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KPATKA XAPAKTEPUCTUKA HA

UME HA JJEKAPCTBEHHUA ITPOJYKT

Actalipid 10 mg, film-coated tablets
Actalipid 20 mg, film-coated tablets
Actalipid 40 mg, film-coated tablets

KAYECTBEH I KOJIMUECTBEH CHhCTAB

Besaxa tabnetka Actalipid 10 mg ¢paspxka 10 mg simvastatin;
Beska TabneTka chabppxka 65.73 mg lactose monohydrate
Beska tabnerka Actalipid 20 mg cbabpixka 20 mg simvastatin,
Beska tadnerka chappxa 131.46 mg lactose monohydrate
Bceaxa tabnerka Actalipid 10 mg ceaspaxa 10 mg simvastatin,
Beska TabaeTka cbabpka 262.92 mg lactose monohydrate

IloMOIIIHY BellleCTBA!
3a MBJIEH CIHCHK HA MMOMOIIHUTE BEIIECTBA BHK TOYKA 6.1.

JEKAPCTBEHA ®OPMA

dunMmupanu TadNETKHU.

Actalipid 10 mg e oBayHa, po30Ba, ABOHHOW3NbKHANA, PHUIMHPAHA TAOJIETKA C UBAT HA
pacKkoBa, ¢ AeJUTEIHA YepTa OT eiHaTa CTpaHa,

TaGneTkarta oT 10 mg Moxke aa O6BA¢€ pasaencHa Ha PaBHU 4acTH,

dunmupany TabneTky.
Actalipid 20 mg e oBanHa, cBeT;IOKadaBa, ABOHHON3IIBKHANA, QHIMHPAHA TtabneTka, ¢

JenuTeaHa yepTa OT eJHaTa CTpaHa;
TaGneTkara ot 20 mg moxe aa Obae pasfeaeHa Ha PpaBHU 4acTy,
Actalipid 40 mg e TbMHOUEpPBEHA, IBOHHOU3NbKHANA, pUIMUpPAHA TAONETKE, ¢ ACIUTEIHA

gepra OT elHaTa CTpaHa,
TaGnaeTkara oT 40 mg Moxke aa O0b4¢ pasacneHa Ha paBHYU 4acTH,

KJIOUHUYHHU JAHHHN

TepaneBTHYHH NOKA3ZAHUA

XUIEPXOoecTepOIeMU
Kato neyeHye Ha IBPBHYHA XUIIEPXOJIECTEPOJIEMHS HIIM CMECeHa NUCTUIIMAEMHUA, KATO
NOMBJIHEHNE KBM JHETATa, KOraTo PE3YATATHT OT AUETATA B APYIH HEQapMaKOTOTHIHHA




Kato nmeueHue Ha XOMO3UTOTHA HACIICACTBEHA XHIICPXOJICCTEPOICMHUA KATO JONIBIHEHHUE

KbM AMETA U APYTH JHIHAC-IIOHMXkaBauy jJeveHns (Hanp. LDL-adepesa) HiIK aKko TaKnBa
JICYECHUS ¢a HEITOAXOSLIH.

ChpACYHOCHA0BA MPEBEHITHA

HamansBaHe Ha ChbPACYHO-CBIAOBATA CMBPTHOCT U 3a00JI€BAEMOCT CPEJl MALMEHTH ¢ W3ABEHO
aTEPOCKIEPOTHYHO CHPACYHO-CHIA0BO 3abonapane unn diabetis mellitus, mpu HOpMaTHU KM
[IOBULIEHH XOJECTEPOJOBH HHMBA, KaTo nodaBka KbM NOJOOpABAHETO HA APYTHTC PUCKOBH
(akxTopH K Apyra TEPanus 3a ChbpASYHO-CHA0Ba NPOMHUIAKTUKA (BHXK TOUKa 3.1.).

