaT PUCKA OT
MHMOTIATHA ypes 3abaBsiHe envMUHALNATA Ha simvastatin (Bx. Touku 4.4 u 5.2)

Itraconazole

Ketoconazole

Erythromycin - . -
Clarithromycin Telithromycin
HIV protease inhibitors
Nefazodone
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Bzaumodeiicmeus ¢ nonuscasayu aunuoume AeKapcmeeHy npoOyKmu, KOUmo Mo2am 0a NpUYUHSm MUORamu,
KO2a0 €€ RPURA2AM CAMOCMORAMENHO.

PyckBT OT MMOTIATHS Ce YBENMYABA M OT ClIGHHUTE NOHIDKABALIN IMIMANTE AeKAPCTBEHU NPOAYKTH, KOHTO He

ca MoutHY BHXuOuTOpH Ha CYP3 A4, Ho MoraT a npHYMUHAT MHOINATHS MIPH CAMOCTOSTEIHO NPUIOKEHHE( BXK.
touka 4.4) \

Gemfibrozil
HApyru ¢udparn (ocsen fenofibrate)

Korato simvastatin u fenofibrate ce npunarar 3aeaHo, He € AOKA3aHO, Ye PUCKBT OT MUOTIATHA H&,IIXB'I:pJ‘IH
cyMara OT MHAWBHYAJIHUTE UM PHCKORBE. :

Niacin (HEROTHHOBA KHCeJHHA) (moBeue oT 1 g AHeRnO) ‘ .

Lpyau nexapcmeenu azaumodeticmaus

Cyclosporine unu danazol: PuCksT ot muonatus/ pabaoMuoniusa ce yBeauyaBa NIPU e{HOBPEMEHEH aneM Ha .
cyclosporine unu danazol, ocobeHo ¢ BUCOKH A03U simvastatin (Bxk. Touknud.4 u 5.2). .
Amiodarone wnu Verapamil: PucksT oT Muonarus/pabromuonusa e yseIu4eH Mpy eAHOBPEMEHHA yHOTpeﬁa Ha
10-BUCOKH 03K Simvastatin ¢ amiodarone unu verapamil (B}I{. TOuKa 4.4). - 9’ "

d‘u -

Diltiazem: ITanuentute, KOUTO HpueMaT efHoBpemenHo diltiazem u simvastatin 80 mg umar AEKO yBeaneH
PUCK OT Muonarhs (Bxk. ToYka 4.4). - , -

.f""

Fusidic acid: ITpn manuenTy, npuemantu eqHoBpeMenno fusidic acid u simvastatin Moxke na MMa TIORHILEH PHCK
OT MuonaTtus (Bx. Touku 4.4 u 5.2). ;

Lpyeu s3aumodeticmeus

COKBT OT I'peHndPyT ChABPXA €AHH UAK NOBSUE KOMIIOHEHTH, KoNTo UHXHOUupat CYP3A4 1 moxe ):[a yBethH
Iia3MEeHHUTE HHUBA Ha JIeKapcTBa, Kouro ce metadonusupar or CYP3A4. EdexTsT Ha obuuaiinata KOHQ}’M&HHH

(enxa 250-MumunuTpoBa 4ailla Ha aeH) € MuHuManeH (13% noBullleHHe HA MHXUOUTOPHATA AKTMBHOCT Ha

HMG —CoA penykTazara, U3MEpeHO Hpe3 ILIOLITA 10k KpHBaTa KOHLIEHTPaLMs — BpeMe B aKTHBHA 1J1a3Ma) U €

Oe3 KWIMHMYHO 3HadeHue. Obaue, MHOTO roieMu konuuyectBa (opeye oT 1 TUTHP AHEBHO) 3HAYUTEIIHO

NOBUINABAT MAa3MEeHNUTE HUBA Ha MEXHOuTOpHaTa akTHBBOCT HAa HMG-CoA peaykrasaTa 1o Bpeme Ha IEHEHHE .
cbe simvastatin 4 TpsOpa na ce uzdgarear (Bxx. Touxa 4.4).

KYMAPHHOBH ITPOH3BONHHA

ITpu nBe KIMHHYHK NPOYYBAHUA, SAHOTO HA 3APABH TOOPOBOJILH, 4 APYTOTO Ha XHIIEPXONECTEPOICMHUUHM
nauyeHtTH, simvastatin 20-40mg AHeBHO yMepeHo noTeHLMpa ehekTa Ha KYMapHHOBHTE aHTHKOAlYJIAHRTH:
NpOTPOMOHHOBO BpeMe, CHOOIIABAHO KATO HHTEPHALMOHAIHO HopManusupano otHomesue (INR) ce
ysenuuasa ot 1.7 g0 1.8 3a nobGposonnure 1 oT 2.6 fo 3.4 3a naumenTute. [Ipy nanueHTH, B3uMallim - -
KyMapHHOBH aHTHKOArYJIaHTH, IPOTPOMOKHOBOTO BpeMe TPAOBa 14 ce orpelens Npeau 3anouBaHeTo Ha
simvastatin 1 qOCTATBYHO YECTO B HAYANIOTO HA TEPANUATA, 32 Ja Ce NOTBBPM, Y€ CHILECTBEHA IPOMSIHA B
nNpoTPOMOMHOROTO BpeMe He € HacTemwia. Koraro ce ycTaHoBRM cTabMIHO NpOTPOMOHHOBO BpEME, TO Tpabea

l],a CC MOHHTQPHP& IIpe3 OﬁH‘-IEiHHHT& 3a TTIAHCHTH Ha KYMAapHHOBH aHTHKOACYJIAHTH HHTCPBAJIH. AI{O ILDBHT& Ha "

B3UMaT aHTUKOATYJIaHTH.
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Nacnexsanns BoPXY JIEKapCTBEHUTE B3aUMONCHCTBUSA Ca NPOBEHECHH CHC CICAHUTE BEINECTRA:

. HPOH;P&HOHOH

ITpu 3apasy BOOPOBONLH, HE € UMANIO KRHHHYHO 3HAYHMH (apMaKOKHHETHYHH MWK GapMaKoAHHAMHYHH
B3auMOAeHCTBHA NPY €JHOBPEMEHHOTO npunarane Ha eguaudHYE Jo3u ZOCOR ¥ npornpaHoson.

JTUTOKCHH

EaHOBpeMEHHOTO NpWiIaraHe Ha ZOCOR ¥ OUrOKCHH, fIpy 31paBH D0OPOBOJILH, BOAM JI0 CJ1a00 NOKAYBAHE
(no-manxo ot 0.3 ng/ml) na nekapcTBeHarTa KOHLEHTpaws (KaKTo € H3MEPEHa Ype3 palHOMMYyHEH OIIUT C
OWTOKCHH) B [1a3Mara, B CpaBHEHHE C IHOBPEMEHHOTO Npuilarate Ha mianebo 0 UroKCHH.

HOPYTA IMPUAPYIKABAIIIA TEPAITWA
B xnuauunn npoyysaunsa, ZOCOR e npunarad eAHOBPEMEHHO ¢ HHXMONTOPH Ha aHPHOTSH3HH

kousepTHpalisg eH3uM (ACE), 6eta Gmokepu, ARy PETHIH, HECTEPOHIHH MPOTHBOBB3NANUTCITHH JIEKAPCTER
(NSAIDs), 6e3 n0Ka3aTeNCTBO 32 KIMHUYHO 3HAYMMH HeOIaronpHATHH B3aUMOJEHCTBHA.

. ."4.6 BpeMeHHOCT H KbpMene

YnoTpeda 10 BpeMe H2 OpeMeHHOCT

ZOCOR enpomueonokasan no 6pee na bpesennocm.

Beadnag¢HpeTTa Npy GpeMeHHH XKEHH He ¢ ycTaHoBeHa, Hama KOHTPONMpaHy KIHHHTHY TIPOYYBAHHS ChC
simvastatin; ipoBeaeHH npy Opemenny sxern. Psako ca nomyvasahy ¢ho0IIeHHS 38 KOHTCHUTAMHA aHOMAJIUK,
BenencTBHe Ha BbTpeMarouno nsnarane Ha HMG-CoA penykrasuu uHxuburopu. Obade, npy aHanms,
Hanpasel Ha npubnuzuresHo 200 NpocHeKTHBHO NpocieneHH OpEMEHHOCTH, H3JIOXKEHH I10 BpEME Ha ITbPBHS
tpumectsp Ha ZOCOR nnu apyru cTpyxrypro Giusku HMG-CoA penykrasuu MHXHOUTOpH, YECTOTATA HA
BPOJICHYTe AHOMankK Genle cpaBHUMA C TasH, Habmoxapana B obliaTa nonynamys. B To3u ananus, OposT Ha
GpemenHOCTHITE Bele JOCTATHYEH, 3a J]a Ce M3KITIOYH JjBA IIETH ¥ NOJIOBHHA WIIH TIOBEYE IIHTH YBEIHICHNC Ha

KOHTEHHUTAIHUTE aHOManuH Haj Oa3HCHaTa yecToTa.

