KPATKA XAPAKTEPUCTHKA HA NIPOAYKTA

1. ThPTOBCKO HME HA JEKAPCTBEHMS IIPOJ

SR g SORAZRANR
Simvastatin Ozone 10 mg ¢pumvEpasy TabreTKH WARHCTEPCTBO HA 3EPABEGIASBAKETD
Simvastat‘in Ozone 20 mg ¢rumupany TabIeTKH Mpanomenne - LAG XY ~— W~ AAOLY
Simvastatin Ozone 40 mg ¢rmvupanm TabreTIH flaspeusiiie 3a ynorpeda e %G Q)

2. KOJITIECTBEH W KAYECTBEH CbCTAB  |4f4 / A7 09.0¢
Bceska tabnerka Simvastatin Ozone 10 mg cpaspixa:

TloMon(HH BelecTBa, BEK 6.1

Be.o Tabnerxa Simvastatin Ozone 20 mg cxn'z,pxca:
IoMomsE BemecTea, BEXK 6.1

Bcesika Tabnerxa Simvastatin Ozone 40 mg cpOBpxa:
Simvastatin (INN).....coooviiiiiiiiirien 40 mg

TTomormau BemecTsa, BuXK 6.1

3. JEKAPCTBEHA @OFPMA
OmipvHpany TabIeTKH

4. KTAHAYHH JAHHY

4.1. Ioxazannsa

XunepaHmHzeMust

Simvastatin Ozone e moxa3zaH Karo FODBIHEHHE KBM AHETATa 32 PEAYUCPAHE HA
HOBHINEH OO XONECTepoll, XOJeCTeposi 0T IPynaTta Ha JHIONPOTEHHHTE C HHCKA
mreTEOCT (JIHIT), anommmonporens B W TpUrIMIEpHUay NpH HAUHMCHTH ¢ IBPBHYIHA
XMIJCPXONIECTEPONIEMHS, XETEPO3HIOTHA (aMmiIHa XUNepXOlieCTepolieMAs HIIH
xoMOuHApana (cMeceHa) XAUEPIMIEEMHEs, KOraTo YORIKIBAHETO OT JHWeTaTa HE €
JOCTAaTHIHO H OTrOBOpa Ha Jpyrd He-(apMaKONOTHIHK MEpDKH € HeajeKBaTeH.
Simvastatin Ozone chINo MOBHMIABa XOIECTEPOA OT FPYHaTa Ha JIANONPOTEHHATE C
prcoka masTHOCT (JIBIT) H mo TO3M HauwH NoHMyKaBa croTHOWeHMsTa JIHIL/ JIBIT
xonecrepon # obm/ JIBIT xomecrepon. Simvastatin Ozone e moxaszaH ChHIO KaTo
JNOUBIHEeHWe KbM JTHETaTa H JPYTH, HE CBEP3aHH ¢ JACTATa MEPKH 3a pelyIEpaHe Ha
nosHiieH 001 xonectepod, JIHL] xonectepon # anominonpotTend B Tips nanyeRTy ©
XeTepOo3HToTHA (haMIIIHA XHIEPXONECTEPONEMHS, KOTaTO OTIOBOPET HA TE3H MEpPKH €
HeaNieKBaTex,

CoupaedH0-CHLAOBA NPOPHAAKTARKA

Ilpy TauMeETH ¢ XopoHapHa OoNecT Ha CBpUIETO__H _ CpefiHa JO TeXKa
XAnepxoJecTepoiieMus, Simvastatin Ozone e norcaaaﬁ/iﬁra"go “XIQRIHAABAHETO OT
IvieTara He € gocrateuno. [IpoaykTET e mokasan Ica'ro n@ma-mmﬂm&e'ra'ra Karo:

- HAMAISBa PHCKA OT CMBPT; /: A t:“\%

- HaMmaifBa pHcKa OT KOPOHApHA CMBPT B He(baTEaJI_eH HH(]_)apIcr Ha H7Kaplla,

|
- HaMaldsa pHCKA OT yaap | KpaTKO'Ipa.'PIHH HC»XCMI’I‘IHH’ aTaKK
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- HaMalliBa PHCKa OT NPOABDKABAIE MHOKapIHM CBIOBH Hpolenypu (Gaii-nac Ha
KOPOHApHH apTepHy, precutaneous transluminal xopoHapHY aHTHOIJIACTHH); K

- 3a6aBs MpOrpecHsTa Ha KOPOHApHATA apTEPOCKIEP03a, BKIIOYBAKKA PeyKHd Ha
PasBHTHETO HA HOBH JIE3UH 1 HOBH 3alyLIBaHMs.

4.2. lo3apoBKa 1 HAYHH Ha YIOTpeba

HarenTsT TpsAOBa Aa € Ha CTAHAapTHA AHETa 32 HOHIKaBaHe HUBOTO Ha XONecTepona
Dpend moiydaBageTo Ha Simvastatin Ozone u Tps0Ba Aa HPOABIDKHA fla CHAa3Ba Tas3H
JMETa B X024 Ha JISYeHHeTo ¢ TO3H JICKapCTBEH MPOIYKY.

XEIepIHImUIeMHAS

QObpnuaiigata HaganHa mo3a € 10 mg Ha JeH, KaTo efuHEYHa 71034, IPHEMaHa sedep.
IlanwenTE ¢ Jieka WM cpefHa (JOpMa HA XATEPXONCCTEpPONIeMMsI Morar jaa Onpar
NeKyBaHH ¢ HagaiHa J03a 0T S mg Simvastatin Ozone. Axo € HeoOX0AHMA KOpeKIH
Ha J03aTa, T4 Tp=OBa Ja ce IpaBH Ha WHTEPBATH HE HO-MalKH 0T 4 CEIMHIH, IIpeIH
JOCTHTAHNe Ha MAaKCHMANTHATA HHeBHa Ao3a oT 80 mg, npueMana Bevep.

Axo musoto ga LDL — xonecrepona magse oz 1.94 mmol/1 (75 mg/dl) mma muBoTO
Ha oOIIHs XONeCTEpO B cepyMa manue mox 3.6 mmol/l (140 mg/dl) tpsbsa aa 661e
Janeso NpeiAcaHue 332 HaMaIsBage Ha Jo3ara Ha Simvastatin Ozone.

XerepozurorHa GaMANHa XENCPIUTIAREMUS

Ha ©6aza mpa pesynraTATe oOT KOHTPOJMPAasH KNUHAYHH  IIPOYYBaHHY,
NPENOPFIMTENHATA O34 38 HAHCHTH ¢ XHOPH/IHA HacHeHCTBEHA XUIICPIHIMASMES €
40 mg Ba AeH, B3eMana Bedep win 80 mg Ba AeH (2 mosm mo 20 mg B3eMaHH Ipe3
JeHs H eguHAYEA 1032 oT 40 mg, B3eMana Bedep). [lpw Te3m mamueHTH Simvastatin
Ozone TpsbBa ma OblJe H3NON3BAH KaT0 JONBIHCHHAE KBM JpPYTH TepauHHd 3a
MOBFDKABAHE HUBOTO Ha mumuyure (nanp. LDL adepesa) HiM KOrato TakuBa JICYSHHT
HE Ce PHIarar.

Koporapan cppaedny 3a00aBanus
IlanmenTH ¢ KOPOHAPHY ChpAcYHH 3a00NIBaHya Morat Ja 6biar JeKyBaHu ¢ HadallHa

Ioza oT 20 mg Ha JieH, B3eMaH4 KaTo eJMHMYHA 7032 Beuepra. Kopexins Ha fo3ata
ce mpasd, Kakro e omucano mno-rope (JlosupoBka W HauMH Ha NPHIOKCHUE,
XANEepIATHACMHA).

B 4S npoygsase (Bmx dapmako-miHaMu4Hy cBolicTsa), 1o3a ot 20 — 40 mg Ha AeH e
edeKTHBHA NpH HAMAIBaHe HAa DHCKAa OT CMBDT, IPHYHMHEHA OT XODOHAPHHA
3abongpauns, HHQAPKT Ha MHOKAapJa M PpPEeBacKyRapU3aWONHH IPOLENypH IIpH
IIANBEHTH ¢ aHIMHA WK IpeNecTBall HEGapKT Ha MHOKap/a.

CeOBICTRAINA TEDamus
Simvastatin Ozone e edexTHBEH CAMOCTOATENHO MK B KOMOWHAIASA C OTACISHHUTE
EITHYHE KHCEIMHE,

IIpu wanWenTH, NeKysBaHM CBIBTCTBamo ¢ cyclosporine, fibrates mmm niacin u
Simvastatin Ozone, MakcEManHaTa npenopbanrTenna go3a ¢ 10 mg wHa pmes (Bmx
Crempaney NPOTHRONOKA3aHHA M CHSMMANHH NPSAYIPEHNCHAT 32 yrotpeba,
BrmEsHEE BEPXY MYCKYJIHTE). @:v vl Q“;\

HozupoBka npH OB0pedHa HeJIOCTATEYHOCT




Tlopani ToBa, 4ye Simvastatin Ozone He TBpIH 3HAYWTENHO OTHAEIAHE HpE3
OBOpelTe, NpOMAHATA Ha JHO3aTa NpH NAlMGHTH CBC CcpefHa OnOpedna
HEJOCTATHYHOCT He € HeobXoAuMa.