4.2. Ho3HpOBKA H HAMHUH HA NPUIOKEHHE

Hosupoekata Bapupa oT 5 no 80 mg AHEBHO, OOMKHOBEHO IpHEMaHH MEpOpaTHO KaTo
eMHHYHA J03a Beuep. B ciyuail, ye ce Hajnarar KOpeKUMM Ha no3ara, T€ TpaOsa Aa Obaat
[paBeHH HA MHTEPBAIM He MO-MAJKH OT 4 CeIMULM, KaTo Ce JOCTHra MakcuMasHa 1o3a ot 80
mg aHeBHo. Jloza or 80 mg ce npemoppyBa camMO 32 IIALMEHTH € TEXKKA
XHIEPXONCCTEPOIEMHUS U ITOBUILIEH PUCK OT ChPACYHO-CBAOBH YCIOKHECHHUS.

XUIEPX0IecTePOIEMHS

[ManuenTsT TPsAOBa Ha ce IOCTABM HA CTaHZApTHA JIMETa 3a MMOHWKABaHE Ha XOJecTepoJia M
Ta3y auera TPAbBa Ja IPOAB/KM MO BpeMe Ha JedeHueTo ¢ Akranunui Obuuyalinara
HavanHa go3a € 10-20 mg JHeBHO, IpHeMaHy KaTo eIUHMYHa N03a Beuep. [lallMeHTH, NpA
KOUTO e HeoBxoauma 3HaunTenda peaykuusa Ha LDL-C (moseue ot 45%) Moxe Aa cTapTHPAT
oT 20-40 mg AHeBHA [03a, MpHEMaHa €HOKPATHO Bevep. B ciy4aH, 1€ CC HanaraT KOpCKINY
Ha J03aTa, ToBa TPAOBa Za c€ MPABH KaKTO € YTOYHCHO ITO-TOPE.

HacnencTeeHa XOMO3UIOTHA XUTIEPXO0JIeCTeEpOIeMUd

Bb3 OCHOBA Ha PE3YJITATH OT €4HO KOHTPOJIMPAHO KIMHHYHO M3NUTBAHE, MPCNOPbUYUTE/HATA
nosa Axtaqunun e 40 mg nHeBHO, IpHeMaHM Beyep uiad 80 mg AHEBHO, pa3MpelNeieHy B 3
no3u OT ABa npHema no 20 mg U BeuepHa no3a 0T 40 mg. AKTaIHNKM] MOXC 1a CC M3M0JI3B4
KaToO JOMBIHEHNE KbM APYIH MOHMXKABAIM XOJIECTEpPOJIOBHTEe HUBa Tepamuu (Hamp. LDL-
apepesa) MpH Te3W MALHEHTY, WK aKO TaKHBa JICYCHUS HE Ca Ha PA3IIOJIOKCHHE,

CepaeyHo-CBI0BA HPEBEHINA

O6uuaiinara 1o3a Aktanunua e 20 1o 40 mg JHEBHO, NpUeMaHa KaTo €JHHHYHA [03a BEHEP
MpU TNAHMEHTH ¢ BHCOK DHUCK OT KOPOHApHO ChpAEYHO 3a007fABaHE (CHD, ¢ umu 0Oe3
XUTIepIHIHAeMHs ), JIekapCcTBeHaTa Tepanus Moxe Ia OblIe 3anoyHaTa ¢JHOBPEMEHHO ¢ AueTa

KaKTO € YTOUHEHO 110-TOpe.




CeOsTCTRAUIO JICHEHUE

AKTaTUIU € ePeKTUBEH KaTo CaMOCTOATENIHO JeYeHHe Wik B KOMOMHAIINSA ¢ IIPOU3BOIHH Ha
MUTBYHA KUceHHa. [IpueMaHeTO HA AKTaIHIRA TpsAOBa Ja ¢TaBa UM [IOBEYE OT 2 yaca peau
W TIOBEUE OT 4 "aca CJIEH MPHIIOKEHUETO HA IMPON3BOIHOTO HA KIThYHATA KHCCITHHA.