Bonpeky 4e HaMa JOKa3aTeNICTBa, Y€ 4eCToTaTa Ha KOHTCHHTATHATE aHOMAIMH CPE IMOKOICHHETO Ha
naumenTky, npuemanu ZOCOR. wiu Apyr# CTPYKTYPHO OnusKu HMG-CoA peayKTa3HH UHXHOWTODH, ce
pmnuﬁaaa-bm TasM, HaboKaBaHa B obLiaTa nomynanus, neyeHueto cbc ZOCOR no Bpeme Ha OpeMEHHOCTTA
MO3Ke 71’ Hamarii QeTanHuTe HUBa Ha mevalonate, KOHTO € IPEKYPCOp Ha XONecTepoIoBata OMOCHHTE3a

. ATepockiiepo3ara € XpOHHUYEH FIPollec U IPeKbCBAHETO Ha TEparHsiTa C MOHHKABAIIH JHNHUAWTE JIEKapCTBa Mo
‘BpeMe Ha-OpeMEeHHOCT UMa ManiKO BIIHSHHE BEPXY KBJIFOBPEMECHHHA PHCK, CBBp3ai C IIbPBHYHATA
xunepxonecteponemus. [Topaan Tezu npuunnn, ZOCOR e Tpa®Ba Aa ce U3NO0I3Ba [IPH OPEMERHH XKEHH, NP1
HKeHu, Bb3HAMEPABAILM A2 3a0peMeHesT WK TE3H, 3a KOHUTO Ce NpeJiionara, 4e ca OpemeHHH. JIEYEHHETO CBC
ZOCOR_’rpﬂGBa 1la ce NIPEKbCHE 10 BpeMe Ha OpeMEeHHOCTTa MiTH IOKAaTO C€ YCTAHOBH, Y¢ JKCHATA HE ©
6pemenna. (Bux 4.3 TIpoTusoroKasaHus)

Usnonssane X0 Bpeme HAa KbPMEHe

He e nizecTHO nanu simvastatin Win HEroBUTe METa0ONIMTH CE EKCKPSTHPAT B MaIHHOTO MIISIKO. T'BH KaTo
"MHOTO feKapeTBa e eKCKPETHPAT B MAalYMHOTO MIISKO W NOpaaH MOTEHIMAIHUAS PUCK 32 TEXKH CTPaHUMHH
edexTn, xenwre, nonyyapamu ZOCOR, He TpabBa fa kbpMaT (BK. ToUKa 4.3).

L A
L] o~ .
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4.7 Ec}:em_ﬁ BLPXY cnocofHoCTTa 32 odHpane H padora ¢ MALIAHA

11

r
u ymrrF
A

;I Tmy, L
JJ:I&.," 1{"’“
" *‘ﬂ. = ft‘,ffén,,-cl‘r"“}“d'n
+ -o-,"‘ ~ L \“I.l.- -

-

.
o
L
A
“u, ™
oy ":'ﬂ T gam 1"':,#
-

= vk



ZCR-EE/BG-20072410

Hsama cBeneHus, kouTo aa npeanonarar, ye ZOCOR ce oTpasssa BLpXy Bb3MOXKHOCTTA 32 motbupaﬁe 23505
M3M0JI3BaHE Ha MALUIUHH.

4.8 Hesxeanu JeKapecTBeRH peakiuH

YecTOTHTE Ha CIEAHMTE HEXeNlaH! JIEKAPCTBEHH PEaKiuM, KOUTO ca choOIaBaHu Npe3 Nepuoaa Ha m‘HHim;u
M3OUTBAHUA W/WNH Ipes MOCT-MapKETHHIOBUS [IEPUOA, €4 KaTErOPU3HPaHHU CIIOpe] TAXHATA YECTOTATA B
roJieM¥l, IPOABIKATENHH, I1ale60-KOHTPONIHPaHH KIHHUYHHE M3IHTBAHHUS, BKIIOUMTEIHO H3nuTBaHista HPS
1 4S ¢ 20 536 u pecniextupro 4 444 nauuenTa (B, Touka 5.1). B HPS ca A0KyMeHTHpaHH caMO CEPUO3HUTE
HeXeJIaHH JIeKapCTBEHHN peakliH KaTo MUaArks, NOBHIIARAHE Ha cepyMHHTe TpaHcamuHazu 1 KIK. B-4S ca
OOKYMEHTHpaHH BCHYKM HEXKEIaHM JICKapCTBEHH Peakiliy ONMCaHu No-A01y. AKO YecToTara Npu CUMBaCcTaTHH
¢ OuMia mo-Manka WwiM noaodHa Ha Tasu npH wianedo B Te3U W3NUTBAHUL U € UMano noxooHu, obacHuMy,
FPHYMHHO-CBBP3aHM CIIOHTAHHO AOKIIAIBAHY CHOHTHS, TE3U HEXETaHM JIeKAapCTBEHH peakliuH ca
xlacupuuupasu Karo "peaku”.

ZOCOR obuo B3eTo ce moHacs 1oOpe; 10-rossMara 4acT OT U3BECTHHUTE HEKENaHH PeaKUuM ca JeKH M
npexogxu. Ilo-Manko ot 2% OT MauUeHTUTE ca OUIH OTCTPaHESHH OT KOHTPOIHUTE KIMHUYHU HSCJ'IG,HBB.HHH
nopajy Hexxesauy peakumu, asipxauy ce va ZOCOR,

L]

B npoyusaneto HPS (Heart Protection Study ~ IIpoyupane 3a kopoHapHa KapABONIPOTEKLMA — BiK. To4ka 5.1),
np# xoeto Ha 20 536 nauuenrta ¢ npwiarad ZOCOR 40 mg (n=10 269) aueBHo unu nauegdo (n=10 267), 3a
nepyHoaa Ha NPOYYBAHETO OT CPEAHO 5.5 rOJUHH, PO HABT Ha be3onacHOCT € Gun nogodben npu nauyeHTUTe
TpeTipanu cvc ZOCOR u Te3u, TpeTHpanH ¢ miauebo. B ToBa Mera npoyuBaHe ca oTOeNa3Baiy ¢aMo
CEPHMO3HHUTE HEXKEJIAHH JICKAPCTBEHM PEAKLMY U NIPEKBbCBAHMATA Ha TepaNuaTa Nopaay HexKeJlaHM JeKapCcTBeHH
peakUHH. YecTOTHTE Ha MpeKbCBaHE Ha TepariusiTa Iopagy HEXENaHH JIEKApCTBeHH peakunu ca cxoauu (4.8%
npu naumenTute Jgekypanu ¢sc ZOCOR u 5.1% npu nanpenTyaTe Ha nnauedo). Yectorata Ha MyUoNaTus e 6una
no-manko ot 0.1% npu nanuenture, nexypauu cs¢ ZOCOR. Yectorara Ha nosMiieHy TpaHcaMMHasH (TioBeye
OT 3 MBTH TOpHA FPAHHLA HA HOPMATa, IIOTBBPASHO ¢ IIOBTOPHHU HacneaBanys) e 0.21% (n=21) 3a naumeyTuTe
aexyBan# cbe ZOCOR u 0.09% (n=9) 3a nauueHTHTE Ha IUIaueoo.

ITpu knuHUYHOTO NpoyuBaHe 4S (BXK. Touka 5.1), BrmouBawo 4444 naunenTty, nexkysanu ¢ 20-40 mg AHEeBHO
ZOCOR (n=2221) ywu nnanebo (n=2223) npodunure Ha 6€30MacHOCT M IOHOCHMOCT ca OMAY CPaBHMMH 34
JBETE IPYNK 32 IepUOJa HA TOBA U3CIIEIBAHE - OKOJIO 5.4 rOZHHHA.

HecToTata Ha HEXERAHUTE NEKAPCTBEHH peakUMHy ca KiacH(ULIMpaHH KakTo cieapa: MHore yectd (& 1/10);

Hecru (= 1/100, < 1/10); Heuectu (= 1/1 000, < 1/100); Penxu (=1/10 000, < 1/1 000); Muoro peaku (< 1/10
000), ¢ neuspecTHa YecToTa (OT HAJTMUHUTE JaHHM He Moxke na OhAe HanpaBeHa OLISHKA).

CroMaillHO-YpeBHH HapYUISHNS;

Peoxu: xoHcTUnanyd, abnoMunania 6onka, (raTyAeHUUS AUCHIENCHA, AUapuUs, rafieHe; MoBpblliaHe,
fIaHKPEaTHT

O6my HapynieHus U eheKTH Ba MACTOTO HA IIPHIIOKEHHE:
Peoxu: actenus

»

HapyuieHnus Ha KOKaTa W [NOAKOXKHATA THKAH:;
Peoru: o6pus, npypuryc, anoneims

12
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HapyuieHus Ha HEpBHATA CUCTEMA:
Penxu: rnagobonue, 3aMasHOCT, TapecTe3nsd, leprdepHa HEBpONaTHs

. Hapywennsa Ha MycKynHO-CKeNleTHaTa CUCTEMA U CHEANHWTENHATA TEKaH:
Peoxu: MuonaThs, pabroMHO0NIN3a, MHAITHS, MYCKYITHH Cr1a3Mu

Hapyiienusa Ha kKpbera ¥ aumdHaTa cHcTema:
Peoxu: avemus

Xenatg-0unyuapHy HapyneHus:
Pedxu: XenaTuT/uKTep

CpaBHUTENHO PANKO ¢ HAGMIOAABAH H3PA3eH CHHIPOM HA CBPBXYYBCTBUTENHOCT, KOHTO fa BKIIOYBA HAKOH OT
CJAEHUTE CUMIITOMY: aHrHoeAeM, JIYIYC-IIoN00eH CHHAPOM, PEBMAaTHYHA MOJIMMHAIITHS, AEPMAaTOMHO3HT,
BACKYJIUT, TpoMOoLwronenus, eosunodunus, nosumena CYE, aprput, apTpanris, ypTHKapHd,
(hOTOUYBCTBUTENHOCT, TEMIIEPATYPA, 3a4epBABaHe, JUCIHES ¥ OTNaIHAIOCT.

