- 1. AMIEE HA JEKAPCTBEHUA INPOAYKT
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Ml ILHITERHA ATERUNA 110 JIEKAPCTBATA
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2. KAYECTBEH U KOJHYECTBEH CBCTAB

ZOCOR cbabpxa 10 mg cuMmBacTaTi (simvastatin} KaTo aKTUBHA CHCTaBKa.

[Tomormsu BeltecTsa: Besaxa Tabnerka cpabpxka 70.7 mg nakrosa.

3a [*bAHMUS CINHUCHK HA MOMONIHUTE BEUlSCTBA, B, TouKa 6.1

3. JEKAPCTBEHA ®OPMA

®unmMupaHa Tabnerka,

EnurnicorHa GuaMupana TabeTka ¢ MpacKoBeH UBAT, ¢ Hazauc 'MSD 735' ot eanaTa crpaHa u rmajfku OT
IApyrata cTpaHa.

4, KJIMHWYHY JAHHH

4.1 TepanesTHYHH NOKA3AHHSA

HAHHEHTI’I C BUCOK PUCK 3A PA3SBHUTHUE HA NUCXEMHWYHA BOJIECT HA CHPIIETO (MEC) WM

C JOKA3AHA UBC

[Tpy maueHTH ¢ BUCOK pHCK 0T paseurye Ha VIBC (c wiu Ge3 XunepaunuaeMus), T.e. IPU NAUKEHTH ¢ Auader,
aHAMHE32 3a WHCYNT WM JApyra MO3bYHOCHROBa Goject, nepudepna cvaosa Gonect, wiu ¢ pokaszana MbC,
ZOCOR e rnokazsan 3a:

e HawmanasaHe obiiaTa CMBPTHOCT Upe3 HamaligBaHe cMbpTHOCTTa 0T IBC;

e HamanaBané pucka OT rosieMH CBIOBH MHLMASHTH (KoeTo BKiIOYBA HearalHus UHGDAPKT HAa MHOKapAa,
KOPOHAPHAT2 CMBPT, MO3LYHHUTE UHCYIITH, WK PEBacKyapH3alidOHHUTE NIPOLESAYPH);

» Hamanssaxe pucka OT rojieMi KOPOHAPHH MHIMACHTH (KOSTO BKIIOYBA HedaTanHusa HHpapKT Ha MHOKapAa

NAY I{Up{}HapHaTa CMBPT);
. HamaﬂﬂBaHe pUCKa OT MO3BUYEH MHCYIIT;

. quag;maﬂe HEOOXO0UMOCTTA OT KOPOHAPHN PEBACKYJIAPU3aLMOHHN NMpOLEAYypH (BKAIOYBAIIHM KOPOHAapPEH
“apTepuanen Gali-nac W NepKyTaHHA TPAHCITyMEHaIHA KOPOHAPHA aHTHOIIACTHKA);

. Hamanﬂaaﬂe Ha HeoOxomumocTra OT THepudepHH U JpYyrH He-Kop(JHapHH peBacKyJapU3aliOHHN
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1 3anaaeha mdpka Ha MERCK & Co., Inc., Whitehouse Station, N.J., U.S.A.
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¢ HamangeaHe Ha PHCKa OT XOCIMTAIH3aillkA 110 IOBOA Ha CTCHOKAP M.

I[1pu nauuenTtu c nnaber, ZOCOR e nokasaH 3a HaMaJIiBaHe PUCKA OT Pa3BUTHE Ha YCJIOKHEHMS 0T ¢TpaHa Ha
rofiemMuTe neprupepHy CbA0BE (KOETO BKIIIOYBA: MepUdepHH peBaCKy1apUu3allMOHHH NPOLEAYPH, aMITyTaLlUK Ha
BOJIHU KpaHHULM, MIIH YAKYCH Ha KpakaTa).

Ipu xunepxonecreponemuanu nauuedt ¢ UBC, ZOCOR e nokazaH 3a 3a02BsHe HanpeABaHeTO Ha * ~
KOpOHapHaTa aTepocKiepo3a, BK. HaMasnsgBaHe Ha pa3BUTHETO HA HOBU He3ud U HOBH TOTAIHU Gmys,uu

HAHNWEHTH € XUTIEPJIMTIMTEMWA '

e ZOCOR e noka3saH B Zo0aBKa KbM JUETATa 32 HAMAJIIBaHe HA MOBMILEHUTE HHBa Ha OOUUA XOJeCTEPO
(06m—C) u LDL-C, Tpurnuuepraute (TG) u anonunopotenH B (ano-B), u 3a yBenuuaBaue Ha
BucokombTHUA Xonectepoa (HDL-C) npu nauMeHTy ¢ ObpRUMHA XUNSPXONSCTSPORSMUS, BKAIOYBAILA .
XeTepo3UroTHa gaMuina xunepxonecreponaemus (Fredrickson Tun lla) unu komGunupana (cMeceHa)
xunepnaunuaemus (Fredrickson Tun 11b), koraro nornusaBaHeTo OT CHOTBETHATA AMETA MJIH APYTH

HehapMaKoJIOrMHU CPEACTBA € HEAoCTaThuHo. Benenctare, ZOCOR noHuxapa ChOTHOLUEHUATA
LDL/HDL n 06m xonectepos/HDL.

e ZOCOR e nokasas 3a yieueHue Ha NanuedTH ¢ xuneprpuraxuepuaemus (Fredrickson Tum IV
XUNEPIAIRASMUS).

¢ ZOCOR e noxasaH 3a JieyeHne Ha NalMeHTH ¢ TbPBUYHA JACOSTANHIIONPOTEMHEM U (Fredrlckson Tun 111
XUNEPAUTIUIASMHA).

e ZOCOR e noxazaH cbiio B 100aBKa KbM HUETATa U APYTH HEAUETHYHM MEPKHM 3a JISYEHME Ha NaLiMEHTH ¢
XOMO3UIOTHa (paMUIHa XMITePXOJICCTEPOIeMHUs 3a HaMalaBaHe Ha MoBHUleHKTe HUBa Ha obwua-C, LDL-C,
arno-B.

JELA C XETEPO3UT'OTHA ®AMIWIHA XUTIEPXOJECTEPOJIEMYA .

ZOCOR e nokasan B 4o0aBka KbM AMETaTa 332 HaMaJlsaBaHe HUBaTa Ha 06uwma-C, LDL-C, TG u ano-B. npu
MJIaAekH H ASBOMKH NOHE €AHA FOAMHA CJISH ITbPBATA UM MEHCTPYaLMA, Ha Bb3pacT ot 10 a0 17 roauny, ¢
X€Tepo3uroTHa amuina xunepxonecrepoiieMus (XedX).

4.2 J03MpPOBKA B HRYNH HA NPHJIOKEHHRE

Hoszuposkara Ha ZOCOR Bapupa ot 5 1o 80 mg Ha AeH, npruemal BeAHEK AHEBHO Bevyep. KoraTto e
HEOOX0AMMO, KOPHIHPAHETO Ha 103aTa Ce NPABH NPe3 UHTEPBAAM OT HE N10-MajKO OT 4 CEAMULM, AQ, .. .
ol
MaKkcuMalnHa a03a ot 80 mg BeAHEX AHEBHO Beyep.
4

HAHHWEHTH C BUCOK PHUCK 3A PASBUTUE HA UCXEMHWYHA BOJIECT HA C'I)PHETO PIBC) I/IJ'II/I
C IOOKA3SAHA UBC
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[1pu naumeHTH ¢ Bucok puck 3a paseurue Ha MIBC (¢ vnn 6e3 XunepnunuaeMus), T.e. IIaueHTy ¢ auader,
aHaMHe3a 3a MHCYIT WK Apyra uepebdpoBackysapla Oonect, nephpepra cpioea donect, win ¢ nqokaszana MbC,
oBunuaiinaTta Havanua no3a Ha ZOCOR e 40 mg BeaHBx AHEBHO Bedep. MeAuKaMeHTO3HOTO ieueHHe MOKe J1a
ce 3aMovHe €QHOBPEMEHHO C JUETA WIH YIIPAKHEHHU.

MALIMEHTH C XUTIMEPJIUITUIEMUWA (KOUTO HE CA BKJHOYEHH B [1O-T'OPHATA PUCKOBA
KATEIOPHS)

[TauueHTsT TpaOBa Ja Obae NOoCTaBeH HAa CTAHAAPTHA XONECTSPOI-NTOHKKaBalla AMETa, [PEAH MPHITaraHeTo Ha
ZOCOR, 4 criassaHeTo Ha Ta3u guera TpsadBa Ha npoxsJKU M 1O Bpeme Ha neuenueto cse ZOCOR.

O6uyatinaTa HayanHa go3a € 20 mg AHEBHO, KOSTO ce npueMa eqHokpaTHo sevep. [Ipu naupieHTH, NpH KONUTO €
HeoGXxoauMo ronamMo Hamansgsane Ha LDL-xonectepona (nopeve oT 45%) moxe ja ce 3anouse ¢ 1o3a 40 mg
BEJIHBIK JJHEBHO Beuep. [TalMeHTH ¢ JIeKa A0 yMepeHa XHUNepxojlecTeponeMus MOraT aa OpHat IEKYBaHH C
nauanua o3a oT 10 mg ZOCOR. Tpsbsa na ce n3pbplun KOpUrupane Ha J03aTa, ako € He00X0HMO, KaKTO €
roKasaHo ro-rope.

MALIFEHTHU C XOMO3UTOTHA ®AMIIHA XUITEPXOJIECTEPOJEMUSA

~ Ha Gazarta Ha pe3ynTaTh OT KOHTPOIUPaHH KINHUYHH IPOYYBaHHS, NpenophYBaHaTa 1034 3a [TAUeHTH ¢
XOMO3UroTHA hamuina xunepxonecteponemus ¢ ZOCOR 40 mg/ nuepHo Beuep unu 80 mg/ nHeBHO B 3
oTgentu no3u ot 20 mg, 20 mg, u BeuepHa fo3a ot 40 mg. ZOCOR Tpsabpa na 6bae n3non3paH B JoHaBka KM
APYro HaMmansBalno xonecteposa nedenne (nanp. LDL adepesa) npu Te31 DAUMEHTH WIK aKO TaKOBa JIeueHHE
He ChilECTBYBA.

HPHﬂPsr}ngBAmA TEPAITHS

ZOCOR e eq)eim«meﬁ CaMOCTOATENHO HIH B KOMOHHANMS CHC CEKBECTPAHTH HA XITbYHUTE KHCEIHHU.

[Mpy nauvenTty, npuemai cyclosporine, danazol, gemfibrozil unu npyru dutparu (ocsen fenofibrate) B
KOMOHHALHA CBC ZOCOR, goszara ZOCOR ue TpsOsa na npesumaba 10 mg aguesno. Ilpn manpenTs,
npuemamn ZOCOR 3aeHO ¢ amiodarone unu verapamil, nozata ZOCOR ne 6uBa Aa npesuiasa 20 mg

_ mHeBHO (BX. To4kH 4.4 1 4.5)

JIO3MPOBKA [PV BBEPEYHA HEJOCTATBYHOCT

" Tt kato ZOCOR He npeTwprisasa 3HaunMa 6b0peyHa eKCKpelHs, He e HeoOX0uMa KOpeKIus Ha J03aTa TIpH
NALMEHTH ¢ yMepeHa cTeneH Ha Gb0pedHa HeloCTaTBYHOCT.

4

Tpu maumeHTH ¢ Texka GbOpeyHa HeOCTaTBUHOCT (KPeaTHHHHORB KIApBHC<30 ml/min) xo3u, npeBHIIABAIIH
10 mg )J,HE:BHO TpaOBa BHUMaTENHO Aa ObaaT o6ChASHH H ako ce fpueMe, Ye ca Heobxonumu, aAa OpaT
npunaraﬁu CTOJIAMO BHHMAHHKE (BXK. TOUKa 5.2).

QQ31§PQBKA TIPY JIELIA (OT 10 JIO 17 TOJIVIIIIHA BB3PACT) C XETEPO3UT'OTHA ®AMUIIHA
XATIEPXOJIMCTEPOJIEMISL.

S e e
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Ilpenopbrunrenyara, obuyaiina, Hadanua fo3a ¢ 10 mg BeAHBK AHEBHO, fIpHUeMaHa Beuep. IIpenopbunTenHusIT
nozoe uHTepsan e 10-40 mg anesHo, MaKCUMAaJIHaTa NPeNoprUUTeNHa no3a e 40 mg guesHo, Jozure Tpsabea fa
ObaaT AHAMBUAYANHH, CIIOPER LISATA HA TepanuaTa (BxK. Touka 5.1)

4,3 IIpoTHBONOKA3AHHS

o (CBpBLXYYBCTBUTEIIHOCT KbM KONUTO 1 J1a € KOMIIOHESHT Ha TO3M Npernapart.

e AKTMBHO YepHOAPOOHO 3aboMsBaHe UK HEM3ACHEHO NEPCUCTHPALIO MTOBHILEHME Ha CEpPYMHUTE
TpaHCaMHHAa3H.

* BpeMeHHOCT U KLpMeHe (BXK. TouKa 4.6).

4.4 CnennaiaHn DpeaynpexacHAs B NpeilazHa MeEPKM NpU ynorpeda
Muonatusa/padaoMuoausa

Simvastatin, KaKTo U ApyrH HHXKMOUTOPH HA 3-XUAPOKCH-3-MeTUnrnyrapmn-koensum A (HGM-CoA) —
penyKrasaTra, MOHAKOra NpHYMHABAT MMONATHU, KOATO Ce€ MaHUPECTHpa ¢ MYCKyIHa Oolika uiu cnabocT,
CBBP3aHH C NOKAaYBaHe HAa HUBaTa Ha KpeaTuHKHUHa3ata (CK) noseue ot 10 nbTH Hag ropHaTa JonycTHMa
rpaHuLia Ha HopMata. Muonatusra fmoHAKora npueMa (popmarta Ha padgomMuoH3a, ¢ unu 6e3 octpa GudpeuHa
HEZOCTATHYHOCT BCJIEACTBUE HA MUOIVIOOMHYPUS, U B PEAKH CIy4aH € HacThlBaJl GaTaneH u3Xod. PHCKBT oT
MHUODATHA MOXKe 1a ce yBenuuu npu Bucokd HUBa Ha HMG-CoA - penyrrazsHo HHXHOMTOpHATA AKTHUBHOCT B .
nnasMara.