Tipy mamuenTH ¢ ocTpa 66pedHa HemocTaThuHOCT (KPEaTHHHHOB KIMprRHC < 30
ml/min), no3u Hag 10 mg wa Aer Tpabba Aa ObHAT BHHMATENHO MPEHCHCHH H aKO €
HeoGXO0EMO TIPHIosKeH: NpeAnasuBo. (Bux dapMako-KHHETHIHY CBOHCTBA).

4.3. IlporHBOIOKA3ZAHAY

-  CBpBXYyBCTBHTEIHOCT KEM HAKOH OT CHCTABKHTE HA TO3H NPOJYKT;

- AxTHBHO 4epHOAPOOHO 3a300NgBaNe WK HEH3ACHEHH NOCTOSIHH MOBHINABAHHA
Ha CEpyMHHTE TPaHCAMHHAZH; :

- Epponpemenno npuioxeEse Ha erythromycin, clarithromycin, telithromycin,
nefazodone (Bmx pasgen 4.5);

- Bpemennoct & kepMere (Bmx pasgen 4.6).

4.4. Cpoenpajny  NPOTHBOIOKA3ZAHMS H_SHENHANHNE IPEAVIDERACHHA 32
yneTpeda

Bruguue BEPXY MYCKYIIATE

Simvastatin Ozone m gpyrare paxubaTopE Ha HMG-CoA permykrasa MOHAKOra
TUPEHH3BHKBAT MHONATHS, KOSTO CE H3pa3sBa karo MycKynsa Oonxa mmm cnaboct,
CBEp3aHa ¢ p#3K0 HopmmieEa Kpearmpmsxmeaza (CK) (moeewe or 10 meTH Haj
ropraTa rpaHgAla Hpu HopManso cecrosere [ULN]). Pabmaomuonnsa (pasrpaxiane
Ha HampeuHo-HabpasheHara Myckymarypa) ¢ mmm  Oes  octpa  6n0Opeuna
HeJOCTATBUHOCT, HocHeNBaHa OT MHODIOOHHYpHS € JOKiajsaHa piagxo. B
“Scandinavian Simvastatin Survival Study”, emum ciyyait Ha MEONATHA € JOXJANBaH
ot 1300 mammenTn, xouTo ca npuemamd mo 20 mg simvastatin B HIMa FOXNANBAHI
coygan or 822 manueHTH, KOHTO ca mpueMaim mo 40 mg simvastatin Ha JeH Ha
CpeJHO OT 5.4 TONUHE Ha IPOYYRAHETO. B ABE KOHTPONMpPAHH KITHHHYHH [IPOYIBaHUA
C IHecTMEceyHa HNPOABIUKHTSIHOCT He e Omn HaOmopaBaH HETO E€OHH CIydYad Ha
MEonaTus or 436 nauweHTH, KOUTO ca mpreMamd no 40 mg simvastatin i 5 ciaygas oT
669 maumenTtH, kouTo ca npueMamd no 80 mg simvastatin. PACKET 0T MHOIATHS Ce
NORHMINABA Ype3 CHI'BTCTRAMIO IEIEHHE ¢ H3BECTHH JISKapCTRd, BSKOH OT KOUTO Osxa
H3KIFOYEHH OT CXeMaTa Ha T€3H HPOYIBaHH.

MuonaTys NPeAH3BAKARA OT JIEKADCTBEHY B3auMOJIeHicTBHS

3aboneBacMoCTIa M TEKKHMAT XapaxTep Ha MHODATHSTa CE€ yBelHYapaT dYpes
ceaeTcTBamo npuemane Ha HMG-CoA penyxrasEd HEXHOHTOPH ¢ JEKapCTBa, KOUTO
NpeH3BHKBAT MHOIATHS, KOFaTo ce IpHEeMaT caMocTosTenHo karo gemfibrozil m
ApyrTH QuOpaTH, KaTo H JANANO-TIOHIDKABamH Jo3d (> 1 g Ha JeH) oT niacin
(HAKOTHHOBA KHCEIMHA).

B nonbHHEHHE, PUCKLT OT MHOIATHSA BEPOSTHO ce nosumara npu srucoka HMG-CoA
peAyKTIa3Ha FHXHOMTODHA aKTHBHOCT B IiasMata. Simvastatin u npyrure HMG-CoA.
PeAYKTa3HM MHXHOHTOPH ce Merabommsmpar ypes MHTOXpoM P450 miodopma 3A4.
VsBecTHH JieKapeTrBa, KOTO WMaT 3HAYATENCH HHXHOHTOpPEH e(eKT @pH
TEpAHEBTHYHM JO3M JIO TO3M MeTalOIHTEeH HBT MOTaT CHINECTBEHO Aa HOBHINAT
miasmerrTe Hupa H2 HMG-CoA pexykrasnure MEXHOUTOPH M Taka Ja IOBHIGAT
pECKa OT MHONATHA. 1e3M JNEKapcTBa an’cﬁﬁa'r ci\fesponne itraconazole,
ketoconazole m mpyrm anti-fungalazoles, e macml‘ife ant:[bxotlcs erythromyecin,
clarithromycin u anti-depressant nefazodoneff & '
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Hamansgpasne pEcKa OT MEQHATHS

1. Obwu mepru

TIaTAeHTH, 3aN09BAIM Tepalus Ch¢ simvastatin TpsGea xa 6BJaT OpeayNnpencHH 3a
PHCKAa OT MEONATHA M Ja HOKJIAABaT He3a64BHO 33 HEOOSCHHMH MYCKyNHH GOIKH,
gyBcTRHTENHOCT My cnabocr. CK KOHNIEHTpauds Haj 10 x ULN npr naiHeHTH ¢
HeobsCHAMYE MyCKYJIHE OONKH O3HagaBa MEOHaTds. Tepanmdsra ChbC simvastatin
TpsibBa na OpAe NpeKpaTcHa, ako Ce [UATHOCTHOHpA MM HMa CBMHCHHT 3d
MuomaTHs. B MOBedYero CHydad, KOIaTo TepanmsTs € He3a0apHO IpeKpaTena,
MyCKyIBHTE CHMOTOME ¥ Hopumasareto Ha CK n3uespar.

MEoOro 0T HANHEHTHTE ¢ pa3pyllaBaHeTo Ha HampeTHO-HabpasjeHaTa MyCKylaTypa
AMaT VCNOXHeEa ucTopma Ha  3afomspadero. Hsxom  mMar 6x0pegna
HENOCTATHUHOCT, COMKHOBEHO MOCIEAMNE OT IPOABIDKUTEICH Juaber. Ilpss Takusa
JAYEeHTyE, TOBHIABAHETO Ha N03aTa M3YcKBa BHAMande. Thil KaTo HE Ca M3BCCTHH
HeOHaroIpHATHYE NOCIEACTBAS OT KPAaTKO NPEKLCBAHE Ha TEPAUiTd, JICUCHUCTO ChO
simvastatin Tps0Ba fa Gbie CHPAHO HAKOJIKO ACHA PCAH HACPOUCHA OICPAITHA H TP
CEPHO3€H OCTED TEPANEBTHYCH AN XHPYPTHYCH CTaTyC.

2. Mepxu 3a navarieane @ PUCKA OM MUONAMUL, NPEOUIBUKGH OM NeKAPCMEERU
83aUMOOETICEUA

Jlexapu, xouTO TpoOBeXAAT KoMOMHHpaHa TepalHs CBC simvastatin # JApYyrd OT
plaEMOielicTRampTe JeKapcTa TpsAbBa Ja NpeHeHsAT CTeneHTa Ha NOTCHIHAIHA
[ON3a M PHCK, ¥ BHHMATEIHO I HaOMIOZaBaT HAIHEHTHTE 32 BCIKAKBH 3HAUK H
CHMITTOMH Ha MYCKyNHA OO0NK4, IYBCTBHTEIHOCT MM CHabOCT, KAKTO 10 Bpeme Ha
HAYANHATE MecelH Ha TEpanysTa, Taka U [0 BPEME Ha NepHOANTE Ha HOBAIIABAHE Ha
f03WTe ¥ Ha ABETe Nekaperpa. Ilepuonmdnu ompenemnms ma CK morat na ObnaT
OpOBEICHH NP TAKUBA CHTYalH, HO EiMa rapaHiif, 9e Takosa Habmonenye Ou
MPEAOTBPATHIO MHOHATHATA.