¢

Hzcneapanus:
. Pedxu,; nioOKayBaHe Ha CEpYMHHUTE TpaHcaMHHa3|, (aNaHuH aMHHOTpaHc(depasa, acnapTaT aMuHOTpaHcdepasa,
¥ - DIYTaMU TpaHCrenTHaasa) (B, Touka 4.4), HOBHILaBaHe Ha CTOHHOCTHUTE Ha alikalHaTa Qocdarasa;
MoKayBaHe Ha HUBATa Ha cepymuara xpeatiHkudasa (CK (k. Touka 4.4).

‘Mma cBeAeHNS 33 CIeIHHTE HEeXKEIAHH peaKHHH, HO HE € YCTAaHOBEeHA NPHYHHHATA BPB3Ka ¢ TEPaNMiTa Che
ZOCOR:'nenpecHﬂ, MYJITHGOPMEHa SPUTEMA, BIUIIOYHTEIHO CHHADPOM Ha Stevens-Johnson, TeBkoneHus U
mypriypa. .

OENA (OT 10 JO 171 OI[I/H.LII-LA BB3PACT)

B enHo- npoytxsaﬂe BrUEOYBaio gena or 10 ;o 17 rofkmiHa BB3pacT, ¢ XETEPO3UIoTHa (paMIiHa
xunepxonecteponemus (n= 175), ipodnnbT Ha 6e30NaCHOCT M MOHOCHMOCT Ha rpynara nekyeana cse ZOCOR
e 6w nionofied Ha To3M NpH rpynaTa JeKysana ¢ miauebo (Bx. rouxu 4.4 1 5.1)

4.9 H;l]fmo';iipaﬂe

Vima cboOLIeHHs 3a HAKOJIKO ClTyyas Ha NpeRo3ipaHe; MaKCUMaiHaTa npueTa 1o3a ¢ 6una 3.6 g. Benuku
NaupeHTH ca ce BB3CTaHOBMN 63 nociicAcTeHs. B TakHBa ciyyau TpA0Ba Ja ObIaT NMPHIIOKEHH
. OOLONPHETUTE MEPKH.

5. DAPMAKOJIOTHYHH CBONCTBA

N
e, o

re-

. 5. Y PapvakogHHEAMHYHHA CBOHCTBA

dapmaxoTepanesTuyna rpyna;_ HMG-CoA penykrasuu uaxuburop, ATC xox: C10A AQ]

-ZOCOR (simvastatin, MSD) e noHixaBaly X0JIeCTepoIa MEAUKAMEHT, NOJY4YeH O CHHTETHYCH BT OT
gbepmemau,_n‘bﬁeﬂ npoaykt Ha Aspergillus terreus.

ZOCOR & cneuﬂdmtieﬂ naxuburop Ha HMG-CoA penykrasata, eH3UMBT, KOHTO KaTalyu3Hpa KOHBEPTHPAHETO

LI"'F‘J.-.“

na HMG-CoA B meBanonar. [Ipu TeparneBTHUHHTE 103H, 00aye, eH3UMBT HE € Hauﬂno’“ﬁnoxnpaﬁh
CNIEIOBATEITHO MO3BOISIBA HATHYHOCTTa Ha OHOIOTHIECKH-HEO0X0AUMHTE KonHt{e"c:TBa MeBanoHaT T:I:H KaTo
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koHBepTHpaneTo Ha HMG-CoA 1o MeBanoHar e pateH cTafinii Ha OMOCHHTE3aTa Ha X0JIeCTEPOIIa, He Tps6Ba aa
ce o4akBa, 4e TepamuaTa cs¢ ZOCOR e OpMUHEM aKyMYAALMsTa Ha HOTEHHHMATHO TOKCHYHH cTepony. OcBeH
ToBa, HMG-CoA Beanara ce merabonusupa 06paTHo 10 aueTuin-CoA, KOHTO OT CBOS CTpaHa ce BK/I0YBA B,
MHOr0 OHOCHHTETHYHH NPOLECH B OpraHu3Ma.

Bohpexu ue X0necTeposisT € IIPEKypcop Ha BCUYKH CTEPOMAHM XOPMOHH, simvastatin He e mokasan Aa uma
KIHHUYEH edeKT BbPXY CTEPOHAOTeHe3aTa. Simvastatin He NPpUYMHIBA YBeJIMYeHHE Ha XJTbYHATA THTOTEHHOCT
U, CleROBaTenHo, He 61 TpabBano Ja yBeNMyaRa MHIMACHTHUTE HA KABMHY KAMbHU.

KJIMHHWYHH [TPOYUYBAHWA

ZOCOR e nokasall, 4e HaMa/laBa, KaKTO HOPMAJIHMTE, TAKA M OBMILEHUTe KoRUeHTpauun Ha LDL-C, LDL ce
¢opmHpa OT MHOTO HUCKO IUThTHUTE Junonporennu (VLDL) u ce kataGonusupa, npeaAuMHO, OT CHJIHIS
apuuuteT Ha LDL-penenropa. Mexanusmet Ha LDL-noHwkapanusa epekr na ZOCOR moxe 1a 3acerse,
KaKTO PeAyKUMsATa Ha KOHIICHTpallusaTa Ha VLDL—xonecmpona Taka ¥ MHOykuusTa sa LDL-peuentopa,
noBexaaiiky 1o HaMaJIeHO MPOM3BEXIaHe M yBenudeH katabonnssMm Ha LDL-C. ITo BpeMe Ha TepamusTa Che
ZOCOR, cpinecTBeHO criasa v anonunonpoterH B. lokonkoto Beska yactHia LDL chaspika efya Mosexyna
anonMIoNupoTEHH B, a B 0CTaHANUTE JIUNONPOTEUHH MMA MAJIKO aNoJIMIONPOTEHH, TOBA MIPEANoara, e
ZOCOR He npoctoe npuuMHABa 3arybara Ha xosectepon oT LDL, HO chIi0 H peayLHpa KGHLLEHTpauHhTs--Ha
uupkynupaiure LDL yactiuu. Oceel ToBa, ZOCOR yMmepeno yBenuuasa HDL-C u peayuupa nnasMeHHTe

TPUIVIMUEPUAN. B pe3ysaTar Ha Te3u IpOMeHH, ¢€ peaylLUpar OTHOLICHUATA HA TOTAIHHUA - KbM HDI- C sk LDL-
C xsm HDL-C.

Yuactiero Ha LDL-C nipu aTeporenesara ca ycTAHOBEHM Ype3 KIHHWYHM U NATONOrHYHY M3CIIEABAHUA, KAKTO
H 4pe3 MHOXXECTBO €KCNIEPUMEHTH C XXUBOTHH. ENHASMUOMOIHYHHUTE U3C/ISABAHUS Ca YCTAHOBUIIH, U§- BUCOKMAT
o6m—C 4 ano B ca puckoBy (HaxTopy 3a UCXEMHUHA O0JIECT Ha ChpLETO, AoKaTO BUCOKMAT HDL ~C 1 ano A-I
ca CBBP3aHU C HamMaieH pPHCK.

Hexemuyna bonect Ha CrplieTo

B winHHYHOTO npoyuBake Scandinavian Simvastatin Survival Study (4S), edekThT BbpXY 0611aTa CMBPTHOCT
Ha Tepanuara ¢e¢ ZOCOR 6eme oueHex npu 4444 nammenty ¢ MbC ¢ usxoaen obiw-C 212-309 mg/dL (5.5-8.0
mmol/L). IIpu ToBa MynTHUEHTPOBO, PAHAOMHU3UPAHO, ABOHHO-CISII0, MIaneG0-KOHTPOIHPAHO MpoyyBaHe,
atMeHTUTe ¢ aHrMHA WM DpeKapad Muokapzaen undapkr (M) ca 6uau TpeTupanu ¢ AMeTa H CTaHAaPTHH
rpsxu M Wi ZOCOR 20-40 mg nuesHo (n= 2221) unu mwauebo (n= 2223) 3a nepuo ot 5.4 roauuu, Cien
NPHKIIOYBaHe Ha H3C/IeABaHETO, JedeHrneTo ¢be ZOCOR noBeno Ao cpeaHa peaykums Ha o0y X0necTepoi,
LDL-C, u tpurnuuepuzure ¢ 25%, 35%, u 10% pecnexkturHo, 4 cpeaxo yeenuuenue Ha HDL-C ¢ 8%. ZOCOR
HaMmajlgBa pyucka oT eMbpT (purypa 1) ¢ 30%, p=0.0003 (182 cmbpran cinyyas B ZOCOR-rpynaTa B CpaBHEHHE
¢ 256 cMBPTHH ciyyas B wianebo rpynata). Puckst ot CHD cmsprHOCT 6¢ HamaneH ¢ 42%, p=0.00001 (111
kbM 189). ZOCOR crino Taka HaMalIdBa pUCKa OT IOSBATA Ha TOJieMH KOpoHapHK uHuuaeHTH (CHD
CMBPTHOCT IUTICC KITMHUYHO AOKAa3aH U HedaraneH MuokapaeH undapkr)(gurypa 2) ¢ 34%,p<0.00001 (431
NatueHTa KM 622 nmauueHTa ¢ AdH WIM IIOBeYe HHLIMAEHTA). PUCKBT OT HANHYHETO HA KITMHHYHO ILDI{HBB.H
HedaTaneH MHOKapAeH HHbapkT 6un HamaseH ¢ 37%. ZOCOR HaMajii pUCKa OT MHOKapAHU 4
peBacKyJapH3alliOHHU NIpoNeRy pH (20PTO-KOPOHApEH apTepHalie 0aiinac ik NepKyTaHHa TpaHCAyMEHHA
KOpOHapHa aHrHorwactuka) ¢ 37%, p<0.00001 (252 nauuenru xuM 383 nanpents). Oceen ToBa, ZOCOR
3HAYHTENIHO HAMAJIABA PHCK2 OT (haTaHHTe IUIIOC He-paTanHuTe MO3bYHO-CHROBH HHuHﬂeHTH (MHCYNIE U