¢ PurckbT 0T MHONATHS/PabaoMuO/IH3A CE YBEINYABA OT eXHOBpPEeMeHHATA ynoTpeba na simvastatin ¢be
ClIeHATE JeKApPCTBA:

ir

Mowmun nuxudonropn Ha CYP3A4karto itraconazole, ketoconazole, erythromycin, clarithromycin,

telithromycin, HIV-niporeasan unxuduropu, nau nefazodone, ocofeno npn no-BHCOKH A03# simvastatin
(B:k. TOUKM 4.5 U 5.2)

g PYI'H JEKADCTBECHN NPOAVKTHS

Gemf{ibrozil nau npyru ¢pudparu (ocsen fenofibrate), ocoGeno ¢ no-Bucoku no3u simvastatin (mx. Touka
4.5). Koraro simvastatin u fenofibrate ce mpusarar 3aexHo, He € AOKA3aHO, Y€ PUCKDBT OT MHOMATHA HAAXBbPIIS
cymata OT UHOUBHAYAIHHTE HM PHCKOBE.

Cyclosporine unu danazol ocoGeHo ¢ roseMu ao3u simvastatin (Bxk. Touku 4.5 1 5.2)

Amiodarone uiH verapamil, npu egHOBpeMeHHA ynoTpeda ¢ BHCOKH 403U simvastatin (Bxx. Touka 4.5). B
TEKYLXO KIMHMYHO NPOYYBaHe € AOKIaABaHa MUOMATHS NpU 6% OT nmauueHTUTe, nomyyasaigy 80 mg
simvastatin 1 amiodarone.

L iif':* ﬁf»hPGTBAE?‘ “‘:\‘
Diltiazem: PucksT 0T MUOnaTHs e cnabo yBenudeH npu naumeHTy Ha diltiazem, KOHTO gg?oﬂﬁé:m%dﬂcjrpﬁa
: ~

npuemart simvastatin 80 mg. IIpu Te3u naLKMeHTH PUCKBT OT MMonaTus e npubnusutenizos] %." B rcgtﬁﬂnqhnm
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MpOyyBaHUS, PUCKBT OT MUOTIATHS NPY NAUHEHTHTE, PHEMATTH simvastatin 40 mg u diltiazem, e 61l CXOJEH ¢

TO3H NP NaLMEHTHTe, Npremany simvastatin 40 mg Ges diltiazem (Bx. To4ka 4.5).

& )

) Fusidic acid: IIpu naupentn, npuemaiy exHoBpeMeHHo fucidic acid u simvastatin Moke Aa MMa MOBHILEH
puck ot muonatus (Bx. Touku 4.5 1 5.2)

Niacin (= 1 g/aneBno): 8x. Touka 4.5

Kaxro u npn apyra HMG-CoA penyKTaznn MHXAOHTODH, PHCKBLT OT MEONATHN/PaOaoMHOIN3A € 1030~
3apucHM. B-6azara Jauuy OT KIMHHYHHU NPOoyYBaHus, npy KouTo 41,050 naurenTH ca Ouny JIEKyBaHH ChC
ZOCOR, kato 24,747 (npubmzurento 60%) ca Gunu iekyBaHi B MIPOABIIKEHHE NOHE Ha 4 TOMHHMY, CIyYanTe
Ha MuonaTus ca 6unu npubnusutento 0.02%, 0.08% u 0.53% cvoreeTho 32 20, 40 ¥ 80 mg qnesHa n03a. Ilpu
Te34 NPOYUBaHKA NalMeHTHTE ca OWIN BHUMATENHO HAOII0(aBaHH U HAKOU B3aUMOJESHCTBAMIM CH IEKAPCTBEHH
MPORYKTH ¢a OWIH M3KITHOYUSHH.

Cneaopartejno:

. 1. Ynorpe6aTa Ha simvastatin cbBMecTHO ¢ MomnH HEXAGHTOpH Ka CYP3A4 (kaTo itraconazole,
ketoconazole, erythromycin, clarithromycin, telithromycin, HIV-nporeasnn nnxudonrops, nin
nefazodone, cienBa aa ce oTOSrBa). AKO He MOXe Ia ce H30erHe Tepanusira ¢ itraconazole, ketoconazole,
erythromycin, clarithromycin wiu telithromycin, 1o simvastatin cienBa BpeMEHHO Jla ¢e cIipe, OKATO Tpae
Kypca Ha JIeUEHHE ¢ Te3H JISKApCTBeHH TIpoAyKTH. EfHOBpeMeHHATA yiioTpeba 3aefHO ¢ IPYTH JIEKapCTBEHHU
NpoAyKTH, CHIHO uHxubupam CYP 3A4 npu TepanepTHuHa O3UPOBKa, CIIEABA Jia C& 130ArBa, OCBEH akKo
Non3uTe OT xOMOWHUpaHaTa TepanHs HAEXBBPIAT HO-BHCOKHA PHCK.

2, TozaTa simvastatin He Tpa6Ba xa Haaxsepias 10 mg AHeBRO ApH NAaNHENTH, HOYI2BAINH
e[HOBPEMECHHO cyclosporine, danazol, gemfibrozil man apyru dudparu (ocsen fenofibrate).
Ennonpemennma ynorpe6a Ha simvastatin ¢ gemfibrozil cneasa na ce m30srea, OCBeH aKo noja3ara e
BEPOATHO A2 HAZXBHP/H NO-BHCOKHS PHCK OT TA3H JIERAPCTBeHA xomOnuannsn, Ilonsara ot ynorpebara Ha
simvastatin npu naupenTy mosry4apamy Apyru ¢pubparu (ocen fenofibrate), niacin unu cyclosporine v

. danazol Tps6Ba BHUMaTERHO Aa ObAe IpelieHeHa CIpaMO PHCKa OT Te3n KomOuHatmy. IipeanycBaHeTo Ha
fenofibrate #nu niacin (> 1 g/aneBHO) 3a€AHO cBC Simvastatin ciieZBa Ja Ce NPaBH ¢ NMOBMINEHO BHUMAaHKE, ThH
" K&TO BCSIKO €JIHO OT Te3H JIeKapCTBa MOXKe Aa NPUYHHY MHOTIATHA, KOraTo C¢ Npuwiara CaMoCTOATENHO.
Fpubasanero Ha GubpaTu kbM simvastatin 06HUaHHO OCUTYpSIBA JIEKO JONBJIHHTEIHO HAMAICHHE Ha LDL-C,
HO MOYKe J1a ¢e MOCTHTHE N0-HATATHUIHO HAMAJEHHE Ha CEpYMHHTe Tpuriuuepnay v ysennuenue na HDL-C.
KomGurawuu ot pubpaTi KM niacin cee simvastatin ca O1ay U3N0A3BAHY 6e3 MUOHATHA B MAJIKH,
KpaTKOTPajHH, KIMHHYHA NPOYYBaHHs C BHUMATEITHO NPOCICAABAHE Ha NAIIUCHTHATS.

T

L "."b,

3. ,I[uaaTa simvastatin He TpaGBa A2 HaaXeBbpJas 20 Mg AHEBHO NPH HANHEHTH, HOJXY¥ABANIH
ennonpemenno amiodarone uian verapamil. Ynorpebara ya simvastatin B 5038, no-sacoxd o1 20 mg
AHeBHO eAHOBpEMenHO ¢ amiodarone nim verapamil ciieAsa A2 ce H30Area, 0CBEH aK0 KANANIHATA
HON32-e BEPOSTHO Aa HAXXBHPJIHA HO-BHCOKHS PHCK OT MHONATHA.

M
‘.

4 Hannenru, ApHeMAmn eXHOBPeMEeHHO fusidic acid n simvastatin TpsOBa CTPHKTHO A4 €€ NPOCIeNABAT,
Moske aa ce Hannmu BpPEMEHHO CNIHPAHE HA TePANHATE ChC s:mvastatm.

5. BCH‘IRH NALHENTH, 3al09BAIIN TEPANNS Che simvastatin Han npyKEATO o

ﬁ;,M-. r!f a

JIH‘IEI Ba A03aTta

'\l
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He3a0aBHO 32 HOABATA HA HEOOACHMMH MYCKYJIHM GOIKH, YYBCTBHTENHOCT Min caaboct. Huparanma - - -
kpeaTuH-Kuuasara (CK) Tpalsa ga ce H3aMepBaT npi HANHEHTH ¢ Te3d cHMITOoMH. Tepanusara ¢ -
simvastatin ciegBa aa ce npeycTanoBH BeJHAra, AK0 ¢e NOA03HPA HIIM ¢ AMAFHOCTHHHPAKA MHOUATHS.
IIpucsCTBHETO Ha Te3H CUMNTOMM W/MiIM HUBA HA KpeaTHH-KMHA3aTa Hapa 10 IbTH HAj rOpHATA AOTMYCTHMA

rpaHMLA Ha HOPMaTa MI0KA3BaT MHONATHS. AKO MYCKYJIHUTE CUMIITOMM Ca TEXKH M [PUYHHABAT JHEBEH
mckoMopT 1opH ako HuBata Ha CK He ca 3HauuTEeNHO NOBUIIEHHU, TPAOBAa Aa ce UMa NPeABU NMPeKbCBAHE HA
neveHueTo. B noBeuero cimyyau, KOraTo € CrpgHa HaBpeMe TeparuaTa Ha NaUUEHTHTE, MYCKYIHUTE CUMITOMH

H YBCIIMMCHATa KpeaTHHHUH-KIHA3a OT3BYUaBar. ‘

[leprogruHO H3CNEABAHE HUBATA HA KPeaTUH-KMHA3ATA MOXE Aa ¢ uMa MpeABUA NPY MALMEHTH, 3arQuBally
Teparius CbC simvastatin Wik npy KOUTO e YBe/IHYaBa K03aTa, HO HE € CUTyPHO, Ye nofo6HO NpocieaaBaHe e
npegoTBpaTH MuonatTuaTa. Ilopagu satpyfHEHNA NPU THIKYBaHe Ha cToiHOCcTUTE Ha CK, He ce npenopwupa
HEHHOTO M3MEPBaHE CJIEL EKCTPEMHU (PU3MYECKH YCIIHS KM NPK HAJIMYUe Ha IIPUEMITUBY anTePHATHBHH
NPHYKHU 32 TOKAYBAHETO .

6. MHoro oT nauyeHTHTe, KOUTO ca Pa3BWild pabaoMMONK3a Opy Tepanus cbe simvastatin, ca uMany |
KOMINTIHIIMpaHa aHaMHe3a, BKAIOYHTENHO TpediiecTraia 60peusa HeJoCTAThYHOCT, OOMKHOBEHO KAaTO
OCieICTBHE OT ABJITOTpaeH Anader. TakuBa MaUMeHTH UMAT Hy KA OT BHUMATENHO NpociesBaHe. .-
JleuenueTo cbe simvastatin TpabBa ga OpIe BpeMEeHHO CPAHO HAKOJIKO JHH NPeAH rojieMH MaHOBY. OnepaldH
¥ KOraTo C€ HacJI0’KM HAKAKBO CBIECTBEHO OCTPO XUPYPrUyHO WK APYTo MEAULIMHCKO ChCTOSHHE.

7. KnuHuuueTuTe TpAOBa Na MpeanMcBaT CTaTHHM C MOBMIUCHO BHUMaHMe MPH NaLMeHTy ¢ Npeaxoxama
aHaMHe3a 3a MHOTIATHA OT CTaTHH WM (HHOpaT, Taka KaKTO U MPpH NALMEHTH ChC CASHUTE CHCTOAHMA, KOUTO
MOraT Ja Npeapasnonarat He3saBUCUMO OT TepanuaTa KoM pabaoMuonusa (NPUMEPHO, NALMEHTH C
HEKOHTPOJIUPaH XUIIOTHPOUIU3BM, ¢ (PaMWIHA WIM NEPCORATHA aHAMHE3a 33 HACISACTBEHO MYCKY/THO
3abongBaHe WM 3i0ynoTpeba ¢ ankoxon). [Ipu Te3u cbCTOSHUA PUCKBT OT JeYEHUETO TpsOBa Aa ce npeLeHy
CTIpPsIMO BEPOATHATA 1107132 OT HEero. TakuBa HAUMEHTH 3aCIIYKABAT CTPUKTHO MOHUTOPHPAHE.

YEPHOAPOSHH EQEKTH

I1py xnuHMYHY H3NHTAHKS ca HaOMOJaBaAHY NEPCUCTHPALIY [TOKauBaHusA ([0 NoBeYe OT 3 IBbTH HAJl LOPHATA

FpaHyUa Ha HOPMATa) Ha HUBATa Ha CEpYMHMTE TPAHCAMUHA3H NPU ManbK GpOH Bb3pacTHHU IALMEHTH, KOUTO ca .
rnojtyyasanu simvastatin. Korato Tepanuarta e 6una npeksCBata WM CriMpana npM Te3u Nal{eHTH, HUBaTa Ha
TPaHCaMWHA3UTE ¢a CHANallM NMOCTENCHHO JI0 IPEATEpaneBTHUHUTE. [IoBHIIeHUATAa HE ca OMAM CBLP3aHU C

MKTEP UK APYTH KIMHHUYHU Oenesu 1 cumiromu. He e umano pokazatesicTsa 3a MPOSIBH Ha

CBPBXYYBCTBHTEJIHOCT. HAKOH OT Te3H nauyeHTH ca uMaiu abHOpMHY (DYHKLIHOBAJIHH YepHOAPOOHM

NoKasatesy Npesd HavanoTo Ha TepanusiTa ¢be simvastatin W/unm ca ynotpedsaBany CpaBHUTENHO roJIeMu

KOSIMYeCTRA ANKOXOJ.