KoMBHHHpaHOTO H3MON3BaHe Ha simvastatin ¢ fibrates mm niacin TpsibBa Ha ce
p36erHe, OCBEH axo MOM3ara OT JO-HaTaThyHa OPOMSHA B HABOTO Ha NHIMIHIC ©
BEPOSTHO [a IPSBHUIN IIOBMIIEHHAT DPHCK OT Ta3H JIKapCTBOHA KoMOuHaLHS.
Kombumapmm or fibrates my niacin ¢ HECKH [A03H OT simvastatin ca Opnu
A300N3Bayy Oe3 MHOUATHS B MAaNKH, KPaTKOCPOYHHM IJIMHHYHH IPOY9IBatims C
BHHMATeNHO HabmoneHme. JlobassHero Ha Te3w JiexkapctBa kiM HMG-CoA
PENyKTA3HHTC MHXMOMTOpDH OOHKHOBEHO OCHTYpsB2a MAWKO JONBIHHTENHO
HaManesre Ha aEBoTo Ha LDL — Xonectepona, HO MOJKE Ja ce HONYyYH I0-HATaTb4HO
fiaMansBare HABOTO Ha TPMrIENEpHANTe ¥ nopmnasane Ha HDL xonectepona. Ao
HSKOE OT TE3W JIeKApcTBa MOJKe Jia Ce HM3NON3Ba CBC simvastatin, KIMAHIHATA
IpaKkTHKa OPERPONara, 9¢ PHCKET OT MHONATHs € MO-MANBK C niacin, OTKOIKOTO C
fibrates.

3a ma ce p30erpe NOBHIICHMS PHCK OT MHOIATHA Wﬂﬁﬁ, Ji@ CB BHUMaBa, KOTATO
simvastatin ce koMGuREpa ¢ amiodarone, verapamil, di;giagﬁgjﬁ,@;&”?:pgsnen 4.5)
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[ipy panuenTH B3EMailid CHIBTCTBALLO cyclosporine, fibrates mmu niacin, no3ara
simvastatin ne Tpa68a na npesumasa 10 mg (swx Jlo3upoBka 1 HATHE Ha yrotpeba,
CHIUBTCTBAINA TEPANK), Thil KATO PHCKA OT MHOIATHA CE NI0BUIIABA SHATHTEIHO IIpH
[O-TOJIeMH JI03H. I[peKpCcBaleTo Ha TepanMara Cbe simvastatin 110 BpeMe Ha Kypca Ha
TeYeHHe ChC CHCTEMHHM IPOTHBOIBOHMYHH 2EPO30JH Ml MaKpOJMAHH aHTHOHOTUIH
Tps6Ba Ja OpAe HAobpe OOMHCIEHO. CLOBTCTBAINO H3NOI3Bade ¢ APYTH JIEKapCTRa,
[PHTEXKABAIIE CHICH HHXUOHTOPEH epext Ha uuTOXpoM P450 3A4 TpH:
TepaneBTHYHH JO3H He TpibBa 1a Ce NO3BOJBA OCBEH aKO MON3HTE OT
KOMOHHMpaHATa Tepanys He OPERXINAT HAPACTHATIAA PHCK.

HeobXonpMo € BHEMATENHO Ja ce NpHiara NpH NanueHTH C 6B6peaHo 3abonABaHe,
HEKOHTPONAPAH XHIOTHPOWTHILM, JIHTHa YK (aMUITHa aHAMEE32 33 HacIeNCTBEHH
MyCKyJIHY HapylIeHyis, KaKTo B CIIyJaH Ha MYCKYJIHH YBPEHIAHHS CICH IPHTIOKCHHC
Ha ZPYTH CTATHEH HIH Gubparty.

BisiHyie BEPXY YEDHES Fpob

B xnunmuHETe OPOYyIBaHws, 3a0eHex MM H MOCTOSHHY HOKAIBAHYS Ha CCPYMHMTE
TpaHcamMuHasy (fIoBeYe OT 3 OBTH ULN) e 3a0enszapa IIpH HAKONKO BB3PacTHH
NATHEHTH, JEKyBaHd Che simvastatin. Koraro mnpmeMaHeTO Ha IEKapCTBOTO €
HPEKECHATO BPEMEHHO MM IOCTOSHHO, IIpH TakuBa HaUHCHTH HUBara Ha
TpascamMAnasyTe OABHO HaMayABaT AC CTOMHOCTH NpEH HAYANOTO HA JIEYEHHETO.
Tez\ TOKaYBAHKA HE €A CBBP3aHH © SKDITCHUIA WM APYTH KBMHHUHY NPOABA H
cuMIToME. HaMa FOKA3aTeNcTBO 3a CBPBEXYYBCTBHTEIHOCT- FSIKOM OT TE3M NAUHEHTH
ca EManH HapyHIeHHe Ha 9epHOAPOOHETe QYHKNAHA Mpejd 3a0YBaHE Ha JICICHHCTO
oBC simvastatin /A ca KOHCYMHApaii 3HAYMTEHHH KOAHYCCTBA allKOX 0.

B Scandinavian Simvastatin Survival Study (4S) (Bmx PapMaxo-IHuUBAMUIHE
cBoOLiCTBA), GpOST HAa IANHEHTH C €JHO KM I0BeYe HOBHIMEHHS Ha TPAHCAMAHASHTC
(mo nosege or 3 mbTH ULN), 10 BpeMe Ha Kypca Ha JISICHUCTO HE € G¥n 3HAYHTEIHO
TI0-pa3iFYeH MEXAY Te3H, NpHEMAITH simvastatin ¥ Te3u, mpueMany 1nanebo (14
[0.7 %] xsm 12 [0.6 %]). BposT Ha HalHEBTHTE ¢ CIMHWIHO NOKAYBAHE HA SGPT
(ALT) mo 3 mwore ULN e 6uno 3HayuTenHO MO-BHCOKO B IPYIara, JieKyBdHa CBO
simvastatin B ITbpBaTa rogkHa oT npoywsanero (20 xeM 8, p = 0.023), Ho He H CIIeA
topa. IloBuIIeHHTe HHMBA HA TPAHCAMHHASHTE Ca JOBEJH O MPEKPATABAHCIO HA
slevenvieTo Ip¥ 8 MamHeHTH, eKyBaHu ¢he simvastatin (n = 2.221) # 5 npd Te34, ¢
paneGo. Or 1986 mampenrts ¢ HOopMmanHE gepHoppoGmm Oymxnu (LFT Test),
NeKyBaHX CBC simvastatin B 4S NpOydBaHETO, CaMo 8 (0.4 %) ca pasBunmm
HOCIENBANY TOBHINeHHS Ha TpancaMuHasuTe 3 neTH ULN w/uim ca G OTTereHH
mpes 5.4 romuinays NePHOH Ha HpOYIBaHETO NOPay TasH IPHHHHA.

Bewoxs mamEeHTH B TOBA I[IPOYyYBaHEe Ca IpHeMald HadajiHa A03a oT 20 mg
simvastatin, B 37 % OT ciIydanre go3ara ¢ Ouna ypemriena 1o 40 mg.

B 7B¢ KOHTPONHpaHW KIHHWYHH Ipoyysanus ¢ 1105 nauuentd, Ha 6-Tg Mecel|
YecTOTaTa Ha HNOCTOSHHO MOKaYBaHE HA WepHOypodHMTE TpaHcaMuBasy, cquraa 3a
JexapcTBO-3aBHCHMA € Ouna 0,7 % u 1.8 %, croTBeTHO Ha gosuTe oT 40 mg u 80 mg.

[IpeniopraBa Ce Ja e H3BLPIIBA (pynmnoxianm;_.ffgg_ggonpo@g@;’?qpoﬁa mpeau
HAYAIOTO Ha JICYEHHETO M NEPHOMHIHO, CIIE] TOBA | x,uggef fnﬁffnfrozz‘xign'\fg?ﬁ: 3a IIEpBaTa
rOFHHA OT JISYECHHETO, IO ¢/(Ha TOAMHA CICL nocnez;;xgm Hosmaaaﬁgl ‘{% 03aTa IIpy

BCHYKH TanpeHTH. IIpy DauseHTH ¢ HpoMsiHa Ha'\ ozatd mo- 80 mg, Tpsbea xa ce
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IpaBH JIOIBIHHTEIHO H3CNe/[Bane Ha 3 Mecena. Cpenuanso BEAManHue Tpabpa na ce
OTreNs Ha TATHCHTH, KOHTO Pa3BUBAT NOBMIICHH HHMBA Ha TpamCaMHHasata W IpH
Te3W NANECHTH W3MepBaHMATa TPAOBa fa Ce IpaBAT BEAHAra M CIEX TORAa ha ce
H3BEPRIBAT II0-YECTO.

AXO H¥MBATa Ha TPAHCAMYHA3YTE NaBaT JNaHHU 32 MPOTPECH, 0COOEHO aKo Te
HapacTeat J0 Tpi wbTH ULN H ca HOCTOSHHY, IeKapCTBOTo tpsbBa a ce cupe.

