KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA

SIMVACOR /CHMBAKOP

(Simvastatin)

HUnAMCTEPCTBO HA SLPABECMA3BAKETD

1. THPTOBCKO FME HA JEKAPCTBEHWH HPOJIYKT
SIMVACOR :
CHMBAXKOP

2. KOJMYECTBEH M KAUECTBEH ChCTAB Wﬁ” Z40. OEKW ,é P

flpaaosenye Ko L510.00
paspelietiue 3aynoTpeda ey vy ¢ 9414

SIMVACOR cpappia cpoTBeTHO 10 mg, 20 mg wiu 40 mg simvastatin KaTo akTHBHA CBCTABKA. -
(3a moMomHETE BemecTBa BHK 6.1.)

3. JEKAPCTBEHA ®OPMA
SIMVACOR ce gocTass Karo GumMMEpas TabIeTKH.

4. KIHWYHW JAHHA

4.1 TToxaszagus

TIAIIMEHTA C BUCOK PUCK 3A PASBUTHE HA HMCXEMFYHA BOJECT HA
CHPLETO (MBC) MY C TOKA3AHA UBC

Ipw marpMeHTH ¢ BECOK PHCK oT passmrue Ha VIBC (¢ mmm Ge3 XHIEPIHIKICMEA), T.€. TpH
nanmenTE ¢ Amaber, aHAMEE3a 3a HHCYNT RN Apyra MO3buHOCBHHOoBa GomecT, nepradepya
cpEOBa Gonect, win ¢ gokazana UBC, SIMVACOR e nmoxasas 3a:

e Hamamgpame 06maTa CMEPTHOCT Upe3 HaMailiBaHe cMBPTHOCTTA 0T VIBC;

e Havanspase pycKa OT FONEME CHIOBH HHIENCHTH (KOETO BKIOYBA HedaTamHud HHQApKT
Ha MHOKapAa, KOpOHApHAaTa CMBPT, MO3LIHUTE HMHCYITH, HIH DPEBACKYIapH3ANUOHHUTE
HpOLENYPH);

o Hamanspame prcKa OT TONEMH KOPOHapHM VHUHIEHTH (KOSTO BKJEOTEA HedaTanHus
AEhapKT Ha MEOKAP/IA Wil KODOHAPHATa CMBPT);

e Hamangsane pHCKa OT MO3BUCH HHCYNT;

e Hamvangpame HeOOXOZMMOCTTa OT KODOHapHH pEBACKyNapH3allOHHH [POLEAYPH
(BKIFOURAITY KOpOHAPEH apTepualeH Oafi-flac ¥ IEPKYTaHHA TPAHCIYMCHAIHA KOpOHapH2a
aHTHOIIACTHKA);

e Havamspage  HeoOXOOHMOCTIA  OT  NepuepHH W HpYyrE  HE-KOpOHapHd
PEBACKYIapH3ANAONHY IPONETYPH;

o Hamangsaxe pucka OT XOCHHTATH3AIA IO HOBOA Ha CTEHOKADHHA.

Tlpu manmentu ¢ muaber, SIMVACOR e mokasaH 3a Hamajlipasie pHCKa OT DasBHIME Ha

YCIIOKHEHHs OT CTpasa Ha TONEMHTe [NSPH(EpPHH CBHIOBE (koero Bwmousa: mHepudepsy
peBaCKyNApH3ALHOEHN NPONEAYDH, aMILyTaluy Ha JOIHK KpalHuIK, ATH YIYKCH Ha KpPaKkara).

HOBH TOTAIHH OXIILY3HH.




[IAITMEHTH C XUTTEPJIANVITEMIL

e SIMVACOR e moxasan 3 xobasKka KbM JHEETaTa 32 HaMalIBAHE Ha HOBALICHITE HEBa Ha
obomus xonecrepol (06m —C) 1 LDL-C, tpurnauepamate (TG) i aronuIpOTEHH B (amo-B),
W 3a yBelMYABaHE Ha BHCOKOIIIBTHHL XOICCTEPOR (HDL-C) mpu manueHTH ¢ IHpBATHA
XBIEpXONECTEPOTeMAs, BKIOTBAIa  XCTCPOSAroTHA (paMmaHa XHIEPXONeCTEPOIeMUL
(Fredricksori Tun [a) wmw xoMOMHEpaHa (cMeceHa) XUIICPIHNHASMEA (Fredrickson Tumo
ITb), KOTaTO [OBNUSBAHETO 0T CROTBETHATA AUCTA Wi JpYTH gedapMaKOIOTHYHA CPEeACTBa
& HemOoCTaThYHO. BCNEACTRYEE, SIMVACOR DoHWKAaB2 CHOTHOILIEHWATE LDL/HDL u obm
xonecrepoi/HDL.

e SIMVACOR e roKasal 3a JeyeHue Ha MalueHTH ¢ XMOepTpUrIMiepueMii (Fredrickson
Tun [V xHHepIRmEaeMus).

e SIMVACOR e moxazam 34 jedcHUE Ha TalHEHTH ¢ IHpBUIHA nucOeTaMIIOHpOTCHHEMEA
(Fredrickson Tum I XAOEPIANANEMUS).

e SIMVACOR e mokazad cpmio B f00aBka KbM AHeTara ¥ JDYIH HERUCTHTHH MepKM 3a
JedeHne Ha TANMEHTH ¢ XOMO3HTOTHA (aMuiHa XENEpXONCCTHPONCME 328 HaMansBaHe Ha
rropmmesnTe Hua Ha oomus —C, LDL-C, ano-B.

4.2 Mo3upoBKa B HAYNE Ha yHoTpeba

Tosmposkara ga SIMVACOR Bapupa 0T 5 5o 80 mg Ha JeH, IpHEMap BeIHEXK AHEBHO BEUCD.
Korato e HeoGx0aaMo, KOPATHPaHeTo Ha [03ara C& Hpash [pe3 HHTCPBall OT HE [10- MAIKO OT
4 cenMHIHE, 10 MaKCHMAaTHATa 1033 OT R0 mg BEOHEXK JHEBHO BEYED.

MAITMEETYA C BUCOK PHMCK 3A PA3BUTHE HA MACXEMWYHA BOJECT HA
CHPLIETO (MBC) VTN C TIOKA3AHA WIBC

Tipu YIanMeHTH ¢ BUCOK PHCK 3a PasBHTHE Ha VBC (c wm 6e3 XuIepIHNHAEMEL), T.c. HAIIHEHTH
¢ muaber, agaMHE3a 38 MHCYNT MIH ApyTra nepebpoeackynapea Gonect, mepudepna ChAOBA
Bonect, WM C nokasana MIBC, obmmaiisara pagalHa X03a Ha SIMVACOR e 40 mg BEeOHBX
JHEBHO, Bedep. MeIUKaMEHTO3HOTO ICIEHAE MOXE Ja CC 3aN0THE eIHOBPEMEHHO C JHeTa MK
yHpaKHeHAL.

MAIIMEHTH C XVIIEPJIVIIIANEMAA (KOWUTO HE CA BKJIIOYEHY B IIO-TOPHATA
PHCKOBA KATEIOPHA) '

TlamwenTsT TpsbBa Aa ObHe MOCTABEH HA CTAHZAPTHA XONECTCPOI- OHMIKABAINA HHETA Hpefy
npunarasero Ha SIMVACOR ¥ cra3paseTo Ha Tash JHCTa TpsbBa 4 HPOABIKYA ¥ [0 BpeMe Ha
negenrero che SIMVACOR.

O6muaiiEara mavanda gosa e 20 mg XHEBIO, KOATO Ce IpHeMd enHoxparso Bedep. lipm
[AIAeHTY, Tpd KOHTO € HeoGX0JuMO FOILIMO gamanseage ¥a LDL-xomectepona (1oeede 0T
45%) MOKe ja Ce 3&mOTHE ¢ 032 OT 40 mg BeNEBX JHEBHO Bedep. Ilamuentu ¢ jexa N0
yMEpeHa XUOEpXOJecTepoNeMus MOrar Ja GBEAT JeKypaH# ¢ HawamHata mosa or 10 mg
SIMVACOR. Tps6pa ja ce M3BHpIIH KODHIHpaHE Ha [03aTa, aKko € HeoOXO0AHMMO, KaKTO &
TIOKa3aHO 10~ FOPe.

HMANEEHTH ¢ XOMO3SHIOTHA (aMuIHa XHIIEPXOICCTCPONC
wimu 80 mg aHeBHO B 3 OTAENHHM O34 OT 20 mg, 20 mg 4
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TpaBea ma Gpje M3MONsBaH B HoGaska KBM APYIO HAMAJIIBAIIO XOfecTepona nedeHue (Hanp.
LDL ahepesa) Ip4 Te3H HAUCHTH, HIH aKO TaKosa JeyeHHe He CHINECTBYRA.

[IPUIPY KABAINA TEPATIAA
SIMVACOR e efexrrpes CaMOCTOATENHO HIH B xoMOHHANHA ChC CeKBECTPAHTH Ha AUTBHHUTE

KHECCIIHHH.

IIpy mALMEHTH MipHeMaiii cyclosporine, gemfibrozil, Zpyru dubparu (oceen fenofibrate) miu
FwanpEH (HAKOTHHOBA KUceliHa) B HaMAaABallls IMITHIATC £osu (=1 g nEeBHO) B KOMOHHAIHA
cbe SIMVACOR, nosata SIMVACOR me 1ps0Ba ia IpeBHINaBa 10 mg puesHo. IlpH rauHesTH
npuemarmy SIMVACOR. 328150 ¢ amiodarone miu verapamil, fozata SIMVACOR He GuBa 12
npepumasa 20 mg mEeBHO. (BmK 4.4 ChenyarEd MpelynpeKAeHNs i CHeNHaNH IPEANasHi
MepKa TIpH ynorpeba, MuonaTy / pabmoMuonmsa M B3auMOICHACIBEA C IPYTH JIEKAPCTEEHH
TOpOAYKTH ¥ JpYTH QOpMU Ha B3AMMOJCICTRHE. )

TTOSHPOBKA [IPY BHEPEUYHA HETOCTATHYHOCT
Tes xato SIMVACOR ue nperbprsea sazuMa GnOpedna exciperws, HE € neoBxomuMa
KOpEKIHs Ha J03aTa DY NAlHeHTH ¢ yMEPEHa CICICH Ha 6pOpeuna HefOCTaThYHOCT.

Ipy manweHTd ¢ Texxa OBOpedHa HeNoCTaTbIHOCT (xpeatmEpHOB KiEpBHC <30 ml/min), Ko3n
npepumasamy 10 mg AHEBHO TpsabBa BHMMATEIHO 1a 6naar oOChAeHY, X aKO ce IPHEME, |t ca
HeoOx0muMH, fa GBHaT MPHATakK C rOJIMO BHUMAHNC (pmx 5.2 ©apMaKoNOTHYHY CBOHCTBA.
®apMAKOKHHETHHEY CBOHCTBA).

4.3 IIpoTuBOHO0KA3AHAA

o CBpPBXIYBCTBHIEIHOCT KbM KOHTO A 1ia & KOMIOHEHT Ha TO3H Iperapar.

e AxTHBHO depHOIpOOHO 3ab0MiBaHE MM HCH3ACHEHO TIepCHCTHPANIO HOBHIISHHE Ha
CEpyMHUTE TPAHCaMHIHA3H.

o DpeMeHHOCT ¥ KBPMEHE (BEx BpeMeHHOCT H KEPMEHe).

4.4 CrenyafHE HIPOTHBON0KASANA | CHeNIaHY npenyapexKgesus 34 vioTpedba

MuonaThs / padoMH0IH32

Simvastatin, KaKTo ¥ APYTH HHXWOHTOPH Ha 3-XTAPOKCH-3METHIT Ty TAPHI-KOSH3 UM A (HMG-
CoA) — penyKrasara HOHAKOra MpUIHHABAT MEOTIATHS, KOATO Ce MaHM(pecTHpa ¢ MYCKynHa
Gonia WK cnabocT, CBHEP3aHH C IIoKadBaxe Ha BHUBaTa Ha xpearunkurasata (CK) DoBede OT 10
IETH Haji TOPHATA JONYCTHMA IPaHAlA Ha HOPMATA. Muonar#sra HOHAKora rpueMa popMara
Ha pabzoMHOIA3a, C AlNH 6Ge3 ocTpa 6pOpedsa HENOCTATHYHOCT BCICACTBAC Ha MEOTIOOHHYPHA,
¥ B PEIKY CIydad € HacThIBall haTaner H3xox. PECKDT OT MMONATIL MOXKE Ha CC YBEITHYH [IPH
BrcoKy HuBa Ha HMG-COA — pefyKTa3sHO HHXKHOATOPRATA aKTHBHOCT B 1Ina3sMaTa.

e  PuckbT 0T MHOTATHS / padHoMEONN32 Ce YBEIHTABA 0T el(HOBpeMEeRHaTa ynoTpeba na
simvastatin cbe CAeHHEETE JEKAPCTBAL

Momen unpxabuTopn Ha CYP3A4 xaTo: itraconazole, ketocomazole, erythromycin,
clarithromyein, telithromycin, HIV-npoTeasHa wExEbuTopy, M nefazodone, 0co6EHO MDY HO-
BHCOKY 03¢ simvastatin (BHK IIO- HOMY; 4.5 JlexapcTBEHH H moneicteus, CYP3A4
BsauMmomeicTBrd; 5.2 PapMaKOROoTH BN ceoiicTea. PapM

[F3)



TonmKaRamy NTHIHANTE JeKADCTBEHY NPONVKTH, KOUTO MOraT A3 NPH'HHAT MUOIATH,
woraToc ce aapar camocromrenso: Gemfibrozil, npyru dubpars, niacin (HMKOTHHORA
KHCENMya) B HaMaldBallh NHIUAHTE JO3H (=1 g pmeBHO), ocobepo ¢ TO - BHCOKH HO3H
simvastatin (Bmx T. 4.5 B3auMozelcTeusg ¢ APYTH JEXAPCTBEHU IPOXYKTH H IpYIH tdopmH Ha
BlapMOJelcTBre, B3auMOAEHCTEY C TOHIKABAY NUIHIUTE JEKAPCTBEHH MPOAYKTH, KOUTO
MOTAT Fa IPHYAEAT MEOHATHS, KOTAaTO e NpHiarat CaMOCTOATEIHO).