B 4S (Bx. Touka 5.1), OposAT Ha nauMeHTHTE ¢ YBENUYECHUE Ha MOBede OT eAHAa TpaHCaMMHa3a A0 >3 IIbTH ropHaTa
FpaHULA H2 HOPM&Ta, pe3 LEAM0TO BpeMe Ha NPOyYBaHeTo, He OMi CUTHM(DHUKAHTHO pa3jlMueH B rpyriara Ha
simvastatin 1 Tazu Ha auebo (14 [0.7%] copamo 12 [0.6%]). YecToTara Ha eauHpyHuTe 3asuinetus Ha CI'OT
(ALT) mo 3 nbTH ropHata rpasHiia Ha Hopmata e OuJla 3HaYMTENHO N0-BMCOKA B IpyriaTa Ha simvastatin npe3s
nbpEaTa rogvHa Ha npoyusaHeTo (20 cnipamo 8, p=0.023), Ho He u npe3 creasamuTte. IloBUlIeHHETO Ha
TpaHCaMHHa3UTe € OO NpuyuMHa 3a [peKpaTiBaHe Ha TepanusTa Ipu 3 NALHEHTH B, a simvastatin
(n=2,221) n 5 B rpymnara Ha mnanebo (n=2,223). Or 1986 nauwmexTa Ha smvastatm""ﬂ APET HOp
(YHKUHOHAIHY YePHORPOOHU MOKa3aTeIM HAa N3XOXHO HUBO, camo 8 (0,4%) cd ‘p@@ﬁmf’- o]
10 >3 MbTH HOpMajiHaTa ropHa rpaHula 1/iIH ca NpexbCHAIM B pe3yaTaT Hafna;Bl;I’Lua:BaHe H&‘
£ *,"\1
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BpeMe Ha 5.4 roMIHATA NPOXBIDKUTENHOCT HAa NPOYy4YBaHeTO. BCHUKY MaleHTH B TOBa NPOYYBaHe ca NOoIyYasainy
20 mg simvastatin Bauanua 103MpoBKa; 37% ca Ounu THTpUpalHy 1o 40 mg.

B 2 xoHTpONHUpaHK KNIUHWYHH Npoyysann npy 1105 nanneHTa, cTeneHTa Ha NEPCUCTHPAIlH NOBHILIEHHE Ha
© 4epHOAPOGHHTE TpaHCAMHHA3M 3a 6 Mecela, CUNTaH! 3a JIEKapCTBeHO-CBBp3aHu 0ixa 0.7% u 1.8% npu 40 1 80
'mg A03a, CbOTBETHO.

B npoyusanero HPS (Heart Protection Study — ITpoy4eane 3a KOpOHAapHa KapIHONPOTEKUHSA — BiK. TOUka 5.1),
npu koeTo 20 536 nauueHTa ca panaoMusupany ga nomygasat ZOCOR 40 mg aHesBHO Mk manedo, YecTorara
Ha MOBHIIEHY TPaHCaMHHA3u (oBeYe OT 3 TBTH ropHa rpaHHLA Ha HOpMAaTa, NOTBEPACHO ¢ MIOBTOPHHU
uzcnensanus) e 0.21% (n=21) 3a naupeHTrTe nekysanu csc ZOCOR u 0.09% (n=9) 3a nauuenTHTE Ha
riauebo.

T[IpenopbYUTENHO € NPOBEKNAHETO HA YEPHOAPOOHH QyHKIHOHANHY NPoOHU Npe/y 3aroBaHe Ha JIEYSHHETO U

OTTaM HATATHK, KOraTo € KIMHAYHO MokasaHo. [TanueHTuTe, IpH KOMTO n03ata ¢ ysennyeHa no 80 mr, tpsidsa

nia Ce TeCTYBaT BOMBIIHHTEAHO NMPEAH YBEMHICHHUETO, 3 Mecelia ciiejt ysenuueHuero 10 80 mMr, ¥ OT TaM HaTaThK

IEPUOJMYHO N0 BpeMe Ha JieyeHueTo (HanpuMep Ha 6 Mecela) pes rbpBaTa rofHHa Ha JIEYEHHETO.

CrieLpianHo BHUMaHue TpaOBa J1a ce 00BPHE Ha NalUeHTH, NPU KOMTO ce HaMoaaBa NOKAYBaHE Ha CEPYMHHTE
. HMBA HA TPAHCAMHHA3WTe, ¥ NPH TaKKUBa NAUUEHTH, U3cieBaHeTo 61 TpAOBANO N2 ce NMOBTOPH CBOEBPEMEHHO H
crejl TOBA [ia Ce MOBTaps JOCTAThYHO YECTO. AKO HMBATA Ha TPAHCAMMHA3HTE MOKa3BaT TSHACHIHNA 3a
[OBHILABAHE, 0COOEHO aKo Te ce NOBHUIIABAT A0 3 IIHTH HaJ ropHaTa rpaHHLa Ha HOpMAara U NePCHUCTUPAT,
IPUNAraHeTo Ha JIEKapcTBOTO TPAOBA 1A Ce TIPEKpary.

l-l

Hpenapa"f'b'r TPHGBa Ia ce mpuiiara 0coOeHO BHAMATENHO NPH NalMeHTH, KOUTO yrnoTpebapar rojieMu
KOJTMUECTBR aIKOXOJI 1/HII NMAT- aHaMHE32 32 yepHOApoOHO 3abonsBaHe. AXTHBHH YepHOAPOOHU 3a00/1BaHNS
Unu Hemﬂcneno MOKAYBAHE Ha TPAHCAMUHA3UTE Ca MPOTHBONOKA3aHus 3a ynotpebara na simvastatin.

Kakro u nipn Apyrya AMNMACMOHIKABAIIH MIPETIApaTH, ¢ cpo01aBa 3a yMepeHH (11o-Mako oT 3 HbTH Hal

_ FOpHaTa rpdHHlA Ha HOpMaTa) NOKAYBaHUA Ha CEPYMHNTE TPaHCAMUHA3H CIICT, TEPATIHA Che simvastatin. Te3u
IPOMEHU HACTBIBAT CKOPO CHEe/ HAYaNOTO Ha TepanuaTa Che simvastatin, 4ecTo ca NIPEXo/iHy, He ca
NMPUAPYKEHU OT APYrd CUMIITOMH H HE HanaraT NpeKbCBaHe Ha JICHeHUETO.

OOTAIMQITOrHYHH ITPOABH

Tlopu na He ce NMpujlara HUKaKpa JISKApCTBeHa Tepanus, NOCTENCHHOTO HaMallgBaHe Ha IpO3patHOCTTa Ha

. [ISLIATE MOJKE N1a ce 00sCHM ¢ mpoueca Ha ocrapssane. [lonacTosmenm, pesyiTaTHTS OT SAWH ABJIBF ISPHON Ha
KAMHHYHHE M3MWTAHKA, HE ¢a N0Ka3ai HeOaronpysTHN CTPaHHYHH eeKTH Ha simvastatin BbpXY YOBCIIKHTE
OYHH JIELH.

YIIOTPEBA B ITEAUHATPHATA

BezonacHoctTa ¥ ebuKacHOCTTa Ha simvastatin npu naupentd ot 10 go 17 roauurka B3pacT, ¢ XeTEpO3UroTHa
. *(haMUAIHA XUIIEPXOJIECTepOsIeMHs, € OMNA OLEHEHA B €{HO KOHTPOJIMPaHO KIWHHYHO NPOYYBaHE P MIACKH
,ueBOHKH [OHE eJHa FOAUHA CIIEH IIbPBATA WM MeHcTpyauus, llauenTuTe, IEKYyBaHu cbe simvastatin ca
HM&HH npotbnn Ha 6e30TacHOCT MOA00EH Ha TO3U NP NAlHEHTHTE JIeKysaHH ¢ nnauebo. [{o3n mo-BHCOKH OT
40 mg He ta OnNH H3CHEABAHN NPH TA3H NONMYAANH. B TOBa OrpaHHYEeHO, KOHTPOIHUPAHO NIPOYYBaHe He €
ycraHOBeH 3abesnesum eeKT BLPXY pacTexa WK CeKCYATHOTO Y3pABaHe Ha MIIANCHKHTE Uil JICBOMKUTE WU

KaK’bBT(J ‘M ga OHUNno eeKT BbpXY NPOABIDKHTEIIHOCTTA Ha MEHCTPYATHHA LUK pﬁ mara (B:K. TOYKH
'1__j' i
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4.2; 4.8 u 5.1) Ho BpeMe Ha neueHHeTO ¢bC Simvastatin, Ha ieBoiKnTe TpaOBa na ObOAT NPeAIoKeHY
NOAXOASIIM METO/M 3a KOHTpauenius (Bx. Touku 4.3 u 4.6). Simvastatin ye e 611 NpoyuBaH MpH NaLMEHTH
nof 10 rozuiliHa BB3pacT, KAKTO M IIPH MOMHYETA, KOUTO HE Ca UMaJIi MEHCTPYAaLHs,

YIIOTPEBA B CTAPYECKA Bb3PACT K

Ipu nalMesTy Ha B3pacT Hal 65 roauHH, KOUTO ca MoIydyaBaiy simvastatin B KOHTPOJUPAHH KIHHHUHU
Ipoy4BaHHsA, €PHMKACHOCTTA, NPeLieHeHa fI0 CTeNEHTa Ha PeAYKIIMS B HUBaTa Ha ToTankusg U LDL-xonectepon,
e noaodHa Ha Ta3u B 00IaTa MOMyNamus, a CbLIO Taka He € 0TOeNs3aHa NIOBUIEHA Y€CTOTa Ha aOHOpMHK
KIAMHUYHY 1 1a00paTopHK HAXOAKH.

4.5 BzaumogeicTBHE ¢ JPYTH JEKAPCTBEHH NPOAYKTH H APYrH GopMH HA B3aUMOZEHCTBHE

CYP344 Bzaumodeticmaus.:

Simvastatin ce MeTabosizupa ot CYP 3A4, o Hama CYP3 A4 unxuGupama akTUBHOCT; NOPAsy TOBA HE CE .
ouakBa simvastatin Ja noBIMsBa [FIa3MeHUTe KOHLUEHTPAKH Ha APYrH JEKapCTBEHH MPOAYKTH,

metabonnsupatn or CYP3A4. Momun nuxuburopu Ha CYP3 A4 (u3bpoeny no-fony) yBenu4aBar pUcKa OT
MuonaTHs upes 3abapsHe enMMMHHALMSTA Ha Simvastatin (Bk. Touku 4.4 u 5.2.).

Itraconazole

Ketoconazole

Erythromycin

Clarithromycin Telithromycin
HIV protease inhibitors
Nefazodone

Bzaumooeiicmeus ¢ nonudicagawu nunuoume 1exapcmeseny npooyKmuy, Koumo Mo2am 0a NPUNUHAM MUONAMIL,
Kozamo ce npunazam CamoCmosmenHo.

PucksT OT MHONIATHA Ce YBEHHUYABA M OT CJICAHUTE IMOHMXKABAIIH JIMITHUEXATE JICKAPCTBEHU NPOAYKTH, KOUTO HE

ca morHM nHxuburopr Ha CYP3 A4, Ho Morat fa NpHUMHAT MUOMIATHA [IPH CAMOCTOATEAHO NPHIIOKEHHE(BHXK .
Touka 4.4 )

Gemfibrozil
HApyru ¢ubparu (ocBeHn fenofibrate)

Korarto simvastatin u fenofibrate ce npunarar 3aenHo, He € I0Ka3aHO, Y€ PUCKBT OT MUOTIATHA HAIXBBHPIIA
cyMara OT MHAUBHUIYAJTHUTE UM PHUCKOBE,

Niacin (HHKOTHHOBA KHCeJIHHA) (noBevYe oT 1 ¢ AHEBHO)

Apyeu nexapecmeenu ezaumodeticmaus :

Cyclosporine nau danazol: Puckst o MHonaTus/ paGIoMHONN3a Ce yBeAMUaBa NPy e[IHOBPEMEHEH FIPHEM Ha
cyclosporine unu danazol, ocobeHo ¢ BUCOKH 103K simvastatin (Bx. Touxku 4.4 u 5.2)

Amiodarone wnu Verapamil: PuckbT ot MuonaTvsa/pabAoMHOIIM3a € YBEIMUSH TIPH € AHOBPEMEHH
1o-BUCOKH A03H Simvastatin ¢ amiodarone niu verapamil. (Bx. Touka 4.4). 2T RCTRA R TN
’ ;:‘ .":"" " »*
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Diltiazem: [TanueHTHUTE, KOUTO NpUeMmaT egHOBpeMeHHo diltiazem u simvastatin 80 mg UMaT Jeko yBesdeH
PHCK OT MHOnaTHs (BXK. Touka 4.4).

Fusidic acid: [pu nauuenTy, npuemamu exHoBpeMenHo fusidic acid u simvastatin Moxxe Ja Ma NOBHILEH PHUCK
oT MHOMNaTHA (BX. ToukH 4.4 1 5.2)

L

Hpyeu s3aumodeiicmaus

CokbT 0T rpeindpyT ChABPKA €XMH WIH NIOBE4e KOMIIOHEHTH, KOUTO Huxudupar CYP3A4 u Moxe Ja yBennuy
MIa3MeHHTE HHBA Ha JIEKapCTBa, KOHTO ce Metadonmzupar o CYP3A4. EqexTrT Ha oOnualinaTa KOHCYMarius
(emna 250-MunMANTPOBA Yalla Ha AcH) e MUHKHMadeH (13% nobunienye na nHXHONTOPHATA AaKTUBHOCT Ha
HMG —-CoA peaykTaszara, H3MEpEHO 4Ype3 IIIONITA [10]] KpHBaTa KOHLIEHTPAllHs — BpeMe B aKTUBHA I1J1a3Ma) U €
6e3 KMHUHMHO 3uadenne, Obaue, MHOIO rojeMH KonudecTsa (foBeye OT 1 INThp AHEBHO) 3HAYHUTEIHO
FIOBUIIABAT NasMEeHHTE HHBa Ha MuXxuburopHara aktuBHocT Ha HMG-CO0A penykrazara o BpeMe Ha JieueHue
cbe simvastatin v TpsOBa na ce n3bsarear (BxK. Touka 4.4).