ToBa fexapcTBo TpaOBa Ja Ce H3NOA3BA BHUMATENHO IpH MAMCHIH, KOUTO
yOoTpeOsBaT 3HAYHTEIHM KOJHMYEeCTBa ANKOXONW/HAIM HWMaT MHHAN4 aHamHe3a Ha
gepHOAPOOHO 3a00nsgBane. AKTHBHH geproapodEn 3a00NIBaHus HIH HEOOACHUMH
[OKagBasHd HA TpAaHCaMHHA3HTE Ca MPOTHBOMOKA3AHH 33 ymotpebara Ha simvastatin.

Qunn nperienm
Ilps yMnca Ha Apyra JISKApCTBEHA TepallEs, NOBHIICHICTO B pasupoCTPaHEHHETO Ha

HENpO3PadHOCTIA Ha OUYHMTC JIEIM C BRAMETO Ce O9AKBA KATo pesylrar OT
ocrapsBaHeTo. TeKym@Te NBITOCPOYHY AZx™H OT KIMHMTHUTC HIIHTBAMHA HE
mokasBat HeOnaronpusTer eekT Ha simvastatin BEPXY JEMKTE Ha JOBEIIKOTO OKO.

Wzmomn3pase Opy fena
Bez0nacHocT B e(heKTHBHOCT Ha TOBA JIEKApCTBO NPH JEHA HE € yCTAHOBEHO-

Simvastatin Ozone He ce IpenopE4Ba 32 ynoTpeba OpH Jena Ha T034 eTail.

[JanweHTH B RaupeiHana BE3pact

B KOBTpONHpaHM KIMHHYHHM [pOYYRaHHS @pM DAIMCHTH HaA 65 rogmaH
e{peKTEBHOCTTA Ha simvastatin ce omleHsBa Ipe3 HaMaLIBaHeTO Ha HUBATA Ha ODNMAT
7 LDL xomecTepon, KOETO M3INIECKId, 9€ € nomo6HO Ha TOB4, HabIIONABaHO B
NONyJalMATa KaTo 0. HsaMa pa3idusoe NOBHUIABAHE B HECTOTATa Ha KIMHITHUTC
W 1a00paTOpHH HEXKEJIaHH peaK(iH.

Iipenynpesxnenne: To3H NIPOTYKT CBABPKA JAKTO3A. HemoBoCHMOCT KBM JAKT03a

e Gmna HabmoxaBaHa TpH Jela W Miaanexd. BBOpexd, 9€ KOMMECCTBOTO Ha TOBA
BENIECTBO BEPOSTHO € HEOCTATHYHO A2 NPEAM3BHKA CHMITOMH HA HENOHOCHMOCT,
aKo ce IOJIYHH MpONBDKUTENHa Juapua TpsbBsa Jia c€ B3eMaT CHOTBCTHHTE MEDKH.
To3s TpOAYKT CHALPKA OYTHIXHAPOKCHAHH3OMN, BEIIECIBO, MAPASHEMO OuHMTE,
KOXKAaTa H NTHraBHaTa.

4.5. JlexapcTBeHH ¥ IPYIH BIAUMOJEHCTBHSA

PHCKST OT paGHoMHONM3a C¢ IOBHINABA Ype3 CHOBTCTBAIO H3ION3EAHE HA
Simvastatin Ozone ¢ JI€KapcTBa, KOWTO UMAT HHXHOHTOPEH eeKT BBPXY LHTOXPOM
P450 3A4 wupH TepaleBTHYHH JO3M (FakpmBa KaTo cyclosporine, itreconazole,
ketoconazole, erythromycin, clarythromycin 1 nefazodone), WK ¢ IIPOH3BOMHM HA
fibric acid wpma niacin (Bwx CpoenwanHy [POTHBONOKA3aHWs H CHCOMAIHH
ApeAynpexAcHys 3a ynorTpeta, Brusaue BepXy MYCKYIIHTE).

KymapuHOBH HPOW3BOINHH

B IBe KIMHFYEH [pOYyYBaHHS, €NHOTO CBC 3APaBH JOOPOBONHH M JPYro C
XANEPXOECTEPONEMITHY IAUHEHTH, Ko3a oT 20-40 mg simvastatin Ha AeH yMepEeHO
younsa edexra Ha KyMapHHOBHTE anmxoarynaﬂm:ﬂ”fn'ﬁﬁ;fﬁoygﬁnﬂoso BpeMe,

s U Y £
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m3paseHe Kato Mexmysapoznso HopMammsupaHo CHOTH( meHi{e;: (INR), napacisa
CHpsMO HUBATa OT NEPHOJa TIPEAM 3all09BaHe Ha nefiennéTo or.1 'Z‘I\Iaf:'i\& ¥ oT 2.6 Ha
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KyMAPHHOBH  aHTHKOAryNaHTH, HpOTPOMOMHOBOTO ~ BpEME TpabBa Ja Obze
ONpENETAHO Dpeny 3ai0YBate Ha JICICHHETO ChC simvastatin ¥ JOCTATHIHO IECTO MO
BpeMe Ha paHHAaTa Tepaims, 32 Jia e YCTAHOBH Jiaii HiMa 3HAUMTEIHO H3MEHEHHE.
JHoxymMeHTHpaBEO BERHBX cTaGHIHOTO NPOTPOMOMHOBO BpEME, MOXE ja oOnHe
HabMIONABAHO HA HHTEpBA, OOMKHOBEHO NpPENOPHYBAHM 33 NAUMCHIH HA
KyMapHHOBH AHTHKOATYNaHTH. AKO J03aTa simvastatin ce 1poMeH#, OPouenRypara ce
noetaps. Jledenrero CBC ssimvastatin me e CBEP3BA C KBPBOHE K TIPOMCHH HA
TpOTpOMOMHOBOTO BpEME IIPH MAUMEHTH, HC B3cMallH BTAKOATYHaHTH.

Antipyrine

Antipyrine € Mojen 3a JeKapcIBo, MeTabonM3HpaHo 4Ype3 MHKpO3OMHATA
gepHofpobua ensumua cacreMa (Luroxpom P450 3A4). simvastatin umMa MaTEK HIH
pespavdTelicH eeKT BEPXY (apMaKoKUHCTHKATA Ha antipyrine.

Hp¥ NAUEEHTH ¢ XHIEPXOICCTEPOIIEMEs (pmx Crenpansy TPOTHBONOKA3AHHS M
CHEIHATHHA TpenynpexacHus 3a ynorpeta, Bmusnue BbpXy MYCKYJHTE).

Propranolol

[Ipu 3npasE noOpOBONIE EHsMa SHASHTENHH dapMako-KEHETHYHA KM dapMaxo-
WHAMHYHE B3aHMOZAEHCTBHA IpH CBBMECTHA ynoTpeba Ha simvastatin ¥ propranolol

Digoxin

CspmecTraTa yrorpeba Ha simvastatin i digoxin XIpH 31paBH 7i0OpOBOMIE DOBEKAA
10 Neko yBemuenne (mo-Manko oT 0.3 ng/ml) ra KOHNEHTpallsTa Ha JIEKApCTROTO
(xaTo m3Meppana gpe3 digoxin paaro-HMYHEH ananM3) B Ma3Mara, CPaBHEHa ¢ TasH,
YCTaHOBEHA Cliei CBBMECTHA YIOTpeba Ha mnanedo u digoxin.

Tpyry AeKapCTBEHHE B3aWMOACHCTRI:

Amiodarope u Verapamil: PrcxsT oT MuomaTss/pabioMuonmsa € YBETHYCH IPH
eJ[HOBpEMEHHA yroTpeba Ha IO-BHCOKHTE RO3H simvastatin ¢ amiodarone HIH
verapamil (Bmx 4.4. Crien{aisA NpOTHBOTOKA3AHHIS 1 CeNHAIHE IPpeayIpeKIeHI
3a ynoTpeba — MEonaTHs/ pabIoMHAON3a).

Diltiazem: TlanperTaTe, KOKTO mpHEMar efpospeMenno diltiazem simvastatin 80
mg HMarT JeKo YBEIMYeH pPHCK OT MHOIATHA (ux 4.4. Croempama
IPOTHBONOKA3AHMS ¥ CHEHaiHH JPCHYNPEXACHHA 3a ymorpeba — Muonarus/
pabIOMHEOIH3a).