NPEXOAHC HapylLleHHe Ha MO3BYHOTO KphBooGpamenue) ¢ 28%, (p=0.033, 75 nau 102 mauuesTa).
He e MMaio CTaTUCTHYECKH 3HAYHMA PasiuKa MEXIY IPYIHTE IpH HG-I{aleH %ﬁ@afa&,aﬂ'b‘gmac'r
ZOCOR nsamansea pucka OT CMBPTHOCT OT 3HAUUTESIHH KOPOHAPHH HHuH,neH Q,_ﬁ ’p cné,ﬁei?o (Imka'ra B

noaobHa creneH Ha HUBaTa Ha u3xoaHuTe obur U LDL-C. PHCKEBT OT CMBPT 'pml}aunémwﬁg_n 6 ILHHH

Oenre HamaneH ¢ 27% u npu naumenty < 60 roaunu ¢ 37%, (p<0.01 3a ,uBeTa B:b3 acTOBH. 1;5) }'IH ‘T’bu Kato e
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UMaso caMo 53 ciydas Ha cMbpT Ha xeHM, ehekTsT Ha ZOCOR BEpXy CMBPTHOCTTA NIPH JKEHUTE HE MOXKE Aa
6bae anexgarHo oueHeH. Taka i nHade ZOCOR HamasnsiBa pHCKa OT PA3BHTHE Ha 3HAUUTEIHH KOPOHAPHH
i ..P"'

HHHH,[{GHTH ¢ 34% (p=0.012, 60 xxenu xpM 90 xeHU C eUH UAK NOBeUe WHIWASHTA). [Ipy NatueHTH ¢be
. 3axapeH Avaber, pUCKBT OT rofIeMH KOPOHAPHH HHUMASHTH Gere HamaneH ¢ 55%, p=0.002 (24 nanvenra

cpeity 44 riauyeHTa).

Tabnuual Tabnuua 2
Figure 1 Figure 2
1.':0 - 1 m —
0.9 — 0.5 -
:
0,90 -
2 0.90 -
2 085 S
% Lol = 0.85
%0.80 — E 0.80 —
o - p = .
£ 07+ __ ﬁ:;";;bia"” £ 0.75 4 —— Simvastatin ™.
5 w==-==- Placebo N
] = v,
0.70 3 0.70 —
o
gl - -~
. - L.ag-rank p=0.0003 - Log-rank p<0.00001
0.00 T 7 | ¥ I | 0.00 ! | ) ) 1 1
0 1 2 3 4 5 S G i Z 3 4 5 B8
Years since randomization Years since randomization

Bucok pucK oT ucxemuyHa Gonect Ha cupueto (MBC) unu nokazana UGC

B npoyusanero HPS (Heart Protection Study — Ilpoyusane 3a koponapHa ripoTekuus) Tepanusta cec ZOCOR
e uzcneasata pppxy 20 536 nauyeHTa ¢ BHCOK PUCK OT UCXEMHUYHK KOPOHAPHH HHLMISHTH NIOpajH AnadeT,
aHaMHesa 3a HHCYIT WIH ApYra Mo3p4HOCEA0Ba Boyect, nepudepHa cprosa bonect, unm ¢ nokasata UBC. B
TOBA MHOTOLIEHTPORO, PAHAOMU3HUPAHO, IBOHHO — Cilsi0, M1aneOOKOHTPOIKPaHo npoyusane, 10 269 nauucHTa
ca siexyBany cbc ZOCOR 40 mg guesHo u 10 267 nanpenta ca 6uny Ha miauedo 3a IEpUOZ OT CPESHO 3.5

- roauny. Uaxonnure vuea Ha LDL-C ca 6unu kakto cneapa: nox 116 mg/dl npu 6 793 nanuenta (33%), Mexmy
116 1135 mg/dl npu 5 063 naumenTa (25%) u no-rosiemu or 135 mg/dl npu 8 680 nanuenra (42%).

Jleuennero cbe¢ ZOCOR 40 mg AHEBHO CIpAMO Iianebo e J0BeNo Ja HaMallaBaHe Ha o0iaTa CMBbPTHOCT C
13% (p=0.0003), xoero ce npixu Ha 18% HamaneHUe HA CMBPTHOCTT2 OT HBC (p=0.0005). ZOCOR coniuo
Taka € HaMaJlWJI PHCKA OT FoJIeMH KOPOHAPHH MHIMACHTH (CECTABEH KpaeH MOoKasaTel, BKIHYBAL HedaTanHus
MHOAPKT HA MHOKapAa WK KOPOHapHaTa CMBPT) ¢ 27% (p<0.0001). ZOCOR e Hamanmi HeoOX0AUMOCTTa OT
. KOPOHAPHH PeBacKyJIapH3aLIHOHHY NPOLIEAYPH (CHCTaBeH KpaeH [oKasaTell, BKIIYBALl KOPOHAPEH apTepHaNICH
Gaii-nac ¥ flepkyTaHHa TPAHC/IyMEHATHA KOPOHAapHa aHIHOTUIACTHKa), KaKTO B HeoOXouMocTTa OT NEepUGEPHH
Y ApYT¥ He-KOPOHAPHH PEeBACKYNApU3aHOHHH NpoLeRypH, ¢ 30% (p<0.0001) u 16% (p=0.006) croTBETHO.
ZOCOR e namanin prcka OT Mo3bueH MHCYNT ¢ 25% (p<0.0001), koeto ce Abnuay Ba 30% namaneHnue Ha
HexeMuuiing uacyT (p<0.00001). Ocsern ToBa, ZOCOR e Hamanui pucka OT XOCTIUTANH3alUs 32 angina
pectorls ¢:17% (p<0.00001). PUCKET OT rojieMy KOPOHApHH HHLIMACHTH K IOJIEMH CHAOBH HHUHMICHTH
(C'bCTaBeH KXpagH MoKazaref, BKIIOYBal FoNeMHTE KOPOHAPHY UHUUASHTH, MO3BUHUTE HHCYJITH HITH
peBaCKYJIapH3aLOHHHTE Npoueaypu) € Ot HamaneH ¢ 25% ipy NauueHTH ¢ WIH 6e3 UbC, BKIIOMUTEITHO
nuaGeTHIH U MAanMeHTH ¢ NeprudepHH CHI0BY WIX MO3BPIHOCHA0BH O0eCTH. B ToNEBIHEHNE, B MOATpynaTa Ha
-nauieHTHTe ¢ quader, ZOCOR e HaMalNui pHCcKa OT Pa3sBUTUE Ha YCIIOKHEHHS OT CTPaHa Ha TOJIEeMHUTe
neprpepHy CHA0BE, BKIIOUUTENHO nepudepHY peBacKyapu3aliHONHN MPONESAYPH (XHPYPIus H
h aHI‘HOHﬂaCTHKa) aMITyTALMH Ha JOJTHH KpalHHLM, WiK YAKYCH Ha KpakaTa ¢ 21% (p=0.0293).
npe,ﬂHBBHKaHO’TO oT ZOCOR HamaneHKe Ha pUCKa KakTO OT FOJIeMH ChA0BY WHIHICHTH, TAKa U OT roJieMu
hOpDHapHH WHUWASHTH, € 610 fobpe U3pa3seHo U CXOIHO HE3aBHCHMO OT B’bSp&C’I‘I‘a Ha. nauHeH:rHTe nosa,
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P

L SN
u3xoguute HuBa Ha LDL-C, HDL-C, TG, anomunonporens A-I, unu anonunonporenH B, nanuuue I/mfrl e HA
XHMEpPTOHHNA, HHBA HAa KpeaTHHHHA 10 FOpHa FPaHUIiA 3a BKIIOYBAHE B Ipoy4BaHeTo oT 2.3 mg/dl, Hantuue uin
HE Ha H3XOHO JICUSHHE ¢ Kap/IMOBACKYJIapPHH JIEKapCTBEHH NPOAYKTH (BKJ. acnupyH, OeTa Biokepn, ACE
MHXHUOUTOPU WITH KaIUMEBH aHTarOHKHCTH), IyLIeHe, NPHEM Ha AKOXON Wi 3aT/beTaABaHe, [lo nerara ro,uHHa
32% ot nauueHTHTe B npauedo rpynara ca B3UMaiiH craTUH (M3BBH NPOTOKO/a Ha IPOYHYBAHETO), nopaﬂﬁ

KoeTo HabnionaBaHOTO HaMalleHHE Ha pUcka NOAueHsBa peaiHug ePeKT Ha simvastatin.