KVMAPHHOBH ITPOH3BOIHH

.' ITpu nse KJIMHHYHY IPOYHBaHUs, SHOTO Ha 3APABH N0OPOBOJILM, a APYroTO HA XUIEpPXONeCTEPOSIEMHYHY

‘MiaumenHTH, simvastatin 20-40mg gHeBHO yMEPEHO NoTeHIMpa epekra Ha KyMapHHOBHTE aHTHKOAryJIaHTH:
npmpomﬁ’moae BpEME, CHOOILIABAHO KaTO HHTEPHANMOHAIHO HOpMAu3HpaHo otHomeHue (INR) ce
'yBenuuapa ot 1.7 a0 1.8 3a nobpoBonuure u o1 2.6 Ko 3.4 3a nanuenTUTe. 11py NanueHTH, B3UMallH
KyMapHHOBH aHTHKOAryNiaHTH, MpoTpoMOUHOBOTO BpeMe TPSOBa fa Ce OnpexeNns npe/y 3aroyBaHeTo Ha
simvastatin. ¥ JOCTATbYHO YECTO B HAYANOTO HA TEPaIuATa, 3a Aa ce NOTBBPAH, e ChIIeCTBeHa MPOMAHA B
MPOTPOMOHHOBOTO BpeMe He € HacThIMIa. KoraTo ce yCTaHOBH cTabMIHO IIPOTPOMOHHOBO BpeMe, TO TpsioBa
Ja ce MOHHTOpMpA NIpe3 o6uuaHUTE 32 MAUMESHTH HA KyMapHHOBY aHTHKOAryJaHTH MHTepBany. AKo f03aTa Ha

. simvastatin ce npoMeHH MK TO# ce cripe TpA6Ba Na ce npoleAHpa 10 ChUIKA HauKH. Tepanuara che
simvastatin He e CBbP3BaHa ¢ KbPBEHE UM ¢ IPOMEHU B IPOTPOMOKWHOBOTO BpeMe NpH MALMEeHTH, KOHTO HE
'B3UMAT aHTHKOATYJIAHTH.

UscneasaHus BbpXY ASKAPCTBEHUTE B3aMMOJCHCTBHS Ca IIPOBEIGHH CBC CIISAHHTS BEILECTBA:

[IPOITRAHOJIOJ

[Ipn 3npaBy NOGPOBONIUH, HE € UMaN0 KAHHUYHO 3HaUNMHM (apMaKOKMHETHYHH WITH (apMaKoaHHAMHYHH
. B3aUMOAEHCTBHS [P €AHOBPEMEHHOTO Nipiiarane Ha efunuyuny 1o3u ZOCOR u rporpaHoion.

MUTOKCUH

EnnoBpeménHoTo npunarane Ha ZOCOR u AUroxcyH, npyu 3apasy Jo6poBoiy, BOAM A0 c1abo NoKavBaHe
(no-manko or 0.3 ng/ml) Ha NexapcTBeHaTa KOHIEHTpanys (KaKTo € H3MEepeHa pe3 pagHONMYHEH OMHT C
JUTrOKCHUH) B TIa3MaTa, B CpaBHEHHE C €IHOBPEMEHHOTO MpUilaraHe Ha ranebo U JUroKCHH,

- OPYTA TIPUAPYIKABAIIA TEPATINA

B wmHnynn Hp{}yllBaHHH ZOCOR e npunaraH ¢JHOBPEMEHHO ¢ MHXHOHTOPH Ha aHTHOTEH3HH

KOHB.BpTHpaHlHH en3nm (ACE), OGeta OnmokepH, AKYPETHLIH, HECTEPOUAHH MpOTHBOBBINANUTENHH JIekapeTsa

(NSAIDs), 6e3' noka3aTe/ICTEO 3a KIHHHYHO 3HAYMMH HEOMaronpHusTHH BBaHME}Pg C’l:BHth M,
k WO T

-
. ‘
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4,6 bpeMeHHOCT H KbpMeEHe

Ynorpeba no Bpeme Ha OpeMEeHHOCT

ZOCOR e npomueonoxasan no epeme Ha bpemenHocm,

BesonacHocTTa npu GpeMeHHH XeHy He e ycTaHoBeHa. Hama KOHTpoAMpaHy KIMHUYHM NPOYYBAHHS] ChC
simvastatin, npoBeaeHy npu OpeMeHnu >xeHd. Paako ca nosyyapany ch001IeHNS 332 KOHFEHUTATHH aHOMANTHU,
BCIEACTBHE Ha BETpeMaTo4HO u3naraie Ha HMG-CoA peaykrasuu unxuduropu. Obaye, npu aHanus,
HaripaBeH Ha npuonusuresHo 200 mpocnekTHBHO npocneaeH OpeMeHHOCTH, U3JIOXKEHH [0 BPEME HA TbPBUA
TpumecThbp Ha ZOCOR unu Apyry ¢TpykTypHO Onmnskyi HMG-CoA peaykTasHu MHXHOKWTOPH, YECTOTATA Ha
BpOJAEHHUTE aHOManuM Oele cpaBHUMa ¢ Ta3y, HabnmogaBana B obara nomynauus. B To3u aHanus, 6poart Ha
OpeMeHHOCTUTe Oelie ZOCTATHYEH, 3a Ja Ce U3KIIIOYUM JIBa I'ETH U NTOJIOBHMHA WM [10BeYe IbTH YBEJIMUESHHE Ha
KOHI€HWTANHUTE aHOManuu HaJ OasucHATa YecToTa.

Boipeky 4e HaMa JOKa3aTesCTBa, ue YECTOTATE Ha KOHTEHHUTAHUTE AHOMANUK CPEX MNOKONEHHETO Ha .
natueHTKY, npueManu ZOCOR wnu gpyru cTpykrypro 6auskn HMG-CoA peaykTasHn uHXUOUTOpH, ce
pasnniyaBa oT Ta3u, Habmoaasana 8 odara nonynauus, edensero ¢cbe ZOCOR 1o Bpeme na OpemeHHoCTTA
MOXe JAa HaMany ¢eTanHuTe HuBa Ha mevalonate, kofiTo e pekypcop Ha xonecTeponosaTa OHOCKHTE3A
ATepockiiepo3aTa € XpOHHUYEH NPOLEC U IPEKBCBAHETO HA TEPANHATA C NOHMKABALIM JIMITUAUTE JIEKAPCTBA I10
BpeMe Ha OPEMEHHOCT MMa MAJIKO BAMSHUE BbPXY ABATOBPEMEHHUS PHCK, CBBP3aH ¢ IbPBUYHATA _
xunepxonecteponemus. [lopagu tesu npuunny, ZOCOR He TpsbBa ga ce u3noi3Ba npy OpeMeHHU KEHY, NpH
KeHH, Bh3HAMEepsABailld f1a 3a0peMeHesT WIN Te3H, 3a KOUTO Cce fpeanoara, ue ca OpeMeHHuM. JleueHneTo ¢be

ZOCOR tpsbBa pa ce npexkbeHe No BpeMe Ha OpeMEeHHOCTTA WK KOKATO CE YCTAHOBU, Y€ XKEHATA HE € -
6pemeHHa (BK. TouKa 4.3)

zno3BaHe No BpeMe HA KbDMEHe

He e u3pecTHO fanu simvastatin Win HErOBUTE MeTAOONUTH CE EKCKPETHPAT B MAHUKMHOTO MISIKO. Thii KaTo

MHOIO JIEKAPCTBA C€ EKCKPETHPAT B MaHUHMHOTO MIISAKO M MOPaax MOTEHLUMASIHHS PUCK 32 TEMKU CTPaHUYHH
eexTy, xeHure, noaydasay ZOCOR, ne Tpa®sa na kppMAT (BK. Touxa 4.3).

4.7 EexTn BLpXy cnocobHOCTTA 32 HIOHHpPane W padoTa ¢ MAlLKHHNA

Hama ceenenna, kouro xa npeanonarar, ue ZOCOR ce oTpassBa BbpXY Bb3MOMXKHOCTTa 34 opupaHe unu
H3II0/13BAHE Ha MAIIHHH. '

4.8 Hexxenann nekapcTBeHd pPeaknnu

o

YecTOTHTE Ha cleHHUTE HEXKEHAHM JIEKapPCTBEHU peakluK, KOUTO ca ChoOUIaBaHU Npe3 Nepruoaa Ha KIiHHMYHU
W3NUTBAHHA WM Npe3 NOCT-MapKeTHHTOBHSA NEPUO, Ca KaTeropusupaHk CNOPEn TAXHATA YECTOTATA B
roJIeMH, NPOARIDKHUTENHH, I1aC00-KOHTPOIHPAHUA KIMHUYHH U3NUTBAHUS, BIITIOUUTENHO M3nUTBaHUsTa HPS
u 4S ¢ 20 536 u pecniextuBHO 4 444 nauuenTa (Bx. Touka 5.1}, B HPS ca RoKyMeHTHpaHH CaMO CEPHO3HHTE
HEXCNIaHM JISKAPCTBEHU PEaKIMK KaTo MUAFHs, NOBUILABAHE Ha cepyMHHTe TpaHcaMuHasn U KK.#B 45 ca
JOKYMEHTUPAHH BCUYKH HEXKETAHU JISKAPCTBEHN peaKldH ONMCaHu HO~-J0iy. AKO YeCTOTAT SUNMBACTATHH

HPHYHHHO-CBBHP3aHU cncJHTaHHo IOKIaBAHU CHOUTH, TE3H HEKENIaHH JISKapPCTBREHU e MAHCE e ot
knacuuLHpany KaTo "peaku’. '
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ZOCOR abuo B3eTO ce noHacs [obpe; fo-roamMara YacT 0T H3BECTHUTE HEKEIaHN PeaKLHH Ca JISKH U
rnipexonHu. [To-manko ot 2% OT nauueHTHTe ca OUid OTCTpaHeHH OT KOHTPOJIHUTE KIWHWYHY H3CJEeABAHHNY,
TIOpaJi HEeXKEMaHU peakuuy, aunxamy ce Ha ZOCOR.

B npoyusanero HPS (Heart Protection Study — ITpoyuBaHte 3a kopoHapHa KapAHOTIPOTEKIUS — BXK. TOUKa 3.1),
~nipy koeTto Ha 20 536 naupenra e npunarad ZOCOR 40 mg (n=10 269) axeBHo mwim mianebdo (n=10 267), 3a
- IEPHOAA Ha IPOYUBAHETO OT CPeIHO 5.5 roAuHH, npoUnsT Ha Ge3onacHoCT e Oua nogo0eH NpH NalMeHTHTe
tperupanu ¢ke ZOCOR 1 Te3u, TpeTrpanu ¢ mianebo. B ToBa mera npoydBaHe ca 0TOEIA3BAHM CaMo
CepHO3HNTE HEXENAaHH JICKAPCTBEHH PEaKLUM U NPEKbCBAHIATA HA TEPallHsaTa opain HeKeNaHU JISKAPCTBeHH
" peaxuuu. YecToTHTe Ha NPeKbCBaHE Ha TepaluaTa [opaaH HexellaHH JISKapCTBEeHH peakUMH ¢a cXoaHH (4.8%
npy naupentute sexysanu csc ZOCOR u 5.1% npu nanuentHTe Ha mane6o). YecroTaTa Ha Muonatus ¢ Ouna
no-manxo ot 0.1% npu nauuenture, Tekyeganu cs¢ ZOCOR. YecToTata Ha NOBHHISHH TPaHCaAMHUHAa3H (MOBeUe
.0T 3 MbTH rOpHa rPpaHAMLIAa HA HOPMATa, NOTBbPASHO ¢ MIOBTOPHU M3cneaBanus) e 0.21% (n=21) 3a natunenTure
- texysaHu cb¢ ZOCOR u 0.09% (n=9) 3a nanuentire Ha raueto.

[Tpn knusMYHOTO NpoyuBaHe 4S (Bx. Touka 5.1), Bkmousamo 4444 nauuenTty, 1ekypadu ¢ 20-40 mg aHeBHO
- ZOCOR:(n=2221) nnu runaue6o (n=2223) npodunure Ha 630MacHOCT H NOHOCHMOCT ¢ OMilM CPaBHAMH 34
JIBETE IPYNH 3a epHoJa Ha TOBA U3CTIEBAHE ~ OKOJO 5.4 rOJKHH.

»
L

YecTOTATA HA HEXKEIAHUTE JIEKAPCTBEHH PEAKIKH ca KiacubHIMpany KakTo cieaga: Mraoro uectu (= 1/10);

Yectn (& 1/100, < 1/10); Heuectu (= 1/1 000, < 1/100); Penxu (>1/10 000, < 1/1 000); Muoro penku (< 1/10
000), ¢ neuspecTHa 4eCTOTa (OT HANIMYHUTE JAHHU HE MOXKe Ja ObJC HANPaBeHa OLEHKA).

CroMalinO-4peBHY HAPYIIEHHS:
Pedku: KoHCTHNIANWA, abpomunanHa 6osika, QuaTyaeHUus, AUCTISTICHSA, JUapus, FaJieHe; NOBPhINAHE,
[IaHKpeaTuT

O61u Hapyiiehns 1 eeKTH Ha MACTOTO HA MPUIOKCHHE!
Peoxu: . acTeHUs

HapyeHus Ha K0kaTa ¥ TIOAKOXKHATA ThKaH:
Peoxu: oOpHB, NPYPHUTYC, ATIONICLIKS

- HapyieHys Ha HepBHata cHCTEMA:
Penku: riaapobonye, 3aMasHOCT, flapecTe3nd, nepudepHa HeBPOnaTHs

Hapywenus Ha MyCKYNHO-CKEIETHATA CHCTEMa ¥ CheAMHUTENIHATA ThKaH:
Pedxu; muonarths, pabroMHoH3a (BX. ToUKa 4.4), MHaNTHsI, MYCKY/IHH CTia3MH

HapyireHus Ha KppsTa U iumdHara cucTeMa:
Peodxu: anemus

L
.,

z
d

- Xenato-OKiHapHU HAPYLHEHUS:
Pedru> xenatut/vKrep

L3 .
LY

.CiJaBI:fH'I-“GII‘HO pPAAKO € HabnoaaBaH H3Pa3CH CUHJIPOM Ha CBPBXYYBCTBHTCIHOCT, KOWTO Ja BKIIIOYBA HIKOH OT
CHEAHUTE CUMITTOMM: AHTHOEHEM, NYITYC-TIOACOEH CHHAPOM, peBMaTHYHA HOHHMH,&;H}W MATOMHO3HT,
= - - Fa't 2 . J"Ill‘t'
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BaCKYJIHT, TpOMOOLIUTONEH s, €03HHODHIKA, nopuineHa CYE, apTput, apTpanruisa, ypTukapus,
(hOTOUYBCTBUTENIHOCT, TEMIIEPATYPA, 3aUepBiIBaHE, AUCTIHEA U OTNAAHAIOCT.