Hpyeu e3aumodeticmeus:

CoKBT 0T IpeHn :

CoxsT OT IpeiindpyT CHEBPKA ChOBPXA CIMH M NOBEYE KOMIIOHEHTH, KOHTO
mxubmpar CYP3A4 B Moxe [ia yBE/IMIH IU1a3MEHHTe HUBA Ha JICKapeTsa, KOHTO ce
meTaGommzapar o CYP3A4. Edexrst Ha obmuaifHaTa KOHCyMAmus (emra 250-
MUIEIMTPOBA Yama Ha JieH) e MumaMancH (13 % TOBMINECHHE HA MHEXuUOHTOpHATA
axtupHOoCcT Ha HMG-CoA penyxra3ara, HW3MEpeHO dUpes HIOMTa IOJ KpHBara
KOHUCHTPAIHs-BpEME B aKTHBHA I1a3Ma) 1 ¢ 063 KIHEHYHO 3HAICHHE. Obage, MHOTO
roneMH KONEUecTBa (UOBede OT 1 IMTAP AHEBHO) 3HAYATEIHC MOBHINABAT
mAsMEHATe HEB2 Ha wixuGmroppara axrueHocT Ha HMG-CoA pemykrasata Ho
BpeMe Ha JIeYeHHe Che simvastatin K tpsGBa ma ce mabsarsar (Bwx 4.4. ClienUamay
IPOTABOIIOKA3aHAA M CIENHANHHA TPEHYNpeXKIeHHA 3&@@56&\— MuonaTHsy/
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4.6. BpemMenHocy ¥ KbpMeEHe

Simvastatin Ozone e NPOTHBONOKA3aH IO BpeMe Ha GPEMEBHOCT.

ApTepoCKIIep03aTa € XPOHHEEH NPOLec A HPEKpaTsIBaHeTo Ha JUIKOHAMAILBAMIHTC
JeKapcTBa 10 BpeMe Ha OpeMEHHOCT e HMa ManbK epexT BEPXY pe3ylirata oT
IBITOCPOYHA Tepaiis HA HBPBHYHZ  XMICPXOICCTEPONIEMHS. Oceen TOBa
XONECTEpONa ¥ APYrH DPOAYKTH OT IBTA Ha OHOCHHTES Ha XOJECTEposla ca BakHH
KOMIIOHEHTH 33 €MODHOHANHOTO Pa3BuTHE, BIUHOUHIENHO CHHTS3A Ha CTCpORIM M
xIersaHs MeMOpaHH.

Ilopamu cHocoGHOCTTA Ha MHXHOMTOpHTE Ha HMG-CoA. penykrasara, Karto
Simvastatin Ozone, fa HaMalisBar CHHTE32 HA XONECTEPON M BBE3MOXKHO IPYyTH
HpOAYKTH OT IhTA Ha CHHTE3 Ha XOIECTEpoIa, Simvastatin Ozone € DPOTHBOIOKA3aH
34 H3UOJNI3BAHE IpH OPEeMEHHOCT.

Simvastatin Ozone Moxe Ja OpJe NpHIAraH Ha JXSHH B ACTEPOJHA BH3PAcT Camo,
KOT4TO € TBHpJe MajiKO BEPOSTHO fa 3a0peMEHEAT. AKo TamHeHTHTE 3a0peMEBEAT
Aoxato B3eMaT Simvastatin OzZone, ICYEHHETO Tps0Ba Ja OBl CHPAHO Hes3abaBsHo, a
NAHCHTET YBEIOMEH 32 TOTEHIHAIHMSA PUCK 32 IIoJ/a.

{losydeHn ca HAKONKO CHTHATA 3a BPOACHH aHOMAIMHM B ACHATA, THATO Maiiku ca
AeKyBaH4 [0 BpeMe Ha GPeMEHHOCTTA C HMG-CoA penykrasay HHXHOUTODH (BIK
TipoTrBonoXaszanmsd). 1Ipy Tipernelx Ha OKOIO 100 npocnemenn OpeMEHHOCTH Ha
JKEHH, HOIVIOKEHN Ha JiedeHre CBC simvastatin Wik IpYyT CIPYKIYPHO CXOICH HMG-
CoA pemykTaszed HEXHOMTOp, CHyYauTe H4 BPONCHW dHOMAIMH, CHOHIAHHH abopTe
JTM MEPTBO PajKaHe He IPEBHIABAT Te3H, KOWTO Oyixa GHD 09aKBaHH 0OHKHOBEHO.
Toif KaTo GE30mAcHOCTTA Ip# OpEeMEHHM JXEHHM He € yCTaHOBCHa M HAMA CHIypHA
0733 OT TEpAIHMsTa ChC simvastatin Ho BpeMe Ha OGPEMEHHOCT, JIEYEHHCTO TpsbBa a
65 IPEKPaTeHo He3abaBHO ClIEX YCTaHoBsBape Ha OPeMEHHOCTTA.

He ¢ H3BECTHO ARy simvastatin ¥iu HeroeuTe MeTabONHTH C& OT/JCNAT B MalfiyHIoTOo
ko, Ilopagu ¢akta, 9 MHOrO JEKapcTea Ce OTACHAT B MalgHHOTO MILSIKO H
HOpaji BE3MOKHOCTTA [a CE NONyYaT CEpPHO3HH HEXenaHy CTPAHHYHH peakiui,
JXeHHTe, NeKysaHu chc Simvastatin Ozone He TpsdBa Aa KbPMAT Aeuara CH (BIX
ITpOTHBOTIOKA3aHHS).

4.77. Edextn BLpXY crrocobnocrTa 3a modupade u pafora ¢ MAMBHH

Simvastatin He NOBJNMABA MIH MMA HesHaudTeieH e(ekT BBPXY CIOCODHOCTTa 3a
mogupane ¥ paboTa ¢ MAlIHHY.

Tpsbra ma ce MMa NpEABHA, 9€ MOXE Ja C€ HOXBH CBETOBEPTEK NOBpeME Ha
nogupase B paboTa ¢ MAIHHY .

4.8. Hexenapn JeKapcerBeH peaKiug

UecToTaTa Ha CJICAHHTE HEXENaHH peakudy € ONpeleNicHa IO BpeMe Ha TOjCMH,
DPOEIDKETENHH, 1U1ae00-KOHTPONHpPAHHT KTHEHTHY H3MHTBAHHAA, BKIIOBallH HPS
a 4S ¢ 20 536 u 4 444 mammenTH cpoTRerHO (Bux pasmen 5.1.). Ilpm HPS ca
OTOENA3BaHA CAMO CEPHOSHHTE HEXeNany CHOUTHSI, KaKTO ¥ MUANTHA, TOBHINCHHC Ha
cepymumTe Tpaucamppazy M CK. Ilpm 45 ca oTOENIA3BaHM BCHYKH HEXelaHu
cpbuTHs, M30poeHH Ho-goiay. Korato B Tesd KIMHFMYHM H3NHIBAHKA 4ECTOTATa B
IpyHaTa cbe simvastatin e 6xia mo-MaKa wi nono@gs@?ﬁé?&gpynam ¢ rauebo
g ¢ nalmopasana DoAoOHa YecToTa HA cnomqggia;éﬁoﬁrqeiiﬁg ¢ BB3MOXEHA
IPUSMHO-CIICACTBEHA BpPE3Ka, Te3M HEXCNaHH c;’i?umsx ca ,Rf@&T?;;,Qf{{»I:’.npaﬂn KAaTo
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Tipa HPS, pxmoupany 20 536 nansenTH, AEKyBany ¢ 40 mg simvastatin gaesHO (0 =
10 269) wma nnaneGo (n = 10 267), mpodunnte Ha besonacHoCT ¢a OnyE cpaBEMMH
MEXAY TalMeHTHTe, NIEKyBaH) ChC Simvastatin 40 mg, u Gonuute ¢ ruanedo mpes
CpemHO 5-Te TOAMHM Ha H3ciespaHe. ecroTata Ha TpEYCTAaHOBSBAHE MO
Hexenanu peakupd € Ouma cpapHuMa (4.8 % nipy NAIMEHTHTE, JEKYBaHd CBC
simvastatin 40 mg, B cpasuenye ¢ 5.1 % Opd rpymata ¢ nnanebo). Yectorata Ha
muornartag e opna nox 0.1 % 1pH HDanHeHTHTE, JCKyBaHH CBC simvastatin 40 mg.
Topumenue Ha Tpancamurasnte (>3 X ULN DOTBEPAEHO Ipy MOBTOPHO H3CIeIBaHe)
e mabmonapano npH 0.21 % (n = 21) oT DapeHTHTE, JCKYBaHH CBC simvastatin 40
mg B cpasgere ¢ 0.09 % (n= 9) ot GosmuTe C nnarnedo.

YecToTaTa Ha HEXKEIAHW chOMTHS € KiacHHIUpaHa cropel CICABHTE KPHTCPHH:
Mzoro yectd (> 1/10), wectu (= 1/100, < 1/10), mevectr (= 1/ 1000, < 1/100), penxwu
(= 1710 000, < 1/1000), MuOTO PEAKE (< 1/10 000), BxmoyBaimy OTHEIHE cnO0ImeHAn.