Hpyry JexapcTBeHy IPOAVKTH:

Gemfibrozil u mpyrm ¢ubpatu (ocsen fenofibrate), niacin (MHKOTHHOBA KHCEIHHA) B
HaMaisBAIN JIMIuauTe Ao3H (21 g AneBHO), 0C0GEHO ¢ FO- BHCOKH 03K simvastatin (BIXK
mo- moxy; 4.5 BsaumopeHcTBHA C HpYTM JEKApCTBEHW NPOAYKTH H ApYyTH dopMH  Ha
BlamMOeHCTEYe, BaapMOoAeHCTBI ¢ MOBMKaBalY JHIEIUTE JEeKapCTBEHH POIYKTH, KOUTO
MOTaT Aa TNPpASMHAT MUOIATHA, KOTaTo ce IpHnarat camocroaTento). Koraro simvastatin
fenofibrate ce IpmmaraT 3aefHO He € AOKA3aHO, 4€ PUCKBT OT MHONATHA HANXBBPIA cymMaTa OT
HAHBHIYATHATE UM DHCKOBE.

Cyclosporine, ocoleno ¢ TOJNEMH NO3H simvastatin (Bmx 4.5 JlexkapcrBeHH H IpYTH
B3aMMONEHCTRHA, JIpyTH NeKapCTBEHH B3aUMONCHCTBHA; 5.2 GapMakoNOrHYHH JaHHH.
. DapMAKOKHHETHHHH CBORCTRA).

Amiodarone ann verapamil, ipH eQHOBpPeMeHH2 ymorpeba ¢ BHCOKH RO3H simvastatin
(Bux 4.5 JlexapcTBeHn W APYIH B3aBMONCHCTBHSR, JIpyrE IeKkapcTBeHH B3ammMoneicTsus). B
TEKYINO KIAHHIHO OpoydBsae & HOKNafBaHa MEONATHA [pH 6% OT HAHEHTHTE, HOMYyYaBaliy
80 mg simvastatin i amiodarone.

Diltiazem: PucksT OT MHEONATHA € ciabo yBeNHYCH NpH NallMCHTH Ha djltiazem,‘ KOHTO
eTHOBPEMMENO ¢ ToBa TipHemMar simvastatin 80 mg. IIpy Te3w HaUUeHTH PUCKET OT MHOIATHA e
npabmasuTento 1%. B KIMHWYHATE TPOYYBAHMS, PUCKET OT MHONATHA IDH HalHeHTHTE
npuematE simvastatin 40 mg u diltiazem, e fmi cXOnmeH C TO3H NpH HDalueHTHTE NPHEMATH
simvastatin 40 mg Gez diltiazem (Bmx 4.5 B3auMOEHCTBHA C JAPYTH NEKAPCTBEHH IPOIYKIH 1
IpyTH QODPMH Ha B3aUMOEHCTBEE).

e PucxhT 0T muonarns / pabaoMHONM32 € A030- 32BHCHM. B KIHHUIHUTE TIpOy4BaHHA,
KBEETO MANEEHTHTE BHUMATENHO ca HAGMOnaBaH# ¥ B3aHMOJACHCTBAIIATE JICKADCTBCHH
HpOIYKTH €2 H3KIOYEHY, YeCTOTATa Ha MHONATHA / pa6aomuonuza H Oulla NPHOMH3HTENHO
0,03% 3a 20 mg, 0,08% 3a 40 mg u 0,4% 2a 30 mg.

CenoBaTeHo:

1. VYoerpebara Ha simvastatin CHLBMECTHO ¢ MOIIHU upxubaropu Ha CYP3A4 (karo
itraconazole, ketoconazole, erythromycin. clarithromycin, telithromycin, HIV-npoteasxn
nuxnbéuTopy win pefazodone), cneapa xa ce or6arsa. AKo He MOXe Ja ce H30erne Tepamiara
¢ jtraconazole, ketoconazole, erythromycin. clarithromycin HiH telithromycin, To simvastatin
cle/Ba €NHOBpEMEHHO [@ Ce CIpe, IOKAaTo Tpae Kypca Ha JICHCHHE C Te3H JIEKAPCTBEHHE
IpOOyKTH. EnHoBpeMEHHaTa yioTpe6a 3a€HHO C OPYrH HNHEKapCTBEHH HPOAYKTH, CHIMHO
paxvbppamu CYP 3A4 mpd TepanepTHIHAa NO3HPOBKE, cneﬂgg:ngf?e_mgiﬁgma, OCBEH aKO
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fepofibrate) win piacin (HHKOTHHOBA KHCEIHHA) B HAMANABAIH NANHAHTE 03H =1g/
nes). ExwoBpemennara ynorpefa ma simvastatin c gemfibrozil ciemsa xa ce nsbarea,
OCBeH KO TI0J3aTA € BePOATHO Aa HAAXBBEPIM II0- BUCOKAS PHCK OT TasH JAK2apCTBeHA
xomOuuamms. Ilonzara oT ynoTpebara Ha simvastatin 0pH DAIHCHTH IONyYaBalld IpYrd
dubparn (oceex fenofibrate), niacin mmm cyclosporine, TpsaOBa BHHMATENHO Ha OhAe OpeLeHeHa
CIpAMO pHucKa OT Te3u koMOumauwd. [IpenmuceaHeTo Ha fenofibrate 3aemHo CBC simvastatin
cIempa [a ce IPaB| C NOBHUIEHO BHUMAHHE, Thil KaTo BCAKO €HO OT TE3X JIEKApCTBa MOXE A2
IPHYHEE MHOTATHS, KOTaTo Ce Npiiara caMocTosTeiHo. HpubapaneTo na ¢bubpary WIE niacin
KBM simvastatin obu9aiiHo OCHI'YpABa JISKO JOIILIHHATEIHO HaMAICHHE Ha LCD-C, HO MOXeE Ad
ce MOCTHTHE HO- HATATHIINO HaMaleHHe Ha CEpyMENTE TPUIIAIEpHIH ¥ ysenuaenue Ha HDL-
C. Kombusanuy ot pubpatu uiy niacin ¢ HHCKM K03W simvastatin ca OWIIM H3MOM3BAHH 6e3
MHEONATHS B MAIKH, KPATKOTpaiHy KIMBHYHY [IPOYYBAHHA C BHEUMATCIHO IPOCHACHABAHC Ha
[anHEHTUTE.

3. Joszara simvastatin me TpsiGea pa Hanxpepis 20 mg ANEBHO NPH BARUEHTH
FIOJXyuaBaIiH eqgoBpemMenso amiodarone nam verapamil. ¥Ynorpebara Ba simvaststain B
1034 10- BUCOKH 0T 20 Mg JHEBHO eXHOBPEMEHHO ¢ amiodarone piu verapamil ciaepga na
ce H30ArBa, OCBeH AKO KIUHHIHATA X032 € BEPOATHO A2 HANXBBHDJ/U M10- BUCOKHSA PHCK
0T MEONATHA.

4. Bewyxks nalNdedTH 3a00uBamiH Tepanu#s Ccbe simvastatin, HJA® NpE KOHUTO Ce
ypeauaBsa Ao3ara simvastatin, Tpadea ga 6-AaT YBEXOMEHY 32 PHCKA 0T MHONATHA H 12
WM ce Xake pa JOKIJAABAT He3a(aBpHo 3a mosBaTa HeoOACHMMH MyCKyaHum O0OJIKH,
gyBeTBUTENHOCT nig ciaabocr. HupaTa Ha KpeaTHH- KHHasaTa (CK) tpabBa ga ce u3MepBar
IpH MAUMEeHTH ¢ Te3H cHMATOMH. Tepamuara Cbe simvastatin cJiexBa Ja ce NpeyCcTaHOBH
BeqHAra, aK0 ce IOXO3UPA HIA € JUATHOCTHIMpPAH2 MuonaTus. IIpHCECTBHETO Ha Te3H
CHMITOMHUY H/HIK HABA HAa KpeaTHH- KnHasaga Hazx 10 IFETY Hafl TOPHATA JOTYCTHMA [PaHKIIA
HA HOPMATa HOKA3BAT MEONaTdd. AKO MyCKYIHHTE CHMIITOMY €2 TENKH U ApHMHIBAT JHEBEH
JrEcKoMGpopT, nopu ako Hupara Ha CK He ca 3HAYHTENHO NOBHIICHH, Tpabra Ja ce ¥Ma MpefBUn
IIpeKbCBARE Ha JNedeHnero. B MOBedTo CIyYaH, KOTaTo € CIpfHA HaBpeMe Tepamusra Ha
[aHeHTHTE, MYCKYIIHHATE CEMIITOMH ¥ KpeaTHH- KHHA3aTa OT3BYaBat.

IlepHORFYHO H3CrefBaHe HYBaTa HA KpealdH- KUHA3aTa MOKE Ja Ce MMa HpCABHA HpH
HalHeHTH, 3aMoYBalli Tepaus ChbC simvastatin, Wi Npd KOHTO C& yBEnuIaBa [03aTa, HO HE €
CHTYDHO, 4e IoH0GHO0 NpocieAgpaHe e IPefOoTBPaTH MHONIATHATA. Ilopany 3aTpyIHERHA IPH
TEAKYBane Ha croimocture Ha CK, He ce IpenopsiBa HEHHOTO M3MEDBAHE CIEL SKCIPEMHNA
U3MHECKH YCUIHAS MM [IPH Halyiye Ha IPHeMITIBH aNTePHATHBHY NPIIHHY 32 TIOKAYBAHCTO
.

5. MHOTO OT MAIHEHTATE, KOHTO ¢a Pa3sBriii paGIoMKOIH3a IPK Tepallus CbC simvastatin, ca
AManmi KOMIUTMITEPaHa aHAMHe3a, BKITIOMMTENHO IpSAIecTBYRaa 6ubpeyHa HEOCTAaTHIHOCT,
OBMKEOREHO KATO MOCTENCTBME OT HEaroTpaeH auaber. Taxupa DamueRTH MMAT 11032 OT
BHUMATENHO DpocheisBage. JIEUEHHETO CBC simvastatin Tpafsa ma OBAE BPEMEHHO CIPAHO
HAKONKO JHM Ipemy TONEMH IINZHOBH ONEPUHH W KOTaro Ce HANOXKE HAKAKBO CBHINECTECHO
OCTPO XUPYPrHEYHO HIH APYTO METHIMHCKO CHCTOIHUE.

6. KmmmpeTure Tpa0Ba 2 NPENIMCEAT CTATHHY C TIOBHIUEHO BISINAERES NIDK NAlMCHTH C
I L
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TIpy Te3u CBHCTOSHMA PHCKBT OT JICUCHHETO TpAORa Ha Ce NPEelieHH COpAMO BEpOSTHATA HOM3a OT
Hero0. Taxupa NaNVeHTH 3aCHyKaBaT CTPHKTHO MOHHTOPHPAHE.

YEPHOJIPOBEW EQFKTH

IIp¥ KIVEVYEYE H30HTaHE] ca HabioNaBaHy HepCHCTHPAINH IT0KaUBaHuA (IO IOBeYE OT 3 IBTH
HaJl TOpHATa FPaHHANE Ha HOpMara) HAa HHMBATa Ha CepYyMHHTE TpaHCaMHHA3H HPH MANTBK Gpoit
BBE3PacTHH IAlHEHTH, KOUTO Ca [TofydaBainy simvastatin. Koraro Tepanmsra e 6ana npexscpaga
UNY CliBpaHa Op#H Te3H NANHMEHTH, HUBaTa Ha TpaHCaMHHA3HUTE Ca CHafaJi ITOCTEHEeHHO 0
npexrepanepTHaanTe. JloBAmeHHaTa He ca GHNM CBBP3aHH C HKTEp WIH APYTH KIHEHYHH
Genesu u cuMaToMu. He € MMano qoxasaTencTsa 3a IPOSBH HA CBPBXUYBCTBHTENHOCT. Hixon
OT Te3Y NAlHCHHAT ca HMand abHopMHY (QYHKITHOHAIHM YepHONPOOHM HOKa3aTeld Mpenu
HAJANOTO HA TepammATa ChC Simvastatin W/wimm ca ymorTpeOsABaNi CPAaBHUTENHO TONEMH
KOJHYECTRA alTKOXO.