Hacnenpauug:

Peoxu: nokausane Ha cepyMHUTE TpaHcaMuHa3u (anaHWH aMuHOTpaHc(epasa, acmaprat aMHHoTpaHcdepasa,
Y- FRyTaMun TpaHcnenTuRasa) (BK. Touka 4.4). noBHINABAHE HA CTOHHOCTUTe Ha alikajiHata docdarasa;
IIOKaYBaHe Ha HUBATa Ha cepyMHaTta KpeatnHkuHaza (CK) (k. Touka 4.4).

Fima cBeieHM 3a CIEIHUTE HeXeJIaHU peaklldH, HO He € YCTaHOBeHa NMPUYMHHATA BPBh3Ka ¢ Tepanusita ¢bC
ZOCOR: penpecus, MyaTtupopMeHa epyTeMa, BKMIOMUTENIHO CUHAPOM Ha Stevens-Johnson, neBkonenus u
nypuypa.

JELA (OT 10 1O 17 TOOUIIIHA BB3PACT)

B enHo npoyuraHe, BioYBamo geua ot 10 go 17 roaviusa BB3pacT, ¢ XE€TEpO3UroTHA aMuilba .
xunepxonecrepoiaemus (n= 175), npodgunsT Ha 6e30MacHOCT W NOHOCUMOCT Ha TpyliaTa jJeKyBaHa C'bC ZOCOR
e 6un nogobeH Ha TO3M MpH rpynara JeKysasa ¢ mauebo (k. Touku 4.4 .1 5.1)

4.9 Ilpepozupane

Hma crobiuenns 3a HAKONKO Ciyvas Ha Ipejo3upaHe; MaKCHMalHara rnpueta aoza ¢ 6una 3.6 g. Beuuxu
NAUMEHTH ca ce BE3CTAHOBWIM Oe3 rocnencTeus. B TakuBa ciyyau TpaOBa Aa ObAAT NPHAOKEHH
ob1onpueTuTe MEPKHU.

5. DAPMAKOJOT'MYUHY CBONCTEBA

5.1 PapmakoruHaMUYHE CBOHCTBA
PapmaxorepanepTiiHa rpyna: HMG-CoA penyxrazam naxuburop, ATC koa: CI10A AQ]

ZOCOR (simvastatin, MSD) e noHmxaBall XoJleCTepoJia MEIMKAMEHT, MOIYYEeH 1O CHHTETHUEH BT oT .
(pepMmenTanmonen npoayxt Ha Aspergillus terreus. -

ZOCOR e cneuudnuen nuxudburop Ha HMG-CoA penyxrasara, eH3UMBT, KOUTO KaTajin3Kpa KOHBPPTHPAHETO
Ha HMG-CoA B MepanoHnart. IIpu TepaneBTHUHNTE N03H, o0ate, eH3UMET He € U3LANn0 bnokupas,

CJIEAOBATENHO TIO3BOMIABA HAJIMYHOCTTA Ha Gnonomqecm-ueo6xonnmme KOJIMYECTBA MEBaAJIOHAT. b KaTO
KoHBepTHpaHeTo Ha HMG-CoA no MepanoHar e paHeH ctafuii Ha OMOCHHTe3aTa Ha XonecTeposia, He Tpabea na
ce O4aKBa, ue tepanuira cse ZOCOR me npuyuHn akyMynalusaTa Ha NOTEHUMANHO TOKCHYHH CTEPONH. Ocgen
ToBa, HMG-CoA Bepnara ce metabonuzupa obpatHo ao auetwn-CoA, KoHTO OT CBOS cTpaHa ce BKJ]IO‘-IBH B
MHOT0 OMOCHHTETUYHM IIPOLIECH B OPraHHU3MA.,

H, CJIEIOBaTenHO, He 6 TpabBano fa yBennyaBa HHIHASHTHTE HA AUTBHHA KaMBHMU.

KITMHWYHI [TPOVUBAHUWA
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ZOCOR e nokaszaj, ye HaMaJiAaBa, KAKTO HOpMAaJIHUTE, TaKa U MoBuieHuTe kKoHueHTpauyun Ha LDL-C. LDL ce
GopMUpa.OT MHOTO HIUCKO MABTHUTE junonpoTersyu (VLDL) u ce xarabonusupa, NPeIHuMHO, OT CHITHHS
abunuTeT Ha LDL-~peuenTtopa. Mexannsmst Ha LDL-nonmxkasamus epext Ha ZOCOR moxe xa 3acerue,
KaKTO peAyKUuATa Ha KoHNeHTpauuara Ha VLDL-xonecrepona, Taka ¥ HHAyKHuara Ha LDL-peuenropa,
OOBEKNAHKY 10 HaManeHOo NPoU3BeAaHe 1 yeenuyeH karabonussm Ha LDL~C. I1o Bpeme Ha TepanusTa Cbe
ZOCOR, cbinecTBeno crraga v anoaunonporerH B. JoxonkoTto Beska wactuua LDL chabpixa eaHa MoneKkyia
anofunonpoTerH B, a B ocTananuTe JUNONPOTEHHH KMa MAJIKO artoJIMNONPOTEHH, TOBA NPEANOoaara, 4ye
ZOCOR He npocto npuuuHaBa 3arybarta Ha xonectepon or LDL, Ho ¢BII0 H peayiypa KOHUEHTPALMHUTE Ha
uupkynupawure LDL yactauu. Oceen Tora, ZOCOR ymepeno yeennuasa HDL-C v peaynwmpa nnasmenure
TPUIAHUEPHAK. B pe3yatar Ha Te3u POMEHH, ce peRYHHPaT OTHOMIEHHSTa Ha ToTaHus- KeM HDL-C u LDL-C
kem HDL-C,

Yuactuero Ha LDL-C npu areporeHe3arta ca YCTaHOBEHH 4pe3 KIHHUYHY H ITATONOTHYHN U3CTISABAHHSA, KAKTO
H Ype3 MHOXKECTBO €KCIIEPHMEHTH C KMBOTHH. ENuaeMHONOrHuHHTE H3CACABaHMA €8 YCTAHOBHIIH, Y€ BHCOKHAT
o6u-C u ano B ca puckosy hakTopH 3a ucxeMuyHa 6osiecT Ha ¢bpUETO, AoKkaTo BHCOKUAT HDL —C u ano A-l
ca CBBbP3aHM ¢ HAMaJIeH PHCK.

. Hcxemuuna bonect Ha ChpueTo

.~{.

B knuuP4HOTO npoyysane Scandinavian Simvastatin Survival Study (4S), epekrsT BbpXy 0011aTa CMBPTHOCT
Ha TepanuaTa cs¢ ZOCOR Gee oneHer npu 4444 nauenty ¢ MbC ¢ usxopen odm-C 212-309 mg/dL (5.5-8.0
mmol/1.).. Tlpy TOBa MyJITHUEHTPOBO, PaHIOMH3HPAHO, ABOHHO-CIANO, MIAKE00-KOHTPOINPAHO NPOYYBaHe,
MaLMeHTHTE ¢ aHMMHa WK fipekapad MuoxapzieH HugapkT (MH) ca 61y TpeTHpaHH ¢ JyeTa U CTaHapTHY
rpvzxu U wip ZOCOR 20-40 mg auesHo (n=2221) wm miaue6o (n= 2223) 3a nmepuon ot 5.4 ropunu. Ciexn
NPUKITIOYBAHE Ha H3c/ieBaHeTo, JeuenneTo cbe ZOCOR noseno no cpeana peaykuus Ha o01Us XONECTEPOI,
LDL-G, vi-Tpurnunepunute ¢ 25%, 35%, u 10% pecnekTusHoO, ¥ cpenHo yeenudenue Ha HDL-C ¢ 8%. ZOCOR
Hamanssa pucka ot emspT (durypa 1) ¢ 30%, p=0. 0003 (182 cmbprHH cioyyas 8 ZOCOR-rpynata B cpaBHEHUE
c 256 CMBPTHH Cityuas B nauebo rpynara). Pucket ot CHD emppTHOCT 6 HamaneH ¢ 42%, p=0.00001 (111
m:.m 189), ZOCOR cbiuo Taka HaMaJI1Ba PHCKa OT NOsiBaTa Ha rojieMit KopoHapHH MHWkaeHTH (CHD
"CMBPTHOCT THTIOC KNMHAYHO JIoKasaH u HedaTanen MuokapaeH nadapkr)(durypa 2) ¢ 34%,p<0.00001 (431
pauyeHTa Kem 622 MauMeHTa ¢ €AVH HITH NI0BEYE UHIMACHTA). PUCKBT OT HAJIMYHETO HA KINHUTHO A0KA3aH
Hedaranen MUOKapAeH ungapkt Gun HamaneH ¢ 37%. ZOCOR namanu pucka OT MUOKap/IHH
peBacKynapu3allMOHHN NIPOLEAypH (a0pTo-KOPOHApEeH apTepHaeH bainac Uiy NepKyTaHHa TPaHCIYyMEHHA
KOpDHapHa aHrnonﬂacmxa) ¢ 37%, p<0.00001 (252 nauuenty kum 383 naumenry). Ocsen ToBa, ZOCOR

. 3Ha9NTEHO HaMaslABa pUCKa OT (araHHTE IUIOC He-(aTAIHHUTE MO3BYHO-CHAOBH HHLIHJIEHTH (MHCYAT U
HpE:XO,HHO HapyLIEHHE HAa MO3BYHOTO KpbBoobpaienue) ¢ 28%, (p=0.033, 75 maurenTa cpemy 102 nauuenra).
‘He e HM&HU CTATHUCTHYECKH 3HAYHMA Pa3inka MEXAY IpYIIHTE IIPY He-KapJAHO-BaCKyJIapHATa CMBbPTHOCT.
ZOCOR-HaMansBa pucKa OT CMbPTHOCT OT 3HAUYHTEAHH KOPOHAPHHM MHLMAEHTH , IPOCAENEHO 110 rpauKaTa B
Tlono6ua-CTENeH Ha HUBATa Ha uzxogHuTe o6m 1 LDL-C. PHCKBT OT CMBPT nipH MalyeHTy Han 60 roquHu
Beue HamaneH ¢ 27% u npy naupentd < 60 roguay ¢ 37%, (p<0.01 3a asere BE3pacToBu rpynu). Thit karo e
uMasa caMo 53 cirydas Ha cMbPT Ha sxeHH, eexTsT Ha ZOCOR BBPXYy CMBPTHOCTTA NPH XKEHUTE HE MOXE J1a
673;16 a,uem’aamo oueyen. Taxa wiy unave ZOCOR HamanaBa pyUcKa OT pa3BHTHE Ha 3HAYHUTETHH KOPOHAPHHU
UHIMASHTH ¢ 34%(p=0.012, 60 >xenn kM 90 3KeHU C SAUH MM NOBeUE UHIMACHTA). LIpy narpueHTn c5e
3aXapeH: . AMabeT, PUCKBT OT FOJIEMH KOPOHAPHH MHIMICHTH Oeme HaMalieH ¢ 55%, p=0.002 (24 nanuenTa

cpemy 44 -nauuem‘a).

Tabmuual . Tabnuua 2
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Figure 2
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Buicok puck ot uexemuuna Hosect Ha cbpueTo (MbC) unu aoxasaHa UBC

-
E]

B mpoyusaneto HPS (Heart Protection Study — ITpoyuBane 3a KopoHapHa mpOTeKLis) Tepanusata e ZOCOR
e uzcnefpata sbpxy 20 536 maimenTa ¢ BUCOK PUCK OT MCXEMHYHH KOPOHAPHM MHUMIACHTH 110panu nuaber.
aHaMHe3a 3a MHCYNT WIK Apyra MO3bUHOCHA0B2 6osiecT, nepudepHa chaoBa Gonect, uakt ¢ nokazana UBC. B
TOBa MHOTOLEHTPOBO, paHAOMU3UPAHO, JBOUHO — CIIANO, I1aleOOKOHTpORMPaHO npoyupage, 10 269 nauvenra
ca nekyBand ¢vc ZOCOR 40 mg nuesHo 1 10 267 nauuenra ca 6unu Ha fianedo 3a nepuoa 0T cpeaHo 5.5
roguns. Msxoauute HuBa Ha LDL-C ca 6unu kakro cneapa: mod 116 mg/dl npu 6 793 naumenrta (33%), Mexay
116 1 135 mg/dl npu 5 063 nauuenTa (25%) 1 no-ronemu ot 135 mg/dl npu 8 680 naumenra (42%). -

