KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA

W3NLAHUTENHA ATEHUUA NO NEKAPCTBATA
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1. HUME HA JIJEKAPCTBEHHA ITPOAYKT
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HEOCHUMBA

lllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllll

2, KAYECTBEH H KOJIUMYECTBEH CBHCTAB

HEOCHUMBA cwvappxa ceorBetHo 10, 20, 40 u 80 mg Cumsactatvn (Simvastatin) Kato
aKTHBHA ChCTaBKa. (34 MOMOL{HHUTE BeleCcTBa BHXK pasaen 6.1)

3. JEKAPCTBEHA ©@OPMA

dunMupanu TabieTky.

4, KIUMHUYIHUA TAHHHU
4.1 TepaneBTHYHA NOKAZAHAR

Hayuenmu c eucok puck 3a pazeumue Ha ucxemuuna 6orecm na copyemo (HBC) unu c
ookazana HBC

Ilpn mauuenTH ¢ BHcok puck ot passurue Ha MBC (¢ unu Oe3 xunepnunuaeMus), T.e. TIpH
nmauyeHTyd ¢ Avader, aHaMHe3a 3a MHCYNT WIH Apyra MO3b4HO-CBAOBA OoJyiecT, nepudepHa
ChA0Ba OonecT, WM ¢ fokasaHa MBC, Simvastatin e moxasad 3a:

. Hamansasane Ha o0uiata CMBPTHOCT Ype3 HaMalaBaHe ¢cMupTHOCTTA OT UBC,

. HamangsaHe Ha pHCKa OT TOJIEMU CBAOBH WHUUACHTA (HedataneH HHPApKT Ha
MHUOKapAa, KOPOHapHa CMBPT, MO3BbYHH HHCYITH WK PERACKYJIapH3allUOHHU TIPOLEAYPH);

° Hamanasane Ha pHCKa OT roJieMHM KOPOHApPHU MHLUMACHTH (HedaTaneH HMHQApPKT Ha
MHOKApAa WX KOpOHapHa CMBPT);

. HamanseaHe Ha pUCKa OT MOZbUYEH HHCYIIT;

. Hamangasane Ha HeoOXOOUMOCTTa OT KOPOHAPHU PEBACKYIApU3aUMOHHHW TPOLIECIYPH

(aopTO-KOpOHapeH Dalnac U NepKyTaHHA KOpOHapHa HHTEPBEHLINA ),

. HamangBane Ha HeoOxonuMocTra oOT nepudepHd W APYTH  HEKOPOHAPHH
peBacKyJapH3allMOHHH MPOoLEaYpH;

° HamansaBsaHe Ha pyCcKa OT XOCIIMTAIM3aLMA 110 TIOBOJI HA CTEHOKAPAHA.

[Ipu maumenTn ¢ auaber, Simvastatin € Moka3zaH 3a HaMajIsBaHE HA PUCKA OT Pa3BHTHE HA
YCJIOKHEHMS OT CTpaHa Ha rojieMure nepudepHu cbaoBe (MepUBEpPHHA peBacKylapH3allMOHHH
NPOLCIYPH, AMITyTALIHH HA AOJHH KPaitHULIM MJIH YJIKYCH Ha KpaKaTa).

Ilpu namwenty ¢ HMBC H xunepxonecreponemus, Simvastatin € mnokaszaH 3a 3abaBsHe
HarpeIBaHETO Ha KOpOHapHATa aTePOCKIEPO3a, BKI. HaAMaJIIBaHE pa3BUTHETO Ha HOBH JIC3HUH
H HOBH TOTAJIHH OKJTY3HH.
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Simvastatin e nmokasaH B Jo0aBKa KbM AMETATA 34 HAMAJIABAHE MOBHIL HHT?’ Hnﬁa;iﬁﬂﬁ”{iﬁ

xonectepon (00m-C) u LDL-C, tpuranuepnaute (TG) 1 anonunonpateHy B(EPG-B):?
yBEJUYaBaHe Ha BHCOKOIUTTHHA xonectepon (HDL-C) npu na e}rm rﬂ II:E.p f}_



XUIMEPXOJICCTEPOJIEMHUA, BKIIOYBAIlla XETEPO3UrOTHA (AMMIIHA  XUINEPXOJECTEPOIEMHUA
(Fredrickson Tun Ila) unu xomOGunupana (cMecena) xunepaunuaeMus (Fredrickson Tum IIb),
KOTaTO MOBJMABAHETO OT CHOTBETHATA OMeTa WM APYIM He(PapMaKOJIOTMYHH CpElACTBa €
HEJI0CTaTh4HO. Simvastatin moHmxkasa croTHomeHHaTa LDL/HDL u 061 xonectepon/HDL.
* Simvastatin € mOKa3aH 3a JEYCHHE HA MALUMEHTH C XHNEPTPHIVIMLECPHICMHUS
(Fredrickson Tun IV xunepnumigemus),
e Simvastatin e moka3zaH 3a JleYeHMe Ha  [ALMEHTH ¢  NbpPBHYHA
aucberamunonporeunemusd (Fredrickson Tun I1I xunepnunuaemmus).
e Simvastatin € nokasaH chi0 B 100aBKa KbM AHETATA H APYTH HEAMETHYHHU MEPKH 3a
JICYCHHE Ha TallMeHTH ¢ XOMO3ZHMroTHa (aMIJIHA XUMepXOJecTepoIeMHs 3a
HamaJIAiBaHe MOBHUIUNCHHUTE HUBA Ha 06mua-C, LDL-C, apo-B.

4.2 JO3HpPOBKA H HAYHH HA NPHJI0KEHHE

JlosupoBkaTa Ha simvastatin Bapupa oT 5 g0 80 mg Ha neH, mpHeMaH BEIHEK JHEBHO BEYep.
Koraro ¢ He00X0a1MMO, KOPUFHPAHETO Ha A03aTa Ce HpPaBH Mpe3 HHTEPBAIH OT HE 110-MaJIKO OT
4 ceaMuM, 10 MaKcUMalHa o3a oT 80 mg BeIHEK JHEBHO Beuep.

IHayuenmu ¢ eucox puck 3a pazeumue na ucxemuuna borecm na copuemo (UEC) unu c
ookazana UEC

llpy mauweHTH ¢ BHCOK puck 3a pasButHe Ha UBC (¢ winm 6e3 xumepiunuaemus), T.c.
MalMEeHTH ¢ AMabeT, aHaMHes3a 3a UHCYAT WiIM ApPYra MO3b4YHO-CbAOBA GonecT, mepudepHa
cpAoBa Oonect, win ¢ gokasaHa UbC, obuwaiiHaTta HayanHa n03a Ha simvastatin € 40 mg
BEAHEXK HHEBHO Bedep. MeIUKaMEHTO3HOTO JISYEHHUE MOKE Ja CE 3aIllO4HE €IHOBPEMEHHO C
IHeTa WK QUINYECKH YIpaKHEHHS.

Hayuenmu ¢ xunepaunudemun (Koumoe He Ca GKIIOYEHU 8 RO-20pHAMA DUCKOSA
Kamezopun)

[lantneHTsT TpabBa na 6BAE MOCTABEH Ha CTAaHJAPTHA XOJECTEPOJI-TIOHMKABAIIA JHeTa Npeu
MpuiaraHeTo Ha Simvastatin U CMa3BaHETO Ha Ta3M aAueTa TPAOBA 1a NPOAB/IKH M 110 BpeMe Ha
JICYSHUETO Che Simvastatin.