[Ipy manMeHTH, IpUeMally LUHKIOCHOPHH, JaHasold, reMpuOpo3ua, aApyru ¢pudpary (OCBeH
penopubpar) HIM TUOUZO-MOHKKABAIUM A03H (=] g AHEBHO) HUALKH, €IHOBPEMEHHO C
AKTaTUMHI, 703aTa AKTATMIMA He TpsaOBa Aa npesuinasa 10 mg Ha ned. lipy manueHTH,
MpHEMAIIH aMHOJAPOH WIIH BepalamMuil eJHOBPEMEHHO ¢ AKTAIHITHI, 103aTa AKTAIHITHI HE
TpsOBa jaa npesumansa 20 mg 1HEBHO (BHkK Toukk 4.4, u 4.5.).

Ho3rpoBKa pH OL0peyYHa HEAOCTATHYHOCT

[Tpu nanveHTH ¢ yMepeHa OBOpeyuHa HeJOCTaTLUHOCT HE C¢ Hanara MoJu(pUKalus Ha 03aTa.
[Ipy NauMeHTH ¢ Texka ObOpeuHa HENOCTATBUHOCT (KPEaTHHHHOB KupbHC <30 ml/min), €
HeoGXOAUMO IMOBHIIICHO BHUMAHWE INPW TMPUWIOKCHHETO Ha M03M Had 10 mg AHEBHO, B
CJIy4aHTe, KOTaTo TOBA HANCTHHA € HATTOXKHTEIHO.

Jella 1 moapacTBallH

HsMa TOCTATHYEH OMMUT NPU Aela. AKTATUIIMI He ce [IPEnopbyBa 3a yrnorpeda npu aeua.

| [aneHTH B HanpeaHaaa Bb3pact

He ce Hanara Kopexuusa Ha J03aTa.

4.3. IlpoTuBomMoOKazaHud

« CBpPbX4YBCTBUTEIHOCT KbM CHMBACTATHH WM HAKOH OT KOMIIOHEHTUTE HA NPOLYKTA.

. Hactosmo yeproapo6Ho 3a6071s1BaHe MK HEOOACHUMH MOCTOSHHO 3aBUIICHH CTOHHOCTH
Ha CEPYMHHTE TPaHCaMHHAa3M.

+  DBpeMeHHOCT H KbPMEHE (BHXK TOYKa 4.0.).

. EmnoBpemenno mnpunmoxenne Ha MomuH CYP3A4 wHXHOUTOpH (Halp. HTpaKOHa3Oll,
keToHa30)1, HIV nporeazHn WHXUOWTOPH, CPUTPOMHLIMH, TEJIMTPOMHIHMH H Heda30/10H )

(BHK TOuKa 4.5.).

4.4, Cnenua;THH OpeAyIPEKIAeHHA H TPEANA3HH MEPKH NPM yIIoTpeda
Muonarus/PabdaomMuonusa

AxTamunua, Kakto W ocraHanute WHxuOuTopu Ha HMG-CoA penyxrasara, TMOHSKOTa

IpHYHHABA MHUOMATHs, U3paA3ABalla C¢ B MYCKYJIHA 60,1Ka, YYBCTB .- O 1 na6UCT,
KaTO KpEeaTHHKWHA3aTa JAOCTHra HuBa Haj 10 IIBTH IO-BHCOKY @5‘ oPrge. fpaliiia Ha

mopManuure (UPN). Muonaruiara moHsKora c€ H3fBABA KatC lrlngﬂ_ ‘i



ocTpa OBOpeYHa HEAOCTATBUHOCT, B pe3yiaTaT Ha MHOIIOOMHYpHsA, KaTo ¢a O’
HaOIroAaBaHH H MHOT'O PEJIKH CMBPTHYU ciIy4ad. PHUCKBT OT MUONATHA €€ yBE/IM4YaBa IIPH
pucokn HUBa Ha HMG-CoA penykrazHa HHXHOHTOPHA aKTUBHOCT B 1azMara. Kakto 1 npH
apyru uHxuouTopu Ha HMG-CoA penykrazaTa, pUCKBT OT MHONATHA/pabaoMHOnu3a e
cBBbP3aH ¢ Jo3ara. B 6aza JaHHW OT KJAMHUYHY H3NMTBaHuA, KbaeTo 41 500 nauueHra ca
JIeKyBaHH CbC CHMMBACTaTHH, OT KOHTO 24 747 mnammenta (mpubimsureiado 60%) ca
IeKyBaHHu NoHe 4 roauny, yecToTara Ha Muonarus € 0.02%, 0.08% u 0.53% nipu CBOTBETHO
20, 40 u 80 mg nueBHO. [Ipu TE3M H3MUTBAaHUSA, ITAIIMCHTUTC €& BHUMATEIIHO HAOTHOABaAHH
M HSKOH B3aUMOAeHCTBAIIH CH MPOALYKTH Cca H3K/ITOYCHH,