B 45 (emwx 5.1 @apmakomormasu ceoiicTsa, Kimuuuny Hpoydsannsa), OposT Ba NANKEHTHTE C
YBEIMYEHHE HA JOBEYe OT eIHa TpaHCaMMHAa3a O >3 IBTH rOpHATa FPaHula Ha HOpMaTa, IIpe3
ISJIOTO BpeMe Ha IpOydIBaHeTo , He OHNI CHIHE(DHKaHTHO pa3imYeH B rPYIATa Ha Simvastatin u
Tasu Ha mnanebo (14[0,7%)] cupsamo 12[0,6%]). YecroTara Ha eAMHHYHHTE 3aBUIICHHS HA
CTr'OT (ALT) mo 3 UBIH ropHara FpaHulla Ha HOpMAaTa € GHIa 3HAUWTENHO [O- BHCOKA B
rpynara Ha simvastatin Ope3 IbpEara rojEAaa Ha npoyusanero (20 cupamo 8, p=0,023), Ho He 1
mpes cnegsamure. [lopnImeHEHeTo Ha TpaHCaMUHA3HTe € OWO NpHYWHA 33 IpeKpaTdBaHe Ha
Tepalsra 1py 8 HaleHTH B Ipymarta Ha simvastatin (n=2,221) # 5 B rpynarta Ha nrane6o
(n=2,223). Ot 1986 nanuwenTa Ha simvasttin B 45 ¢ HopMAlEY (QYHKIWOHANHE YelHOAPOGHU
YI0Ka3aTeNH Ha H3X0XHO BHBO, camo § (0,4%) ca pa3BHii IIOCIEABAIID YBEIHYEHHE JO >3 IbTH
HOpPMAalHaTa TIOpHA TpaHEIA MH/WIH ca NpPEKBCHARMH B pPe3yATaT Ha I[IOBHINABAHE Ha
TPaHCAMWHA3KTE IO BpeMe Ha 5,4 rofdIiHaTa NPONBIDKHIENHOCT HA IPOYYBAHETO. Beuaku
DAEERTH B TOBa MpOy4YBaHe ca nonydapand 20 mg simvastatin HaganEa Jo3HpoBKa; 37% ca
0u1nH TpeTepany mo 40mg.

B 2 xomTponnpany KIHHWYEH OpoydsaHEs mpu 1105 manuenTa, CTENEHTA HA NEpCHCTHPAITH
HMOBEITEHMS HA YepHONPOOHATE TpaHCaMUHAsH 32 6 MeCera, CYHTAHY 34 JIEKaPCTBEHO- CBHP3aHH
6sxa 0,7% u 1,8% npu 40 u 80 mg no3a, cHOTBETHO.

B npoyyranero HPS (Heart Protection Study — Ilpoyusare 3a xOpOHAPHA KapOHOIPOTEKITMA-
BK ODapmakonoruyHu cpoficta 5.1 PapMaxkomuHAMEYHM CBOHCIBa), Xpu koeto 20.536
[fanHeHTa ca paHBOMH3HpAHH Ja [onydasar simvastatin 40 mg nreeHo wiH miauebo, yecToTaTa
Ha NOBMINCHH TPAHCAMUHA3H ([I0Bede OT 3 II'bTH rOpPHATA IPaHKIa Ha HOPMaTa, IOTBHPACHO ¢
TOoBTOpEM E3ciaempaHmg) € 0,21% (n=21) za mamwesTHTE NekyBaHM ChbC simvastatin m 0,09%
(n=9) 3a manmenTHTE Ha IIaneb0.

llpenoprumTento € IpOBEXNAHETO Ha depHOApobHy (GYRKIMOHaNEA NpobH MpelH 3aroypade
Ha IEYEeHHeTO B OTTaM HaTaThK, KOTaTo & KIHHHYHO NOKa3aHo. IlanueHTuTe, OpH KOUTO H03aTa
e yeeimgeHa no 80 mg, TpabBa Ha ce TecTBAT NONBIHHTENHO IpeAd YBEIHYEHHETO, 3 Mecela
crel ysemwyenwero no 80 mg W OTTaM HATATHK NEPHOIMYHO IO BpEME Ha JIEYeHHETO
(HampEMep Ha 6 Mecelia) ITpe3 OhPBaTa FoJHuHa Ha JedeHreTo. CHenuanto BEnManyue Tpsbea fa
ce OOBpHE Ha NAalMEHTH, IPH KOWTO ce HabmoZaBa HOKAYBaHE HAa CEPYMHHTE HHBa HA
TPaHCAMUHA3WTE, ¥ UpPH TaKWBa IAIIMCHTH W3CIENBAHETO O /113&6_13&110 Ja C€ IIOBTOPH
CBOEBPEMEHHO H CNEJ TOBA J4 C& HOBTaps ZOCTATHUHO txecaro.,;% Hfmaara: HZ TpaHCaMHUHA3HTE




IIpenapaTsT TpaGBa [a Ce mpHIara 0COOEHO BHEMATENHO IPH NANKEHTH, KOWTO YHOTpeOABaT
rofeMy KOJNMYECTBA alKOXON HW/HIH HMaT agaMHe3a 3a depHoApofHo 3abonsBare. AKTHBHE
geprOrpoOHE  3a00NdBPaHAd WM HEH3ACHEHO HOKAYBaHE Ha TpaHCaMHHA3WIe Ca
MPOTHBOMOKa3aHuA 3a yIoTpebara Ha simvastatin.

KakTo H IIpH APyrH JTHIHIONOHKABAIIY IIPENapary, Ce Ch00IHaBa 3a YMEPEHH (II0- MalKo OT 3
I'bTH Haj rOpHATAa IPaHilla Ha HODMATa) NOKa4BaHKd Ha CEpyMHHTE TPaHCaMHUBA3H cHel
Tepamus ¢BC Simvastatin. Te3m NpOMEHH HACTBIIBAT CKOPO CIIEI HAYANOTO Ha Tepamuiia Che
simvastatin, 9ecTo ca MPEXOMAHM, HE Ca NPHIPYXEHH OT HPYTM CHMITOMH H HE Hanarar
IOPEKECRAHE Ha JIEHEHHETO.

ODTATIMOJIOTTYHY [TPOSIBU

Jlopu na He Ce INpHiara HWKAKBa JEKADCTBEHA TEpalusi, IOCTEHEHHOTO HAMAMIBAHE Ha
IPO3PavBOCTTA HA JENIATE MOjke Ja ce obfcHH ¢ Iponeca Ha ocrapssane. IloHacTosmieM.
PE3YNTATHTE OT EOWH JBNGI IEPHOA Ha KAWHWYHE H3UHTBAHHA, He ca [OKasalH
HeOaronpusTHY cTpaHuyHY eheKTH Ha simvastatin BEpXY YOBEIIKHTE HEIH.

YIIOTPEBA B HEJVATPUATA
CuryprocTra ¥ e(QHKACHOCTTa Ha ymoTpefara [pu Jela BCe OMe HE € YCTaHOBEHA.
Horacrosmmem SIMVACOR ge ce npenopbusa 3a yroTpeba B eHaTpuATA.

VIIOTPEEA B CTAPYECKA BB3PACT

IIpy mAIHEHTH Ha BE3PacT Ham 65 TOIHHE, KOHIO €2 MONy9aBajia simvastatin B KOHTPOMUpPaHH
KNMHUGHE IIPOy9Ranms, ehuKacHoCTTa HpeleHeHa N0 CTeNeHTa Ha PEyKUHs B HUBara Ha
totanmus LDL- xonecTepon e moxobHa Ha Tasy B ofmiaTa IOIYHAanys, a CBIUO Taka HE €
oTOens3aHa IOBHIIEHA YecToTa Ha abHopMEHN KIIMHEYHE B 1a00paTopHy HaXOOKM.

4.5 JlexapcrBesH W IPYILH B32HMOAEHCTBHA

CYP3A4 BaaumonecTBHA

Simvastatin ce mMeTabomuzupa or CYP3A4, so Hama CYP3A4 uuxubupalia akTHBHOCT; NOpalH
TOBA HE ce 0UakBa simvastatin Ja IOBIMABA IIIa3MEHUTE KOHIEHTPAIlHH Ha PYTH JIEKE8PCTBEHHU
npoxykTd MeTabommsupany or CYP3A4. Mommu aaxuburopr #Ha CYP3A4 (usbpoenu 1o-
IONY) YBENHYABAT PHCKa OT MEOIATHA Ypes 3a0aBiHe eIuMUHAIAATa Ha simvastatin.

Bux 4.4 Crienualsd IPOTHBOIOKA3AHAS ¥ CHENHANHM NpPeNynpexienus 32 ynorpeba,
Muonarns / PaGnomuonusa m 5.2 ®apmaxosornduu cpolicrsa, PapMakoKHHETHIHM
cBOlicTBa.

Tiraconazole

Ketoconazole

Erythromycin

Clarithromycin

Telithromycin

HIV protease inhibitors

Nefazodone

BaawmoneiicTBUY ¢ TOHWKABAINK IHIAIWTE JeKapCTBEHY TPOJIVKTH, KOHTO MOTaT 1a MPHIHHAT
MHOTIATHA, KOTATO Ce JPHIAraT caMOCTOATEIHO

PoexsT OT MuEONATHS CE yBeNHYaBa OT CHENHHTE IIOH.
TPORYKTH, KOWTO He ca Mompd maxubnropn Ha CYP3A4,
OPH CaMOCTOATENHO HPUIOKEHHE.
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Bmx 4.4 Coenmanss APOTHBONOKA3AMAA M CHEUHATHH YpelyNpeKieHHs 32 yHotpeda,
Muonartus / Patromuoiuza

Gemfibrozil

Hpyru ¢ubparu (ocsen fenofibrate)

Korato simvastatin m fenofibrate ce npunarar 3aefgo He e NOKA3aHO, Y€ PHCKLT OT MHONATHS
HapxBBphA CyMara OT HHAUBHAYATHATE HM PUCKOBE.

Niacin (HHKOTHHOBA KHCennHa) (HoBedue 0T 1 g ANEBRO)

IIpyTH JCKapCTREHK B3aUMONCHCTRIY

Cyclosporine: pucksT 0T MuOIATHA / paGiOMHONA3A Ce yBEIMYaBA MDY EHHOBPEMEHEH IIpHEM
ua cyclosporine, ocobeHo ¢ BECOKK Jo3H simvastatin (B 4.4 Clelmanyy NPOTHBONOKAZAKYS 1
CHeNHaIHy Hpenynpexaenns 3a ynorpeba, Muonarus / Pabaomuomisa; 5.2 ®apMaKoIOTHYHH
JiaHEu, QapMakoKHHEeTHYHE CBOHCTRA).

Amiodarone wmu verapamil: pPHCKET OT MuONatés / paGHOMHUONM3A € YBETHUECH IpH
¢IHOBpEMEHHa yoTpeba Ha 10~ BHCOKM No3H Simvastatin ¢ amiodarone mnu verapamil (Buox 4.4
Cremmanty TpeqyNIpexICHIs ¥ CHeIWaNHH Npe3NasHy MEPKY NpH yHoTpuba — Muonartus /
Pabnomuonmza).

Diltiazem: IlarmenTuTe, KOBTO IpHeMaT cHHOBpeMeHHO diltiazem u simvastatin 80 mg umar
TeKO YBENWYCH PHCK OT Muomnarws (Bmx 4.4 CHeuwansy NpeylpexAcHHS W CIHENHAaNHu
NIpe3nasHy MEPKH NIpH ynoTpuba — Muomatas / Pabmomuonuza).

Hpyra p3apMopeficTRIS
Cox®T 0T rpefndpyT ChILpXKA eUE MK HOBEYe KOMIIOHEHTY, KouTo HExubupar CYP3A4 u
MOXE Ja YBCIMYH INa3MEHHTE HFBa Ha JieKapcTBarta, KOHIO ce merabonmzupar oT CYP3A4.