-
>

Jleuennero coe ZOCOR 40 mg auesHO cnpsmo muanebo e AoBEAO [a HaMANIBaHe Ha 061IaTa CMBPTHOCT C
13% (p=0.0003), xoero ce xpmxu Ha 18% HamaneHue Ha embpTHOCTTA OT UBC (p=0.0005). ZOCOR cb110
TaKa € HaMaJIMJI PHCKa OT IoJIEMH KOPOHAPHM MHUMACHTH (CHCTABEH KpaeH MOKa3aTell, BKIIOUBall HedaraiHus
MHbapKT HA MUOKapa Wik KOpoHapHaTa cMbpT) ¢ 27% (p<0.0001). ZOCOR e Hamanua HeoOX0OUMOCTTA OT
KOPOHAPHM PEBacKy/1apu3allMOHHH NPOLEAYPY (ChCTaBeH KpaeH I10Ka3aTes, BKIIOUBALl KOPOHAPEH apTepuasieH
Oali-nac ¥ NepKyTaHHA TpaHCAYMEHAIHA KOPOHAPHA @aHrHOINIACTHKA), KAKTO Y HEOOX0AMMOCTTA OT nepudaepﬂm
U Py He-KOPOHAPHY peBacKyNapu3alMOHHM npoueaypH, ¢ 30% (p<0.0001) u 16% (p=0.006) cboTBeTHO.
ZOCOR e paManui pucka oT MO3b4eH HHCYIT ¢ 25% (p<0.0001), xoero ce apmxu Ha 30% HaManeHue Ha
HexeMuunus HHEYAT (p<0.00001). Ocsen ToBa, ZOCOR e HaManua pucKa OT XOCMUTANM3alMA 3a angina
pectoris ¢ 17% (p<0.00001). Puckst 0T roneMyu KOpOHaApHH UHIMAECHTH U TOJIEMH CHAOBU UHLIUACHTH
(cBCTaBeH KpacH MoKa3ares], BKIIOYBALL POJIEMHUTE KOPOHADHH HHIMASHTH, MO3BLUYHHUTE MHCYJITH HWIK
peBacKyjapu3allMOHHUTE Nipouenypu) e 6un Hamanek ¢ 25% npu natyenTy ¢ unu 6e3 UBC, BRIIOUUTENHO
I1abeTHHH 1 MALMEeHTH ¢ Nepu)epHU CHIORY UK MO3BYHOCHIOBY GosiecTit. B nombiaHenue, B IOArpynaTa Ha
nanueHTuTe ¢ Auadet, ZOCOR e HaMaswi pyucKa OT pa3BUTHE HA YCAOXKHEHMS OT CTPaHa Ha raneMHT_é
nepudepHy CHACBE, BIIIIOUKUTENRHO NEpH(EepHH peBacKyapH3alMOHHK NPoLUenypH (XUpyprus v
aHI'MOIUIaCTHKA), aMITyTalMH Ha NOJIHU KpalHULH, WK YAKYCH Ha Kpakara ¢ 21% (p=0.0293).
[TpenussukanoTo 0T ZOCOR HamaneHue Ha pHCKa KaKTO OT FoJIeMU ChAOBU MHIMIASHTH, TAKa U OT roaeMu
KOPOHApHH HHIMAEHTH, € Bmiio gobpe u3pa3eHo U CXOZHO HEe3aBMCHUMO OT BE3PacTTa Ha MalMeHTHTE, nosa,
nsxoauute HuBa Ha LDL-C, HDL-C, TG, anonunonporens A-I, unu anonunonpoteuH B, Han € Ha
XHMMNEPTOHUA, HHBA HA KpeaTHHHHA A0 rOpHa rpaHila 3a BKJIIOYBaHe B MIPOYUBAHETO OT 2.3 AT,
HE Ha U3XOJAHO HeYeHHUe ¢ KapAHOBaCKYJIapHH JIeKapCTBEHH TIPOAYKTH (BKII. acnupuH, Oe % 5}191(@17\
HMHXMOHUTOPH MJIM KaJIUMeBH aHTATOHHUCTH), IyLIeHe, IIpHeM Ha alKOXOJ Uil aaTnLcTaBgﬂe‘?J,lfc) knera:% H..a:H
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32% oOT nauueHTHTE B NAaNebo rpynara ca B3MMaid ¢TaTHH (U3BBH NPOTOKOJIA HAa NPOYYBAHETO), TIOpaaH
KOETO HabIIOAABAHOTO HaMaIeHVe Ha pUcKa NMOALeHsIBa peaHus e(heKT Ha simvastatin.

AHruorpadCcky NPOYYBAHUS

B mHoronenTposoTo AnTU-ATepoma uscnenpaHe (Anti-Atheroma Study) e npoyuen eeKTBT Ha TEpanuaTa Chbe
ZOCOR BbLpXy KOpOHapHaTa aTepOCKEp03a Ype3 KOPOHapHa aHrHorpadus Ha XUICPX0JIeCTEPOJICMHYHH MbXKe
1 JKE€HH ¢ KopoHapHa OoJiecT. B TOBa NPON3BOIHO, KOHTPOJHPAHO KIIHHHYHO U3CJIEJBaHE, [IPOBEICHO ¢ ABORHO
cnan onut, 404 nanyenTy ¢ HKBa Ha obmus xonectepon oT 212 xo 308 mg/dL (5.5 zo 8.0mmol/L) u cpenno
u3xonHo HEBO Ha LDL ot 170mg/dL (4.4 mmol/L) ca 6unu TpeTrpaHu ¢ koHBeHIMoHAIHH Mepky 1 ZOCOR
20mg/d wnu ¢ naue6o. AHrHorpamure ca GHIIM OLEHEHH CIE/ IBE M YCTUPH TOJHHU. AHTHOrpama Ha
M3XOJIHOTO ChCTOSHUE ca UMK 347 nanyeHTH W Hali-MaJIko eHHa Mocie/Balla anruorpaMa. Ilpy naupenTy,
KOMTO ca NpueMany riauebo, JISSUHTE OT KOpPOHAPHATa aTePOCKIIEP03a €a ¢ BIOMIMIIH NOYTH THHEHHO. B
koutpact, ZOCOR 3HaunTENHO € 3a0aBwiT pa3sBUTHETO Ha JIE3HHTE, KOCTO JIMYH B OKOHYATENIHATA aHIHOTrpama
OT cpenHaTa NPOMAHA 34 nauneHT Ha MunuMannute (p=0.005) u cpexaure (p= 0.026) TyMEeHOBH IHaMETPH
(Kpaiuu Té-glm, OKa3Baily, ChOTBETHO, POKAIHM U Nu(y3HOHHU 3a00MBaHN), KAKTO H, IPOLICHTHO,
avamerpasinara cteHosa (p=0.003). ZOCOR, csllo Taka, 3HAYHTEIHO HaManaBa NPONOpUMiTa Ha MALUEHTH ¢
Hosy nesuu (13% ZOCOR vs 24% nnaue6o, p=0.009) 1 ¢ roBU nAn0CcThH oxTy3uH (5% cpemy 11%, p=0.04).
Cpennarh ripoMaHa 3a NAUMEHT Ha CPEAHNTE U MUHUMATHATE TyMEHOBY JMaMETpPH, M3UHCIICHH 1pe3
CPaBHUTENIHH aHTHOrPaMH Ha NOATrpyNa oT 274 NaukeHTH, KOUTO ca 01y Che ChENafaiy anrvorpadexu
NPOEKLHH Fa U3XOJHOTO HUBO, HA BTOpATa U YETBbpPTAaTa FOAUHA Ca HPEACTaBEHH HO-N0JTY: (durypu 3u 4).

Tabnnua 3. Tabnuna 4
Figure 3 Floure 4
Mé’én tumen Diameter Minimum Lumen Diameter
(Mean and Standard Error}y - ) (Mean and Standard Error)
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TTbperuna Xunepxonecteponemus U Kombunupana Xunepmumunemus (Fredrickson Tum lia 11 1ib)

[
r
-

PesynraTuTe OT IPOyYBaHHS, IOKA3BAMIN HO30-32BHCHMUSA OTrOBOP Ha simvastatin py NAaUNEHTH ¢ FbPBUYHA
XUNEpXOfAeCTepoNeMus U KoMOruBMpaHa (cMeceHa) XUNepTUNHAEMHA Ca NPeACTaBeHY B Tabnuua 1.
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TABJIMLIA 1
J1030-3aBUCHMH OTTOBOP [IPH NalMEHTH ¢ IbPBUYHA XUIIepXoJlecTeponaeMud U KOMOHHUpaHa (cMeceHa)

XUMEePIHUTUEEM IS
(CpeneH MPOLEHT Ha MPOMSHA CIPAMO W3XOJHUTE HUBa ciael 6 10 24 ceqMUIH)

JEYEHHME bpo | TOTA | LDL-C | HDL- | TG*
L-C C

CpaBuutenso lpovusane ¢ Hucku Jo3n
ZOCOR
5 mg** 109 -19 -26 10 -12
10 mg** 110 23 -30 12 -15
Scandinavian Simvastatin Survival Study
Placebo 2223 -1 -1 0 -2
ZOCOR 20 mg** 2221 -28 ~38 8 -19
Cpaenurento IIpoyupane ¢ Bucoku

031
ZOCOR
40 mg** 433 -31 -41 9 -18
380 mg** 664 -36 -47 8 -24
MHoroueHTpoeo IIpoyyBaHe BEPXY
Kombutupana XunepiaununeMmus
Placebo 125 ] 2 3 -4
ZOCOR 40 mg** 123 -25 -29 13 -28
ZOCOR 80 mg** 124 -31 -36 16 -33

* CpeaeH MpOLEHT Ha MTPOMSHA
** Beuep

B Cpashuurtennoro Ilpoyusane ¢ Bucoku Jlo3u enna Tpeta ot mauueHTTe, NOCTUrHANU HaMajissane Ha LDL-
xosecteposa ¢ 53% unu noeeue npu zoza 80 mg. [IpoueHTsT Ha HaManenue Ha LDL-xonecrepona Gewue
CBBBPLUCHO HE3aBUCUM B CpaBHEHME C U3XOAHUTE HUBA. 3a pa3/iHKa OT Hero, NPOUSHTHT Ha HaMaJIeHHE Ha
TpUruuepuante Oelle cBbp3aH ¢ 0a3anHUTOTO HUBO Ha Tpurputepuaute. OT 664 nauueHTa, paHAOMHU3UPAHU
na 80 mg, 475 nauueHTa ¢ 1a3MeHH HUBa Ha Tpurimunepuante < 2.25 mmol/L (200 mg/dL) umaxa cpenno
HaMalleHHe Ha Tpuraxuepuaure ¢ 21%, noxaro npu 189 nauvenra ¢ xuneprpurnuuepunemus (>2.25 mmol/L),
CpeaHOTO HamasleHMe Ha Tpurnuuepuaute deme 36%. Ilpu Tesu npoyusaHus, NAUEHTHTE ¢ TPUMAKLEPUAY >4
mmol}/L. (350 mg/dL), 6gxa n3kmouesu.

B Mﬂorogeﬂmom Ilpoyusane Bppxy KomOuHupana Xunepnuounemus, paHAOMU3HPaKo, 3;

“crossover" npoyusane, 130 maumnenTta ¢ koMOuHMpana xunepaunuaemus (LDL-C>130 mgf

mg/dL), 6axa nexysanu c nnanedo, ZOCOR 40, u 80 mg/nHeBHo 3a 6 ceamuuu. Criopen ﬂéqﬁ aa%qmﬁh& \ (.
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nprHuun ZOCOR 40 u 80 mg/aHeBHo, Hamanuxa cpeaaus LDL-C ¢ 29 u 36% (rwiauebo: 2%) u cpeanure
nuea Ha TG ¢ 28 u 33% (rrauebo: 4%), u ysenuuuxa cpeauus HDL-C ¢ 13 1 16% (tnaneGo: 3%) u

anoIHNONPOTEHH A-1 ¢ 8 u 11% (ninauebo: 4%), CHOTBETHO.

Xuneprpurnnuepuaemus (Fredrickson Tun IV xunepnunupemus)

PesynraTute OT aHanW3a Ha NMOArpynara, BKIKOYBALa naureHTH ¢ Fredrickson Tun 1V xunepaunuaemus ca
rpeacTaBeHy B Tabnuna 2. Y nBeTe npoyydBaHus ca ABOWHO-CIIENH 1 TUTalieb0 KOHTPOJMpany; eAHOTO Gele
“crossover” npoyusane u Bxyiousamnie ranedo wm ZOCOR 40 and 80 mg/nueBHO, a apyroTo Oemie
napanenHo npoyusade, cpasHsaBamo mianebo win ZOCOR 20, 40, u 80 mg/nresHo. Beska rpyna Ha geueHHe
BJouBame npubnusurenyo 30 nauuenta. CroTBeTHUTE 6a30BH cToMiHOCTH 3a THn 1V naumeHTHTe B ABETE
npoyusarus 0saxa: 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) u 441 (5.01); VLDL-C =99 (2.56) u 94 (2.44); re-HDL-C = 243
(6.29) u 198 (5.13).