N3meppane Ha KpeaTHHKUHA3a

KpeatunkuHazara (KK) He TpaOBa da ¢e H3MEPRBA CICA U3MOPHTEAHH yIIPAXKHCHIA HIH TIPH
HAJTHYMETO Ha BepoATHA aJTepHATHBHA NpHYMHA 3a yBeluyeHHe Ha KK, TBi kaTo TOBa
MpaBd TPYAHO WMHTEPNPETUpaHEeTo Ha cToMHocTHTe. AKO KK HHMBaTa ca 3HAYHTEIHO
yBeHueHH B Hauanoto (>5 x ULN), Te Tpadsa 1a 0614t MOBTOPHO U3MEPEHH B PAMKHUTE Ha
5 10 7 OHH, 3a Ha ce MOTBBPAAT PE3YITATHTE.

ITpeau jieueHue

Beyyky OAIMEHTH, 3aMO4BalH JledeHue ¢ AKTaTUNW] WIM 4dATO A03a AKTaIHNHA ¢
yBe/IMYeHa, TpsOea na ObJAT HMHGOPMHpPAHM 3a pHCKa OT MHOMaTHA H 14 ObIar
IoChBETBAHH Ja ¢HOOIIABAT HE3a0aBHO 3a HEOOACHUMH MYyCKyJIHH O0JKH, UyBCTBHTEIHOCT

UM crnadocCT.

[Tpy DANMEHTH, IPH KOHTO ca HAIHLE Opeapasnosiaraliyl (akropd 34 pabaoMHOIH34,
Tps6Ba Ja ce mpoueaupa ¢ OBHIIEHO BHUMaHKE. 3a 1a C€ YCTaHOBH pepepeHTHA HavallHa
ctoiHocT, HuBoTO Ha KK TpaOpa za ce m3aMepH Opedd HAdajo Ha JICYCHHETO B CICAHHUTE

CITydau:

. [lanmenTy B HanpeHana Bb3pacT (Hax 70 roauHyu).

» DbnOpeunu yBpexaanus.

« HekoHTpOMUpaH XHUIIOTHPECONIUIBM.

. HaciexcTBenn MyCKy/IHH 3200 IABaHUA.

. TIpemxojeH ONMUT ¢ MYCKYIHA TOKCHUHOCT MPH MPHIAraHe Ha CTAaTHH MIH (pHOpaT.
» 3noynorpeda ¢ amKOXol.

B TakuBa cirydaH, pucKbBT OT JICUEHHETO TpAOBa Ja Ce OUCHABA CIPAMO BB3MOXKHATA 110134,
KaTO KJIWHUYHOTO MPOCICANBAHE € MPENOPHUMTEIHO. AKO TMAUHUEHTHT € HMAT MPCAHIIHA
MYCKYJIHY TIpoGiieMH Npd NpHEMaHe Ha GUOpaT MWK CTaTHH, JCHCHUS.CJDYT TIPOAYKT OT

3HAYUTENHO YBeIu4eHH B HauanoTo (>S5 X ULN), JeYeHHeTO §



110 BpeMe Ha JeUSHUE

AKO MYCKyIHa O0JIKa, cnadoCT Wik CXBAIAHKS CE TOABAT, JOKATO MAIlHCHTA € Ha JICUCHHUE
cee crardd, TpsOBa ga Obzar M3meperd KK HuBara. AKO IpH JIHIICA Ha CEpHO3NH
yIpaXHEHHMA Te3W HHMBA ca cuiHO 3asumenHd (>5 x ULN), neuenuero Tpsibsa jma Onxe
NPEeYCTAHOBEHO. AKO MYCKYJHHUTE CHMIITOMH Ca CEPHO3HM M I[PUYIMHABAT E€XEIHCBEH
nuckoMopr Ha nanuedta, gopu npu CK HuBa < 5 x ULN, Moxe na ce odMuciu
IpeKpaTsIBaHe Ha JJeYeHHeTo. AKO ¢e MoQ03upa MUOMATHA, ABDKALIA C€ Ha ApYyra IMPHYHHA,
NeyeHHneTo TpsAOBa Ja ObJe MPEKPaTEHO.