AHruorpath ek NpoyYBaHus

B MHoroueHTpoBOoTO AHTH-ATepoMa u3cnenBaHe (Anti-Atheroma Study) e npoyuen ehekTsT Ha TepanusTa Chbe
ZOCOR BBpxy KOpOHapHaTa aTepoCKIEp03a Ype3 KOpoHapHa aHrHorpadhys Ha XMIepxoiecTepoieMudBY MBKe
1 JKeHH ¢ KopoHapHa Gonect. B ToBa MpOM3BOIIHO, KOHTPOJIMPAHO KIMHKMYHO M3CNeBAHE, NPOBEAECHO C ABOHHO
CJI4Ir ONUT, 404 nauueHTH ¢ HUBa Ha 001 xonectepon oT 212 go 308 mg/dL (5.5 xo 8.0mmol/L) u.cpearo
n3xonHo HMBO Ha LDL ot 170mg/dL (4.4 mmol/L) ca 6unu TpeTHpaHH ¢ koHBeHUMoHanHu Mepki ¥ ZOCOR
20mg/d unu ¢ mnanedo. AnrvorpaMure ca OWIH OHEHeHM cie/l IBe M YeTUPH FOJUHM. AHrHorpaMa Ha
H3XONHOTO CBCTOSHUE ca uManu 347 NauMeHTy ¥ Hai-Malko eIMHHa IocaeaBaa auruorpama. [lpu nanuvenTH,
KOUTO ca MpHEMANH mnanebo, 1esuuTe OT KOPOHApHATA ATEPOCKIepo3a ca ¢e BIOIIMIM OYTH JiuHeiHo. B
koHTpacT, ZOCOR 3HauuTenHo € 3abaBuil pa3BUTHETO HA JE3UNTE, KOSTO JIHYM B OKOHYUATE/IHATA aHTMOorpama
OT cpeAHaTa NPOMAHA 3a nauueHT Ha MunuManuure (p=0.005) u cpeauute (p= 0.026) 1yMeHOBU AUAMETPH
(KpaiiHu TOYKM, TOKa3BalllH, CHOTBETHO, QOKANHY U AU(DY3HOHHY 3a0019BaHNA), KAKTO M, IPOLEHTHO,
ndametpansara ¢reHoza (p=0.003). ZOCOR, csmio Taka, 3HaHUTENHO HaMalIsBa NPONOPLUATA Ha NALMEHTH C
soeu ne3uu (13% ZOCOR vs 24% nnauedo, p=0.009) u ¢ Hou uanocTHH okmysuu (5% cpewy 11%, p=0.04).
CpenHata NpoMsHa 32 NALMEHT HA CpeIHUTE U MUHMMAJITHHTE IYMEHOBH AMAMETPH, U3UMCIIEHH upes
CPaBHUTEJIHM aHIHOI PaMH Ha TIOATPYMNa OT 274 mauueHTH, KOUTO ¢a GMIM Che ChBNAAAIN aHTHOrpadcKu
NPOSKIUM Ha U3XOAHOTO HUBO, Ha BTOpATa M YeTBBPTATA TOAUHA Ca IIPeACTaBEeHU MO-A0NY: ([bHFyRI;l 3n 4).

Tabnuua 3 Tabnuua 4
Flgute 3 Flgure 4
Mean Lumen Diameter Minimum Lumen Diameter
{Mean and Standard Error) (Mean and Slandard Error)

Changs from Basellne {mm) hange from Baseling (mm)
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TABJIULIA |

HOSO-B&BHCHMH OTrOBOP HNDH NANUNCHTH C ITbPBHYHE XUINCPXOJICCTCPOJICMI] B KDMGHHHP&H& (cMecena)

XHHCPJIIUITHACM HA

(CpeneH npoLEHT Ha POMAHA COPAMO MU3XOAHUTE HUBA ClIeX 6 Ko 24 cenmuun)

ZCR-EE/BG-20072410

JIEHEHHE bpoit | TOTA | LDL-C | HDL- | TG¥®
L-C C

CpasHutento [Ipoyusane ¢ Hucku flo3u
ZOCOR
5 mg** 109 -19 -26 10 ~12
10 mg** 110 -23 -30 12 -135
Scandinavian Simvastatin Survival Study

"Placebo 2223 -1 -1 0 -2
ZOCOR 20 mg** 2221 -28 -38 8 -19
CpasHutenHo [IpoyuBane ¢ Bucoku

:ZOCOR

40 mg** 433 -31 -41 9 -18

80 mg_** ' 664 -36 -47 8 -24

: MHﬂmueHTDOBo IpoyuBane BLpXY

KomGuHipana XHIepnumujeMys

' Placebo 125 ] 2 3 -4
ZOCOR 40 mg** 123 =235 -29 13 -28
ZOCOR 80 mg** 124 |31  [-36 16 -33
-* CpeaeH NpoLeHT Ha NpoMAHa

| R Bet{ep |

B CpaBHHTenHOTo HpoquaHe ¢ Bucoku Jlo3u enua TpeTa OT NALHEHTHTE, MOCTUrHaIM HamansBake Ha LDL-
p xonec*repona ¢ 53% uny nosede npu nosa 80 mg. IpouenTsT Ha HamaneHue Ha LDL-xonectepona beme
: C'bB’prJE:HO‘HeBaBHCHM B CpaBHEHME C W3XOJAHWTE HUBA. 3a Pasiika OT Hero, MPOLEHTHT Ha HaMaleHHe Ha
- TpurnuuepEanTe Gelne cBBP3aH ¢ 5a3aHUTOTO HUBO Ha TpurpuiepuanTte. OT 664 nanueHTa, paHIOMH3KPaHH
Ha 80 mg, 475 nauyenTa ¢ Ia3MeHn HUBA Ha TpurmiuepnanTe < 2.25 mmol/L (200 mg/dL) umaxa cpefHo
' HaMajieHue Ha TpurMLepuanTe ¢ 21%, nokaro npu 189 nanpenta ¢ XunepTpurnuuepuaemus (>2.25 mmol/L),
. cpenHoTO Hamanenue Ha Tpurauuepuaute 6ewme 36%. IIpy Te3u npoyusaHus, NaUMeHTHTe C TPUDIKLEPHAN >4
_-mmol/L (320 mg/dL), 61Xa U3KITIOUEHH.

l.,L _-

B Mﬂorouen*rnoao [Ipoyusane bpxy KomOunppana Xunepauruaemus, paHAOME3HPAHO, 3-NICpUOAHO,
"‘crossover" iipoyusane, 130 nauuenta ¢ komGunupana xunepaunugemusd (LDL-C>130 mg/dL u TG: 300-700
mg/dL) 6ﬂxa nexysatu ¢ niaueto, ZOCOR 40, u 80 mg/nHeBno 3a 6 cenmuup. Criopex 103a-3aBUCHMHS
[IPUHLUD ZOCOR 40 u 80 mg/nueBHo, Hamanuxa cpeguust LDL-C ¢ 29 v 36% (turane6o: 2%) u cpennnuTe
HHBa Ha TGc 28 u 33% (nnanebo: 4%), 1 yeemuuuxa cpeauus HDL-C ¢ 13 u 16% (ruianebo: 3%) u
anonunonpo'renﬁ A-1 ¢ 8 u 11% (mnaue6o: 4%), CbOTBETHO.

Xﬂnepmwnuuepnnemm (Fredrickson Tun IV xunepnununemus)

PezynTaTHTe OT aHally3a Ha IIoArpynara, Biunoysauia nauueHTH ¢ Fredrickson Tun IV xunepnunugemud ca
npe,uc:TaBeHH 8 Ta6nuua 2. M asere npoy4sanna ca JBOAHO-CIISNH U 1Uialled0 KOHTPOIHPAHK; ¢AHOTO Oere
““crossover’? npoyusane H Briousaine miane6o win ZOCOR 40 and 80 mg/anesHo, a apyroro Genre
napajienHo npoyusane, cpapuspamo mianedo nmu ZOCOR 20, 40, » 80 mg/nueBHo. Beska rpyna Ha neyeHue
BK/IFO4BALIE IPUOIIHIUTENHO 30 nauuenTa, CroTBeTHUTE 0a30BH CTOMHOCTH 3a Tm‘r‘lV nanﬂeHmTe B JIBETE
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npoyusaHus 0gxa: o6m-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) u 441 (5.01); VLDL-C =99 (2.56) u 94 (2.44); ne-HDL-C*= 243
(6.29) u 198 (5.13).

TABJIMLIA 2

[Ipoyusaxms Bepxy Tun IV XunepnunuaeMus
Cpennuat lpouent va Ilpomsina ot VzxonHure HuBa

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

C C C* -C
“Cross over” Ilpoyupane**
[Tnane6o -2 ] 3 -11 -9 -3
ZOCOR 40 mg/nueBHO -34 -34 13 ~36 -46 -41
ZOCOR 80 mg/ nueBHO -36 -34 14 -39 -54 -43
ITapaneano IHpovusane**
IInapebo 0 3 3 -13 -10 -1 N
ZOCOR 20 mg/nuesH0 21 -23 9 21 -33 -26
ZOCOR 40 mg/nueBHo -26 25 9 21 35 -32 s
ZOCOR 80 mg/nueBHO -33 ~-335 11 -33 -44 -41 |

*CpepeH IPOLESHT Ha poMaHa
*¥*T1pubnuszurenno 30 naipienTa BB BCSKA IPyIla Ha JISHEHHUE

Hucberanunonporeudemus (Fredrickson Tun 11l xunepaunuaemus)

Tabnuua 3 npeacTaps pe3ynTaTUTe OT aHaNM3a Ha noarpymna ot 7 nauuenTta ¢ Fredrickson Tun 111
XunepnunuaeMua (pucberamunonporennemus; ano-E2/2 u VLDL-C/TG>0.25) oT aABoiito-cadmo, miauedo-
KOHTPOAUPAHO, 3-pa3opo “crossover” npoyusase, BlunouBamo 130 nauuenta. B ToBa npoyysaHe cpefiHUTE
H3XOAHH c¢roiiHocTH Oaxa: O0m-C = 324 mg/dL (8.39 mmol/L), LDL-C (+IDL)= 121 (3.13), HDL-C = 31
(0.80), TG =411 (4.67), VLDL-C (+IDL) = 170 (4.40), u ue-HDL-C = 291 (7.54).