Hapvimenus Ha KPEBTa ¥ quMdHaTa CHCTEMa:
Peorxu: anemud

Hapymenns ga gepBHaTa cUcTeMa:
Pedxu: TI2B000IHE, TApECcTesuH, 3aMaiiBane, epr(epHa HEBPOKATHS

CToManTHO-YPEBHA HaPYHICHUS
Peoxu: 3ameK, XopemHAa OONKa, METEOPHU3BM, MUCHEOCHA, JMapHd, TalleHe,
[IOBpbIAHE, TARKPEaTHT

Kenaro-OuIHADHHE HAPVIISHUT
Peoxu: XxenaTaT/KpITCHHIA

Hapymenps ga KOXaTa H HOKOXHATA ThKaH
Pepxu: 06pHB, CHpOeX, anonenus

MYCKYTHO-CKEHETHH. CheIMHUTEHO-ThKAHHH I KOCTHY HapYIMCHIA:
Pedxu: muoriaTas, pabloMBOIM3a, MU, MYCKYJIHE CIA3ME

O6ImH HapyIICHHS ¥ CHCTOSHHA HA MACTOTO HA TPUIOXEHHE:
Padko: acTenus

V3sBeH CHHIPOM Ha CBPBXJYBCTBHTEIHOCT Ce CHOOIABa PAIKO. Toii BKIIFOYBA HAKOH
OT CIEAHUTE CHMITOMM: AHIHOSNeM, NyNyc-TiofoGes CHERPOM, PEBMATHYHA
HOMEMHEANTHS, JEPMATOMHO3MT, BAcKYJHT, TPOMOONHTONICHAT, €03MHOPUIINL,
popmineda CVYE, aprpur 4 apTpamrds, YPTHXapHd, ()OTOIYBCTBUTEIHOCT,
(eSprIMTeT, 3a9EPBABABE Ha AUIETO, IMCHHEA H HEPA3TONOMCHHS.

JlabopaTopHA H3CHEABAHHI:

Pediu: TOBUIIEHME Ha CepyMHUWTe Tpancamumasu (alanine aminotransferase,
aspartate aminotransferase, y-glutamyl transpeptidase)=(siDK paszen 4.4 Bmasaue
BBPXY 4depHHs Jpo0), DoBHIeHa anxansa docd ,a.;r\qa‘a,"n"‘iic'mgjﬁégn CepyMHH HHBA Ha
cepymua xpeaturnd Kumasa (CK), nonyqe:;e(,fbéjxé’ﬁgéﬁﬁaﬁt% “MycKynaTypa (Bux

o
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4.9. Ipegosupane

Hocera ca cpoOmIeHH HAIKONKO CIywas Ha Ipeno3xpane, MakCAMAanHata JorbpIHaTa
5o3a ¢ Guna 3.6 g. BeEuki MallACHTH €2 C& BB3CTAHOBHIH 6e3 nocneacTeu. Hava
cemudHIHO JieueHwe IPH [PENO3HpaHe. B TaxkeB ciydad ce IIpuanara
CHMIITOMATHYHO ¥ HOENBPIKAMO JCICHHE.

5. ®DAPMAKOJIOTHYHHA JAHHH

5.1. ®apMaKoIHHAMAYHA CBOHCTBA

dapmakoTepaepTHIHa Tpyna: maxabaropu Ha HMG - CoA pemykrasara
ATC xon: C10AA01

Crex mepOpaJiHO mIpHeMarne Ha simvastatin, XOHTO € HEakTHBeH JAaKTOH, TOH CE
XEApONH3Hpa 10 ChOTBCTHATA B-XHAPOKCHKACETHHHA ¢opma. Tosa € OCHOBHESAT
~eTaGONET ¥ € MOMeH MEXEOMTOp Ha 3-XHApOKCH-3-MEFZUI-TIyTapHiI-KOCH3IM A
(HMG-CoA) pegykrasa. To3n eH3UM KaTalH3upa panes W CKOPOCTOOTpEeeNs eTan
p GHEOCHETE3a HA XoyecTepoll. Karo pesynraT oT ToBa Simvastatin Ozone HaMamisa
OGIHEST INA3MEH XOJecTepoll, MHTIONpOTEHIHAIT XONCeCTepol ¢ Hicka IUFSTHOCT
(LDL) ¥ NHOOmPOTCHAHEAT XOIECTEPOJ ¢ MHOIO HHCKa wrstaocT (VLDL). Ilpa
TOBa JMIONPOTEHNHMAT XONECTEpoN ¢ BHCOKA INBTHOCT (HDL) ce ysenugaBa H
[a3MeHETe TPATIANEPAY HAMaNSBaT IPH JIEICHAC CHO simvastatin.

AxrEBEata dopma Ha simvastatin e crermmbEseH wexuburop Ha (HMG-CoA)
peflyKTasaTa CH3UM, XOHTO KaTamshpa DPCBPBINEHCTO ga (HMG-CoA) no
MepanoHaT. Thif KaTo ToBa NpPEeBPEHINaHe € Ha paHeH €Tan B [HKE/Z Ha OHOCHHTE3 Ha
XOIieCTepona, He TpsAOBa fia ce 09aKBa, e Tepalmira ¢be Simvastatin Ozone MOXe Aa
YIpe)U3BAKA HATPYIBARE Ha NOTCHIAANHO TOKCHTHH CTCPOJH. Jomsnamremio HMG-
CoA ce MeTaboIM3Mpa JIECHO 00parHo JO AleTH CoA, KoiiTo yJacrBa B MHOIO
HOCHHTETHEIHH TPONECH B TAIOTO.

Tipm npoy9BanksATa, IPOBEKIAHH C XUBOTHH, CIEXA YtepopaHo IpreMaHe simvastatin
e mOKA3aJl BACOKA CENeKTUBHOCT KbM JepHHs Kpo6, B KOKTO TOH HOCTATA 3HATHTEIRC
[IO-BMCOKH KOHTECHTpam|y, OTKOAKOTO B APYTHIC OpPraHi. Simvastatin OpeThPIABRA
EKCTeH3HBHA ITBPBOHAYANHA EKCTPaKiHa B SOPHHAT Hpo0, KBAETO € HEroBoTo
OCHOBHO MJCTO Ha JEHCTBHE, C MOCHEABANIO OTHEIHS Ha JIeKAPCTBCHI MpOIyKT C
worpaxara, HammupocTTa Ha aKmuBEaTa (opMa  Ha simvastatin B 00moTo
KpEBOOSpHINEHEE Ha JOBEKA CHEN IPHEMAte Ha OpairHa 1033 OHJI0 YCTaHOBEHO, d¢
e nox 5 %. Oxono 95 % ce CBBP2BAT C IUIA3MCHATE NPOTCHHH.

Simvastatin e mpoy4BaH Ipy NeYCHHE HA IBPBHYHA XHIIEPXONECTEPONIEMHS, KOTaTo

fedenye Upes juera He e mocraTsumo. Tok € roxasal BACOKA e(eKTHBHOCT UpH
pamvanspare ma obmuar u LDL xXonecTepon NpH XCTEPOZHIOTHA damuiHa Wiy He-
HacneACTBEHH  (OpMHM  Ha  XMIEPXONSCTEpONeMEi M IIpH cMeceHa
XATEPXONECTEPONEMAs, KOTaTo NOBHIICHHTE HABA HA XONECTEpOl Omxa OmHIH
ppuruHa 32 Ge3noxoHCcTBO. 3HaTHM OTTOBOP C& pa0iIofasa B paMIHTe Ha 2 CeMHILH,
4 MaKCHMAJEH TepaleRTHdeH OTrOBOp ce HabmoAaea-B-NepHOA OT 4 po 6 cemMUITH.
OTroBopsT Ce 3ala3sa 0 BPEME HA neqeﬁﬁg:tﬁéﬂé_i@bngiﬁ@ano e, e Korato
HeWeHHeTo Che simvastatin ce npekpaTd, o6moTe  HEBO “A4 XofiecTepol ce BpEIId Ha
HUBATA [P/ 3aI0YBAHE Ha JIEYSHHETO. S Ui R I
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Vyactaero sa LDL XomecTepona B aTeporesesara € JoOpe JOKyMEHTHPaHO B
KIAHMYHWTC ¥ TATONOTHYHM INpPOYYBAaHH#, KaKTO M B MHOIC CKCHEpHMEHTH ©
uBOTHY. FIHIeMEONOrHYANTe NpOyIBadus NOKa3BaT, 3¢ BUCOKOTO HHBO Ha LDL
xonecrepon u mHckoTo Ha HDL xomectepon ca Amara peckopn (dakropa 3a
KOPOHAPHO CHPACUIHO 3a60IsBaHe.

B 1abn. 1 ca DOKa3aHM pe3yNTaTdie OT 3 pasiMuiy MpOy9IBaHMs, KOHTO OIMHCBAT
pr3felicTRHETO Ha simvastatin BEPXY NanHCHTH ¢ IEPBHIHA XHIIEPX0NeCTEPONEMHAS.