ObuuaiiHata HavanHa ao3a ¢ 20 mg AHEBHO, KOATO ce mNpHeMa eaHOKpaTHO Beuep. [Ipm
MALHEHTH, NPH KOUTO € HeoOX0oaAuMO royiamMo HamanssaHe Ha LDL-xonectepona (mosede ot
45%), Moxe na ce 3anoyHe ¢ go3a 40 mg BexHwbx aHeBHO Beuep. [laimeHnTu ¢ jeka no
yMepeHa XUOEPXONecTepoieMus Morar a ObAaT JiekyBaHM ¢ HavaiaHa mo3a ot 10 mg
simvastatin, Tpabpa ga ce M3BBLPIIH KOPMFUPaHe HA A03aTa, aKko € HeoOXOOHUMO, KaKTO e
MOKA3aHO MO-rope.

Ilayuenmu c xomo3uzomna amMuiIng xunepxonecmeponemun

IlpenroppuBanaTa 03a 3a NAMEHTH C XOMO3WroTHa (haMHIIHA XHIIEPXOJECTEPOJIEMAS €
Simvastatin 40 mg aHeBHO Beuep win 80 mg AHEBHO B 3 otTaeiHH A03M — oT 20 mg, 20 mg, u
BeyepHa fAos3a oT 40 mg. Simvastatin Tpsbsa na 6bae HnomssaH B Jgo0aBka KBM JIpYro
HaMaJgBallo xonecreponaa nedyeHue (Hanp. LDL adgepesa) npu Te3n nalueHTH HIIM ako TaKOBa
JICHeHHE He ChIIECTBYBA.

Hpuopyxcaeawa mepanun

Simvastatin ¢ e(peKTUBEH CaMOCTOATEIHO HJIM B KOMOHHALIMA ChC CEKBECTPAHTH HA RIELYHATE
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[Ipy naumenty, npuemamm Cyclosporine, Gemfibrozil, apyrn ¢ubpa
win Niacin (HHKOTHHOB& KHceJmHa) B HAMAISBAIM JIUTTMIHUTE




Simvastatin He OuBa Ja npesuinaBa 20 mg AHEBHO (BHX 4.4 CleLUATHH NPeayNpexACHHs U
NpeanasHd Mepkd MpH ynorpeda, Muonatus/pabaomuonusa ¥ B3auMoneifcTBHA ¢ Apyrd
JCKAPCTBEHM NPOIYKTH ¥ APYTH (POPMU Ha B3aHMOACHCTBHE).

Ho3uposexa npu 6v6peuna nedocmamvunocm

Tpil xaTo Simvastatin He nperbpnsABa 3HayMMa OBOpEeYHa eKCKpPELMI, HE € HeobXoaumMa
KOpEKLMS Ha 103aTa NPY MalHEeHTH C YMEpPeHa cTeneH Ha Oh0OpevHa HENOCTATHYHOCT.

[Ipy nauueHTH ¢ Texkka OBOpeYHa HEAOCTATHYHOCT (KPEATHHHHOB KIUPBHC <30ml/min) xo3n,
npepumaBamy 10 mg aHeBno, Tpadra BHMMaTENHO a ObaaT oOCHACHH, U aKO ce NpHEME, Ye
ca HeoOxonvMu, n2 ObAar MpWIaraHu ¢ rojaaMo BHUMaHume (Bik 5.2 dapMakojorMuHd
cBoHcTBa, PapMaKOKHHETHYHH CBOHCTRA),

4.3 IIpoTHBONMOKAZaAHNS

CBpBX4YYBCTBHTEIIHOCT KBM KOWTO U A € KOMIIOHEHT HA TO3H Npenapar.

* AKXTMBHO 4YepHOApPOOHO 3abonsgBaHEe WIM HEHM3ACHEHO NMEPCHUCTHPAIIO IMOBHIICHHE HA
CEpPYMHHTE TPaHCAMHHA3H.

¢ bpeMeHHOCT U KbpMEHE (BUK BpeMEHHOCT U KEPMEHE).

4.4 CnenunanHu npegynpexiedds H NpeANa3Hn MEePKH HPH yaoTpeda
Muonamun/paboomuonusa

Simvastatin, KakTo U Jpyrd HHXHOHTOPH Ha 3-XHMAPOKCH-3-METHIINyTApWI-KOEH3NM A
(HGM-CoA)peaykrazata, TOHAKOTA NPUYMHABAT MHONATHA, KOATO ce MaxubecTupa ¢
MYCKyJHa Oonka WM ciaabocT, CBBp3aHH C NOKa4yBaHE HUBaTa HAa KpeatnHkuHaszara (CK)
noscye or 10 mbTH Hag ropHara AOMYCTUMA TPaHMIA Ha HopMatd. MHonmaTHATa MOHAKOra
npuema popMara Ha pabaomuoin3a ¢ Wik Oe3 ocTpa 6BE0peuna HeAOCTATHYHOCT BC/ICACTBHE
Ha MHOTJIOOMHYpHUS W B PEAKH Cllydyaw © HacTelnBan (atancH M3xod. PUCKBT 0T MHMonatus
MOXe Aa ce yBennmun npu BUCOKM HMBa Ha HMG-CoA—peaykrazno HHXuOHUTOpHaATA
AKTHBHOCT B IJIa3Mara.

PuckbT OT MHONaTHA/pabaoMHONIN3a ¢€ YBE/IW4aBa OT eAHOBpEeMeHHaTa ynotpeba Ha
simvastatin ChC C/IEJHUTE JIEKAPCTBA!

Momuy __ wHxuburopn  Ha CYP3A4: Itraconazole, Ketoconazole, Erythromycin,
Clarithromycin, Telithromycin, HIV-nporeaznn unxuburopu, uam Nefazodone, ocobeno mpu
No-BHCOKHM 103H Simvastatin (BHK mo-gony 4.5 BzauMoaelcTBuS ¢ ApyrH JNEKapCTBSHH
NpoAyYKTH W Apvrd  GdopmMu Ha Blaumoneicreue, CYP3A4 mizammope#ictBus; 5.2
®apmMakONOruyHM ¢BoHcTBa, @apMaKOKWHETHYHH CBOWMCTRA)

[TonwxaBamy JTANHWANTE JIEKAPCTBEHU [IPOAYKTH, KOMTO MOrar ja NOpHYUHAT MHONaTHi,
KOrato ce_ aapaT_camocrostento: Gemfibrozil, apyru ¢ubpary, Niacin (HHKOTHHOBA
KHCENTWHA) B HAaMANABAILM JTUITMANUTE A031 (= 1 g/neH), 0cobeHo ¢ mo-BUCOKH A03M Simvastatin
(Bux mo-monay 4.5 B3auMozelcTBUs ¢ APYrH NEKapCcTBCHH MNPOAYKTH H APYrH GOpMH Ha
B3aMMOACHCTBHE, B3auMOZIefiCTBUA ¢ TTOHMKABAIU JMITMAUTE JICKAPCTRCHU NPOAYKTH, KOUTO
MOTaT Ja NpUYHHAT MHOMNATHA, KOraTo ¢e nmpuiarat caMmocroarenHo). Korato Simvastatin u
Fenofibrate ce mpunarat 3aeqHO, HE € JOKA3aHO, Y€ PUCKBLT OT MHONATUA HﬂﬂXB’prH cyMara
OT HHAWUBHIYATHUTE HM PHCKOBE,
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Amiodarone wny Verapamil, nipy enHoBpeMenHa ynotpeba ¢ Brucokd 034 _Simvastatin: (Brx
4.5 B3auMOAeHCTBHA ¢ ApYr¥ AEKapCTBEHH NPOAYKTH M APYrd GOpMH Ha B3aUMOACHCTBHE,
Apyri NekapcTBEHM B3aMMOACHCTBHA),