TABJIMIA 3

6-cepmuueH, Honmxasam-JIununure Edext wa Simvastatin nipu Tun [l Xunepaunuaemus
Cpenpust IlpoueHt Ha IIpomana ot HM3xoaHuTe HHBA

Obw- | LDL-C* | HDL-C | TG VLDL-C* | He-
C HDL-
C
[Lnauebo -8 -8* -2 +4 -4%* -8
ZOCOR 40 mg/puHeBHo | -50 -50% +7 -41 -58% -57
ZOCOR 80 mg/mueBHo | -52 -51% +7 ~-38 -60* -59 :
*srmoysa IDL /*T‘\\
e g PN
XOMO3UroTHa (PaMUIHA XHIIEPXOJECTePOIeMUs § &f‘;%ﬁ Fy 1
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uny 80 mg Ha aeH B 3 paspennn no3u. Cpenxoro ramanenue Ha LDL-C 3a posara ot 40 mg u 80 mg 6eme 14%
U 25%, pecniekTHBHO, EAnH naument ¢ uncpawia LDL-C penentopna ¢pyHkus umame HamaneHue na LDL-
xonectepona ¢ 41% npu nosa 80 mg

Knunnuny npoyysanus npu aeua (ot 10 go 17 rogumua Bb3pacT)

B epHo nBOHHO-CNANO, I1aLe00-KOHTPOJIMPaHO fpoy4Rake, 175 nauueHtn (99 Mnaaexn u 76 momudera ¢
MeHCTpyanus) Ha Bp3pact ot 10 no 17 roaunu (cpefna sp3pact 14.]1 ronuHy), ¢ XeTepo3UrotHa GamMuina
xunepxonecreposnemus (Xe®X), ca Ounu paznpesienicHd Aa NOJIy4aBar simvastatin Wiy rianebo B
NpoAbMKeHUe Ha 24 ceaMHUIM (OCHOBHO HPOYYBaHe). 3a BKIIOYBAHE B POYYBAHETO C& € H3HCKBAJIO
nbpBoHauanso HUBo Ha LDL-C Mexay 160 n 400 mg/dL u noxe enun popuren ¢ HuBo xa LDL-C> 189 mg/dL.

Jlozuposkarta Ha simvastatin (BegHBIK JHEBHO, Bevep) e 6nna 10 mg npes nepeHTe 8 cenqmuim, 20 mg npes
sTopure 8 cegmuuy, 1 40 mg ciien Topa. B npoasmxenne Ha 24-Te ceamuny, 144 nauuenTy ca npeanoveny aa
NpOABLIKAT Tepanuata u ca nomydasanu 40 mg simvastatin Wi niranedo.

ZOCOR 3HauuTeNHO € HAMAIIH f1asMennTe HuBa Ha oomua-C, LDL-C, TG, u ano-B. PesynTtarure ot
yABIKABAHE Ha IpueMa a0 48 ceaMuuM, ca Oy CpaBHUMH ¢ MOJTYYESHHTE NIPH OCHOBHOTO NIPOY4YBaHe.

~ Cnen24 cefiMuuHO neueHue ce e JocTurnano cpeano Huso Ha LDL-C 124.9 mg/dL (rpannuu: 64.0-289.0

mg/dL) npu rpynara nexypana ¢s¢ ZOCOR 40 mg, otHeceno kbm 207.8 mg/dL (rpanmuu: 128.0-334.0 mg/dL)
[pH rpynyra JeKyeaHa c nnauedo.

ZOCOR e samaini cpeiHoTo HUBO Ha 0b6ua-C ¢ 26.5% (ranuebo: 1.6% yBennyeHue oT MbPBOHAYANHAS),
LDL-C ¢ 36.8% (nnauebo: 1.1% ysennyenue 0T IbpBOHAYaNHHA), CpefHaTa CTOHHOCT Ha TG ¢ 7.9%
(rnaue6o: 3.2%), u cpequuTe HUBa Ha ano-B ¢ 32.4% (rauebo: 0.5%), n ¢ ysennumn cpenuns HDL-C ¢ 8.3%
(nnauebo: 3.6%)

Be3onacHOCTTa ¥ eUKacHOCTTa Ha JO3U Hapsuinasaly 40 mg AHEBHO HE € MpOYYeHa [pH ACHa ¢
XeTEPO3HIOTHA (PaMHIIHE XHTIEPXONIECTEPOTIEMHUS. B nuarocpoueH niaaH epuxacHOCTTa OT JEYECHUETO CBC
simvastatin B /IETCKa BL3PacT 3a HaMaJlsBaKe 3a200JICBAEMOCTTA U CMBPTHOCTTA B 3PsAfia Bb3PacT, He € Ouna

yCTaHUBeHa

q,
-y -

5.2 @apm;commg'mqmi CBOMCTBA

Simvastatln & HeaKTUBEH JIAKTOH, KOWTO in Vivo Bejmara ¢ XHApoiu3upa 10 ChOTBETHATA b-xm:poxcn
kncenuna, L-654, 969, edukacen uaxubutop sa HMG-CoA penykrasara. uxubupanero sa HMG-CoA
peflyKTa3aTa € OCHOB4 33 U3npodBaHe NpH (hapMakOKMHETHIHM U3CieIBaHMIs Ha meTabonutHTe Ha b-
XULPOKCHKUCEMHAT (akTMBHHA HHXHOUTOPH) H, clieiBaWKH OCHOBHATA XMAPOJIN3a, aKTHBHH IUIIOC JIATCHTHH
Hﬁxuﬁmopﬂ (Bcntnm nuxuouropu). U ABaTa Ca H3MEPUMH B IJIasMaTa cJie/t Ipuiarate Ha simvastatin.

[

prr Hscﬂg,aaaﬂe ¢ MC.o3nauen simvastatin, nox popmata Ha xancynu (5 x 20), ca npunoxenn 100 mg (20

*-mCi), kouto ce pasnpenesaT B KPbBTa, ypUHaTa U pekanuure. TpuHaneceT NpOUEHTa OT painoaKTUBHOCTTA Ce

BL3CTAHOBABA B-YpHUHaTa 1 60 nponenra BLB dexanuure, ITocneaHOTO rioKa3Ba EKBUBAIEHTHTE Ha
a600p6HpaH0To JIEKapcTBO, OTAENIEHO B JKITbUKATa, KakTo U HeabcopbupanoTo nekapcetso. [o-manko ot 0.5
NpOLEHTA OT:A03aTa ce BH3CTAHOBABA B ypHHaTa kato uHXxuburopu Ha HMG-CoA pepykraszara. HRXHOuTOpUTE
B nia3marta Habpossar 14 npouenra ¥ 28 npouexTa (akrdBHY. B BCMuky uexudburopu) or AUC nHa obimara
PaaMOaKTHBHOCT, KOETO MOKA3Ba, Y€ MHOXKECTBOTO OT HATMYHHTE XUMHUYHH BHIOBE C2 L@ETSBHH M cnabu

...-r"°'-‘T
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-

Kaxro simvastatin, Taka 11 L-654,969 ca cBEp3aHu ¢ NIPOTEHHUTE Ha HoBewkata miasMa (95%). nasuuze.
MeTaboJIMTH Ha simvastatin, KOUTO ce HAaMUpPAT B YOBEIUKATA NNasMa ca L-654,969 u ueTupu ACIEIHMFENHY
aKTHBHM MeTabonura. HanuuHoctra Ha 1L-654,969 B nupkynauuaTa Ha opraiuamMa, cliefl MPUIarade Ha opasnHa
no3a simvastatin, ce M34MCHABA Ype3 U3NOJI3BAHETO HA T. Hap. reference noza L-654,969; T4 e uaMepeHa Ha no-
MaJIKo OT 5 IIpOLeHTa OT Jlo3arta. [lo aHanorus ¢ MoAena npu Ky4erara, simvastatin ce abcopbupa nobpe it
npeMHHaBa Npe3 eKCTEH3HBHA IbPBOHAYAIHA EKCTPAKLUU B YepHUA Apo0, KOHTO € NBPBHYHO MACTO Ha

,[[eﬁCTBHEB, C riociaeanania CKCKpelnd Ha JICKAPCTBCHHM SKBMBAJICHTH OT JKiTbUYKaTa., CJIG,[[OB&T&HHG, HANMHYHOCTTa

Ha aKTHBHO JIEKapCTBO B 001aTa IIUPKyJalys € MajKa.

Ilpu u3cnenBanus ¢ NpONOPLUMOHATHOCT HA A03HTE, € M3MOA3BaHK Ao3u oT 5, 10, 20, 60, 90 u 120 mg
simvastatin, ¢ yBeIM4aBaHETO Ha [103aTa € HAMaMA0 CHISCTBEHH OTKIOHEHH OT AUHeliHocTTa Ha AUE Ha
WHXUOKTOpHTE B 00MIaTa HUPKYTanus. B ¢hoTBeTCTBUE ¢ 6bp3aTa (asa, asMeHusT npogun Ha .0 .
HHXUOWTOPUTE He e Oul adeKTHpaH, koraTo simvastatin e rpunarad HEMOCPEACTBEHO NMPeM XpaHeHe!

PapMaKOKHHETHUHHATE CBOMCTBA HA €AMHUYHA U MHOTOKPaTHH A03M Simvastatin nokasBsa, 4e He HACTHIIBA
KyMyJupaHe Ha JIeKapcTBOTO CiIel MHOTOKPATHO JO3UpaHe. BBB BCHYKH OT FOPENOCOUEHHTE ’
(papMaKkOKMHETHYHHU M3CIeABAHMS, MAKCUMAIHATa IUIa3MEeHA KOHLIEHTpalya Ha MHXHOHTOpUuTe HacTenBa 1.3 Ao
2.4 uyaca cnen gosara.