‘Edextr ma ofwvaiinarta xomcymanms (emma 250 vur Jama ma mem) e mmEmMaieH (13%

nopuiNeHye Ha uExwOwropHara akrusHocT Ha HMG — CoA pemyxrasara, usmepeHo wpes
DROmMTa HOK KpHBaTa KOHICHTPAIMA — BpeMe B aKTHBH2 IAa3Ma) M ¢ 63 KIHERYHO 3HAYEHHE.
O6age MHOrO TrolaME KOnmdecIBa (moBede OT | JIMTBD HHEBHO) 3HAUNTEIHO HOBHIIABAT
UIa3MeHATE HEBa HA MHXuOurOpHata aktwBHOCT Ha HMG — CoA pemykTasara mo Bpeme Ha
NedeHue Che Simvastatin u Tpabea na ce u3barear (Brx 4.4 Coenmandu NpenynpexiNeHHT U
CHelHanHy npeliasHy MEPKH IIpH ymoTpeda, Muonatus / Pabmomuoiusa).

KYMAPHHOBHY ITPOM3BOJTHNA

Ilpp fpBe xmMERYHM NpOYYBAHHS, GEHOTO Ha 3ApaBM  AoOPOBONIH, a JpYroTo Ha
XHTIEPXONECTEPONEMAYHE [AlMeHTH, simvastatin 20 — 40 mg mmesHo yMepeHo MOTEHHMpa
epexTa HA KyMapHHOBHTE aHTHKOATYNAHTH: HPOTPOMOWHOBO BpeMe, CHOBINABAHO KaTo
HHTEPHAIHOHATIHO HopManusupado otHOmenwe (INR) ce ypemmuasa ot 1,7 mo 1,8 3a
nobpoponuETe M OT 2,6 mo 3.4 3a panmmentHTe. [Ip¥ TalpewTH B3WMAIDH KYMApHHOBH
SHTHKOATYJAHTH OpOoTpoMOHHOBOTO BpeMe TpsOBa na ce oOlipeleld Lpeid 3allouBaHaTroe Ha
simvastatin u JOCTATHIHO UECTO B HATANOTO Ha TEPANFATa, 34 Aa C€ NOTRLPAH, Ye ChHINECTBEH
IpOMAHA B NPOTPOMOHHOBOTO BpEME He € HacTepmuna. Koraro ce ycTagosH CTabMIIHO
mpoTpoMOKEOBO BpeMe, TO TpibBa Ja ce MOHATOpHpa mpe3 o0WualfHWTe 3a HALHEHTH Ha
KyMapuHOBY aHTHKOATYIAHTH HHTEpBaly. AKO [03aTa Ha simvasiatin ce IpOMeHH WM TOH ce
cupe, TpAbBa fa ce IpONENNpa N0 ChHIUS HawwH. Tepanmsarta -SiEnvastatin e e cBbp3aHa ¢
KBpBEHE HIH C IOPOMEHH B IPOTPOMOHHOBOTO BpeMe ‘L‘;}”' eHTH;«\\KOHTo HE B3EMAT

AHTHKOATYIIAHTH. v’ ‘\

Hzcneppasyus BEpXY IEKaPCTBEHHTE B3aUMOIEHCTRBHA ca \)KTC BEIIECTRA:




ITPOITPAHOGIION

Tlpu 3ppasm ROOPOBONIHM HE € HMAN0 KIMHHYIHO 3HAUYNMM (DapMaKOKUHETHYHH MK
hapMakoAMEAMEYAY B3AUMONCHCTBHS NIpH EXHOBDEMEHHOTO MpHNAraHe Ha eNHHWYHM IO3H
simvastatin ¥ IpoNpasoiol.

INFOKCUH

EnHoBpeMeHHOTO IpHiaraHe Ha simvastalin ¥ OWTOKCHH IpH 34paBd HOOPOBOJNH BOOM IO
cnabo mokagsage (mo- Manmxo or 0,3 ng/ml) Ha nexapcTsewara KOHUIEHTpanus (KakTo €
H3MepeHa upe3 pajHOHMYyHEH OINHT C JHTOKCHH) B IUIa3MaTa, B CPABHEHHE C €JHOBPEMEHHOTO
UpHIIarase Ha mianebo H THTOKCHH.

OPYTA IIPUNOPYIXABATIIA TEPATIVA

B xmmeuyEd npoyysamMs Simvastafln € IDpEfaraH eJHOBDEMEHHO ¢ MHXHOGHTOpH Ha
auruoTeHsHH koueseprupamus enspMm (AKE), Gera OnoxepH, IMYpeTHOH, HECTEPOHIHN
IpOTHROBBINANUTEN Y Jexapcrea (NSAIDs), 6e3 moxazarelcTBO 3a KIMHHYHO 3HAYHMH
HeOnaronpRATHE B3auMONCHCTBHA.

4.6 BpeMensoct ¥ KLEpMeHe

Ynorpeba no BpeMe Ha HpeMEHHOCT

SIMVACOR e npomueonoKaszexd no épeme Ha GpemenHocHL.

besomacroctra mpu OpeMenHM XeHM He € ycragoBeHa. HaMma KOBTpONHpaHY KIHHHYHH
IpOoy4BaHHsS CBC simvastatin mpoBefeHW mpu OpeMeHEHH JXeHH. Pamxo ca nosyyaeBaHu
CHOOIIEHMS 32 KOHTEHUTANHA aHOMallMH BCIEACTBKE Ha BRTpeMaTouno uanarare wa HMG-CoA
peRykTasHn maxudbuTropk. Obade, Ipy aHany3 HanpaBeH Ha npudimmsutenHo 200 NpocIeKTHBHO
npocieneHr OPeMEHHOCTH, H3MOKEHY IO BPEME Ha OBDBHA TpHMECTep Ha simvastatin wnm
Apyra cTpykTypHOo Omaskm HMG-CoA penyxrasEr MBXUOHTOPH, 9eCTOTaTa Ha BpOAEHHTE
agoManHy Oelle CpaBHHMA C TasH HabmrofaBana B 00Iyara monynanus. B To3u aHamms 6posT Ha
OpemennocTuTe Oelie NOCTATEUEH, 32 Jla ¢€ W3KIOYY J(BA NHTH H JONOBHHA HIH IIOBEYE IIBTH
yBEIHYCHEE Ha KORTCHATAIHATE aHOMAINY Hay 0asHcHaTa 4eCTOTa.

Bropekn, de HAMA OKA3aTeNcTBa, 96 YECTOTaTa HA KOHTeHWTamHHTe aHOMANHE Cpel
HOKONEHUETO Ha MaNWeHTKH, IpHeMay simvastatin wiu apyru cTpykTypro 6mumzkn HMG-CoA
penyKTasHy WHXUOHTOPH, C€ pa3MyaBaT OT TaszM, HabmiofmaBaHa B o0mara HONYpPALHMA,
MYeHMETO CBC simvastatin o BpeMe Ha OpeMEHHOCTTa MOMXE A2 Hamanu (eTaiHWTe HHBa Ha
mevalonate, KOHTO € IPeKypcop Ha xoJecTeponsara SHocHHTE3a. ATEpOCKIEpO3aTa € XpOHHYIeH
IIpoIleC H IPEeKBCBAHETO Ha TepaluaTa ¢ MOHMKABAINE IMIMAMTE JEeKapcTBa II0 BpeMe Ha
OpeMeHHOCT HMa MAalke BIWIHHME BBPXY NBITOBpEMEHHUT pPHCK, CBBP3aH C OHpBHYHATA
xuriepxonecrepoliemus. Ilopamu tesn npwauny, SIMVACOR He tpabea na ce H3moa3Ba Ipu
OpeMEHHHM KCHM, OpH SKEHH BB3HaMepdBallH fa 3a0peMeHEesT MM Te3H, 32 KOWUTO Ce
mpemnonara, de ca 6peMensH. Jlewenueto cre SIMVACOR 1pabea ma ce mpeKsCHE HO BpeMe
Ha OpeMeHHOCTTZ WNH JOKaTo Ce€ YCTaHoOBH, 4e JKeHara He e Opemenmma (Bux 4.3
IIpoTuBOnIOKA3AHNS).

WzponsBage no ppeme Ha KbpMeHe
EXCKNETHPAT B MaHIHHOTO

He e u3pectHO jmanm simvastatin Wi HeroBHTEe MeTaDOIHTH ce
POEHOTO “MIDIKO M HOpamd
DOTEHNHAIHNS PUCK 34 TEXKH CTpaHWIHE eDEeKTH, KeHUTE Iryastatin He Tpsbpa

Ja KepMaT (Buk 4.3 IIpoTHBOIIOKa3aHHA).
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4.7 Edexrh BLPXY cioco0HOCTTA 32 1odhHpane 0 padoTa ¢ MAHIHHN
Hama cremeHns, KOWTO Ja NpennonaraT, 4e simvastatin ce 0Tpa3gea BHPXY BBE3MOXKHOCTIA 32
modupaHe AH H3NON3BAHE Ha MATNLHH.

4.8 Hexenapu JeKapcTBeHH peakima

SIMVACOR. 0610 B3ero ce IoHacs AoOpe; IO~ rojpiMara 4acT OT H3BECTHHIC HEXENaHH
peaxruy ca nexk# u mpexoimu. Io- Manko oT 2% oT Tan@eHTHTe ca OHIKM OTCTPAHEHH OT
KOHTPONHMTE XIWHEYHE WICACHBAHINSA, HOPATM HEXCNaHM Ppeakiud AbDKA ce Ha
SIMVACOR.

Ipy KOBTPOJUpPAaHKTE KIMHNIHY NpOYJBaHHs NPOBEACHH NIPENH IyCKAHETO Ha npenapaTa Ha
masapa, HabNIONaBaHATE HEKENAHH DPEeaxIny HACTBHORAINE ¢ YecToTa 1% UM JIOBEYE H
IPENEHEHE OT H3CHETOBATENT KaTO BB3MOXKHO, BEPOATHO HIIM CHIYPHO CBBP3AMHM C JIEKAPCTBOTO
ca: abroMuHATHA GONKa, KOBCTUNAnys U (naryneritus. Jpyryu Hexenany peakiiy, HacTbiIi
B 0,5— 0,9% OT DaIUeyTHTE, C& aCTeHUA H rnasobonve.

3a ImogBaTa Ha MHOLATHAS ce ChODIIaBa PSAKO.

B npoyusasero HPS (Heart Protection Study — IIpoyuBaHe 3a KOpOHapHa KapAHOMPOTEXIHT —
Bk 5.1 DapMakoImHaMuHA CBOKCTBA), Iy koeTo Ha 20.536 manuenTa e npuiarai simvastatin
40 mg (n=10.269) mreprO Wi mwiane6o (n=10.267), 3a nepuoza Ha NPOYYBAHCTO OT CPEAHD 5.5
ronuan, TpodursT Ha OesomacHocT € Omn nonobpes NpH HaNHeHTHTE TPETHPAHH CBC
simvastatin ¥ Te3W, TpeTHpaH# ¢ mIauebo. B TOBa MEra mMpoy4YBaHE Cd 0TOeng3BaHy caMo
CepHOSHMTE HEXCNAHH NEKApCTBAHE peaidliyi ¥ [pEKBCBAHUATA Ha Tepanmila Tmopanu
HeKelaHH JeKapCTBAHE PEakIiH ca cXOmmH (4,8% NpH MaluenTuTe JeKyBath CbC simvastatin ¥
5,1% npu mauuentaTe Ha Inanebo). QecroTara He MHodaTs € Omma mo- Maiko oT 0,1% npu
MaHeHTATe JeKyBaHu che simvastatin. YectoraTa Ha DOBHIIEHH TpauCaMHHASH (oBede OT 3
IETH TOPHATA IpaHAlla Ha HOpMara, MOTBEPASHO ¢ HOBTOPHM mcnenpagms) € 0,21% (n=21) 3a
IAIEERTATE JeKyBaHH che simvastatin 7 0,00% (n=9) 3a nauueHTHTE Ha mnamnebo.

Ilps xmEmgEoTo npoyasate 43 (smx DapMaKOAUHAMAHE cBO¥cTBa. KIMHHYHY MIPOYYBaNHET)
sxmousamo 4.444 panmenry, nexysaxd ¢ 20 — 40 mg AEEBHO simvastatin (p=2.221) miu
mnanedo (n=2.223), mpodunure Ha 6Ge30MacHOCT ¥ MOHOCHMOCT ca OHIM CpaBHUMY 33 IBETE
IpyuH 3a IEPHONA Ha TOBA H3CIenBaHe — OKOJIO 5,4 roguHu.

CrefEuTe NOUETHETENHN HeXeNatd peakiuy ca Ouny HaGORaBaHd IPH HEKOHTPOIHpAHH
KITAEAYEY pOyUBaHms WM HpH eXeIHeBHA YHOTpeOa: TaleHe, AUapud, o0puB, IHCIEICHS,
LpPYPATYC, aJONENEs, 2aMasHOCT, MYCKyIHH CUESMH, MHAITHA, HNAHKpeaTur, rapecTesyd,
mepudepHa HEBPONATHS, HOBPBINAHE H AHEMIU. Psifiko HaCTHIBAT PabHOMUONN3A H XelaT’t /
pKTep. CPaBHUTENHO PAIKO & HaOioNaBaH H3PascH CHHAPOM Ha CBPBXYYBCTBHTEIIHOCT, KOHTO
14 BKITFOIBA HAKOH OT CHEAHETES CAMITOME: aHTHOASM, AYHYC- nozofeH cCAHIPOM, pEBMATHIHA
TONEMHUAIITHS, KEPMATOMUO3NT, BACKYIHT, TpOMOOMATONCHI, E03HHOGIINT, HOBUINEHA CVE,
ApTPHT, APTPAITH, YpTHKApHs, QOTOIYBCTBHTEIEHOCT, TEMIEPATYPa, 339CPBIABANE, OFCIHed U
OTHaAHaTIoCT.