Diltiazem: Puck®T oT Muonarus e cnabo yBejudeH npu nanuedtu Ha Diltiazem, xouro
€THOBPEMEHHO ¢ TOBa npueMat Simvastatin 80 mg. [Ipy Te3n mauMeHTH PUCKET OT MUONATHS
¢ npubnuanrenHo 1%. B KIMHUYHUTE NMPOYYBaHHS PHCKBT OT MHOMATHSA IMPH DALMCHTHTE,
npuemMaiy Simvastatin 40 mg u Diltiazem, e Oun cxopeH ¢ To3u NpH NaUKMEHTHTe, NPHEMATH
Simvastatin 40 mg 6e3 Diltiazem (Bux 4.5 BauMoaefcTBHA ¢ ApYIM JIEKAPCTBEHM MPOAYKTH
W ApyTd QopMU Ha B3aumoaeHCTBIE).

Puck»T OoT Mmonatus/pabaoMuoNn3a € N030-3aBUCHM. B Tasu Bpnika TpAOBa ma ce Mma
NPUABHI CACAHOTO:

- _Ynorpebara Ha Simvastatin_cbMecTHO ¢ _Moinpu_ unxubutopy Ha CYP3A4 (kato
Itraconazole, Ketoconazole, Erythromycin, Clarithromycin, Telithromycin, HIV-npoTeazuu
uHxuburopn. uau Nefazodone, cnenpa ma ce or0sarea). Ako He MOxKe ga ce u3berde

TepanuATa ¢ Itraconazole, Ketoconazole, Erythromycin, Clarithromycin snm Telithromycin, To
Simvastatin crieasa BpeMEHHO Ja Ce cripe, AOKaTO TPae Kypca Ha JISUCHHME C TE3H JIEKapCTREHH
npogyktH. EnHoBpeMeHHaTa yroTpeba 3a€qHO © APYrH JIEKAPCTBEHH TNPOAYKTH, CHITHO
uxudnpainn CYP 3A4 mpw TepanepTHYHA A03UPOBKA, CAeABa Aa c€ HM30ATBa, OCBEH aKo
IMON3HTE OT KOMOUHMpaHATa TEPATUA HAIXBBPAIT MO-BUCOKUS PHCK.

- Jlo3aTta Simvastatin He Tpa6Ba aa Haaxsupnd 10 mg MHERHO NpU NAUMEHTH, TIOAYYABANIM

eaHoppeMeHHo Cyclosporine, Gemfibrozil, apyru ¢ubparu (oceen Fenofibrate) mnu Niacin
(HUKOTHHOBA KHCENWHA) B HaMansBauy sunwawre no3u  (>lg/neH). EnHoppeMennarta

ynotpeba Ha Simvastatin ¢ Gemfibrozil cneara na ce 36Area, 0CBeH ako M0JI3aTa € BEPOATHO

13 HANXBBPIW [O-BUCOKMs PHCK OT Ta3W JekapcTBeHa komOuHanusa. [lonsara ot ynorpebarta
Ha Simvastatin npH nauueHTH nony4asamy Apyru dubpatu (ocseH Fenofibrate), Niacin unu

Cyclosporine Tp4a0Ba BHHMATETHO Ja OBIe NpeLcHEHa CIPAMO pUCKa OT Te3H KoMOMHanuu.
IlpenmucBanero Ha Fenofibrate saegHo cbhe Simvastatin ciaexsa Aa ce MNpaBd ¢ MOBHIUEHO
BHUMaHHE, ThH KaTO BCAKO €JHO OT TE3H JIeKapcTB2 MOXKE [1a MPHYHHH MUOIATHA, KOraTo ce
npuiara caMmocroatenHo. [IpubasaHeTo Ha dubparu vnu Niacin kbM Simvastatin oOuuaiino
OCHTypsiBa JICKO OOMBJHUTENHO HaManeHue Ha LDL-C, Ho moke [a c€ MOCTHTHE [I0-
HATaTBIIHO HAMAICHUE Ha CEPYMHMTE TpUranuepuau 1 yeemmaenye va HDL-C.

- Jo3ata Simvastatin ve Tpa®Ba Aa Haaxebpas 20 mg AHEBHO MPH MALMEHTH. OOAYyYaBally
eqHoBpeMeHHO Amiodarone v Verapamil. Yniorpedara Ha Simvastatin B J03H, NTO-BUCOKH
oT 20 mg nyeBHO, eaAHOBpeMeHHO ¢ Amiodarone win Verapamil ¢iiesipa aa ce n36Area, OCBeH

aK0 KITHHWYHaTa 1107134 € BEPOATHO A4 HAAXBHPJIH NO-BHCOKHA PHCK OT MHOITATHA.

- Bcuyky manuMeHTH, 3amQyBaluy Tepanws che Simvastatin, MM _NpM_KOWTO CE YBEIUYABA
HJo3zaTta Simvastatin, Tpsabsa Ja OpAaT YBEIOMEHH 34 pUCcKa OT MHUOMATHSA W [a UM CE KaXe Aa
[AOKIanBarT He3aGaBHO 33 NOABaTA HAa HEOQACHMMH MYCKYJIHH OQIKH, YYBCTBHTEAHOCT WM
cnaboct. HuBara Ha kpearvH-kuHa3ata (CK) TpsabBa za ce M3MepBaT MpH MAlMEHTH C TE3H
CHMNTOMM. Tepanuara ¢ee Simvastatin ciieiBa 1a c€ NMPEeyCTAHOBH BeJHara, ako c¢e Mmoao3Hpa
WM € OWarHocTHUupaHa Muonatus. [IpuchCcTBHETO HAa TE3W CHMNTOMH WHIA HUBA HA
KpeaTHH-KWHas3ata Had 10 NbTH Haj rOpHATa HAOMYCTHUMA KpaHWLa HA HOPMATa MOKa3Bar
MHONaTHI. AKO MYCKYJIHUTE CHMITTOMY €28 TEKKHA U MPUINUHABAT JHEBRSH ANCKOMGPOPT, Aopu
ako HuBata Ha CK He ca 3HAYHTE/IHO IOBHIIEHH, TPAOBA Oa ce MMa NMpEABUJ NPEKBCBAHE HA
nedeHneTo. B moBedeTo ciayvau, KOraro € chapsiHa HaBpeMe Tepanmrra HA NAlUEeHTHUTE,

MYCKY/THUTE CUMITTOMH U YBE/IM4EHATA KPEaTHHUH-KHHA3A OT3BY4aBaY, =5 =Sy,
[lepuomuo u3cnejBaHe HMBATA Ha KPEAaTHH-KHHA32Ta MOXE Aa n;e Q}mﬂ ﬂjﬁégﬁ%ﬂpﬂ

CHTYpHO, qe nogoOHo MpocaSAsBaHE UIe NPeAOTBPaTH MHONATUATA. q;p
THIIKyBaHe Ha cToiHOocTHTe Ha CK, He ce npenopruBa HEHHOTO W3




(PU3HYUECKH YCUIMS HITH [IPU HaaHyHe Ha NMPHEMIUBH aITEPHATUBHH NIPHYHMHH 3a TOKAYBaHETO
A.