IIpu u3cienBane Ha NALMEHTH ¢ Texka OrOpeyHa HeAOCTATHYHOCT (KpeaTHHHHOB kauphsHe < 30 mL/min),
TJIa3MEeHHTE KOHLIEHTPaLMK HA BCHYKM HHXUOUWTOPH, Clie/] €AMHHYHA 71032 OT ¢Bbp3anu ¢ HMG-CoA
penyKra3aTa MHXMOUTOPH, ca GUIH 1Ba WETH NO-BUCOKY OT TE3U NPH 3ApaBu JOOPOBOJILI. ST

B eaHo npoyusaxe Hal2 3gpaBu Ko0pOBONUM, MAKCUMAJTHATA f03a Ha simvastatin ot 80 Mr Hamarie ﬂtb@iﬂ* .
Bbpxy MeTabosnusma Ha u3cnenpanure CYP3 A4 cyberpatu midazolam u erythromycin. Topa MOKA3BASHCY, -
simvastatin He € nuHxuburop Ha CYP3A4 H eT0 33110 He Ce O4aKBa Aa Biiide BbPXY IUla3MeHMTE HUBA Ha- npyrﬂ
JIeKapcTBa, Kouto ce MeTabonusupat ot CYP3A4. .

Crneuuduunure yepHoapoOHu metabonurHu mbhTuma Ha fusidic acid Bce ome He ca M3BeCTHH, HO BBHIPEKH
TOBa, MOXKe Ja ce ovaksa B3aumopeiicreve Mexny fusidic acid u uuxuburopure Ha HMG-CoA, penymasa,
KOUTO ¢e MeTabonmusupart ot CYP3A4.

Bropeku ye He € HaN'BIIHO H3SCHEH MEXaHU3MET, cyclosporine e nokazai, ue nosHuiasa AUC Ha HMG-CoA
penykTasHure HHxuburopu. ITosumasanero Ha AUC 3a simvastatin acid, oTYacTH BEPOSATHO c€ IbJKU Ha
unxubupanetro Ha CYP3A4.PuckeT oT MUOIIATHA ce YBEIHYaBa NpH BUCOKH IUTazMeHH HuBa Ha HMG-CoA
penykrasa — uuxuburopuata aktueHocT. HMG-CoA penykraza — naxuburapHaTa akTHBHOCT MOXKE Aa ce
NOBUILK OT MomuuTe yuxuduropu Ha CYP3A4 u na ce mOBUIIM pUCKa OT MHonarus (Bx. Touku 4.4 u 4.5).

3.3 HpeAKNHHNYHA AAHHH 32 0€300aCHOCT

Opanuata LD50 na simvastatin npu Mutuks e, npubausurenHo, 3.8 g/kg, a npu nnbXxose - npnﬁnmgxfré&_mo S

g/kg. m‘>- .

IlpunaraHeTo Ha BUCOKM IO3H simvastatin U CBBP3aHMTE C HEro aHasio3M, 3a OOIHMHCTBOTO OT H{H%;THH ;VKHT&
BUAOBE NPOABABA CIIEKTHP OT MPOMEHH B HAKONKO ThKaHU. Te3u NMpoOMeHH He ca HEOUaKBaHH, HMB.

BaXXHATA POJig Ha Tapre'r-emnma B OCBHHISCTBABAHE HA KNEThYHATA XOMeocTasza. Qb1 eHHﬁ%q P3aHU
C HAKOJIKO OT T€3M NIPOMEHHU FIOKAa3BaT, ye Te Npe/ICTaB/lIgBaT peyBeanucHUe Ha 61oy 3T

JISKApCTBa B CaMHs Kpa# Ha, OTrOBapailaTa Ha Jo3aTa KpuBsa, Taka, Mopcponomlmu! gzgomenﬁ B‘L@pﬁ\:ﬁéﬂﬁoﬁ
Ha ILTEXOBE, XUINEPIUIa3uaTa Ha CKBAaMO3HHUA eNUTeN Ha Npe/iHaTa CTeHa Ha CToMax Ha mn'bxnﬂe mM‘mu ﬁ“ Hi
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XEMaTOTOKCHYHOCTTA TIPH 3alily - BCHUKH TE Ca 1TOKa3aJiv, Ye ¢a JMPEKTHO CBBP3aHU C HHXHUONpaHETO Ha
HMG-CoA pegnyxraszara.

OTKpHWTH ca KaTapaKTH TIpy H3CieABaHus Ha Ky4eTa, TPETHPaHu ¢ BUCOKH HO3HM simvastatin, Makap H npu
MaJTpK Opolt cnyyau. JIoxaTo HAMa ACHA KOpealys MeXXy rojIeMHHATa Ha CepyMHOTO JIMITHAHO [TIOHMKaBaHe U
CEpYMHOTO Pa3BHTHeE Ha KaTapakTHTE, & HabmoaBa JIoruyecka Bph3Ka MeKIy BUCOKHTE CCpYMHH HHUBA Ha
JIEKapCTBOTO ¥ Pa3BUTHETO HA KATapaKTa ChC Simvastatin , CBbP3aHUTE C HErO naxuduTopu Ha HMG-CoA
peayKTasarta.

Cepymuure HuBa (M3pa3eHH Karo abcomOTHY HHXKONTOPH) IpH Ky4eTa, NOTyyaBalilyl MUHHMANH2
KarTapaxToreHyuyHa no3a simvastatin or 50 mg/kg nHeBHO ca 5 TBTH MO-BUCOKH OT TE3H, 38 KOUTO YOBEKBT
fI0Jly4aBa MaKCHMAIHATa NPeABIKAAaHA TepaneBTIiyHa Jo3a ot 1.6 mg/kg (11a 6asaTa na nosa 80 mg/Axesno 32
yopek ¢ Terto 50 kg).

TTosuIIEHH CEPYMHH TpaHCaMHHa3H ce HaGIoIaBat IpH Kydera, ofxy4asaiily simvastatin. Te ce nossssar wny
KATO XPOHWYHO cliabo NOKaYBane Ha HUBOTO, WIH KATO NPeXOMHH €H3UMHY HapyUIeHH NpH, NPHONU3HTENHO,
10-40 % oT xyueTara, mpydeMaliy ToBa JEKapcTBO. HHTO €1HO OT Ky4eTaTa, Nody4Hiiy Te3H TpaHCcaMIHa3HH

) ﬂOKa‘IBB,HHH He € IoKas3aJ10 HUKaKBy OOJIECTHU CUMIITOMH; HUTO €AHO OT TPpaHCaMHUHA3HUTE TNOKA'BAHHA HOC €

Mporpecupans a0 HuBa, CBbP3aHH C SBHH YSPHORPOOHH HEKPO3H, HE3aBUCHMO OT NMPONBIDKUTEITHOTO NPHEMAHEe
Ha nekapcTBOTo. He ca OTKPHUTH HUKAKBH XUCTONATOJIOTMYHI NPOMEHH B YEPHUS Ap00 Ha HHTO SIHO Kyue,

. MOJTy4aBawwo simvastatin.

TecTuxynapHa aerenepanis € HabmoAaBaHa Py ABE HE3aBUCUMH U3CICABAHKS HA KY4eTa, TPETHPaHH Che
simvastatin..Crieunanuy usciegsaHns 3a N0-HAaTaTHIIHO ONpejeNaHe NPUPOJaTa Ha Te3H IPOMEHH Ca HIMany
ycnex, 3aiioTo ed)ekTHTE ca eBa BH3NPOU3BEAMUMH 1 HE Ca CBBP3aHH ¢ 103aTa, CEPyMHHTE XONSCTEPOITHY HUBA
HITK TIPOARILKUTEIHOCTTA Ha ieueHuero. Simvastatin € ApeanucBay 10 ABe FOAMHM 32 KyJeTa B 103a o1 50
mg/kg AHEBHO 6€3 HUKAKBA TECTUKYJIAPHU edekTH.

Ckeneina MyQKyJTHa Hekpo3a ¢ HaGJlolaBaHa Mpy eHO H3CIIeBaHe Ha ITbXO0Be, Ha KonTo ¢ fasad 90 mg/kg
b.t.d, HO TOBA Ce OKa3Ba CMBPTOHOCHA 1032 3a ITbXOBETE,

TOKCW—IHOCT HA PEHPOHY KTUBHOCTTA U PASBUTHUETO

[Tpy MaxcHMAIHO MOHOCHMM JI03H, IPHIIaraHy Ha [UTBXO0BE H 3aHLIH, simvastatin He ripeiu3BHKBa QeTalHY
M&ndyopmaunn U HAMa e()eKT BLpXY GepTHAHTETa, PENPOAYKTHBHHTE (HYHKIHH M HEOHATAJIHOTO Pa3BHTHE.
BBHPGKH*T{}BEI fIpV FUTHXOBE Opana Ao3a ot 60 mg/kg/AHEBHO XHAPOKCHIHA KHCENHHEA, (apMaKoIOTHIHO
aKTUBHHAT MeTaGonauT Ha simvastatin, BOJM 0 HAMaJIsIBaHE HA TENECHOTO TErIO Ha MalKaTa U YBEJINYaBaHe Ha
heTanuKTe pe3opbLKs ¥ CKENETHH ManpopMaluy B CpaBHenye ¢ KOHTponuTe. Ilociensauy IpoyYBatms,
rpoBeCHHU NpH 03, JocTuramu 1o 60 mg/ke/auesHo ¢ To3u MeTabOoNUT MoKa3axa, 4e Te3H pe3opouun u
CKeneTHU MapopManyu 65x4a NOCNeACTBYE OT TOKCHIHOCT Ha GpeMeHHOCTTa (MPeACTOMAIIHH JIE3HH,
cBbp3aHu.¢he 3aryba Ha TerN10 Ha Maitkara), cneuudiHM 3a TPU3aYMTe, H € MAJIKO BEPOATHO Jia C€ AB/IKAT Ha
AUPEKTEH et})em* BbPXY Pa3BUTHETO Ha (eTyca. Bolipekn, e HAMa NPOBEACHH NPOYIBaHHA CBC simvastatin,
fieueHKeTo. Ha GpeMeHnHY TIbXoBe ¢ Gnu3bK no ctpykrypa HMG-CoA penykrasen nHXuOuTOp B 1034 OT 30 1
400 mgﬂ&g/,uHeBHo (10- 1 52-T'5TH HAABMIABALIY MAKCHMAJIHATA NPETIOPBYBaHA TEpaNeBTHYHa A03H, Oasupana
Ha mg/m’ TelecHa OBLPXHOCT) NOKa3a HamalisBaHe Ha (GeTanHuTe Iia3MeHy HiUBa Ha mevalonate.