OTKJIOHEHWE OT JTABOPATOPHHWTE IIOKA3ATEITN P i
Ja 3HAYNTEITHO H NEPCHCTHPANIO [I0KaIBaKe Ha CEPYMHUTS 'ijaxg,e;aﬁygsgr ‘ce.crQbImasa psaKo.
ViMa cpoBmesys | 34 IOBHIIaBate Ha CTORHOCTHTE Ha aJIK a
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npexormmu. Crolrmaea ce 3a IIOKayBage Ha HUBata Ha CepyMHara xpeathskugaza (CK),
ocBoOomeHa OT ckenersute Myckymi (Bmx 4.4 Crienpansy NpemyNpeskIeHHs B CHELMaiHn
OpexiasHy MEepKY NpH ynorpeba, Muonarus / Pabrommoitusa).

VimMa cBemenws 3a CHeNHHTE HeXCHNaHH peakmuy, HO He € YCTaHOBEHa NPUYMHHATA BPB3Ka C
Tepanyira ChC simvastatin: yenpecud, mynrudopMena epureMa, BEIIOUWHTENHO CHHAPOM Ha
Stevens-Johnson, JIeBKONEHHS H HypIypa.

4.9 Hpenpozupane
Vima cpoOneHus 3a HIKONKO CIIy4as Ha Npero3HpaHe: MakCHMalHaTa npueTa 1032 € Ouna 3.6 g.

Bewgxy manyMeHTH ca Ce& BBE3CTAHOBHIIE Oe3 IocneNicTBra. B Takupa ciydad TpsOBa ga Onuar
NpUIOKEHH OOITOTIPUETHTE MEPKH.

5. @APMAKOJOTUHYHNT JAHHN

5.1 DapMmakoNHHAMBYHE CBOICTBA
SIMVACOR (simvastatin) e monmxaBamny XONeCTEPOa MEAUKAMEHT, OMYYEH [0 CHHTETHYEH

BT OT QlepMeHTANHOHEH IPOAYKT Ha Aspergillus terreus.

SIMVACOR e cnemubpuqger unmxmburop Ha HMG-CoA penykrazara, €H3EMBT, KOHTO
Karamisupa kouBepTHpaeto Ha HMG-CoA B mepanonar. Ilpm TepaneBTHYHH Jo3H, obade,
€H3UMBT HE € H3UAN0 OM0oKMpaH, CACZOBATENHO HO3BOJMBA HAMMYHOCTTA Ha OHONOrHYeCcKH-
HeOOXOOMMHETE KONHYECTBA MepalloHaT, 1BH Karo xomBepTupadero na HMG-CoA mo
MEBANOHAT € paHeH cTajmi Ha OHOCHHTe3aTa Ha XoJecTepolia, He TpaOBa Ja Ce O%akBa, 4e
tepanmsiaTa ¢e¢ SIMVACOR e npravHA aKyMyFauEsTa Ha DOTERNHAIHO TOKCHYHE CTEDOJH.
Ocger ToBa, HMG-CoA Bemmgara ce Merabomazupa oOpatHo A0 ateTun-CoA, KOHTO OT CRO#
CTpaHA Ce BKIIOYBA B MHOIO GHOCHHTETHYHY HPOECH B OpraHu3Ma.

Bropexs we XOJecrepoibT € IPEeKypcop Ha BCHUKH CTEpOMIHM XOPMOHM, simvastatin He e
IMOKa3ayl jJa mMa KiIueEwveH edeKT BBpXy CTepomiorexesara. Simvastatin He npudmHIBA
yBENHYCHWE HA SKIBYHATa JIHTOIEHHOCT W chemoBaTenso He OH Tpsdpano Ja yeenmdasa
WHIENERTATE Ha ¥IHIHH KaMBHH.

KIMHIAYHI [TPOVYBAHWA

Simvastatin e Hoxazan, 3¢ HaManiBa KakTo HOPMalHKTe, Taka M IOBHINEHHTE KOHIICHTPAMYE Ha
LDL-C. LDL ce ¢opMEpa OT MHOIQ HECKO HnsTHHTe mumomporemrx (VLDL) u ce
xarabonm3upa IpefaMHO OT cunuud admmuTeT HA LDL- pemenropa. Mexaumsmer Ha LDL-
DOHVIKaBaImys e(ekT Ha simvastatin Moxe Ja 3acerHe KaKTO PEIyKIHATa Ha KOHIICHTPAIHATa
pa VLDL- xonecrepona, Taka n mHAyknusra Ha LDL- penenrtopa, HoBeXIalKH A0 HaManeHO
[pOM3BEXAane 1 yBemmaeH karabopuseMm Ha LDL-C. Ilo Bpeme Ha TepammaTa C¢BC Simvastatin,
ChINECTBeHO ciafa u amonmupoTemH B. Jokomxoro Besxa dgactaiia LDL criepxa epHa
MOJIEKYIa almONUOPOTEHH B, a B OCTaHANWTe JIMOONPOTEHHH HMA MAaliKO alONMIIPOTeHH, TOBA
npenmoara, ye simvastatin He IpocTo IpHUHHABA 3aryba Ha xonecrepon or LDL, wo camo 1
penylHpa KOHUeATpanuure Ha nupKymupamure LDL uactamm. Ocser Toma, simvastatin
ymepeno yesemmuasa HDL-C u penymupa InmasMeHUTe TPHINHLIEPHAW. B pesydTar Ha Te3H
HpPOMEHN Ce peOynupaT OTHOINCHHATA Ha ToTammus- kM HDL-C 2=C xsm HDL-C.

JBTONIOTHYHH

Vaactweto ma LDL-C mpu areporesesara ca YCTAHOBE:
HONOIWYHHETE

H3CHENBAHMA, KAKTO ¥ HUpe3 MHOKECTBO EKCIEDHMEHT.




H3CHIeBAHTA CA YCTAHOBIIIH, ¥e BucOokAT 00m-C m ano B ca prckoRE (akropd 3a HCXEMUIHA
GonecT Ha cupUeTo, rnokaTo Bucokus HDL-C u amo A-l ca cBbp3any ¢ HaManeH PHCK.

Hcxemprara GonecT Ha cppleTo

B kmmmweHoTo mpoydsase Scandinavian Simvastatin Survival Study (4S), edexTsT BBEpXY
ofmara cMBPTHOCT Ha TepalnHdTa ckC simvastatin 6eme onenen npu 4.444 nanuentu ¢ MBC ¢
mxomen obm-C  212-309 mg/dl. (5,5-8,0 mmol/L). Tlpm TOBa MYNTHIIEHTPHYHO.
PAHIOMHE3UPAH0, HBOHHO- CIIANO, Onanefo- KOHTPOAHPaHO NpoydYsaHe, HauHEHTHTE C aHTHHA
Wity npexapan MuokapieH uadapkt (MH) ca Guny TpeTypany ¢ fuera ¥ CTAHFAPTHH TPYOKH H
simvastatin 20 — 40 mg ngesro (n=2.221) pmy nnanebo (n=2.223) 3a meprox ot 5,4 romuHH.
Cien npuxmodBaHe Ha H3CIACABAHETO, NEYCHHETO ChC simvastatin JOBENO IO CPENEa PeXyKIHsI
Ha obmma xonectepoin, LDL-C u tpurmanepumute ¢ 25%, 35% u 10% croTBeTHO, B CpeaHO
yeemauerme Ha HDL-C ¢ 8%. Simvastatin mamansgsa pHcka or cMbpT (burypa 1) ¢ 30%,
p=0,0003 (182 cMBpTEH ciyZas B simvastatin rpynata B cpaBHeHHe ¢ 256 CMBPTHH CIyHas B
nnane6o rpynara). PucksT o1 MIBC cmbpTROCT O Hamanen ¢ 42%, p=0,00001 (111 xem 189).
Simvastatin crpImo Taka HaMaiIBa PHCKA OT IIOfBaTa Ha roneMy KopoHapHEE HEnuneHTH (MBC
CMBPTHOCT IMIOC KIMANYHO JI0Ka3aH H HedaTtafieH MuokapieH mudapkr) (Gurypa 2) ¢ 34%,
p<0,00001 (431 marmenTa KbM 622 nanueHTa C eOWH HIM N0BeYE HHOHMAEHTZ). PHCKET OT
HaJIMYMETO HA KINHWYHO NOKa3aH He(AaTaneH MHOKapAeH WHGapKT Omi HamaleH ¢ 37%.
Simvastatin Hamalld pHCKa OT MUOKapiHW peBacKyIapH3amMOHHH [ponenypu (aopTto-
KOpPOHApER apTepHaneH Oaii-iac Hid NEPKyTaHHA TpaHCIyMEpHa KOpOHapHa aHTHOMNACTHKA) C
37%, p<0,00001 (252 narmenta xpM 383 manmesTn). OcBeH TOBa, simvastatin 3HAYHTENHO
HaMaiisa pHCKa OT GaTaHHTE INIOC He(aTaiyHTe MO3IBUHO- CHEOBH HHUMACHTH (HHCYNT H
DPEXOHO HapyIUeHHe Ha MO3BYHOTO KphBoobpamenue) ¢ 28%, p=0,033 (75 matmenTa cpergy
102 wanmenTa). He e mMano CTATHECTHYECKH 3HAYAMA PasiyKa Mex oy IPYIHTE [IPH He- Kapauo-
BACKYNZpHATAa CMBDPTHOCT. Simvastatin HaMansBa pHCKA OT CMBPTHOCT OT 3HAYHTENHH
KOpOHapHY HHUUCHTH, IPOCIEACHO I0 rpadHKara B HOZO0H2 CTENeH Ha BHBATa Ha H3XOIHNTE
06m- 5 LDL-C. PHCK®T OT CMBPT HpH DarwueHTH Hax 60 roxurm Oeme HamaneH c 27% u npH
nanpenTA go 60 roguau ¢ 37% (p<0,01 3a mBere BE3pacTOBH I'pymH). LBl KaTO € HMAN0 caMmo
53 ciydas ¥a CMBPT HA JKEHH, e(DeXTHT Ha simvastatin BEPXY CMBPTHOCTTA HA KEHHTE HE MOXE
na OBpe amexBaTHO OUeHeH. Taka WM HHa4e, simvastatin HaMaliea PHCKa 0T DasBUTHE HA
AHAYUTENHY KopoHapHy nHWANeRTH ¢ 34% (p=0,012, 60 xeru xeM 90 JKeHM C €MHH HIH II0BEYE
wHEeHTa), 1IpH ANHEHTHE CBhC 3aXapeH nuabeT, pHCKBT OT TONEMH KOPOHAPHE HHIHICHTH
feme pamanen ¢ 55%, p=0,002 (24 nanpenTa cpemy 44 nanueHTa).

Flgure 1 Figura 2
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Brcox puck oT rexeminaea Oonect Ha copuero (WBC) s jo
B npoyusagero HPS (Heart Protection Study — mpo
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KOpOHADHH MHITMICHTH TIOpamy Ixaber, aHaMHe3a 3a HHCYAT WiH APYra MO3BYHO- CHHOBa
fonect, nmepuipepHa cproBa Oomecr, mim ¢ moxasama MBC. B ToBa MHOromeHTpoBO,
PAHAOMHU3HAPaH0, NBOKHO- CIIANO, IUranebo- xoHTpoiHpano npoyusaxe, 10.269 manmenta ca
JeKyBaH# ChC simvastatin 40 mg nuepso 1 10.267 nanuenTa ca 6Ny Ha Iane60 32 MEPHOX OT
cpenso 5,5 ropumu. Msxomrure HEBa Ba LDL-C ca Owimm xaxTo cienga: mox 116 mg/dL npu
6.793 nanuenta (33%), Mexay 116 n 135 mg/dL npu 5.063 manuerTa (25%) 1 Ho- romemu OT
135 mg/dL mpw 8.680 nartmerTa (42%).