- MHOrO OT nmauueHTHTEe, KOMTO ca pa3sBUIM pabAoMMHOIIM3a ITPH Tepanud cBC Simvastatin, ca
MMaJIM ~ KOMIUTMLMpaHa  aHaMHe3a,  BKJIIOYHTEAHO  mpejulecTsyBamia  OnOpeuna
HEAOCTATHYHOCT, OOMKHOBEHO KaTO MOCIEACTBHE OT ABJroTpacH auaber. Takupa malMeHTH
UMaT IoJI3a OT BHUMATENHO npochefdBaHe. JIeYeHMEeToO ¢n¢ Simvastatin Tpa6sa ga ObAe
BPEMCHHO CIIPSHO HAKOAKC JHM NpeIM TOJeMM IUIAHOBU onepaljuy M KOraTo ce HacjoXH
HAKAKBO CHLIECTBCHO OCTPO XUPYPrudHO HIH APYFO MEAMIMHCKO CBHCTOSHHUE.

- Knuuuumcture TpAdBa Aa OpeAllHCBAT CTATHHHM ¢ HOBMIIEHO BHYMAaHHUE MPH MALMEHTH C
NpeaxoXxaaula aHaMHe3a 3a MUOfIaTHA OT CTaTHH MM (pubpar, Taka KAKTO M NpH MaLMEHTH
CbC CJICAHHUTE CBCTOAHMA, KOMTO MOrar Ja MpeapasnosiaraT HE3aBMUCHMMO OT Teparnuiatra KbM
pabmoMuou3a (MpUMEpPHO, MALMEHTH ¢ HEKOHTPOIHPaH XMIOOTHPOHIH3BM, C GAMUIHA Wi
IEpPCOHA/IHA aHAMHE3a 33 HACJIEACTBEHO MYCKYJIHO 3a00NdBaHe UNH 30ynotpeba ¢ ankoxon).
I1pu Te€3H CRCTOAHMSA PHCKBT OT JIGYSHHETO TPAOBA J1a ce MpeLeHU cNPAMO BEPOATHATA [10J13a
OT Hero. TakuBa MALlHEHTH 3aCiTyKaBaT CTPUKTHO MOHUTOPHpPAHE.

Heproopobruu edpexmu

Ilpu pasnuv4auu KAHHWYHK H3MHTAHHA Ca HabJIONAaBaHH TNEPCHCTHPAINM NOKAYBAHHA (10
1oBete OT 3 NBTH HaJ ropHaTa rpaHMila Ha HOpMaTa) Ha HUBATA Ha CepYMHMTE TPaHCAMHUHA3H
pH Marbk OpOif BB3pPacTHH MANMEHTH, KOHTO ca Mojiy4aBany Simvastatin, KOraTto Tepanusara
¢ Ou/Ia NnpeKbCBaHa WIH CIIUPAHa MPH TE3H MAaHEHTH, HHBATa Ha TPaHCAMHHA3HTE ca ClNajaly
NOCTETICHHO A0 NpeATepaneBTHYHUTE. [JOBHINEeHHATa He Ca QWM CBBp3aHH C HKTEP WIH APYTH
WivHHYHY  Oenesy u  cummromn. He e uWmano jgokaszaTencTBa 3a mNpoABH  HA
CBPBXHUYBCTBMTENHOCT. HAKOM OT Te3u NauMeHTH c¢a HMand a6HOPMHH QYHKUHOHATHM
YepHOAPOOHH moKa3aresM Hpead HAYadOTO Ha Tepanuara Che Simvastatin wunuM ca
ynoTpedaBanyu CpaBHUTETHO TOJIEMH KOTHYECTBA AlIKOXOJI,

[IpemopbuuTenHo € NpoBekAAHETO Ha YSPHOAPOOHU (DYHKUMOHAIHK podu Npean 3anoysaHe
Ha JICYCHHUETO W OTTaM HATATHK, KOTrare € wIHHHYHO INokaszaHo. JlanueHTuTre, nmpH KouTO
Jo3ara € ypeanueHa 1o 80 mg, tpabea na ce TecTBAT ZOMBIHUTENHO NPEAH YBEIHYEHHETO, 3
Mecella ¢nell yeenuuenvero Ao 80 mg, U 0TTaM HATATBK NEPHOIMYHO M0 BPEME Ha JICUYCHHETO
(HarmpuMep Ha 6 Mecela) TIpe3 MbpBaTa rouHa Ha jedgeruero. CneunaaHo BHUMaHHe TpiOpa
Ha ce oObppHE Ha TAUMEHTH, NPH KOWUTO ce HabnojaBa mokaumsaHe CepyMHHTE HHMBAa Ha
TPaHCAaMHHA3UTe, ¥ IIpH TakuBa MalMEHTH M3CNeABRaHETo OW TpsOBAIO Ja ce MOBTOpH
CBOCBPEMEHHO U CJIE/] TOBA [a Ce MOBTAPA AOCTATHYHO YECTO. AKO HUBATA HA TPAHCAMUHA3HTE
[IOKa3BaT TCHACHLUHA 32 NOBUIaBaHe, ocoDeHo KO Te ce MoBMINaBsaT a0 3 MbTH Haj ropHaTa
rpaHylia Ha HOpMaTa U NIEPCHCTHPAT, NPWIAraHeTo Ha AEKApCcTBOTO TpAOBA J1a CE MpeKpaTy.
[Ipenapater TpsaOBa fla ce Mpunara ocobeHO BHUMATENHO NPH MALUEHTH, KOUTO yroTpeGasar
FOJIEMH KOJIMYECTBA ANKOXOJ W/M/IH UMAT aHaMHe3a 3a YepHoapoOHo 3aboniBaHe. AKTHBHH
9epHOAPOOHM 3a0o/isBaHMS WM HEHM3CHEHO [IOKauyBaHe Ha TPAHCAMMHA3ZUTE ca
NPOTHBOMNOKAa3aHHA 32 ynotpebara Ha Simvastatin.

KakTo ¥ npH ApyrH AHNMAONOHWKABAIIM [IpeNaparty, ce crobiiasa 38 yMepeHu (I0-MajIKo OT
FTH HAJ ropHaTa rpaHylia Ha HOPMATA) NMOKAYBaHWA HAa CEPYMHHMTE TPAHCAMHHA3M clied
Tepanus ¢be Simvastatin. Te3u npoMeHH HaCTHMBAT CKOPO ¢jied HAYATIOTO HA TEPAIMATA ChC
simvastatin, Y€CTO €a MpeXOAHH, He ca NPHUAPYKEHH OT APYTrH CHMNTOMH W HE HajxaraT
NpeKbCBaHE HA ICYESHHETO.