Tabmuma 1
Jlo30B OTTOBOp HpPH HANHEHTH ¢ HLPBHIHA XHIIEPX0JeCTEPOIeMust

(Cpenen npoLEHT Ha IIPOMSHA CIIPSMO OCHOBHOTO HHBO CIICH 6-24 cemMyng)

Jlesenne N 0om LDL HDL TparaEnepraE™
. X0JIECTEPO | xoJIecTEPol | X0JIECTEPOJX
CpapHATENHO JIEIEHHE
€ HHCKH J103H
5 mg ** 109 |-19 -26 10 -12
10 mg ** 110 |-23 -30 12 -15
Scandinavian Simvastatin
Survival Study
Placebo 2223 |-1 -1 0 3
20 mig** 2221 |-28 - 38 8 - 15
CpapHHTeNHO DpoytiBane
€ BMCOKH J103H
40 mg ** 433 |-31 -41 9 -18
80 mg ** 664 |-36 - 47 8 -24
* [Iponenr Ha cpeABa MpOMAHA
** Beuepra

ExHa Tpeta OT NAlEEHTHTE JOCTHTAT 53 % MM [O-TOJMMO HaManemue Ha LDL
xonectepona ¢ go3a oT 80 mg. IIponesTsT Ha HaMAJICHHUE Ha LDL xonectTepoia KaTo
IO € He3aBMCHM OT H3XOZHOTO HEBO. O0parHo, NpOHEHTHT Ha HaMalICHWe Ha
TPHACIENEPEAATE € CBBP3aH C HEeTo. Ot 664-Te HAlMeHTH NPOX3BOIHO feKyBase ¢ 80
mg, 457 DanEeHTH ¢ IVIa3MeHa KOHISHTPAIHS Ha TPUIIMICPHIUTE < 2.25 mmol/l
(200 mg/dl) mocrerar pamanemse or 21 % , JNOKaro IpH 189 marmweHTH €
x@nepraauepaaeMas  (>2.25 mmol/l) cpeHOTO HaMajJeHHC B HHMBOTO HA
tpurmaneprauTe ¢ 36 %. Ilpn Tesw mpoydBaHmd, MAIMCHTH C KOHI[ERTpalyd Ha
TpurmemepumpTe >4 mmol/l (350 mg/dl) ca ¥3KmOUBARH.

B KOHTpONMpaHO KIMHWYHO NpoyysaHe, 12 manmeHTa Ha BB3PacT OT 15 po 39
TONUHE C XOMO3NTOTHA (aMHAIHA XHIEPXONeCTepOoNieMHd, €& IpHCMailH 40 mg
simvastatin XaTo eqHOKpaTHA JHEBHA A03a HHAH 40 mg xaTo TPH NHCBHE JIO3H, HIH
80 mg Tpu oHTH AHEBHO. CpeHOTO HAMATICHHE Ha LDL xonectepolia IIPH IPYHHATE
npuemany gozH oT 40 mg u 80 mg e CHOTBETHO 4 % wu 25 %. [IpHE enun HAEeHT ©
neduyr Ha LDL xosecrepos penentopsa GyHKIES, pely a2 ¢ 41 % mpu josa
80 mg.

TIpu Scandinavian Simvastatin Survival Study (4S) edexrsr-Ha simvastatin 8BpXy
ofmara CMBPTHOCT © oueHen Ipu 4444 manueni W ko;;éfi?ipmr CHPICTHA
3abomsmanms (CHD) ¥ H3XO0[HN HABA Ha 00 xonfciepoi o 212309 me/dl (5.5
— 8.0 mmol/). IIpk TOBa MHOrOIEHTPOBO, pamomnﬁgﬁégq,i.moﬁﬁq?céﬁgfgp, mnane6o-
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KOHTDOJMPAHO MpOyYBaHe, NALMEHTH C HPEJMINHA aHTMHA HIH uu(dapkT Ha
MHOKapia ¢a JEKyBaHH CTaHAapTHO ¢ JHCT2 H simvastatin 20 — 40 mg Ha JeH
(n=2 221) umu xnane6o (n=2 223) 3a cpenHa MPONBIDKATCIAHOCT OT 5.4 romuau. o
BpEME HA [IPOYIBAHETO, JICUCHHETO ChC simvastatin BOH O HaMansBane Ha OOUHs
xonectepon, LDL xonectepoia ¥ TPUIIHLEPHAKTE CHOTBETHO C 25 %, 3 % u 10 %,
u cpemHo ypemrgapane Ha HDL xomectepona oT 8 %. Simvastatin YyBCTBHTEIHO
HAMaIBa prcKa OT cMBpTHOCT ¢ 30 %, p=0.0003 (182 cMBpTHM Ciydas NpH rpynara
JeKyBaHH ¢BC Simvastatin, CIpAMO 256 cMBpPTHH Ciydas B IpyliaTra JIEKyBaEH C
mrane6o). PrcksT 0T cmsprHocT np CHD € 3HATHICHHO HAMAnCH © 42 %,
p=0.00001 (111 x®M 189). simvastaiin CBIIO HAMAIABA PHCKa NpH IPOBCKAAHH
MHEOKap[BH  PEBACKy/apH3alyOHHH NpOLEAyPH (npucakgaHe Ha KOPOHAPCH
aprepuancH Oaiiirac WM KOXHA transluminal xoposapsa asrmonacTuka) ¢ 37 %
p<0.00001 (252 crpsmo 383 nanuenty). OcBeH TOBa simvastatin HamansBa pHCKa OT
daraney u HedaTanHy uepeGposackyiapHy cpOuTHS (yAap ¥ KpaTKOBpEMEHHH
pexemuany ataxy) ¢ 28 % (p=0.003, 75 xeM 102 nanueHTr). Hama 3Ha9UTEIHA
pazmeiKa MexcTy ABETE TPYTiH [IC GFHOMEHRE Ha Kap/iHoBACKyJapHa CMBPTHOCT.
Simvastatin HAMANABA PHCKA OT CEPHO3HM KOPOHADHM HApYINEHHs, KaTO Hamajlisad
CBHABPKAHHEETO Ha obmmg u LDL xomectepon no OasmCHH HHBA. PucknT OT
CMBPTHOCT € 3HAYMTENHO HaManeH NpH DAIWCHTH Hall 60 romuam — ¢ 27 % U npu
pangerTa nog 60 roxuss ¢ 37 % (p<0.01 B ABETE BE3PACTOBH rpynn). [lopama ToB2 ,
ye ¢a YCTAHOBEHH €amo 53 CMBPTHH CIydas OpH JKCHY, edexra Ha simvastatin BEPXY
CMEBPTHOCTTA YIPH JKEHUTE HE € &ICKBATHO OUCHEH. Bee nax, simvastatin HaMaigsa
PHCKa 0T 3HAYMMH KOPOHADHH crbaTEs ¢ 34 % (p=0.012), 60 xbM 91 xemd ¢ €XHO
i ToBede cuburds). Ilpu maupeHTH ¢ maler, pUCKa OT 3HAYMMH KOpOBApHH
cB6uTus € peynmpaH ¢ 55 %, p=0.002 (24 xem 44 TIAIHEHTH).

B MHOrONEHTPOBO, TaneO0-KOHTPOIMPAHO IpOYIBAHE  Ha 404 panyeHTH,
A3MOI3BAUNE  KONMYECTBEHA KOpOHapHA aHrHorpadus, simvastatin HamajaBa
mporpecusTa HA KOpOHApHaTa arepocKieposa, HaMaiisa pa3sBHTHETO HA HOBH
NOpaKeHHs ¥ HOBH OOIIH 3aTyIIBaHysA, JIOKATO YIPH NANMCHTH JICKYBAkH © oOuyaiing
CpeACTRa, KOPOHAPHHTE ATEPOCKICPOTHYHH NOPKCHEA NOCTENCHHO ¢& BJIOIIABAT 32
mepros OT 4 TOHHHY.

5.2. ®apMaKOKHHETHYHH CBOHCTBA
Simvastatin e HeakTHBEH JAKTOH, KOHTO JSCHO C& XHAPOIH3APA in vivo F0 CBOTBETHA
HeTa-XHAPoOKCH Kucemuna, L-654.969 cunen uaxubutop Ha HMG-CoA penykrasa.
Hnxu6upasero Ha HMG-CoA pelykrasa € B OCHOBATA HA AHANMSHTE BBB tbapmako-
KUHETUUHUTE NpOYYBaHMA HAa METaOONHMTHTE (axTuBHETe HHXHOWTOpH) Ha OeTa-
XAPOKCH KHCENMHATA M IOCIENBalla OCHOBHA XWIPOJNH3a, AKTHBHHE H NATEHTHH
wExEOHTOpH (001 HEXHOUTOPH) B IUIa3Ma, CEH IPHAAraHe Ha simvastatin.