Axo cumnroMmure otmymaT U KK HuBara ce BbpHaT KbM HOPMAJIHH CTOHHOCTH, TOTaBa
MOBTOPHO HPUIOXKEHHE Ha CTATHHA WIM NPHIOXKEHHE Ha JpPYr CTaTMH MOxe na Obae
0OMHCJICHO, KAaTO TOBa CTaBa NpH Hal-HUCKAaTa BBH3MOXKHA 1032 X IIPY BHUMATEIHO

HaOJIK e ueE.

Tepanugra ¢ AKTATHINI TpAOBA BPEMEHHO Ja Obile CIpsHa 33 HAKOJIKO IHH IPEan rosisMa
OTepanys WIH aKo c€ MOSBH CEPHO3HO MCAUIIMHCKO WITH ONEPATUBHO CHCTOSHUC,

MepKH 32 HaMalgBaHe Ha PHCKa OT MHONATHS, IPEJU3BUKAHA OT B3AUMOJEHCTBHA C ADYTH

IEKAPCTBEHHU TIPOAYKTH (BUX CBILO TOYKA 4.3.)

PickbT OT MHOTATUA ¥ pabIOMHONH3a 3HAYMTENHO CE YBCIMYABA TPH E€IHOBPEMCHHA
yrroTpefa Ha AKTamnua ¢ MowHH wuHxHGHTOpn Ha CYP3A4 (KaTo WTpakoHasod.
KeTOKOHA30J,  EPUTPOMHLHH,  KIapHTPOMHIHH,  TeauTpomuimt,  HIV-nporeasHu
HHXUOUTOPH, Heda3ooH), KakTo ¥ reMpubpo3us, HHKJIOCTIOPHH H JaHa307 (BHXK TOUKa
4.2.).

PHCKBT OT MUONIATHA ¥ pabIOMHO/IH3A CHIIO CE yBEIMYaBa 3HaYHTETHO MPH €IHOBPECMCHHA
yrorpeba ¢ Apyrd QUOpaTH, JHITHI-TOHIKABAMM 103K (=1 g JHEBHO) HUALHMHUIH, TPH
eIHOBPEMEHHA yrnoTpeda Ha aMHOAPOH MIH BEpalaMuil ¢ M0-BUCOKH JO3U HAa AKTaIHIIH[L
(Bwk Touka 4.2 u 4.5.). ViMa nieko yBeanueHHe Ha PHUCKa NpH ynoTpeOa Ha ANITHA3EM C

Axtamunun 80 mg. PUcKLT OT MHONaTHs, BKIIOYUTENHO pabroMuonusa, Moxe faa ObAe
VBEJWYEH TIPH €AHOBpeMEHHO NPIIIOKeHHe Ha GyCcHAHA KUCeIWHA ¥ CTATUHH (BHK TOYKA

4.2.).

Cnenosatenno, oTHOCHO CYP3A4 uHXUOHTOpHUTE, H3NOI3BAHETO HA AKTAIHIMA 3a€]HO C
MTPaKOHAa30i, KeToKkoHa30/1, HIV-niporeasnu HHXMOUTOPH, CPUTPOMHIIUH, KIaPHTPOMHIMH,
TEJTUTPOMHUIIH U He(hasoA0H € IPOTHBOMOKA3aHO (BHXK TOYKA 4.3 U 4 S ) AKO JIEYEHHETO C
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KOMOHHHPAHETO Ha AKTaluNmua W ONpeAcfieHH ApyrH, no-ciabu CYP3A4 unxuOurtopw:
LUKJIOCTIOPYH, BepanaMul, JuiTiaseM (BHK Touka 4.2 u 4.5.). ExnoBpemennara ynorpeba
Ha AKTaJIHIIMA H COK OT rperndpyT TpsOBa aa ce u3dArea.