O¢manmonozuunu nposeu

JdopH 1a He ce mnpujgara HUKAKBa JIEKApCTBEHAa TepanwMs, I
NPO3pa4¥HOCTTa Ha JACLIUTE MOXE Aa ce O0acHH ¢ mpoueca Ha
pesyJTaTuTe OT €AHH JBABr Nepuol Ha KIMHHYHM ©3
HeG1aronpUATHH CTpaHUYHH e(eKTH Ha Simvastatin BBpXY 1oBe

Ynompeéa ¢ neouampuama



CurypHoCTTa H e(pHKacHOCTTZ Ha ymoTpebaTa mnpH Jeua BCe OIIE HEe € YCTaHOBEHA.
[lonacTogmeM Simvastatin He ce npenopbYBa 3a yrnorpeda B e AHATPHATA.

Ynompeb6a ¢ cmapuecka év3pacm

[Ipy manyeHTH Ha BBL3PACT Haj 65 rogWHM, KOHTO ca TOMydYaBanu Simvastatin B paziudHH
KOHTPOJIMPAHH KIMHMYHH NPOYyYBaHus, €PHUKaCHOCTTA, PEeLieHeHa MO CTeTeHTa Ha peyKUHA
B HMBaTa Ha ToTaJHuA U LDL-xonecrepon, e nogoOHa Ha Tasu B o0liaTa monymamnms, a cullio
Taka He ¢ 3abend3aHa roBHIIeHAa YecTOTa Ha abHOPMHM KITHHUYHHE U 1abopaTopHH HAXOIKH.

[lauveHTM ¢ peaku HacaeACTBeHH npoGieMH Ha TaNakTO3Ha HEMNOHOCHMOCT, JaKTasHa
HEOCTATHYHOCT Ha Lapp WM [IOKO3HO-TanakTo3HA MajabcopOLus, He TpaOBa Ja npHeMaTt
TOBA JICKAPCTBO. B ¢hCTaBa HAa NOMOIIHHUTE BELIECTBA HMa JIAKTO3A4.

4.5 B3aaMoaeiicTBHe ¢ JApyrd Ji€eKapcTBeHH HPOAYKTH H JApyrAa ¢opmr Ha
B3aAMOJA¢HCTBHE

CYP3A4 s3aumooeiicmeun

Simvastatin ce MetaGonusupa or CYP 3A4, Ho nama CYP3A4 unxubupama akTHBHOCT;
Mopaad TOBA He Ce O4YakBa Simvastatin Aa NOBIMABA IUIA3MEHHWTE KOHLEHTpPALMM Ha IpyTH
JIEKapCTBEHH MpOAYKTH, MeTtabonusupany ot CYP3A4. Momun uHxuOutopu Ha CYP3A4
(M3bpoeHd MO-707Ty) yBEAMYABAT pHUCKA OT MHOMATHA 4pe3 3a0aBsaHe eIMMHMHAIMATA Ha
Simvastatin (Bk 4.4 CreumaJHu npeXynpexaeHHI W TpeanasHd MepKH NpH ynotpeba,
Muonatusa/Pabgomuonmsa wu 5.2, dapMmakonorduHd cBoiictBa, DapMakOKHHETHYHH
CBOMCTBA).

Baaumodeucmeus ¢ nonudcasawu aunuoume _RexapcmeeHy NpoOVKmuU, Koumo mo2am. oa
NDUYUHAM MUORAMUA, KO2AMO Ce NPUIAZam CAMOCmOImenno

PHCKBET OT MHONIAaTHA C€ YBelu4YaBa M OT CICOHMTE MOHMXKABAUIH JIMIIMAMTE JIEKAPCTBEHH
NPOAYKTH, KOUTO He ca MOWHH WHXUOUTOpH Ha CYP3A4, Ho MoraT Ja NMpUYHHAT MHOTIATHA
MpH CaMOCTOATETHO NpUokeHne (Bxk 4.4 CneuyanHy npeynpeKACHUA M IIpeANa3HH MEPKH
npu ynorpeda, Muonatus/Pabpomuonusa). Koraro Simvastatin u Fenofibrate ce nmpunarar
3a€IHO, HE € JIOKA3aHO, Y€ PUCKBT OT MUOINATUA HaJXBbPJA cyMara OT HHAWBUAYATHHTE UM
PHCKOBE.

Lpyeu rexapemeenu gzaumodeticmeus

Cyclosporine: Pucket 0T MHOnaTus/pabaoMHOIN3a ce yBeNHYaBa MpHA €HOBPEMEHEH TIPHUEM
Ha Cyclosporine, ocobeHo ¢ BHucokn a03¥ Simvastatin (Bix 4.4 CnenyanHy rpeaynpexaeHus
U mpeanasHd Mepku Npu ynotpeba, Mwuonarus/Pabaomuonuza n 5.2, DapMakoJOrHyHH
cBoicTBa, PapMakOKHHETHHHM CBOHCTRA).

Amiodarone wiu _Verapamil: PuckbT oT MHonatus/pabaoMHoNH3a € YBEJIMMEH HpH
€JHOBpeMEeHHa ynotTpeba Ha no-BUCOKHK 034 Simvastatin ¢ Amiodarone nau Verapamil (Bux
44 CpeupanHd  nNpeOynpexAeHUs W MpeAnasHM  MepkM  mnpH  ynortpeba,
Muonatusa/pabaoMHoIN3a).

Diltiazem: IlaijpenTure, kouto npuemar eanoBpeMeHHo Diltiazem u Simvastatin 80mg uMar
JIEKO YBEJIMYEH pHUCK OT MHomatus (BHx 4.4 CneuManHu npedylpexaeHUs M npeanazHu
MepKH 1ipu yriotpeba, Muonarus/pabromMmonza),

Lpyeu ezaumooeticmens

Cokbr OT rpedndpyT chbAbpXKa €AMH WM NOBeYe KOMIIOHEHTH, KOUTO
MOXE J1a YBEJIMYM IUIa3MEHUTE HUBA HZ JICKAPCTBA, KOUTO C& META
EdexTpT Ha 0OHualiHaTa koHCyMauuA (eAHa 250-MUAMTATPOBA valla



(13% nosumienve na wHxubuTOpHata akrusHocT HAa HMG-CoA peaykrasara, H3MepeHO upe3
IUIOLITA O KPHBATA KOHUEHTpAllUA—~BpeMe B AKTHBHA MJ1a3Ma) U ¢ 6e3 KIIMHHYHO 3HavYeHHe.
Obaye MHOro rojleMu KoawdecTBa (Mosede OT | JUTBD AHEBHO) 3HAUUTEIHO MOBUILARAT
nia3sMeHUTE HUBA Ha MHXuOuTOpHara akTMBHOCT HAa HMG-CoA peaykrasara 1o BpeMe Ha
nevdeHHe cpe Simvastatin 1 TpsaOBa Aa ce u3dareat (Bux 4.4 CriewdaiHd npeaynpexicHas U
npeana3yy MepPKY npu ynorpeba, Muonarus/pabaomuonnsa).