FEHEfHLIHA'TOKCHKOJlomﬂ U KAHIIEPOTEHHOCT

Karo eKcTeﬂsprHH GaTepuy ca IPOBEASHMN in Vitro ¥ in VIVO FeHeTHIHU TOKCHYHY TECTOBE, KAKTO BBPXY
'SImvastann Taka ¥ BbPXY ChOTBETCTBAlATa CBOGoAHA kucenuHa L-654, 969. Te prmgusaT onuTH 3a
MHKPOGHH MyTareHesu, KIeTbUHH MYTarcHe3u Ha 003aiiHuiHy, NpeKbCBAHE, Ha e,ur«mnqna ‘Bepura JHK u
TECTOBE 3a XpoMO30MHN abepanuy. Pesynrature o1 T€3H U3CeABaHNA He,f,gaszir ,HOT(&S&TE'HG:?BO 3a B3aWMHO

.:?3,’
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BIMAHHE Ha simvastatin nnu 1.-654,969 ¢ reneTnyusms MaTepuan Ha Hali-BUCOKO pa3TBOPUMHTE
HELMTOTOKCHYHM KOHUEHTPALIMH, TeCTBAHH 4pes I vitro OIMTHY CHCTEMH MAH HA MAaKCHMAITHO nnn}rc'mma*ra
7032, TECTBAHA 1N Vivo. e

Ilpy nbpBOHAYANHUTE M3CACABAHUS BEPXY KAPIMHOTEHHOCTTA NPH NABX0BE U MUILKH CA IPHAAraHM A03M -
mexay 1 mg/kg auesHo u 25mg/kg nueBHo simvastatin, B HUTO efHa ThKaH HA MIIUKATE HE ¢a OTKPHTH
A0Ka3aTencTBa 3a TYMOpHH 00pasyBanys, CBbp3aHH ¢ NedeHuero. Craructyuecky sHauumu (pJ0.05) .
YBEJIMYEHUA B ClIyYauTe Ha TUPOHAHU (PONHUKYJIAPHH KISTHYHH aIeHOMH ce HaOMoAaBaT NPY JKEHCKH ILILXO0BE,
nmonyyasami 25 mg/kg simvastatin nHesHo (16 neTH MakcHManHaTa npenopbyBaHa YoBelka no3a). Tosy
N0OPOKAYECTBEH TYMOP C€ MOABABA CaMO NPU JKEHCKUTE NITBXOBE; NOJOOHH NPOMERY He ce HaSnmnaBaT npn
MBIKKH FUTBXOBE HIIH [IPY KEHCKH IUTBXOBE, TPETUPAHH C TI0-HHCKH 1034 (Ho Smg/kg aneBHo). Teau TyMopu
OPeACTaBIABAT BTOPHUEH e()eKT, OTroBap4lll Ha MEXXAHMHHOTO YBEIMYABAHS HAa KIMPBHCA Ha THPOUALKIY -
XOPMOH NPV XKEHCKHU IirbXoBe. He ca OTKpUTH ApyrH cTATUCTHYECKU 3HAYMMH YBEIM4YEHHs HA CAYYAUTE Ha
APYTH BUAOBE TYMOD Ha HHKOH TBhKaHM NpPH ILTEXOBE, NOMyYyaBaly simvastatin, - ..

Dy
JlaHnure oT Te3u Ase H3cIeABaHUA MOKA3BAT, Ye XUNEPIIa3WiATa Ha CKBAMO3HM enUTell Ha NpeJHaTa CTeHa Ha
cTOMaxa ce I0sABsBa IIPH BCAKAKBM A03W. Te3H cToManyy IpoMeHHU ce {bJDKAT HA aHATOMHYHATA CTPYKTYDa,
KOATO HE e ChIIATA, KAKTO NpH YoBeka. Ole noseye 4e HACHTHUYHM KISTKU, HaMepeHM B APYry obnacTu

(HampuMep €30(harHaJHOTO M AHOPEKTATHOTO CBBp3BaHe HA IUIBXOBE, MULIKK U Ky4yeTa) He ca 3acerHaTH.

Pesystatute 0T 73 ceaMuuHO H3CneBaHE BHPXY KAPUMHOIEHHOCTTA UpK MUIIKH, ORyYaBalu simvastatin B
no3u 10 400 mg/kg nuesno (250 nbTH PpenopbyBaHaTa YOBELIKA 11034, H3UMC/IeHa 3a yoBekK ¢ Terno 50 kg)
[IOKa3BaT yBeNHYaBaHe CIIyYauTe Ha XeHATOLENYIAPHH aCHOMU M KapiMHOMH, Oenoapobuy ageHOMHU U
aICHOMH Ha XapacpHanHuTe xkJie3d. IIpy ToBa U3CHeABAHE U OT Pe3y/ITaTHTE Ha [IbPBOHAUAJIHOTO 92-
CeAMMYHO U3CJICABAHE BEPXY KAPHMHHOFEHHOCTTA HA MHIIKY € YCTaHOBeHA HeetheKTUBHA A03a OT 25 mg/kg
AHEBHO ( 16 MBTH MakcuMaHaTa IIPerophUBaHa YOBEIIKA H034).

Pesynrarure oT 106-ceAMUYHO JONBIHHTENHO H3CIEABAHE BHPXY KapIHHOISHHOCTTA IIpY ILHXO0BE,

nostyyasaliM simvastatin B zo3u ot 50 mg/kg mo 100 mg/kg auesno (31 0o 63 NbTH MakCUMAaHATA

npenopbuBaHa A032a 3a HYOBEK) MOKA3BaT YBE/IHYaBaHe cilydanTe Ha XeNnaToLeNyiapHaTa HeomIasMa, CB’I@}QS&H& C
neyennero. Heedextusrnara nosa ocrasa 25 mg/kg naesno (16 sy MakCUMaIHATA NpENophYBaHa YOBEIIKa

A038), KaKTO € YCTaHOBEHO B NbPBOHAYAIHOTO M3CIAESRBAHE BBpPXY KapuuHorensoctta. Habmozaasaso e u

yBefid4YapaHe ClydanuTe Ha THPOMIHH XUNCPIINACTHYHU YBPEKIAHUA, BEIPEKU TOBA, TE€ HE BAMSIAT BBPXY

4OBEKa, & ca cneinuyuHY 32 OTIASIIHUTE BELIECTRA. ..

6. DAPMAINEBTHUYHU JAHHU
6.1. Cnucbk HAa DOMOIIHMTE BelecTBA

Cwpyesuna na mabremrxama.
ByTunxuapokcuannzon
AckopbuHoBa KHCEIHHA
JIMMOHEHa KHCeTHHa MOHOXHKApAT
MuxpokpucTallHa Hey03a
Huulecre, npeXxenaTHHAZHPAHO
Maruesues cTeapart

JlakTo3a

Dunmogo noxpumue:
XumnpoMenosa
XUOpOKCUnPONIMII LEeIyi03a
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TuTtannes auokeug (E171)

Tank

XKuar xxenezeH oxeup (E172)

Uepsen xeneseH okeua (E172)

6.2 HecbBMECTHMOCTH

Hee ﬁpr&ﬁomnmo.

6.3 Cpok Ha roanocTt

2 TOAUHN

6.4 Cnennanun ycj0BHA HA CbXPaHEHHE

ZOCOR ce cpxpaHgea f1py Temaeparypa mog 30°C.

6.5 HanHu 32 oNaKOBKaTA

ZOCOR ce npeanara B afyMHHHEBH OllcTepy, ONAKOBaHH B KAPTOHEHA KyTHS, B CICIHHTE KOJNYeCTBa B €AHA

onakoBka: 2 6imcrepa x 14 tabnetxu (28), 1 6muctep x 14 Tabnerku (14).
6.6 Ciennasin NpeanasHn MepPKH NpH H3XBLJIAHE H pafoTa

Hsama cnenyansu usucksaHus.

7. IPHTEKATEJ HA PA3PEINEHHMETO 34 YIIOTPEBA
Mepl{iﬂa}:—;ﬁ U ;I[bym Bunrapus EOO[

bys. "H.-Banuapos™ Ne 55

EKCUO 2000, er. 1, u3TouHO KpHio, cektopu b1 u b2,

Cotusi, Brarapus

Ten.:+ 359 2 819 3740; dakc: +359 2 819 3719

8. HOMEP(A) HA PASPEINEHUETO 3A YIIOTPEBA

~9600024 .

"9, IATA HA ITbPBO PA3PEIIABAHE/MIOJHOBSABAHE HA PASPEIIEHHETO 3A YIIOTPEBA

Hara H}plﬁ,};Bb paspeiuenue — 04/04/1996
Hara na nocneaHo noaHosssane — 03/04/2002

10. JATA HA AKTYAJIM3SAIIUPAHE HA TEKCTA
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