Nlozata Axtanunin He TpadBa aa mpeBuuiasa 10 mg AHEBHO IIpU NALMEHTH, NpUeMallu
eJHOBPEMEHHO IIMKIOCIOPHH, AaHa301, reMpUuOpO3UIL UK JIMIHAO-IIOHIKABAIIM 103U (2]
g THeBHO) HUanuH. KomGrHupanata ynotpeba Ha AxTanuiu] 4 reMulposi TpadBa 1a ce
w36arBa, OCBCH aKO IM0I3daTa HE TPEBHUINABA [MOBHMIICHHS DPHUCK OT KOMOWHANMATa Ha
nexapcrsara. Tlonsata oT koMOHHUpaHaTa yrmoTpeda Ha Aktanunun 10 mg 3aeIHO ¢ ApyTH
bubpatu (ocBeHn dGenodpudpart), HUAUUH HIH IHUKIOCIOPHH MM AaHa3os, Tpsabea na Obae
IpeleHeHa BHUMATENHO CIPAMO ITOTEHIHATHUSA PUCK OT T€3H KOMOUMHALMHU (BHX TOUKaA 4.2

u4.5.).

®enodubpar B KOMOHHALNS ¢ AKTAIUIUA TpAOBa c€ npuiara ¢ NOBHIIEHO BHUMaHUE, ThH
KaTO BCAKO OT TE3M JIEKapcTBA MOXKE Aa IpeAr3BUKAa MHUOMATHUI, KOraTo € MPHUEMaHO KaTo
CAMOCTOSATENIHO JIEHEHHE.

EnroBpeMeHHata ynorpeda Ha AKTATHAIHL, B JO3H HO-BHCOKY oT 20 mg Ha [eH, 3aeHO ¢
aAMHOJAPOH MM BEpamaMuI O clelBaio fa ce M30sArBa, OCBSH aKo KIMHMYHATA M0/133
IPEBHILABA YBEJIMUCHUAT PUCK OT MUOIATHS (BIK To4Ka 4.2. U 4.5.).

AKO KOMOMHAIIMAATA € HeoOX0AnMa, MalneHTH Ha GYCUaHa KuceanHa u AKTAIUIIN] TpIAOBa
na 66aaT BHAMATETHO cjeneHH (BmK Touka 4.5.). Mowxke pma ce OOMHCIH BPEMEHHO

IpeKpaTIBaHe Ha JCYCHUETO ¢ AKTATHIIN,

YepHoapoOHu edeKTu

[Ipy KIMHMYHE H3MNUTBAHHs, [OCTOSHHO YBEJIHYeHHe (10 > 3 X ULN) Ha cepyMHHTE
TpaHCAMHHA3H Ca CC¢ MOSBHIIM IIPH HAKOJKO MAIEHTa, KOUTO ¢a MOoNyYaBai CHMBAaCTATHH.
Korato CuMBacTaTHHa € IPeKBhCBAH WM CIMpaH MpH TaKWBa [MallUeHTH, HHBaTa Ha
TpaHCaMHHa3ATe OOWKHOBEHO ca mnajamd O4BHO 1O HHUBATa OT MPCAH HA4YI0TO Ha

JICHCHHCTO.

[Tpenopb4Ba ce j1a Ce TPaBsT U3CICABaHUA Ha 9epHOApoOHaTa PyHKIM Ipeld Haualo0TO Ha
TeYeHHeTO U CJe TOBa, KOraTo TOBa € KIIHHHYHO NoKaszaHo. [fauueHTH, TTPH KOHTO 403aTa €
onpenencHa 1o 80 mg, Ou ciaeaBano Aa MpaBsAT AOMBIHUTEICH TECT NMPEIH JICUCHHCTO, 3
Mecena ciel jJedeHueTo a0 80 mg U MepHOAMYHO CJiejl TOBa (HaAMp. Ha BCsSKa ITOJNOBHH
rofMHA) 3a IBPBATA FOJHHA OT JieueHHeTo, TpadBa Aa ¢e 00bpHE CenHalHO BHUMAHUE Ha

MMal¥eHTH, KOUTO pa3BHBAT 3aBHIICHH CCPYMHH HHB4 Ha TpaHCaMHUHA3HUTE, KAaTO IIPU TC3H




4.35.

goctursar 3 x URL wm ocraHar nocTosHEH, JeueHueTo ¢be CHMBACTATHH TpadBa Ja ce
[IpeyCTaHOBH.