Kymapunoeu npouseoonu

[Ipy KIMHAYHH NpOY4YBaHMA € YCTaHOBeHO, ue Simvastatin 20-40 mg AOHEBHO YMEpPEHO
noreHuupa edekTa Ha KyMApUHOBMTE anTHKoaryidanti. llpuw mauvenTtw, B3UMawy
KyYMAapHHOBH AHTHKOATYJAHTH, NpOTPOMOHHOBOTO BpeMe TpsabBa na ce onpeiensa Mpeau
3arI04YBaHeTO Ha Simvastatin ¥ JOCTATEYHO YeCTO B HAYyaJOTO Ha Tepamusra, 3a Ja ce
NOTBBPAH, Y€ CHIIECTBCHA NMPOMAHA B NPOTPOMOMHOBOTO BpeMe He ¢ HacThnuiaa. Korarto ce
YCTAaHOBH C¢Ta0OHIHO MPOTPOMOMHOBO BpeMe, TO TpaOBa Aa ¢€ MOHUTOpHpaA Mpe3 00HYaHHUTE
3a MALHEHTH HA KYMapWHOBH AHTUKOATryJAAHTH HHTEpPBanu. AKO Ao3ata Ha Simvastatin ce
NpOMeHH WJIH TOH ce crpe, TpabBa Ja ce npoltleMpa mO CbLIXMf HA4YMH. TepanHiaTa CbC
Simvastatin HE € CBBpP3BaHA ¢ KbPBECHE WIM C NMPOMEHH B NPOTPOMOHHOBOTO BpEME IIpH
MNaiMeHTH, KOUTO HE B3UMAT aHTHKOAl'YJIaHTH.

Propranolol

Ilpu 3apaBu AOOPOBOMIM HE € HMAT0 KIHHMYHO 3HAYMMH (apMaKOKMHCTUMHH WITH
dapMakOAWHAMAYHY B3aWMOJCHCTBUS NPH €JHOBPEMEHHOTO MPWIaraHe Ha eIWHUYMHH 03U
Simvastatin 1 Propranolol.

Digoxin

EAHOBpeMeHHOTO mpHiarade Ha Simvastatin u Digoxin nipw 3apasu g00poBojLH BOIU A0
cnabo mokauraHe (mo-manko oT 0,3 ng/ml) Ha nexkapcrBeHaTa KOHUEHTpauus (KakTo €
H3IMEPEHa ype3 PaAMOHMYHEH OIUT ¢ AUTOKCHH) B [11a3MaTa, B CPAaBHEHUE ¢ CAHOBPEMEHHOTO
npunarade Ha riaueto u Digoxin,

pyea npudpyrcasaua mepanun

B xnuuuydaH npoyysaHma Simvastatin € npunaraH eIHORPEMEHHO ¢ WHXUOMTOpM Ha
aHrHoTeH3WH KoHBeptupamua eH3uM (ACE), Oerabnokepd, AWMypeTULH, HECTEPOHIHA
npotuBoBb3naiuTeTHd JekapctBa (HCIIBC), ©e3 pokaszarencTso 3a KIMHHYHO 3HAaYHMH
HeONMaronprUATHU B3aHMOAEHCTBH.

4.6 BpeMEeHHOCT H KhPMeEHE

bpemennocm

Simvastatin e npomugonoxkazen no epeme Ha bpemennocm,

BezomacHocTTa mMpm OpeMeHHHM XEHH He € ycTaHOBeHa. HaMa KOHTPOJHpaHA KJIMHHYHH

NpOy4YBaHHA CBbC Simvastatin, npoBeAeHH IpM OpeMeHHH XEHH. Piaako ca moTy4yaBaHH
chODIIeHHs 32 KOHMeHUTANHH AHOMAIIUH, BCJIEACTBHE Ha BBLTPEMAToOuHO M3jnaraHe Ha HMG-

1 et . gy,

CoA penykrazHu HHXHOHMTOpH. P
ATEpOCKIepo3aTa € XPOHMHYEH MPOLEC W OPeKLCBAHETO HA TePanusypA @&x?ﬂpﬂ%{ﬁ&gmm
NUTTHINTE JIEKAPCTBA 110 BpeMe Ha OPeMEHHOCT MMa MAIKO BJIMAHHE Bb ﬂgbﬁiqgg?mw‘ﬂ
PHCK, CBBP3aH C ITbPBUYHATA XHIepXosecTeposiemus. [Topaau Tesn npjfubiiyh Simyasfatin vie; \

TpsabBa fa ce U3NOJI3Ba [P GpeMEHHH JKEHH, [IPH KEHU, Bb3HaMepsIBamy Ja i3
Te3H, 33 KOMTO C€ Mpejroara, 4e ca OpeMenHy. Jledennero ¢be Simyastati
MPEKBbCHE I10 BPeMe Ha OPEeMEeHHOCTTa MITW JOKATO C& YCTAaHOBH, 4e XKe

(Bux 4.3 IIpoTuBOnOKAa3aHuA).

gzggeﬂeﬂ'r-h}?i 7



H3nonszeane no epeme Ha Kopmene

He ¢ m3BecTHO manm Simvastatin iy HeroBuTe MeTabOJIMTH C€ €KCKPETHpAT B MaWYHHOTO
Miasko. Th# karo MHOro NekapcTBa ce EKCKPETHPAT B MAf4MHOTO MIAKO M TOpam
NOTCHLUMAJIHUST PUCK 338 TEXKKH CTPAHHYHH €(EKTH, XEHHTE, IMONydyaBally Simvastatin, He
TpssOBa na kepMAT. (4.3 IlpoTHUBONIOKa3aHNA).

4.7 EdexTn BLpXy cnocodnocTTa 32 modupane u pabora ¢ MAIIHHY

HaMa cBeieHHA, KOMTO Jia Mpearosarar, ye Simvastatin ce oTpassiBa BbPXY Bb3MOXHOCTTA 34
1o UpaHe UAK U3NOJI3BaHe HA MallHHM.

4.8 Hexe1ann NexapcTBeHH peakiay

Simvastatin o610 B3eT0 ce¢ MoHaca noOpe; MMO-TONAMATA YacT OT M3BECTHHTE HEXETaHH
peakuuH ca JEeKU U NPEXOIHH.

IIpH KOHTPOJIMpaHHUTE KIMHUYHK MPOYYBAHHA, MPOBEAECHU NIPEAH TYCKAHETO HA OPUTHHATHUA
npemnapaT Ha nasapa, HaOMIOJaBaHWUTE HeEXeNaHM PeakLMM, HACTBLIBAUIM ¢ 4ecToTa 1% WM
NMOBEYE H IMPELEHCHU OT HU3CNEAOBATENA KATO Bb3MOXKHO, BEPOSTHO WIH CHTYPHO CBBP3aHHM C
JleKapcTBOTO ca Ounu abaoMuHanHa Gonka, KOHCTHNAUMA W ¢uaTyneHuus. JIpyrd HekenaHu
peakuuy, HacTbnwy B 0,5-0,9% ot nanueHTuTe, ca OMIM acTeHUA U riaaBobonve. 3a mogpara
Ha MMOIIATHA ce ChOBIIAaBa pAAKoO.