Jledenuero che simvastatin 40 mg preBHO cIpAMO IauebO € IDOBENO JO HaMaldBaHe Ha
o6imata cMepTHOCT ¢ 13% (p=0,0003), xoeto ce apmiu Ha 18% HamaieHHe Ha CMLPTHOCTTA OT
HBC (p=0,0005). Simvastatin cBII0 Taxa € HaMalMI PHCKA OT IOJ€MH KOPOHAPHH HHLANCHTH
(cheTaBeH KpasH IOKa3aTen, BKIrodBany HedaTalHud HHGapKT HO MHOKApA4 WIIH KOpOHapHaTa
cMBpT) ¢ 27% (p<0,0001). Simvastatin e HaManui HEOOXOAMMOCTIA OT KOpOHApHH
peBacIylNapH3aliOHAE [pollenypd (CHCTaBeH KpacH IIOKasaTes, BKIIOYBAIL KODOHApEH
apreprasied Oafi-iac ¥ NEPKYTaHHA TPAHCIYMEPHAZ KODOHApHA AHTHOLIACTHKA), KakTo H
HeoBXOMMOCTTa OT NepuEPHA B APYTH He- KOPOHAPHH PEBACKYNApH3alHOHEN MPOUENYpPH C
30% (p<0,0001) u 16% (p=0,006) crorBeTHO. Simvastatin € HAMAIKI PHCKA 0T MO3BYEH WHCYNT
¢ 25% (p<0,0001), xoero ce nBivkA Ha 30% HamaneHue Ha mcxemupuHEA HHCYRT (p<0,00001).
OcBeH TOBa, Simvastatin € HaMallWil pPHCKa OT XOCHHTanus3amus 3a angina pectoris ¢ 17%
(p<0,00001). Puck:T OT TONEMM KOpOHapHM HHIMNEHTH W TONEMH CBIOBH HHIHIEHTIH
(chCTaBeH KpacH [10Kasarell, BKIIFOUBAll FOJIEMHITE KOPOHAPHH HHUBAEHTH, MO3BYHHTE HHCYITH
HIE PERACKyIapH3alMOHHHTe NPOIenypH) € Oun HaManer ¢ 25% npu mauyuentd ¢ wim Oes
WBC, BXmOYUTETHO NHa0eTHIM ¥ UalMeHTH ¢ NEpHQEPHH CBHAOBH HM MO3BIHO- CHIAOBH
Gonectr. B pomsnHenye, B IOATPYIATA Ha MAUMEHTHTE ¢ Tuaber, simvastatin € HaManun pucka
OT pasBHETHE Ha YCHOXHEHHA OT CIpaHa H4 FONEMHTE MepH(epHH CBAOBE, BKIIOYHTENHO
nepudepHE peBacKyNapyu3aloHEH IPONEAYPY (XHpYpris H AHTMOIUIACTHKA), aMIyTallkK Ha
HONEY KpallHWlH, WK yIyKCH Ha Kpakata ¢ 21% (p=0,0293). IIpeu3BUKaHOTO OT simvastatin
FaMaleHUe Ha pPHCK2 KaKrO OT TONEMH CHHOBM HHOMJEHT, Taka ¥ OT FONEMH KOPOHapHH
HHIMIEHTY, € 6o nobpe H3pa3eHO K CXOAHO HE3aBHCHMO 0T BE3PacTTa Ha NalHeHTHTE, oA,
umaxomuuTe HuBa Ha LDL-C, HDL-C, TG, anomuiporess A-I, any anommAnpoTerH B, mamiue
WNH He HA XUIIEPTOHMS, H¥Ba Ha KpPeaTHHWHa A0 FOPHa TPaHulla 32 BKIFOYBAHE B IPOYYBAHETO
or 2,3 mg/dL, Hamuiyle WIH He Ha H3XOJHO llEYeHHe ¢ KapAHOBACKYTApHH JEKapCTBEHH
NMpOAYKTH (BKIFOIUTENHO acmupkl, Oera- Onokepu, ACE wHxuOWTOpH HAHM KaNlKeBH
AHTATOHMCTH), IyIIEHe, IPHEM Ha ankoXOJd HIM 3aTHbCTiBade. [lo metata rogmsa 32% oOT
panueHTHTEe B mianebo rpymara ca B3HMMan® CTaTHH (M3BBH IIPOTOKONZ Ha NpOY4YBaHETO),
TIOpajiEl KOETO HabIMORaBaH0TO HaMalleHie Ha PHCKA [IOJIeNsBa peanans e(exT Ha simvastatin.

AnrrorpadhcKy NpoyIBaHud

B MHOIOHEHTPOROTO AHTH-ATepoMa wicnenpane (Anti-Atheroma Study) e npoy4es edekTrT Ha
TepamusTa CBC Simvastatin BEpXY KOpOHapHATa aTepocKieposa 4Upe3 aHruorpapus Ha
XUNEPXONECTEPONeMIYHY MBXE H JKeHH ¢ KoponapHa OGomecr. B ToBa HPOM3BOMIHO,
KOBTPONEPAHO KIMEWIHO W3CIENBaHe , IPOBEASHO ¢ ABOHHO- CIAN onuT, 404 manueHTH ¢ HUBA
ra obmusg xonectepon or 212 mo 308 mg/dL (53,5 no 8,0 mmol/L) u cpemro W3xoAHO HHBO Ha
LDL ot 170 mg/dL (4,4 mmol/L) ca 6unu TpeTHpaHH C KOHBEHIMOHAIHE MEPKH ¥ simvastatin
20 mg nuepHo wiu mnanebo. AHTHOrpaMWTe ca OUNH ONEHEHU CIeN ABE W YETHPH TOQMHH.
AnrHorpaMa Ha H3XOLHOTO CBCTOfHFE ca HMamy 347 [HallWeHTH M Hal- Manko efHa
LOoCHEeABania AHruorpaMa. lIpw mamweHTH, XOHTO Ca IIpHeM Fae0o, JESHATe OT
KOpOHAPHATA arTepOCKIepo3a Ca C€ BIONIUE I[OYTH IHHEH .?E;S,‘E.Eibﬁ‘@é@ simvastatin
3HAUMTENHO € 3abaBuin pasBHTHETO Ba Ne3HHTE, KOETO JHYH B igjé'ﬁqa"r a”
cpelHaTa NpOMSHA 3a Mauuest Ha Mummmanaute (p=0,005)




mpaMeTpr (KpalBEW TOYKH, OKa3Bally CBOTBETHO (QOKaIHE ¥ MHGY3HOHEM 3a00ILIBAHKT),
KaKkTo W OpOleNTHO, HeamerpandaTa cremosa (p=0,003). Simvastatin chillo Taka 3HaYHTENHO
HaMangBa pOMOPLHATa Ha NAITHEHTH ¢ HoBH Ne3nn (13% simvastatin cperty 24% nnauedo, p=
0,009) ¥ ¢ HOBHE LAIOCTHH oxITy3uH (5% cpemy 11%, p=0,04). CpemHarta rpoMsaHa 32 HalHEeHT
Ha CpPENHATE H MHHMMATHATE TYMEEOBH JHaMETDH, B3WHCICHH JPe3 CPABHUTENHY aHIHOrpavMy
HAa DOATPYIaTa oT 274 manweHTH, KOMTO ca OMIM ChC ChBIAJAllH aHIHOIPaQCKH IPOSKITHH Ha
A3XOHOTO HUBO Ha BTOPATA H YETBBPTATA FOIHHA Ca IPEICTRAHM HO- JOIy: (purypn 3 u 4).
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TILpBAYHA XHIEpXodecTepoIeMiid W KoMmbmmmpana xupepaumanemus (Fredrickson tum [a #
Ib)

Pesynratute OT OpOydBaHMs, IIOKa3Balld HO30- 3aBHCHMHEA OTIOBOP Ha simvastatin mpu
HalHenTy ¢ TbpPBHYHA XHIICPXONECTEPOIeMH B KoMOUHEpaHa (CMeCeHa) XUTIEpIUIMAEMHES Ca
nokazagy B Tabmana 1:

Y

Tabmuua 1
J{030- 3aBHCHM OTIOBOD Hp¥_ IAUMENTH ¢ IHPBHYHA XHNEpXOJNECTEpOAeMHT ¥ KOoMOHHMpaHa

(cumeceHa) XUTIEpIRIHAEMEA
(cpelieH IPOIEHT Ha IPOMsHa CIIPAMO H3X0JHUTE HUBA cliell 6 7o 24 ce3MHLH).

JIEYEHHE Bpoti | Total-C | LDL-Cj HDL-C | TG*
CpapHHETEIHO TPOYYBAHE C HECKEH
JO3H

Simvastatin
5 mg** 109 | -19 -26 10 -12
10 mg** 110 | -23 -30 12 -15
Scandinavian Simvastatin Survival
Study
ITnanebo 2223 | -1 -1 0 -2
Simvastatin 20 mg** 2221 | -28 -38 8 -19
CpaBEWTenHO IpOYUBaHe C BACOKH]
JO3H

Simwvastatin
40 mg** 433 | -31
80 mg** 664 | -36
MHOrOIIEHTPORO UDOVYBAHE BHPXY|
KOMOBHHDAaHa XWICPIMIHICMUS
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IIranebo 125 |1 2 3 -4
Simvastatin 40 mg** 123 | -25 -29 13 -
Simvastatin 80 mg** 124 | -31 36 16 -33
* cpeneH HpOIEHT Ha IpoMIHa
** pedep

B CpasuTesHOTO NpOYYBAHE C BUCOKM JO3W €fHa Tpera OT HAIMCHTHTE IOCTHIHAMM
Hamamspage Ha LDL-xomecTepona ¢ 53% wmu mosede npu xoza 80 mg. IlpouenrsT Ha
mavanenwe Ha LDL- xomectepona 6eime CHBRBPIICHO HE3ABHCHM B CPAaBHEHHC C H3XONHHTE
HEBA. 34 paslAKa OT HEro, HPOLEHTHT HA HaMaNeHue Ha TPUIVHMEEPHMTHE Oelre cBbp3aH C
GasamauroTo HuBO Ha Tpuramuepamure. OT 664 manuenta, pammomuzupanu Ha 80 mg, 475
OauMenTa ¢ MIa3MeHW Hupa Ha Tpurimuepumure <2,25 mmol/L (200 mg/dL) mMaxa cpegHo
HaMaleHHe Ha TPHCAHIepAnETe ¢ 21%, noxato 189 nayuenTa ¢ XHIEPTPHITANCPHISME] (>2,25
mmol/L) cpenHOTO HaMmaleHHe Ha TpuriHIepuaute Oemie 36%. Ilpu Tezxw NpoydIBaHHI
nanpenTaTe ¢ Tparmanepsnd >4 mmol/L (350 mg/dL) 61xa H3KITIOICHH.

B MHOroneETPOBOTO OPOVIBAHE BHEPXY KOMOWHWpaHA XHUITEDIHIMACMES, DAHIOMHUZKPAHO, 3-
mepHoHo, “crossover” mpoydsase, 130 maumenTa ¢ XKOMOHHMpaHA XUTIEPIUIANCMUS (LDL-
C>130 mg/dL u TG:300-700 mg/dlL) 6axa nexysanu ¢ miuanedo, Simvastatin 40.mg u 80 mg
JHERHO 32 6 cepmumm. Cropen Ho3a- 3aBHCHMHET IIPHHII Simvastatin 40 u 80 mg gHEBHO
gamamixa LDL-C ¢ 29 u 36% (mwiane6o: 2%) u cpenuute musa Ha TG c 23 1 33% (mmanebo:
4%) = yeemamxa cpenuus HDL-C ¢ 13 u 16% (mnaue6o: 3%) 1 anoIuIpoTeHH A-Jc8u11%
(onane6o: 4%), CHOTBETHO.

XUnepTpuriHnepEieMus (Fredrickson Twy I'V xpnepinungnemus)

PesyiTaruTe OT aHammsa Ha [OATPYNala, BKIIOYBAIlA HalHCHTH C Fredrickson Tux IV .
XUNepIAmMIeMus ca npexcraser B Tabmuma 2. M Apere Hpoy4saHmsi ca MBOHMO- CIENH,
Tlanebo- KOHTPONMHpaHy; eNHOTo Oeme “crossover” MpOyYBaHE H BKIIOYBAINO nranebo K
Simvastatin 40 u 80 mg AHEBHO, APYroTO OEIIe Hapajies o HpoydgBaHe, CPaBHABAITO mianeGo i
Simvastatin 20, 40 u 80 mg nHeBHO. Besika rpyna Ha JedeHy e BRIFOYBalie IPHOIH3HTENEHO 30
nanpenTa. CHOTBeTHUTE Ga30BM CTOMHOTH Ha Tull |V manmenTHTe B ABeTe npoywmanms Osxa:
06m-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) 1 35 (0,91); TG=435 (4,93) m 441 (5,01); VLDL-C=99 (2,56) u 94 (2,44); me-HDL-
C=243 (6,29) 1 198 (5,13).