HeKﬂpCTBeHHHT IIPOAOAYKT TpﬂﬁBﬂ Jda €€ HU3M0I3Ba ¢ IMOBHHICHO BHUMAHHC NIPH IIallHCHTH,
KOUTO KOHCYMHPAT 3HAYHTCIIHH KOJIHHCCTBA dJIKOX0J1.

KakTo H IIp¥ ApyTH JIHITHAO-TTOHIKABAIIH JIEKapcTBa, yMepeHH (< 3 X ULN) yeeanuenus B
CEpYMHHUTE TpaHCaMHHA3W ca OWIM ROKIaABAHH CIEH TEpamlusd C¢hC CUMBACTATHH. le3n
IPOMEHH € TIOSBSBAT CKOPO ClEX 3alo4yBaHe Ha TepanuisTa ¢b¢ CHMBACTAaTHH, HECTO ca
IPEXOIHM, HE Ca CHITBTCTBAHM OT CHMITOMU U HE HANAraT [IpeKpaTsBaHe Ha JICUCHUETO.

I loMOIIIHYU BEIECTRA

To3u mpoOAYKT ¢hbAbpXKa nakro3a. [lanueHTH ¢ pefkH HAcJEACTBEHM 3a00sABaHUA Ha
rajlakTo3Ha  HEMOHOCHMOCT, JIAIICa Ha  Jlall-JlakTasa HIH  TJIIOKO30-TajJaKTO3Ha
manabcopOiad, He TpaOBa 1a NIpHEMaT TO3H JIEKAPCTBEH MTPOTYKT.

B3aumoeficTBHE ¢ APYTH JEKAPCTBEHH HPOIYKTH H APYrM ¢opMH HA B3aHMO/IeHCTBHE

HscnenpaHus 3a B3aUMOoeHcTBYE ca OUIM IPAaBSHU caMo [IPH Bb3PACTHHU XOpa

QapMaKoIHHAMHYHY B3aHMOAEHCTBHS

BaauMoaeHcTBHA ¢ JIMIUOO-TIOHMMKABAIM JICKAPCTBEHH IIPOAYKTH, KOUTO MorarT ja
MPHYHHAT MHOMATHA, KOTATO C€ H3M0JI3BAT CaMOCTOATEAHO.

PHCKBT OT MMOIIATHS, BKIIOUUTEIHO paldIoMHOIHM3a C€ YBEIM4YaBa [PH CIHOBPEMCHHA
yriorpefba ¢ (Qubpat ¥ HHAOWH (HUKOTHHOBA KHCcenuHA) (=1 g aHeBHO). OcBeH TOBA,
cplliecTBYBa (ApMaKOKHHETHMYHO B3aMMOICHCTBHE C reMQUOpPo3nI, H3ABABAINO CE B
yBemuend HuBa Ha CumBacaTHH (BHXK 110-10Ty (PDapMakOKHHETHYHH B3AUMOACHCTBHA H
touxu 4.2. u 4.4.). Korato CumsactaTus 4 {peHopuOpart ce npuaaraT ¢AHOBPEMEHHO, HAMA
CBHUIETEJICTBO PUCKBT OT MHONATHSA [a IpPeBHINABa COOPHHS PHUCK OT BCAKO JIEKApPCTBO
nooTaenno. HaMa afeKBaTHU JaHHH 34 JeKapcTBeHa O6e30MacHOCT NpH ApYTH (hubpaTH.