Crneguure MOMBAHUTEIIHK HEXENIAaHH peakuuy ca 6unu HabnroaaBaHW NMPH HEKOHTPOIHPAHHU
KJIMHHYHH MPOYYBaHUA HJIH NPH exXeAHEeBHA ynorpeda: rageHe, Avapus, oOpHUB, AHCTIENCHS,
NpYpUTYC, aNONeLuaA, 3aMasHOCT, MYCKY/JHHM CIIa3MHM, MHUAATYs, MaHKPEeaTHT, NapecTe3Hd,
mepuepHa HEBpPOMATHA, MOBPHIIAHE M aHeMHMA. Psako HacThmBar pabmoMuonW3a o
XemaTHT/MKTep.  CpaBHHTENIHO pAIKO € HabmojgaBaH  M3pa3eH  CHHAPOM  Ha
CBPBXYYBCTBUTCIIHOCT, KOHTO /14 BKJIIOUBA HAKOH OT C/IEJHUTE CUMNTOMH: aHTHOEIEM, JIYIyC-
mopobeH  CHHAPOM,  peBMAaTH4HA  TNIOJIMMHAIIHMA,  JEPMATOMHO3HT,  BAaCKYJIHT,
TPOMOOLUTONEHMA, eo3uHOoGHunMs, mnosuineda CVYE, apTpur, aprpanrus, ypTHKapus,
(POTOMYBCTBHTETHOCT, TEMIIEPATYPA, 3aUEPBABAHE, JHUCITHES U OTII4AHANOCT.

Omrionenun ¢ r1abopamoprume HOKA3AMeny

3a 3HaYMTEIHO M TMEPCHUCTHpANIO MOKAYBAHE Ha CEPYMHHTE TPaHCaMHMHA3H ce cpolOmaBa
panko. IMa chobmennsa ¥ 3a NMoBMINABaHe CTOMHOCTHTE Ha ankaiaHata docdaraza U Ha g—
NTyTaMHJI TpaHcnenTraasaTa. OTKIOHEHUATa BbB (YHKIMOHANHHATE YepHOAPOOHH npobH ca
neKH ¥ npexonHd. CpoblaBa ce 3a rMokavyBaHe HHBATa Ha cepyMHaTa kpeaTHHKkuHaza (CK),
0cBOGOIEHA OT CKENETHHTE MYCKYiu (B 4.4 Crenuandu npenynpexacHus U NpeanasHu
MepPKH npH ynotpeba, Muonarus/PabaoMuonusa).

HmMa cBefieHus 3a ClIeIHUTe HEXXEJIAHW PeakuWH, HO He € YCTAHOBEHAa MPHYMHHATA BPB3Ka C
TepanuATa ¢h¢ Simvastatin: genpecus, MyITHGOpMEHa epuTeMa, BKJIIOUHTEIHO CHHAPOM Ha
Stevens-Johnson, nepkoneHys u mypmnypa.

4.9 IIpenozmpane

MMa cboOIeH s 3a HAKONKO Clydas Ha MpeAo3upaHe cbe simvastating MakcHMaiHaTa npUeTa
no3a e buna 3.6 g. BCHYKH MaLMeHTH ca ce Bb3cTAHOBWIH 0e3 mocaeAcTBHs. B TakuBa ciyyau
TpsiOBa ga OpaaT npuokeHu oOIIONPHETHTE MEPKH.

5. GAPMAKOJIOTHYHU CBOUCTBA

3.1 dOapMakoAARAMHYHHA CBOHCTBA




Simvastatin e cneguduieH HHXubutop Ha HMG-CoA penykraszaTa, €H3WUMET, KOHTO
Katanuzdupa KoHBepTupaHero Ha HMG-CoA B mMepanonart. Ilpu TepanesTHuHMTE 103U 00a4e
€H3UMBT HE € M3UI0 OJIOKMPaH, CeAOBATEHO TIO3BO/IABA HATHMYHOCTTA Ha OHONOTHYECKH
HEOOXOAMMHTE KOJIMYECTBA MEBaIOHaT. 1bH KaTo kOHBepTHpaHeTo Ha HMG-CoA 10
MEBANIOHAT € paHEeH cTafud Ha OuocuHTe3aTa Ha XOjecTeposia, He TpsOBa Na ce ovakBa, Ye
TepanuaTa ¢be Simvastatin 16 NPUYHHM aKyMYJIalUMSTa H& MOTEHLHATHO TOKCHYHH CTEPOJIH.
Oceen Tosa HMG-CoA BegHara ce merabonmmsupa obparHo no auetnn-CoA, KoHTO OT ¢BOA
cTPaHa C€ BKIIOUBA B MHOIO OMOCHHTCTAYHY NPOLICCH B OPTaHHU3MA.

BoBnpexky de XoJIecTEpOolbT € MPEKypcop HAa BCHYKM CTEPOHJHM XOPMOHHM, Simvastatin He €
nMoKasaa Ja MMa KIHHHYEH e(eKT BBpXy CTepoMaoreHesata. Simvastatin He npudHHsaBa
YBeIMUEHWE Ha JKITbYHATA JMTONCHHOCT M CHICAOBATENHO He O TpadBano na ymenuuasa
WHLUMACHTHTE Ha JKTHhYHH KaMBHH.

Simvastatin ¢ noKa3aj, Ye HaMaNABa KaKTO HOPMaJIHMTE, TAKa M TOBHILIEHHTE KOHLEHTPALMH
Ha LDL-C. LDL ce dopmupa or MHOro HMcko mikTHHTE janornporerHd (VLDL) u ce
kaTtabonusupa IpeIMMHO OT cuiIHMA aduuuTeT Ha LDL-penentopa. Mexanusmer Ha LDL-
NOHMKaBalMs ePexT Ha Simvastatin MOXKe [1a 3aCerHe KaKTO peAyKLUHATA Ha KOHLEHTPaLHUITa
Ha VLDL-xonecrepona, Taka M uHaykuuara Ha LDL-peuentopa, qoeexaadku 10 HaMaaeHo
IPOU3BEXKAAHE M YBENMYEH kaTtabonuseM Ha LDL-C. ITo BpeMe Ha TepanusaTa ¢be Simvastatin
CHHISCTBEHO CMafa ¥ anonunonpotrenwH B. Jokonkoro Bedka wactviua LDL cwappxa engHa
MOJICKYJ/1a aroaUnonpoTery B, a B ocTaHaIUTe TMNONPOTEHHN HMA MaJIKO aTlOUIIONPOTEHH,
TOBa mpejrionara, ue Simvastatin He npocTo nNpuyMHABa 3arybarta Ha xonectepon ot LDL, Ho
CHII0 M PpeaylHpa KOHUSHTpPALHMHUTe Ha uMpKyaupaumure LDL gactuun. OcBeH ToBa
Simvastatin ymepeHo ysennuasa HDL-C u peayuupa mnasMenure Tpuridiepuad. B pesyarar
Ha TE€3H MPOMEHH Cc€ peaylHpaT OTHOWEHUATA Ha ToTalHug KbM HDL-C u LDL-C kpm HDL-
C.

Yuactueto Ha LDL-C mipu areporeHeszata ¢ yCTaHOBEHO 4pe3 KIMHWYHM M TMATOJIOTMYHH
M3CJIC/IBAHHA, KAKTO M 4Ype3 MHOXECTBO EKCINCpPHUMEHTH ¢ XMBOTHH., ENMAeMHONOrHYHHTE
H3CJeJBaHHd ca YCTaHOBHIM, 4Ye BHCOKMAT oO0m-C u amo-B ca puckoBu daktopu 3a
HCXeMHu4Ha OoIeCT Ha CBpueTo, AokaTo BHCOKUAT HDL-C u ano A-l ca cBbp3anu ¢ HaMalieH
PHCK.