Tabmumna 2
ITpoygsanus BppXy THI [V XHHepIunEacMuLs
Cpefes NpOLEHT Ha IPOMAHA OT H3XO/[HHTE HHBA

O6m-C| LDL-C| HDL-C| TG* | VLDL-C*| ge-HDL-C
Crossover
IIpovapawe**
ITnanebo -2 1 3
Simvastatin 40 mg -34 -34 13
JHEBHO
Simvastatin 80 mg -36 -34 14
IHEBHO
Tlapanenso
npovusaue**
{Lrane6o 0 3 3
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Simvastatin 20 mg -21 -23 g -21 33 -26
JTHEBHO
Simvastatin = 40 mg -26 25 9 =21 | -35 -32
JHEBHO
Simvastatin = 80 mg -33 -35 i1 =33 |44 -41
ITHERHO

* cpemeH NpoHeHT Ha IpoMAHa
=+ ppubrmzuTenno 30 nanuenTa BLB BCAKA IPYIa Ha JISYeHHe

JTucGeranommnpoTensemus (Fredrickson twm I xunepIuIUASMET)

Tabmuua 3 mpencTaBs pe3yNTaTHTE OT AHATW3a HA OATpYyNa oT 7 nauuena ¢ Fredrickson tun IT1
XeamepmmmaiemMus (mucberanominporentemus; ano- E2/2 u VLDL-C/TG>0,23) or ppoiiHo-
¢IIsIT0, MAneb0- KOETPOIHpPAaHo, 3- (23080 “crossover”’ OpoyuBaHe, BKIOYBamo 130 nauuenTa.
B TOBa TpOyYBAaHE CpEABMTE U3XOIHE Crofmocts Gaxa: obm-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) =
ue-HDL-C=291 (7,54).

Tabnuna 3
6- ceqMUYCH, TIOHMKABANT- THIMIKATE edexT Ha simvastatin npa tan I xanepnynuaeMus
CpefieH IPOLEHT Ha IPOMAHA OT H3XONHHTE HOBA

06m-C | LDL-C* | HDL-C| TG VLDL-| ge-HDL-
C* C
IInamnebo -8 -8 -2 +4 -4* -8
Simvastatin 40 mgl -50 -50* +7 -41 -58% | -57
IHEBHO .
Simvastatin 80 mg| -52 -51% +7 -38 -60* -59
IHEBHO

* grirousa [DL

XoMO3uroTHa haMuHa XATEPXONECTEPONEMAT

B KOHTpOIHPaHO KIMHHYHO mpoydsage 12 mammeHTa 0T 15 Ho 39 rommmua BB3pAcT C
XOMORVTOTHA (haMEIHA XHIEpXOIeCTEpolieMus MONMyJapaxa simvastatin 40 mg IOHEBHO Karo
eAHEWUHA 7032 AW B 3 paseneHs Aoz, anm 80 mg mHeBHO B 3 pasgencHy no3u. CpeiHOTO
mamanenme a2 LDL-C 3a nosata oT 40 mg u 80 mg Geme crotBeTHO 14% B 25%. Emun
mammenT ¢ nuncsama LDL-C penentopHa Gysxima uMante Hamanenue Ha LDI.- xonectepona ¢
41% upu noza 80 mg.

5.2 DapMAKOKHHETHYHH CBOWCTBa

Simvastatin e HeakTuUBeH JAKTOH, KOHTO in vivo BefHara ce XHADOJH3KpPA OO CHOTBETHATA b-
XHAPOKCH KucenwHa, L-654,969, edextmpen wmmxuburop nHa HMG-CoA pemyxrasara.
Waxubupasero na HMG-CoA pemykrasara € 0CHOBa 3a H3Upo0BaHe IpU QapMaxOKHHETHIHH
H3CIeMBAHUS Ha MeTaOONHATHTE HA b- XHOPOKCH KHCenmHaTa (aKTHBHM HEXWOHTOPU) M.
crenBaliky OCHOBHATA XWAPONM32, AKTHBHA IUEOC JATEHTHH WHXHOWTOpH (BCHYKH
mExEbETOpH). Y IBaTa ca HIMEpHMI B IUIa3MaTa CJlef] IPUIaraHe Ha simvastatin.

IIpu u3cnenBase c ¥ osmagen simvastatin nox ¢opmara Ha K c/gm/lgj §x20) cé\npnnomeﬁﬁ
100 mg (20mCl), xomTO ce pasHpeNensT B KpBBTa, YPHEaRd /17; .Dexa ;,' 13% ot
DamEOAaKTHBHOCTTA C& BE3CTAHOBSBA B ypuHata 1 60% BEB ¢ ggmr;rre Hocne H_g i DoKazsa

exBaBaneRTHTe Ha abcopbupaHoTo AEKapcTBO  OTASIE aKTo H
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reafcopbrpanoTo gexapcreo. ITo- manko oT 0,5% oT fosara ce BE3CTAHOBABA B yPHHATA KATO
uaxubuTopn Ha HMG-CoA pemykrasara. MHxubuTOpuTe B INIa3Mara mabpossar 14% u 28%
(axtepHE ¥ Bemdka HuxuGmropH) or AUC Ha ofmara paiHOaKTHBHOCT, KOETO IOKa3Ba, e
MHOKECTROTO OT HANMWUHATE XMMUIHH BUIOBE C HEaKTHBHEY WIH cFabn HHXHOUTOPH.

Kaxto simvastatin, Taxa u L-654,969 ca cBBp3aHy ¢ IpOTEMHHMTE Ha JOBEMKaTa [LIasma (95%).
[iaBnkTe MeTAGOIHATH Ha Simvastatin, KOHTO ca HaMMpaT B YoBelIKaTa mna3Ma ca L-654,969 u
YeTHpH JOMBIEMTENHN aKTABHY MeTabomuta. Hamrqroctra Ha 1-654,969 B HupKyTanuiTa Ha
opraEm3Ma CJe IPERAraHe Ha OpaliHa ;032 simvastatin ce W39HCIBa Ipe3 H3MO0A3BAHETO Ha T.
u. reference moza 1.-654,969; T4 € u3MepeHa Ha To- Manko oT 5% oT gozara. Yo axamorus ¢
MOnesla NpHE Kyderara, simvastatin ce abcopOupa nobpe ¥ NpeMAHaBa IIPE3 CKCTEHIHBHA
IBPBOHAYANHA ©KCTpakmEs B dYepHHS Hpo0, kOHTO € MBPBMYHO MACTO Ha JeHcreme, ¢
FOCHE[BANA EKCKpEITHs  Ha NEKapCTBEHE CKBMBANCHTH OT XIbuKata. CRENOBAaTelHO,
HANETHOCTTA Ha aKTHBHO JIEKapcTBO B 00MIaTa OHPKYIalid € MalKa.

[Ipu H3cHeARanys C IPONOPIHOHATHOCT Ha HO3UTE, C H3M0N3BaHH JO3H OT 5,10, 20, 60, 90 u
120 mg simvastatin, ¢ yBelF4aBaHETO HA [03aTa € HIMAJO CHIIECTBEHH OTIVIOHEHHT OT
nuseiizocrra Ha AUC Ha umxubmTopuTe B 06mata IEpKynalus. B choTBeTCTBHE C OBp3ata
thaza, nmasMeHmaT HNpodHI Ha HHXMOWTOpHTe He e Ol adeKTHpaH, KOTato simvastatin €
[pHIarag HEIOCPEACTBEHO IPEIi XPaHeHe.

DapMaKOKHHETHIHATE CBOHCTRA Ha CHUHIIHA H MHOIOKPaTHY 03K simvastafin MOKa3ga, Jye He
HACTHIBA KyMyNHpaEe HA JEKapCTBOTO clefl MHOTOKDATHO MO3MpaHe. BBB BCHYKE OT
roperocoyeHuTe HapMaKOKHHCTHYHA H3CICABAHNS, MAKCAMAIHATA DIA3MEHA KOHICHTPANHA Ha
nEXuOuTOpYTEe HacThisa 1,3 no 2,4 yaca cnel zo3ara.

IIpu W3crepBaHe Ha MANMEHTH ¢ TeXKa 630pedyra HEAOCTATHYHOT (KPEaTHHHHOB KIHPBHC <30
ml/min), IIasMeHNTe KONUEHTPaIHH Ha BCHYKH HEXUOUTOPH CIe/ SAMHHTHA N032 OT CBBP3aHH
¢ HMG-CoA pexykrasata pHXHOHTOPH Ca Ounu 2 HBTH 0NO- BHCOKH OT T€3W HPH 3paBu
JTOOPOROIIIHE.

B emxo mpoy4sane #a 12 3apasn A00pOBOIIH MaKCHMalHATa 1032 simvastatin 80 mg HaMame
edexT BppXy Merabonmsma Ha mscnensauute CYP3A4 cyGerparu midazolam u rythromycin.
ToBa mokassa , e simvastatin He ¢ uaxuOHTOp Ha CYP3A4 ¥ €10 3aI0 HE C& 04aKBa fa BiHiC
BBPXY IIasMEHHUTE HHBA Ha JPYTH JIEKAPCTBA, KOHTO CE METaboNH3ApaT OT CYP3A4.

BLIpexy Ue He € HATBIHO H3ACHCH MEXaHU3MET, CYclosporine IOBHITaBa AUC na simvastatin
acid, BepoATHO B Pe3y/TAT OT YacTh Ha Huxubupanero Ha CYP3A4.

PHCKBT OT MHONATHS Ce YBEIMYaBa IpH BHCoku IuiasMesy Hmba Ha HMG-CoA pexpykrasa-
mExuOuTopEata aktiBHOCT. HMG-CoA penyxrasa- HHXHOWTOpHATA aKTHBHOCT MOXe Ja ce
TIOBHIH oT MomuuTe nExEouTopy Ha CYP3A4 ¥ 5a ce MOBMNIM pHCKa OT MUONAThst (BIK 4.4
Chenuaney IpefylpexaeHus H CISUMAHH IpefnasHy MEpKd UPH yHoTpeba, Muonatusg /
Pabnovuonmza 1 4.5 JleKaperBeHd H APYTH B3auMOJECTBHS).

5.3 Ypenxkauenaud JaHHY 33 0€300ACHOCT
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[IpunaraneTo Ha BICOKH AO3Y Simvastatin ¥ CBBp3aHHTE C HErO aHANO3H 32 GONIIMHCTBOTO OT
YUBOTHHCKATE BYIOBH NPOABABA COEKTHP OT IPOMEHH B HAKONKO ThkaHH. Tesu IpoMeHu He ca
HeOYaKBaHH, MMaiiKy -OpEeNBHI H3ION3BaHHTE TOMeMH JO3M, CHNaTa Ha TE3H JIeKapcTsa B
HEXWGHPAEETO Ha MEBANOHATHHA CHHTE3, BKHATA POILT HA TApreT- €H3WMa B OCHIUCCTRIBAHE
Ha KIeThbuHaTa xomMeocTasza. OOIMEpHH CBEINCHHS CBBP3aHM C HAKOIKO OT TE3HM MPOMCHU
IOKa3BaT, de Te TPeACTaBIiBaT IPEyRelaIeHue Ha OHOXUMITTHMS e(heKT Ha Te3H JICKapcTBa B
camps xpalf H2 OTTOBapsiNaTa Ha A03ara KpHEBa. 1aKa, MOPQONOrMYHHTE IPOMEHH B GEPHEL
Ipo6 Ha IUTBXOBE, XWNEPIUIA3KATa Ha CKBaMO3HHS enuTel Ha NPEXHaTa CTCHA Ha CTOMaxa Ha
ITHXO0BE ¥ MHMIKE ¥ XSIIATOTOKCHYHOCTTA IpH 3ai(, BCUYKHA Te Ca II0KAa3al, 9e ¢a MHUPEKTHO
ceep3any ¢ gaxuburpadero Ha HMG-CoA pemykrasarta.

OTKpUTH Ca KaTapakTH OpH M3CIEHBaHus Ha Kydera TPeTHpaHd ¢ BHCOKE AO3H simvastatin.,
Makap ¥ OpHE Marsk Opod cimysam. J[oxaro HsMa sACH2 KOpENallisd MEXAY [OJeMHHaTa Ha
CEpYMHOTO JIMITAANG IOHMDKaBaHe H CEPYMHOTO PAa3BHTHE HA KarapakIHre, ce HabmosaBa
JOrW9ecKa Bpb3Ka MeXTy BUCOKHTE CEPYMHH HUBA Ha IEKApCTBOTO W PasBUTHETO HA KATapaKTa
cBC simvastatin ¥ CBBp3aHMTE C HETO HHXUOHTOPH Ha HMG-CoA pernykrazaTa.

CepyMuyTe HEpa (M3paseH# Karo alCONIOTHM HHXHOHTOpH) IIpH KydeTa NOJydaBamiy
MUHUMAJIHA KaTapaKToTeHr4IHa fo3a simvastatin oT 50 mg/kg nuesHO ca 5 OIBTH IO- BHCOKH 0T
Te3H, 32 KOWTO HOBEKET [ONyYaBa MaKCHMATHaTa IpEIBIDKJAHA TepameBTHYHA Ho3a OT 1.6
mg/kg (8a Gazara ga 1o3a 80 mg AHEBHO 32 4OBeK C Terno 50 kg).