TIpyu H3yyaBane Ha OTACNAHETO ype3 Oens3an ¢ 14C simvastatin, 100 mg (20 pCi) ot
JeKapCTBeHus IPOAYKT, NIOTHIHATO KaTo KanCylH (5 x 20 mg) ca crbEpaHy KpBE,
ypHHa ¥ exckpemenTH. TpHHaNeceT IPONEHTa OT PalHOaKTHBHOCTTA feire OTKpHTa B
ypunata u B 60 % B exckpementHTe. IlociefnaTa MpeLCTaRIiiBd abcopbupaHo
JNeKADCTBEHO BEIECTBO, EKBHBAJIEHTHO Ha OTACNCHOTO B JILHKATa, KaKro H
HeabcopOHpasoTo JeKapeTBeno BemecTso. [lo-M 0-0%.0.5% or mosara beine
OTKpHTA B YpHHAaTa Karo HMG-CoA peayKTasiy, vﬁﬂxgx@"ﬁj:opn. B rasmara,
KONHUECTBOTO Ha HExubuTopute oT 14 % % 28 %(alcm"ﬁ'ﬁ‘no’%;u\ii\ WHXUOHTOPH) OT
AUC ma ofWaTa pajHORKTHBHOCT O3Haddsa; U6 MOBEYET(; \OT ~XHMHTHHTE
CheMHCHAA CA HEaKTHRHY YK WM Clabn nmqiﬁzr'opn S
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Simvastatin 1 L-654.969 ce cBBp3BaT KbM INIA3MCHNA HPOTCHH (95%). OcroBHETE
MeTaGonaTH Ha simvastatin, TIPHCHCTBAmIH B 9OBEIIKaTa IJlasMa ca L-654.969 n
YeTHPH HOIBIHHATENHH AKTHBHY MeraGoymTa. BronammamoctTa Ha L-654.969 B
CHCTEMHOTO KpPHBOOOPBUNEHHE CIel OpajeH IpueM Ha simvastatin ce oleHsBa
H3O3BANKE CpaBHMTENHA J03a OT L-654.969, nameperara CTOMHOCT € TI0-MaNkKa OT
5% ot po3ara. I1o apanornsd ¢ MOZela Ha KydeTarna, simvastatin ce aGcopGupa mobpe
¥ OpeTHPIARA NpPOABDKUTENHA IEPBOHATANHA CKCTpaKud B gepHUs Jpod, KHAETO €
OCHOBHOTO MHCTO HA HEHCTBHE, C MOCNeNBalla SKCKpeIHd 3B aTpaKara. Kato
RAKIOUEHHE MOXKE JA C& KaKe, 4e HANHYHOCTTA Ha aKTHBHOTO JICKapCIBO B o6moTo
KpeBOOOpBINEHAE € MaKa.

IIpu ¥3y4aBane Ha IPONOPIHOHATHN O3, W3moN3BaliKe ZO3W Simvastatin ot 5, 10,
20, 60, 90 1 120 mg, He ce HabMO/aB2 SHAYUTCIHO OTKJIOHEHHE OT JIHHEHHOCTTA Ha
AUC mmxuburopute B 00INOTO KPHBOOOPHIICHHE C HAPacIBA#e Ha nozata. Ilo
OTHOIIEHNE Ha CKOPOCTTa, IIasMCHEAT IPOQUi Ha HHXHOHTOpHTE HE Ce MOBNEIBA,
KoraTo simvastatin ce IpHEeMa HEIOCPEACTBEHO TIPL/E: sHeHE.

DapMaKOKMHETHKATA HA SUHITTHE M MHOFOKpaTHU JI03H OT simvastatin goxassar, I¢
gsSMa HATpyIBaHe clie]] MHOTOKPATCH NPHCM. Tlpy BCEIKH HO-TOpHH (apmako-
XHHETHIHY OpOyYBaHAs MAKCHMATHATA NIIA3MEHa KOHNCHTPAIHT Ha pExXEOIropaTe
ce moxygaga ot 1.3 mo 2.4 Jaca cleq pueMa Ha Jozara.

B mpoyysaBe, INPOBEHEHO IPH NAaIHEHTHE C TOXKKO 6p0pedHO yBpeXIaHe
(xpeaTEEEEOR KHpPEHC < 30 mi/min), INA3MEHHTC KOHIIEHTpAIW: Ha o0mmETe
PHXAOHETOPH CIel €JHOKpaTHa Ho3a HMG-CoA penyKra3HH HEXHEOuUTOpH ca
npHGIN3ATENHO ABOKHHA CIPAMO 3APaBH JIOOPOROHIIH.

5.3. penxasAngaE Aaund 33 6€30MacHOCT

Opamaata LD 5o fo3a Ha simvastatin mpa MUIOKY © npubmsutenHo 3,8 g/kg, a npu
IWTEXOBE & IprbmusrresHo 5 gke.

Ilpenarage Ha BHCOKH JO3H OT simvastatin ¥ CXOOHH aHAJIO3A KbM Ppa3iHIHH
SKEBOTHHCKE BHJOBE BOMM JO pasHooOpasHM IPOMEHH B HSKOM THKaHH. Teszn
IpOMEHH He Ca HeOJaKBaHH, C OIMe/| Ha H3NON3BARMTC BHCOKK JIO3H, AKTUBHOCTTA HA
Te3w JEKApCTBa NpH MHXHOHpaHeTo Ha CHHTE3a Ha MEBANOHAT M OCHOBHEATA pons Ha
TApreTHrs ©H3EM B HOANBPXKAHETO Ha KIETHIHATZ xoMeocTasa. MHOXECTBOTO
JANHF, NOMydeHH OT Te3d INPOMEHH [O0Kaspar, 96 T€ Ipe/CTABIT 3aBHINEH
GHoxuMuueH e(eKT Ha Te3u JICKapeTBa BB BHCOKKAT Kpait Ha KpHBaTa Ho3a-edext.
Taxa, Map(ONOTMIHUTE TPOMEHH B UepHHA ApO0 Ha ILUIBXOBE, [OCKO-CHHICIHA
XHNepIAasHs HA CTOMaxa Ha IUTBXOBE H MHIIKH H yepHOAPOOHA TOXCHYIHOCT IPH
3aiiy JIOKA3BaT 3aBUCHMOCT OT HHXHOHpaHEeTO Ha HMG-CoA peuykrasara.

MyCKyliEa HeKpo3a & YCTaHOBEHa B fiHO IPOYIBAHC Ha IIALXOBE, Ha KOHTO € JaBaHo
90 mg/kg Ha AeH, HO ToBa & Omya JieTayHa A033.

PenpoIyKTHBEOCT M DA3BHTHE ¥ TOKCHYHOCT HA IIOTE=
. . o n ST 88 P s
MaKkcAMAanHaTa TOHOCHMa Jo3a simvastatin, i EXGBe. ih.3aiiid He TPeIU3BHKBA
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Jipyru mpoyuBaHHs NOKa3BarT, 4e yuxubupanero Ha HMG-CoA pepykTasa MOXE 1z
OpeM3BHKa YBPEXJIAHEs Ha INOJA3, HOp4fH HamMaleHOTOo HHBC Ha MEBANIOHOBA
KHCeIMEA TPY Pa3BHBAMST CE 3apOMII.

6. DPAPMANEBTHYIHM JAHHA

6.1. ConcLK H2 HOMOIMHHTE BEltecTBa

Snpo: Lactose monohydrate, Microcrystalline cellulose, Pregelatinised starch 1500,
Butilated hydroxyanisole, Ascorbic acid, Citric acid, Colloidal anhydrous silica, Talc,
Magnesium stearate, Ethanol 96 °%, Purified water *
®umvoso noxprTee: Hydroxypropylmethylcellulose (Pharmacoat 606),
Hydroxypropylmethylcellulose (Methocel E15 LV Premiurm), Red iron oxide, Yellow

iron oxide, Triethyl citrate, Titanium dioxide, Povidone K-30, Purified water *
* OTCTpaHsABAT CE IO BpeMe Ha HPOH3BOACTBOTO

6.2. DH3EKo-XAMHATIEN HeCHLEMECTHMOCTH
He e uparoxmMo.

6.3. Cpok Ha roABOCT
3 (vpu) roguHA

6.4, CienAaHE YCJIOBHS HA CHXDAHECHHE
Tpu Temmepatypa nox 30° C. Jla ce chXpanssa B OpHIARAIHA OLaKOBKA.

6.5.1anEHE 33 ONAKOBKATA
3a Simvastatin Ozone ot 10 mg, 20 mg 1 40 mg - GucTepd 0T PVC/PVDC/Al mo 28

Op. GunMEpasH TabNeTKH

6.6. IlpenopLKA DDH yHoTpeda
3a moJiygaBaHe Ha 033 OT 5 mg TableTKaTa 0T 10 mg ce cuyipa I0 NPONBDKCHAS Ha
JleTATEeNHATa JepTa.

7. AME M AJPEC HA IIPUTEXATEJL HA PASPEIIEHVETO 3A
YIIOTPEBA

OZONE LABORATORIES Ltd.,

180 Tottenham Court Road, Queens House,

W1 T 7PD London, England

8. PETHCTPAITMOHEH Ne B PETHCTBPA X0 WL 28 OT 3JJAXM

9. IATA HA ITbPBO PA3PEIIIABAHE 3A YIIOTPEBA HA
JEKAPCTBEHWA IIPOAYKT

10. IATA HA (MACTHYHA) AKTYAJM3IATIVIAA BA TEKCTA
mait 2004 1.
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