TABJIVIIA 2

ITpoyusauua Bpxy Tun IV Xunepnunuaemus
Cpennusr [1pouenr ua ITpomsua ot Mzxoaunte HiBa

Obm- | LDL- | HDL- | TG* VLDL- He-HD

. C C C C* L-C
“Cross over” Ilpoyusane**
Tinaug6o - - 2 1 3 -11 9 -3
ZOCOR 40 mg/nHesHo 34 34 13 -36 -46 ~41
ZOCOR 80'mg/nueBHO -36 -34 14 -39 -54 -43
Hapaneano IlpoyuBane**
I1inauebo ' 0 3 3 -13 -10 -1
ZOCOR 20 mg/ gneBHO -21 -23 9 -21 -33 -26
ZOCOR 40 mg/ nuesHO -26 =25 9 21 -35 -32
ZOCOR 80 mg/ gHeBHO 33 35 11 -33 -44 41

*CpelieH npoLEHT Ha poMsHa
~ **TIpubnwvzptenso 30 nanvenTa BHB BCAKA FPYNa Ha NeUeHUe

gncﬁe’_ranunonpmeuﬂemnﬁ (Fredrickson Tun |l xunepnunuaemus)

Taﬁnuua 3 NIPEACTaBS PE3YJITATHTE OT aHaK3a Ha NoArpyna ot 7 nauventa ¢ Fredrickson Tun I
XHH@pﬂHHHﬂEMHH (nucberanunonporennemus; ano-E2/2 u VLDL-C/TG>0.25) ot asoiino-cnano, niaauedo-
KOHTPO/IKPaHO, 3-(ha3oBo “crossover” Npoy4BaHe, BIITFOYBAIIO 130 naumenTa. B TOBa 1ipoy4BaHe CPeRHHUTE

uskonun croitHocty 6axa: O6ui-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 (+1DL) = 170 (4.40), u we-HDL-C = 291 (7.54).
. TABJIULIA 3

- 6-cenmuueH, Ionwxasam-Jlunnaure Edext Ha Simvastatin npu Tun 111 Xunepramanemus
Cpeanust IpouenT Ha IlpomsiHa oT MsxoguuTe HHUBa

Obu- | LDL-C* | HDL-C TG VLDL-C*
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C HDL-
C
[Tnaiuebo -8 -8* -2 +4 -4* -8
ZOCOR 40 mg/oueBno | -50 50 +7 -41 -58%* -57
ZOCOR 80 mg/nueBHO | -52 -51* +7 -38 -60* -59

*groirouBa [IDL

XOMO3UI'OTHA @aMI"IﬂHa XUMNCPXONCCTEPOICMHUA

B KOHTpOMMpaHO KIMHHUYHO NpoyuBaHe, 12 nauueHTta ot 15 10 39 roauiiHa Bb3pacT ¢ XOMO3UroTHa GpaMHIIHa
XHNepxoiiecTeposeMus nojiyuaBaxa simvastatin 40 mg Ha neH xaro eguHUYHA 1032 UK B 3 pa3AciiHU 034,
iy 80 mg Ha AeH B 3 pasgensu Ao3M. Cpeanoro Hamanenue Ha LDL-C 3a posara ot 40 mg u 80 mg Oeme 14%
U 25%, pecnexTiBHO. Equn naupent ¢ nunceama LDL-C penentopHa QyHKiMa uMalle HaManenye va LDL-
xosnecrepoia ¢ 41% nipu nosa 80 mg

KnuuuyHu npoyysanud mpu aeua (or 10 zo 17 roamuna Bs3pact)

B eaHo aBoiHo-cano, manedbo-KoHTPoIHpano npoyysane, 175 naunenry (99 muanexu u 76 Momuuera ¢
MeHCTpyaurs) Ha Bb3pacT oT 10 5o 17 roguuu (cpeana pb3pact 14.1 roauHu), ¢ xerepozuroTHa dhamusnHa
xunepxonecteponeMus (Xe®X), ca dbunu pasnpeacieHu fa noayyasat simvastatin uiad mnauedo B
npoAbJKeHKe Ha 24 ceaMuLd {OCHOBHO NMPOyUBaHe). 3a BKIIIOUBAHE B IPOYHBAHETO CE € U3UCKBASIO
nbpoHavanyso Huso Ha LDL-C mexay 160 u 400 mg/dL v noHe eaud ponuten ¢ H1MBo Ha LDL-C> 189 mg/dL.

-

Jlo3upoBKkaTa Ha simvastatin (BeAHBK JHEBHO, Beuep) e Ouna 10 mg npes nspaute 8 cepmunu, 20 mg npes
BTOopUTe 8 ceamuLiy, u 40 mg ciien ToBa. B npoabkeHHe Ha 24-te ceamuiy, 144 MALMEHTH Ca Npeanoyeny aa
NPONBIDKAT TEpanusTa ¥ ca nonydyaraiu 40 mg simvastatin uix miauebo.

ZOCOR 3nauuTenso e HaManwi maasMenure HuBa Ha o6musa-C, LDL-C, TG, u ano-B. Pesyartature ot
yObJKaBaHe Ha IpHeMa Jo 48 cenMuny, ca OMIM CPABHUMH C [IONYYEHUTE NPH OCHOBHOTO [IPOYYBAHE.

Cnexn 24 cenqMuyHO JieyeHUe ce € AOCTUrHaio cpeado suso Ha LDL-C 124.9 mg/dL (rpanuuu: 64.0-289.0
mg/dL) npu rpynara nexysana cec ZOCOR 40 mg, orneceno kbM 207.8 mg/dL (rpasuum: 128.0-334.0 mg/dL)
pH rpyfara JeKyBaHa ¢ ratebo.

ZOCOR e e HaManua cpeaHOTO HUBO Ha 06musa-C ¢ 26.5% (nnauebo: 1.6% ysendtueHne OT mbpBOHAYATHUS),
LDL-C ¢ 36.8% (nnaue6o: 1.1% ysenuueHue ot mbpBOHAYaNHHU), cpeHaTa cToitHocT Ha TG ¢ 7.9%
(nnauedo: 3.2%), u cpennuTe HUBA Ha arno-B ¢ 32.4% (nnauebo: 0.5%), 1 e ypeawumnn cpenung HDL-C c 8.3%
(rmnauedo: 3.6%)

YCTaHOBEHA.
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-

5.2 ®apMaKOKHHEeTHYHH CBOHCTBA

Simvastatin e HeaKTHBEH JIAKTOH, KOMTO in VIVO BeJlHara ce XHAPOJIN3Hpa O ChOTBETHATA b-XUAPOKCH
KHcesMHa, L-654, 969, eprkacen naxubutop Ha HMG-CoA penykrasara. Huxunbupaneto Ha HMG-CoA
peAyKTa3aTa ¢ OCHOBa 3a H3npoOBaHe npu papMaKOKWHETHYHY H3cIeBanus Ha MeTabonuTHTe Ha b-
XUAPOKCHKHCENMHATA (AKTHBHY HHXHONTODH) U, CIIeABAKMKY OCHOBHATA XMAPOJIN3a, aKTHBHH [UTHOC JIATCHTHHY
upxnbuTopu (BcHukM MHXKHOUTOPHU). M ABaTa ca u3MepuUMH B Ia3Mara cliel] IpuiaraHe Ha simvastatin.

- Tipu nacnenpane ¢ 14¢C_osnaven simvastatin, nox gopMara Ha xancynu (5 x 20), ca npunoxenu 100 mg (20

mCi), KOHTO ce pa3npeAcnaT B KPEBTa, YPHHaTa K ekanuute. TpuHageceT NpoLeHTa OT PafHOaKTHBHOCTTA Ce
BBH3CT2HOBSBA B YpHHaTa 1 60 mpoueHTa BLB (ekanunte. [locneaHoTo noKka3ea eKBUBAJNIEHTHTE Ha
abcopbupanoTo JIeKapcTBO, OTAENCHO B XUIBUKATa, Kakto H HeabcopbupaHoto nekaperso. Io-manko ot 0.5
[POLEHTA OT [03aTa C€ BL3CTAHOBABA B ypUHATA KaTo uaxubutopu Ha HMG-CoA penyxrasarta. Muxuburopure
B razMarta HaGpossat 14 nponexTa 1 28 npouexTa (axTyBHU U Beryky uaxubuTopy) ot AUC Ha obinara
PaJIMOAKTHBHOCT, KOETO [MOKA3BA, Y& MHOKECTBOTO OT HAIMYHKTE XUMHUYHH BUAOBE Ca HEAKTUBHH WY cabu

UHXUOUTODH.

Kakro sifmvastatin, Taka u L-654,969 ca cBbp3aHH ¢ NpOTEHHUTE HA YoBelKaTa riasma (95%). I'nasuute

' MeTabonuTy Ha simvastatin, KOMTO ce HAMHUPAT B YOBelIKaTa masma ca L-654,969 1 ueTupH NOTBAHUTENHH

axTMBHY MeTabGonnuta. Hanuynoctra Ha L-654,969 B uupkynanusata Ha OpraHisMa, cie/l IPHIIaraHe Ha OpanHa
nosa mmvastatm ce U3YKC/ISABA Ypes U3M0JI3BaHeTO Ha T. Hap. reference nosa L-654,969; T4 e H3MepeHa Ha Mo-
MAaRKO OT 5 MpoLeHTa oT Ko3ara. [lo aHanorus ¢ MoAena Npy KyueTaTa, simvastatin ce abcopGupa nobpe u
IpeMKHAaBa Npe3 eKCTEH3WBHA ITLPBOHAYANIHA EKCTPAKLMSA B YepHHUs JApo0, KOUTO e MBPBAYHO MACTO Ha
[eficTBHE, ¢ MOCceBalla EKCKPELMs Ha IeKaPCTBEHH SKBUBANICHTH OT Xurbukara. ClenoBaTe/IHO, HATMYHOCTTA

Ha aKTHBHO ICKapCTBO B 06]].1&'1‘3. HHPKYJalHid © MaJIKa,

ITpu Hacne,gaaﬂﬁﬂ_c NPOTIOPLHOHANHOCT Ha JO3UTE, ¢ U3MOJI3BaKHU 103U OT 5, 10, 20, 60, 90 1 120 mg
simvastatin, ¢ yBeIN4aBaHETO Ha J03aTa € HAMAJIO CHIECTBEHH OTKIOHEHUA OT JInHeiHocTTa Ha AUC na
uHXMUbUTOpUTE B obulaTa NMpKyAauus. B croTBeTcTBHE ¢ 6bp3aTa (asa, IIasMEHUAT NIPOGUI Ha
HHXUBUTOpHTE He & Oni adexTHpar, KoraTo simvastatin € npujiarai HeMOCPEACTBEHO NIPEIM XPAHCHE.

-DapMakOKHHETHYHUTE CBOKMCTBA HAa €AMHHYHA U MHOTOKPaTHM Z03H simvastatin noKaspa, Y€ He HacThIIBa
KyMyJIUpaHe Ha REKapCTBOTO ClIek MHOTOKPATHO J03upane. BB BCHYKH OT FOpPernocoteHnTe
¢apmammnemunu H3CNIeABAHMSA, MAKCHMAIHATA TTa3MEHa KOHIEHTpaLys Ha NHXUOWTOpUTE HacThiBa 1.3 1o

2.4 yaca ciief| jo3ata.

IMpy W3ciefBaHe Ha NAUMEHTH ¢ TeXKa Gh0peuna HelOCTaThYHOCT (KPEaTHHHHOB KIMpBHC < 30 mL/min),
TNaSMEHNUTE KOHLIEHTPALHH Ha BCHYKH HHXMOUTOPH, ClleR elnHKYHa f103a ot cebp3anu ¢ HMG-CoA
penyxTazara HHXMOUTOPH, ca 6UH JBA IIBTH MO-BHCOKM OT TE3H IPY 3ApaBH AOOPOBOJILIN.

B enHo npquaaﬂe Hal2 3apasu AoOpOBONIIM, MaKCHMAIHATa 4032 Ha simvastatin ot 80 Mr Hamanie edexr
BBPXY MeTabonusMa Ha nacneaBannte CYP3A4 cyGerpatu midazolam u erythromycin. Topa nokassa, ye
simyastatin He e unxudbutTop Ha CYP3A4 n eto 3a10 He ce O4aKBa fia BIIHsAC BHPXY MIasMCHUTE HUBA Ha JIpYTH
nexapeTsa, kouto ce merabonusupar ot CYP3A4.

I{OHTO ce Me'raﬁonmﬁpa'r ot CYP3A4.
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Borpeky ye He e HaNBJIHO M3SICHEH MEeXaHU3MET, cyclosporine e nokasan, ye nosuimaea AUC na HMG-CoA
penyktazuure uHXudbuTopuU. Ilouinasanero Ha AUC 3a simvastatin acid, 0T4acTH BEpOATHO ce AbKM Ha.
unxubupanero Ha CYP3A4.PuckbT OT Muonatus ce yeelnuaBa Mpy BHCOKH nyasMedy nuea Ha HMG-CoA
peRyKTasa — uaxuburopnarta aktusHocT. HMG-CoA penyktasa — nHXUOHTApHATA aKTUBHOCT MOJXKE fa ce
NOBMIIM OT MomHuTe HHXUOuTOopu Ha CYP3A4 M Aa ce NOBHLIM pycKa OT MuonaTHa (BxK. Touku 4.4 1 4.5).

5.3 HpenkABHAYHN JAHHH 32 0€301AaCHOCT

Opanuara LD50 nHa simvastatin npy Mawky e, npubnusutento, 3.8 g/kg, a npu napXoBe - NPHOAUZUTENHO 5

g/ke.

-

[IpunaradeTo Ha BUCOKH 103U simvastatint 1 CBBP3aHUTE C HETO AHANO3H, 32 OONIMHCTBOTO OT SKHBOTHHCKUTE
BUAOBE NIPOABABA CHEKTHP OT NPOMEHH B HAKOJIKO ThKAHHM, Te3u NpOMEHU He ca Heo4YaKBaHH, HMaMKy, NIpea

BUJI M3MO/I3BAHMUTE rOJIEMH HO3H, CIJIATa Ha TE3M JIEKapCTBa B MHXUOHPAHETO Ha MENaBOHAaTHUA CHUHTES, .
BaJKHATA POJIs HA TapreT-eH3UMa B OCHIICCTRIBAHE HA KieThuHatTa XoMeocTasa. OOLIMpPHM cBefeHN, CBbP3aHI

C HAKOJIKO OT Te€3H [IPOMEHH NOKa3BaT, Ue Te IIpPeACTaBIaBaT IpeyBEIUYCHHE Ha OHOXUMHUYHUS eq)em‘ Ha TE3H
JIeKapCTBa B caMis Kpal Ha, OTroBapsLiata Ha 103aTa KpuBa. 1aka, MOP(OJOrHYHHTE IPOMEHH B YepHUS ﬂpoﬁ

Ha ITbXOBE, XUNEpIUIa3ysITa Ha CKBAMO3HUA SIUTEN Ha IIPEAHATA CTEHA HAa CTOMaxa Ha IABXORBE U lelﬂll{k}:
XenaToTOKCUYHOCTTA NIPHU 3aMIY - BCHYKH TE ca MI0Ka3aJH, Ye ¢ca JUPEKTHO CBBP3aHN ¢ HHXHOMPAHETy Ha

HMG-CoA peaykrazara. e

OTKpHUTH ca KaTapakTH NPH U3CIEABaHM Ha Ky4eTa, TPETUPaHM C BUCOKH J103H Simvastatin, Makap u npu
MalTbK Opo# cinydan. [lokaTo HAMa sicHA Kopeaiys MeXXAy roJleMHHATa Ha CEPYMHOTO JIMMMAHO MOHWKABAHE U
CepYMHOTO pa3BMTHE Ha KaTApaKTHTE, ce HabJto1aBa loruyecka Bpb3Kka MEXIY BUCOKMTE CEpYMHHU HKBA HA

JIEKApCTBOTO M Pa3sBUTHETO Ha KATapaKTa chbe Simvastatin 4, CBBp3aHuTe ¢ Hero uuxuturopn Ha HMG-CoA
peAyKTasara. '

CepyMuuTe HUBA (M3pa3eHH KaTo abCOMIOTHH HHXUOUTOPH) NIPpH KYU€ETa, NONYYaBallH MHHHUMAaHA
KATAPAKTOrEHHWYHA 1032 simvastatin oT 50 mg/kg NHEBHO ca 5 IBTH HO-BUCOKHM OT TE3H, 32 KOUTO YOBEKBT

10Jly4yaBa MaKCUManHaTa npeABKAaHa TepaneBTUYHA Ko3a oT 1.6 mg/kg (Ha 6azara Ha noza 80 mg/aHeBHO 33
qyoBek ¢ Terio S0 kg). ' .