IToBHINEHY CepyMHM TPAHCAMUHA3H C& HaOJIONABAT [IPH Ky4eTa Moy 4aBalii simvastatin. Te ce
DOSBSIBAT AW KATO XPOHWYHO cia0o HOKauBaHe HA HMBOTO, WM KAaTO IPEXOMHW CH3HMHH
Hapymesus, npu opubiuspremHo 10-40% ot KyJerara IpHEMaliyd 7082 JICKapCTBO. Huro emso
OT KyderaTa HONYUHNH TE3W TPAHCAMHHA3HH ITOKATBAHWA HE & NOKa3ano HUKAKBH GONecTHH
CHMITOMY; HHTO eIHO OT TPAHCAMPHA3HHTE IIOKAYBAHNS HE € IIPOrPECHPANo JO HUBA CBBp3aHN
C SBHH 9epHOZpPOOHH HEKpO3W, HE32BHCHMO OT NPOABIKHMTENHOCTIA Ha IIpUeMane Ha
HexapcTBOTO. He ca OTKPHUTH HAKaKBH XUCTONATOJOTHYHH IPOMEHH B HEPHHA Jipo6 Ha HUTO
eITHO Ky9e NoMy9gaBaino simvastatin.

TecTEKynapsa nereHepandsi ¢ Habmxofasada IpH ABE HE3aBHCHMH M3CIEIBaHKi Ha KydeTa
TpeTpaHE cbc Ssimvastatin. Crenmansy U3CIeJBaHWi 32 [O- HATATBIIHO OUPEICNAHE
TIPHPOJATA Ha Te3W MPOMEHH Ca HAMANM YCIEX, 3ali0To ePeKTUTE €2 €XBa Bh3NpOM3BEIUMH 1
He ca CBDD3AHH ¢ HO34Ta, CePYMHHTE XONECTEPONHM HHBA HIH HPOABIKATENHOCTIA Ha
megenweTo. Simvastatin € IpeRIKcBan A0 Jise TORHHY 3a KY4eTa B 5032 OT 50 mg/kg nuepHO be3
HUKAKBH TECTHKYNApHU eQEKTH.

CkeNneTHa MycKkyiHa HeKpo3a e HaOJojaBaHa IpH eQHO H3CJIC/BAHE Ha IUIBXOBE, HA KOHTO €
naeag 90 mg/kg b.i.d., HO TOBa Ce OKa3Ba CMBPTOHOCHA J[032 34 IIIBXOBETE.

TOKCYIHOCT HA PEITPONYKTUBHOCTTA M PASBUTUETO

Tlpy MaKCHMamHO I[OHOCHMH IIO3H, NpHJIATaHH Ha IUIBXOBE 3alfrm, simvastatin He
Ipenm3BHKRa (eTanmy MangopManyy i HiMa eQexT BBPXY (QEpTHNHTETR, PeHpONYKTHBHUTE
QYHKIMM B HEOHATANHOTO pasBuTHe. BBOpEKH TOBa, NIPH IIBX0BE OpaHa 103a OT 60 mg/kg
HHEBHO XKEJPOKCYIHA KHCEeTVHE, (PapMaKOJIOTHIHO AKTHBHHAT METAGQIHT Ha simvastatin BoIH
710 HaMalgsaHe Ha TEIECHOTO TerNo Ha MaHKarta ¥ yBEIHY aﬁgyﬁé”@gi@sxgzm pe3opOIHH B
CKelteTHn MandopMALEH B CpaBHERNE ¢ KoHTpommTe. Tlocidfmain HPOY‘IBQQQ?E{I TpOBEACHY DA

036 mocTaramy 60 me/kg MHEBHO ¢ T034 METaGONKT MoKA34R, 7 Team peion ¥ CKENETHU
el N A [+]
mandopManuy 6gxa HOCHENCTBHE OT TOKCHYHOCT Ha er:glégﬁlfrocma Q::@
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CEBp3aHe ChC 3aryba Ha Teriio Ha MaiKaTa), CHelHQUIHY 32 FPU3aYuTe # € Manko BEPOATHO Aa
ce IBIDKAT HA NUpEKTeH eheKT BBPXY PasBUTHETO Ha (eTyca. Bbhpexu 9e HiMa HPOBCHCHH
IPOY<BAHMA CEC Simvastatin, neueHHeTo Ha OpeMeHHH IIBX0Be ¢ ONHIBK o’ crpyxrypa HMG-
CoA penyxraser mExubutop B no3u oT 80 u 400 mg/kg naesro (10 % 52 nBTH HagBHITABAIH
MaKCHMATHATA [IPElopbYBaHa TEpalleBTHYHA 1032, DasupaHa Ha mg/m’ TelecHa HOBBPXHOCT),
MOKa3Ba HaMagBaHe Ha QeTanHuTe a3sMeHr HUBa Ha mevalonate.

TEHETHYHA TOKCHKOJOIMA X KAHTEPOI'EHHOCT

KaTo eKxcTeH3EBHM Garepuy ca IPOBENEHH In Vitro M in vivo IEHETHYHH TOKCHYHM TeCTOBE
KaKTO BEPXY simvastatin, Taka ¥ BBPXY CHOTBETCTBALIATA CBODOAHA KHCENMHA 1.-654,969. Te
BKIIFOYBAT ONHTH 33 MUKpOOHN MYTareHe3H, KIeThYHH MyTarenesu Ha Go3alHuIM, APEKBCBAHE
wa emWHAYHA Bepmra JIHK u TecToBe 3a XpoMosompu abepamuu. PesynraruTe OT Te3d
H3CICABaNMg HE NABAT HOKA3aTENICTBO 34 B3aHMHO BIMAHEE Ha simvastatin wmy L-654,969 ¢
FeHETWYHHS MaTepdan Ha Hall- BHCOKO pPasTBOPHMHTE HEIHTOTOKCHIHH KOHICHTpAIUH,
TECTBAHHK Upes in Vitro OMMTHE CHCTEMH WIL HA MaKCHMATHO AOMyCTEMATa 1032, TeCTRaHa in
vivo.

| [Ipe OBpPBOHAYANHETE H3CICIBAHMA BBDXY KADIMHOIEHOCTT2 IPH IUTHXOBE H MHNIKM Ca
mprmaragy nosu Mexay | mg/kg mEeBHO B 25 mg/kg nReBHO simvastatin. B muTO enma ThKaH
Ha MEIIKHTE He ca OTKDHTH LOKa3aTelCTBa 3a TYMOPHH 00pasyBamus CBBP3aHH C JICYEHUETO.
CratucTugecky suagmvm (pJ0,05) ysenudenws B ClIydanTe Ha THPOWAHH GOIMKyNapHH
KIETHYHE aJeHOMM Ce HaOJIFOofaBaT mpH JKEHCKH IIBXOBe, IonydaBamy 25 mg/kg simvastatin

maesHO (16 WHTH MaKCHMaHATa IpelophbyuBaHa I0BEHIKa 03a). To3u modpoxaHuecTser TYMOp

| ce MOSBABA CaMO IIPH JKEHCKATE IUTHXOB; IIOJOCHM OpOMeHH HE ce HalIrogaBaT MpPH MBIKKH

| ATBXOBE MIIM TIPY JXEHCKH IUIBXOBE, TPETHPAHH C NO- HUCKU A03H (#O 5 mg/kg mpueBHO). Tesn

| TYMODH IpPEACTABIABAT BTOPHYEH €(EKT, OTrOBapaill Ha MEXHUHHOTO YBEIMYaBaHE Ha

| KIMPBHCA HA THPOUIHES XOPMOH IIPH JKEHCKH IIbXoBe. He ca OTKPHTH IPYTH CTATUTCTHYCCKH
3HAYEMI YBEIMYEHMA Ha cyuauTe Ha NPYTH BHOOBE TYMOP Ha HHKOM ThKAHH IIPH IIBXOBE
nonydaBama simvastatin. T

JlanEWTe OT Te3W ABE W3CICABAHMA TOKa3BaT, Y€ XUICPIIa3iiTa HA CKaMO3ZHMJ EIMTEN Ha
IpeNHaTa CTEHA Ha CTOMAXa Ce MOABSBa IIPH BCAKAKBA AO3W. T€3M CTOMAlHH [POMEHH Ce
TEIDKAT Ha aEaTOMIHATA CTPYKTYDa, KOSTO He € ChIZaTa KakTo IpH Joseka. Ol IIopeve, e
HANCHTHYHY KIeTKH, HaMepeny B Apyrd obnacti (AanpuMep e30$armansoTo B aHOPEKTalHOTO
CERLP3BaHE Ha IUTBX0BE, MAMIKE ¥ Ky4eTa) HE Ca 3aCeTHaTH.

Pesyiratare oT 73- CEIMMYHO H3CIEHBAHE BEPXY KAPHUHOTEHOCTTA IPH MHIIKH [10TydaBaiiy

simvastatin g ro3m zo 400 mg/kg maepro (250 DBTH NpenophyBaHaTa JOBEIIKA K032, H3YHCICHa

33 gosek ¢ Terno 50 kg) mokasBaT yeemIdaBaHe CIydamTe Ha XE[AaTOHEeNyNapHH aACHOMH H
| KapIAHOME, GenoapoSuy aTeHOMY 1 aNeHOME Ha XapAepuanute xiesy. [lpy Tora uscneapane
1 OT pe3yNTaTHTE Ha BPBOHAYANHOTO 92- CEIMWYHO H3CHe/BAHE BEPXY KapIHHOICHHOCTTA Ha
MHIIKM € yCcTaHBeHa meedexthsHa noza 25 mglkg gmesHo (16 mbTH MaKcHMalHata
OpenophYBaHa HOBEIKa 03a).

PesyatatuTe oT 106- ceAMHYHO IONBIHHTENHC H3CHeHBaHe BBPXY KapIHHOIEHHOCTTa IIpH
IEXOBE IONydaBaiy simvastatin B mo3m oT 50 mg/kg no 100 mg/kg nmesro (31 mo 63 OBTH
MaKCEMAafHaTa IIpefopauBaHa X032 3a 49OBEK) [NOKa3eaT YBEIEYEBAHE —Ciydamte Ha
XeHaTouelyIapHaTa HeolliasMa, CBLp3ana ¢ nedenuero. HeeQexTuaraTa-

maeBEO (16 TETH MaKCHMallHO IPenophkuBanaTa dOBEHIKa O A

izd beTaph25 me/kg
%Io‘j?;‘ £ . yEFAHOBEHO B
IEPBOHAYANHOTO W3CACHBANE BEPKY KADHMHOTEHHOCTTA. HabmoAasaro: €+ y)
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CITYyHayuTC Ha THpOUXNHY XWHNEDNNACTHYHH YBDEXIaHH:A, BBIPCKH TOBa, T¢ HE BIHIAT BEPXY

TOBCKA, a ¢ca CHGHPI@H"I[-IPI 3a OTACIHHUTSC BEHICCTBA.

6. OAPMANEBTHYHI TAHHA

6.1 COoHEchbK HAa NOMOOIEHTE BelIecTBA J TeXENTe KoJnYecTsa

SIMVACOR 40 mg / tab
Butylated hydroxyanisole
Ascorbic acid

Citric acid monochydrate
Microcrystalline cellulose

0,08 NF, Ph.Eur.
10,0 USP, BP
5,00 USP, Ph. Eur.
20,00 NF, Ph. Eur.

Pregelatinized starch 40,0 NF, BP

Magnezium stearate 2,00 NF, Ph. Eur.
Lactose 283,00 NF, Ph. Eur.
Hydroxypropyl methylceliulose 3,30 NF. Ph.Eur.
Hydroxypropy! cellulose 3,30 NF, Ph. Eur.
Titanium dioxide 3,00 USP, E171, Ph. Eur.
Talc 1,20 USP, Ph. Eur.

Red ferric oxide 0,12NF,E172

6.2 Ouzniko- XUMHYHH HeCHLBMECTHMOCTH |
He ca u3rectnn.

6.3 Cpox pa roggoct
24 Mecena

6.4 Coenmanpn VCI0BUs HA ChXPAHEHME
SIMVACOR ce cpxpansea npu Temieparypa nox 25°C.
SIMVACOR, KaxTo BCHYKH OCTaHANH JIEKApCTBa, C& ChXPAHABa Ha MACTO HEAOCTHIHO 3a fela.

6.5 HapHu 332 0NAKOBKATA
SIMVACOR ce mpemmara 8 PVC/PVDC/Alu Gnuctepy, OHAKOBayy B KapTOHEHA KYTHS, B
CIICAHUTE KOJMYECTBA B €JHA onaKoBKa: 3 OmicTepa x 10 Tabnerxu (30 Tabnerxu).

6.6 Hucrpyknmu 3a viiorpeta
Hsanva Taxmsa.

7. HME 1 AJPEC HA IPATEXATEJA HA PASPEINEHUETO 3A YOOTPEBA
T—Iaﬁfca@apma: BucoxokavecTseruTe Tabnerku, AJl
Nel 6yn. “H.M.Bannapos™ Nel., 9000 Bapra, Brriraprs

8. PEIHMICTPATIMMOHEH HOMEP

9. HOATA HA HHPBO PA3PEIHABAHE 3A VHOTPEGA HA JEKAPCTBEHHNSA
MPOAYKT

18. HATA HA AXTYAJTIBATHU] HA TEXCTA
Hoemepu, 2005