52 PapMaKOKHHETHIHHE CBOHCTBa

Simvastatin ¢ HeaKTUBEH NIAKTOH, KOHTO in Vivo BeJIHara ce XuapoJu3upa 10 ChOTBETHaTa b-
XMApOKcH kucenuHa, L-654, 969, edmukacen wunxuburop na HMG-CoA penykrasara.
Nuxubupanero Ha HMG-CoA peaykrasarta € ocHOBA 3a H3NpoOBaHe nNpH GapMaKOKMHETHYHH
H3cnensaHHs Ha MeTa0ONHTHTE Ha b-XMApPOKCHMKHMCeNHHara (AKTUBHH HHXHOMTOpH) H,
clleiBaiiKM OCHOBHATA XHIPOJIM3a, AKTUBHH IULOC JIATEHTHH WHXUOWTOpH (BCUMKH
MHXHOUTOPH). 1 ABaTa ca U3MEPHMHU B ILUIa3Mara cjic] npuiarale Ha Simvastatin,

(DapMakOKMHETHYHHTE CBOWCTBA HAa €TMHHYHA ¥ MHOTOKPATHH A03W Simvastatin mokassa, ye
HE HACTBIIBA KyMY/JHpaHE Ha JIEKapCTBOTO CJie[]l MHOTOKpaTHO Ao3upaHe. BLe BCHYKH OT
rOPENOCOYEHATE (PAPMAKOKMHETHYHH H3C/ICABAHHA MaKCHMATHaTa IUla3MeHa KOHLECHTpPallUsA
HAa HHXHOUTOpUTE HacTenBa 1.3 A0 2.4 yaca cnen qo3ata.

Benpekn uYe He € HANBJIHO H3ACHEH MexaHum3MmbT, Cyclosporine nosumasa AUC Ha
Simvastatin acid BepoATHO B pe3yNTAT OT 4acTH Ha uHXubupaHeTo Ha CYP 3A4.

PuCKET OT MHOIIATHA C€ yBe/lHYaBa NpU BHUCOKHK MiasmeHH HuBa Ha HMG-CoA pexgyxraza—
nHxuOuTopHata aktuBHoCcT. HMG-CoA peaykraza—uHxubuTOpHATA aKTMBHOCT MOJXE fia ce
MOBUIIM OT MOIHUTE HHXUGUTOpH Ha CYP3A4 4 fa ce noBHiliK pUCKa 0%@{15&1%%,@@&&,4
Crennanav npeAynpexeHns ¥ Ipeana3Hy Mepky Mpu ynorpe6a, Mugfaghty/paGHomudmusa

1 4.5 BaaumMoaeHCTBHE C APYTH JIEKAPCTBEHW MIPOAYKTH M APYTH (POPM /Iﬁ*g@amﬂemﬁﬂ% \{“\
; :'1;:-*: ; ; .:. L‘-a*{.‘ on oy A

- .. - Eel
SEL T T
of L TR T
LA ) - e
LI )

; :J' !
Poes -‘?.*.J.;[::;-}.'-":”'-- e ) Ji.’.’j i '
5.3 IIpeaxMMBAYAYN JAHHHA 33 0€30HACHOCT A\ & \4" ek B /

woprl . _'.;.ri.
'

" *‘tll- ; o ’1'5_#" ':._- i
) AN t!",fr.?l;;;a:;ﬁ:f'-v DR /

15. ;.'.1..\-,‘ “1’\._ ’Jf'f * <

g . ™
i‘.?l' Il'.". ) r{r;"{ .-\t“dr—l--l"'.ﬂd! ‘f}\
y, LS o .?‘bﬁ g "E-\'.

"h‘ L'::ﬁfl‘?-{ * "I“:.l%' ""flr:';

1._':..‘_'1_‘”' =t ,_r"jl F.Jllj'-' -t H#‘_{":‘ﬂr"‘*

Fa,, T - e '_..u-"‘"':':' -'1-‘

-
" aa -
-
i L i



Opanusata LD50 Ha Simvastatin npu muimku ¢ npubmusurenso 3,8 g/kg, a npn miexose -
nputnusurenHo S5 g/kg.

IlpunaraHeTo Ha BUCOKM A03M Simvastatin ¥ CBLP3aHUTE ¢ HEr0 aHAJIO3H 3a OONMUUHCTBOTO OT
’KHBOTHHCKHTC BHIOBE IPOSBABA CTMIEKTBD OT MPOMEHH B HAKOIKO ThKAHU. Te3u NpOMEeHU He
Ca HeOYaKBaHU, MMaHKH Npell BHA U3NOI3BAHUTE I'OJIEMH JO3H, CHlaTa Ha Te3M JICKapCTBa B
MHXHOHpaHEeTO Ha MENABOHATHHA CHHTE3, BAOKHATA POJIA HA TAPTeT-€H3UMa B OCHUIECTBIBAHE
Ha KJETh4HaTa XOoMeocTasa. OOLUMpHH CBEAEHMSA, CBbP3aHH C HAKONKO OT Te3d MPOMEHH
II0Ka3BarT, ue T¢ NPESACTAB/ABAT NpeyBeIHUeHHE HA OHOXUMHYHKA eEeKT Ha TE3U JIEKApCTBA B
cCaMHA KpaH Ha OTroBapsIuaTa Ha qo3aTa KpuBa. Taka Mop¢hoNOrHYHUTE MPOMEHH B YE€pHUS
Apo0 Ha MITBEXO0BE, XHNEPILTAZHATA HA CKBAMO3HMA €MHTEJ Ha MpeaHaTa cTeHa Ha ¢CTOMaxa Ha

[UTBXOBE M MHINKH, U XEMaTOTOKCUYHOCTTA NPH 3adlid - BCHYKH T¢ ca MOKA3AIH, 4ye ca
OUPEKTHO CBBp3aHu ¢ uuxubHupaneTo Ha HMG-CoA peaykrasara.

6. CAPMAILEBTHYHH OCOBEHOCTH

6.1 CunachbK Ha NOMOIHATE BellieCTRA

JlakT03a, MHUKPOKpUCTAlIHA NEIYy/1034, NpekeTaTUHU3WpaHo Humecte (Humecte [500),
aCKOPOMHOBa KHUCE/IMHA, JJMMOHEHA KUCEIMHA MOHOXMApAT, OYTHIMpaH XHAPOKCHI aHH30]1,
MarHesueB creapat, onaapu 20A54692 pink.

6.2 HecnBMecTHMOCTH

He ca n3BecTHH.

6.3 Cpok HA rogHoOCT

JIBe roanHH.

6.4 Cnenuansu ycI0BAR HA CHXPAHEHHAE

Ha ce cbxpansapa 1pu remrneparypa nog 25°C.

6.5 Baa b chbALpPKaHHE HA ONIAKOBKATA

Bnuctepy or noJmBUHMWIXIOpUL/ATyMHUHHEBO (oauo. 14 unu 28 tabaetkm B Gnucrep. 1, 2
Wik 3 OnUcTepa B KAPTOHEHA KYTHA.

6.6 HuacTpykuun 3a ynorpeba

Hsawma.

7. ITPUTEXATEJ] HA PABPEHNIEHHUETO 3A YIIOTPEBA
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9. JIATA HA IIhPBOTO
PA3PELIEHUETO 3A YIIOTPEBA

PA3PEIIEHUE/MIOTHOBABAHE

10, JTATA HA PEJAKIIS HA TEKCTA

Hoemspu 2007 .
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