HoBuiieHu cepyMHH TpaHCaMMHA3U ce HaOJil0JaBaT Npy KyuyeTa, osTyyaBauu simvastatin. Te ce nospseat uau
K&TO XPOHHYHO cnabo NNOKayBaHE HA HUBOTO, HJIH KATO NPEeXOAHH €H3UMHHK HapylWeHHs NIPH, OpHUOIU3UTENHO,
10-40 % ot xyuertara, mpueMauly TOBa lekapcTBo. HuTo eqHO OT KyueTaTa, oNyYMAM Te3d TpaHCAMHHA3HH
NOKaYBaHMS HE € M0Ka3aJ0 HUKaKBH OOJIECTHY CUMIITOMM; HUTO €HO OT TPaHCAaMMHa3HUTE NOKAYBAHK HE €
NIPOrpecupano a0 HUBA, CBBP3aHU C SBHH YepHOAPOOHU HEKPO3H, HE3aBUCHMO OT NPOABIIKUTENHOTO fipieMaHe
Ha JIEKapcTBOTO. He ca OTKPUTH HHKAKBH XMCTONATOJOTHMYHM MPOMEHH B YepHUS Apo0d Ha HUTO €OHO Kyue,
nojJy4aBanio simvastatin.

TecTHKyapHa AereHepanys € HaOMoAaBaHa MPH ABE HE3aBUCHMHM M3CNEABAHUA Ha Ky4eTa, TPETHPAHHK ChbC
simvastatin. Cnelyansy U3cneABaHUA 3a [I0-HATATHILHO OUpeensHe IPUPOaaTa Ha TE3HW NPOMEHH ca HIMAIM

mg/kg nHepHO 0e3 HUKAKBH TECTHKYIApHU eheKTH.
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CkeneTHa'™MYCKYJIHA HEKpo3a e HaOmogaBana rpy eXHO U3CJIe/BaHe Ha IUTbXOBe, Ha KouTo e aasan 90 mg/kg

b.i.d, HO TOBa ce OKka3Ba CMBPTOHOCHA 1032 3a TUTEXOBETE.

o -

TOKéH"IHOCT HA PETTPOOYKTHUBHOCTTA ¥ PASBUTUETO

[Tpy MakcHMaNlHO TIOHOCHMM J03H, IPUJIaTaHy Ha ILUYBXOBE U 3aiiy, simvastatin He npenn3Bukea GeTanHu
ManhopMaHHH K HaMa edeKT BBPXY (DepTHINTeTa, PENPOAYKINBHATE GYHKIMY K HEOHATATHOTO Pa3BHATHE.
Bonpeku TeBa, NpH IUIBXOBE opaia Ao3a oT 60 mg/kg/AHEBHO XMAPOKCHIHA KHCeNHHA, (PapMaKoROTHYHO
aKTUBHUAT MeTabonuT Ha simvastatin, BOAM HO HaMaisIBaHe Ha TEJICCHOTO TErJIO Ha MalikaTa H YBEIHIaBaHe Ha
peTannuTe pe3opOiMs H CKEISTHH Mar(opMalyy B CpaBHEHHE ¢ KOHTponuTe. [locieaAsamy npoyBans,

~ npoBEREHY Tipy zo3u, aocturauiy o 60 mg/kg/nHeBHO ¢ TO3W METAOOANT NOKa3axa, ue Te3H pe3opbiluu U
cxene'mmman(bopmaunn 6s1xa MOCEeACTBHE OT TOKCHIHOCT HA OpeMeHHocTTa (IIPEACTOMALLIHH JIC3UH,
cBbp3aHu Cbe 3aryba Ha TErVIo Ha MalikaTa), cliel()UIHH 3a TPH3aUMTe, U € MAJIKO BePOATHO Jia Cce ABJIKAT Ha
aupexTeH eexT BhpPXY pa3BuTHETO Ha deTyca. Borpexy, ue HiIMa NPOBEACHM IIPOYYBaHUs ChC simvastatin,
neueHneTo Ha GpeMeHHy 1IbXoBe ¢ Gnu3pk no crpykrypa HMG-CoA penykrasen nHXHOuTOp B 1031 0T 80 H

- 400 mg/kg/nnesHo (10~ u 52-bTy HABUIIABALM MAaKCUMAJIHATA NPENOPbYBaHA TEPANeBTHYHA I03H,
-OasupaHa#a mg/m

? TenecHa NMOBBLPXHOCT) MOKa3a HamalsgBaHe Ha QeraTnuTe NNIA3MEHH HUBa Ha mevalonate.

|.¥“

TEHETUYHA TOKCHUKOJIOTYS ¥ KAHIEPOI'EHHOCT

KaTo,eKCth.BHBHH GaTepum ca TIPOBEJEHH in Vitro ¥ in Vivo FreHeTHYHY TOKCHYHH TECTOBE, KAKTO BHPXY
simvastatin, Taka U BbPXY ChOTBETCTBallaTa cBoO0IHA KHcennHa L-654, 969. Te BKIoOYBaT ONMUTH 32
MUKpOGHI MyTareHes , KIeTb4YHH MyTareHesH Ha 6o3aiinuuy, NpeKkneBakle Ha eaunidza sepura JJHK u
-tectopé-3a XxpoMosoMuy abepauuy. Pesynratute oT Te3u H3CICABAHNS HE NABAT JOKA3ATENCTBO 32 B3aHMHO
BNA HFIE‘ Ha simvastatin wiu L-654,969 ¢ reneTHuHua MaTepHuan Ha Hal-BHCOKO Pa3TBOPHMHUTE
HEUMTOTOKCHYHI KOHUEHTPALHH, TECTBAHH Ype3 in Vitro OMWTHH CHCTEMHU HIH Ha MaKCHMAallHO JIOIyCTHMaTa

,uoaa TECTB&H& in vivo.

[Ipn TbpBOHAYANIHUTE H3C/IEABAHHUS BBPXY KapUHHOreHHOCTTA NPH IUTEX0BE ¥ MUILIKH Ca PUITAraHH 03K
MexLy | mg/kg nHeBHO # 25mg/kg nHeBHO simvastatin. B HHTO €AHa ThKaH HA MHIUKHTE HE Ca OTKPUTH
JIOKa3aTEACTBA 38 TyMOPHH 00pasyBaHus, CBBP3AHHU C JISHEHHOTO. Craructruecky 3Havumu (pJ0.05)
yBEJIMYEHHUS B CIYyYanTe Ha TAPOHAHH (ONMKyNapHH KIETHYHH aICHOMHU Ce HaDIONABAT NPH KEHCKH TUTBXO0BE,
nonyuasatiu 25 mg/kg simvastatin fHeBHO (16 ITBTH MaKCHMAIHATa NpeNophYBaHa HyoBelKa Ao3a). Tosu
10GPOKAYECTBEH TYMOP C€ MOSIBIBA CaMO NPH JKEHCKUTE TUTHXOBE; II0A0GHH MPOMEHH He ce HabJIIoAaBaT NpH
MBIKKH TUTHXOBE FUTH TP JKEHCKH TUTEXOBE, TPETUPaHHU ¢ IO-HAUCKHA fo3u (B0 Smeg/kg auesHo). Tesu Tymopy
[PEACTABASBAT BTOPHYEH e(eKT, OTTOBAPAIL Ha MEXKAWHHOTO yBeNH4YaBaHe Ha KIHPHHCA HA THPOHAHUA
XOPMOH NPH XKEHCKH IUTBXOBE. He ca OTKpHTH APYTH CTATUCTUYECKY 3HAYMMH YBEIMUSHUS Ha CITy4anuTe Ha
ApYTH | BH,&OBB TYMOp H2 HHKOM ThbKAHH IIPH TUTX0BE, NOJIy4aBally simvastatin.

JaHHHTE OT TE3H R8¢ W3CIIe/IBaHMs MOKA3BAT, Ye XHIEPIIIA3UATa Ha CKBAMO3HMS SIIHTEN Ha NPeiHaTa CTeHa Ha
CTOMaxa ce MOoABSBA NPU BCAKAKBY 403K, Te3H CTOMAIIHY NPOMEHH ce JIb/UKAT Ha aHATOMHYHATA CTPYKTYPa,
KOSTO HE €-ChLIATa, KaKTO pH YoBeKa. Olle noseve e WISHTHYHY KJISTKH, HAMEPEHHU B AApYrH obnacTu

-(Hanpumep' e3ocbarnaﬂH0'ro M aHOPEKTAJHOTO CBbP3BaHE Ha INBbX0BE, MUIIKH H KyUeTa) He Ca 3acerHary.

Peayn'r.a’rme 0T 73 ceAMUYHO HU3CHE/IBAHE BbpPXY KapUKXHOTEHHOCTTA ITPY MHULIKH, [T0JTy4aBatly simvastatin B
no3u 10.400 mg/kg nuesno (250 NbTH npenopbYBaHATa YOBEIIKA /1033, H3UHCIICHA 32 YOBEK C TEIJIO 50 kg)
HOK&BB&'I“}fBBHH‘-IaBaHG CJ/Iy4auTe Ha XenaronueiaylapHy afcHOMY H KapiiHOMH, 66]10I[p06HH‘&II£HOMH H
afleHOMM-Ha XapaepnuanuuTe xJiesu. IIpy ToBa uscneasaHe U OT PE3yJITATUTE Ha @Bénaﬁa}ﬂﬂé;rpnﬁg—
ceAMUYHO U3CNeARaHEe BbPXY KApUWHOICHHOCTTA HA MHILKH € YCTaHOBSHA HE E,R‘I‘HBH&Ii(jBa OT 25%
nHeBHO (16 MBTH MakcMMAallHaTa IpernopbiBaHa HOBEIIKA J034). /e, i
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Pesynrarure ot 106-ceAMHYHO ZOIBAHUTETHOC M3C/ISABAHE BPXY KApLHHOMEHHOCTTA NpH ITBXOBE,
noiyvapamu simvastatin B zo3u ot 50 mg/kg a0 100 mg/kg nuesno (31 oo 63 mbTH MaKCUMATHATA'
HPEenoppyuBaHa [03a 38 YOBEK) INIOKA3BaT YBEJIHYaBaHe CIIyUauTe Ha XellaToueayiapHaTa HeoruiazMa, CBbp3aHa ¢
nedenuero. HeedexrreHara nosa octara 25 mg/kg quesHo (16 meTH MakcHMMallHATA MPenopbUBaHa YOBELIKA
1032}, KaKTO € YCTAHOBEHO B ITbPBOHAYANIHOTO U3CIENBAHE BBPXY KapUMHOreHHocTra. HabmonapaHo e u »
YBENHUARAHES CRYYAUTE Ha TUPOUIHU XUNEPIJIAaCTHYHY YBPESKAAHNS, BEIIPEKK TOBA, T HE BIKSST BbDXY
YOBEKA, 4 ¢a CHeLU(UYHM 3a OTASIHUTE BElECTBa.

6. PAPMAHEBTHYHHNK JTAHHUA
6.1. CpoHCbK HA DOMOIZHHTE BellleCTBA

Copyesuna Ha mabremxama:

by THIXHAPOKCHAHN3ON

AcKopOuHOBa KHceNHHa .
JIHMOHEHa KHCennHa MOHOXHIpaT

MukpoxpucTania 1enynosa

Huiecre, npe>xenaTUHU3UPaHO

Maruesues creapat

JlakTo3a

Duamo8o nokpumite.
XBnpomenosa
XHUAPOKCUIIPONMWI LeIya03a
Tutanues nuoxeun (E171)
Tanxk

Kuit xenesed oxeun (E172)
UepnreH xenezed okeng (E172)

6.2 HecbBMecTHMOCTH

He e npunoxumo. .
6.3 Cpok na roagoct

2 roauHU

6.4 Coenuanun ycJIOBESA HAa ChbXPaHeHHe

ZOCOR ce cpxpaHspa npu TeMneparypa nog 30°C.

6.5 lannu 3a onakopraTa

ZOCOR ce npepsiara B afyMMHHEBU ONHUCTEPHU, OMAKOBAHM B KAPTOHEHA KYTHH, B CIIEAHUTE
onakoBka: 2 dnuctepa x 14 tabnetku (28), 1 6nuctep x 14 Tabnetku (14). ,f 5

6.6 CnenuasHu npeAnAa3ZHM MEPKH OPH U3XBLPJIAHE U paGoTa




ZCR-EE/BG-20072410

Hsama crienuanumn n3uckBanus,

. 7. IPUTEXATEJ HA PASPEIHHIEHUETO 3A YIIOTPEBA

Mepk lapn n Joym buarapusa EOOJ{

Byn. "H. Banuapos"” Ne 55

EKCIIO 2000, et. 1, usTouHO Kpmio, cektopy bl u b2,
Cotus, benrapus

Ten.:+ 359 2 8§19 3740; ®akc: +359 2 819 3719
8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

20010478

9. IATA HA ITbPBO PA3PENIABAHE/TIOJJHOBSIBAHE HA PAZPEIIEHHETO 3A YIIOTPEBA

Hara na appBo paspewienne — 26/12/1993
Jara na nocnenno mogHosaBaHe — 12/04/2007

10, JATA HA AKTYAJIM3ALINPAHE HA TEKCTA

25