DapMaKOKHHETHYHN B3aUMOACHCTBUS

[IpenopbKHTe 3a OpeAnucBaHe ca o0oflieHM B Tabjuuara N0-A07y (AONBIHHTEIHA
JeTaiiy ca OCUTYPEHU B TEKCTA: BIDK ChLIO Taka Toukd 4.2., 4.3. u 4.4.).




JlekapcTBeHH B3aUMOACHCTBHA, CBBP3aHH ¢ IOBHIIEH PUCK OT
Muonarusa/Padbaomuonnsa

B3iauMogencTBalH IlpenopbKku 3a npeanucBaHe
JIEKapCTBA

MoinHH HHXHOUTOPH HA

CYP3A4.

HtpakoHason

KeTokoHa301

EpuTpOMHULINH [TpoTuBonmokazaHu ca  3a  OPUIOXKEHHE ¢

KnaputpoMuLnu CumBacTaTuH

TeaIaTpOMHUIINH

HIV npoteazHun

HHXHAOUTOPH

HedasomoH

["'empudpo3un Jla ce u3barea, HO ako € HeoOXoAUMO, Ja HE ce
npesumasa |0 mg CAMBACTaTHH JHEBHO

[{UKITOCIOPHUH

Ja”azon

HNpyrn ¢pubpaty (OCBeH Jla ne ce npepnmasa 10 mg CHMBaCTaTHH JHEBHO

denogudpar)

Huanus (>1 g IHEBHO)

AMHOJI2POH Ila we ce npenuinasa 20 mg CHMBACcTaTUH JHCBHO

BepanaMu

bycupna KUceInHa [TamuentuTe cneaBa JAa Opaar HabsrooaBaHi
BHUMATEIIHO. MoOe Ja c¢€ HaJOXH BPEMCHHO
IpeKbcBaHe Ha JeueHUeTo ¢ CHMBACTATHH.

JTnTHazeM Ia ne ce nmpesrmasa 40 mg CHMBacTaTHH JHEBHO

Coxk oT rpefngpyt H36arsaiite cok OT rpeindpyr, Koraro npvemare
CumMmBacTaTHH

EdeKTH Ha JpYTH IeKapCTBEHN TPOTYKTH BbPXY ACHCTBHETO Ha CHMBACTATHH

BiaumoznelicTeus ¢ yuacTueTo Ha CYP3A4,
CumBacTaTvH ¢ cybeTpar Ha mutoxpom P450 3A4. MomHM HHXHOMTOPH Ha ITMTOXPOM
P450 3A4 ysemHuaBaT pHCKa OT MHOMATHd M pabAOMMOIM3a KaTO yBeIU4aBaTr
koHuenTpanusta Ha HMG-CoA pen ykrazHara MHXHOHTOpHA aKTHBHOCT B ILIasMaTa Mo
BpeMe Ha Tepamusi ¢ CumBacTaTuH., TakuBa HMHXUOMTODH BKIXOUBAT WTPAKOHA30,
KeTOKOHA30JI, E€PUTPOMHIMH,  KIapHTPOMHMOWH,  TeauTpomuumH,  HIV-mporeasnu
HHXUOUTOPH, Hedazo0H. EMHOBPEMEHHO MPHIOKEHHE Ha UTPAKOHA30JT BOJIH 10 MOBCYC OT
eCeTOKPaTHO YBeIMYEeHHe HAa CHMBACTATHHOBATA KHCENWHA (@KTHBHHAT METAOOIHT, 3-
XUJpOKCUKHCceuHa). TenuTpOMULIHE BOIH A0 €AHHANECCT IBTH YBOJIUMYCHHC HA
CUMBACTATHHOBATA KHUCEJIHHA.

CnemoBarenHo  koMOHHaLMATAa ¢ UTPaAKOHA301,

KCTOKOHA3L) CPHTPOMHUIINH,

KJIADUTPOMHIIMH,  TeduTpoMuuuH, HIV-mporeasHn  wH _ ¢
IPOTHBOMOKA3aHA, AKO JIedeHHE ¢ HTPaKoHa3oN, KECRORCHaads HIREDOMHMITHH,
KJIApUTPOMHITMH WM TCTHTPOMHIMH He MOXe Ja Of S [HiOhEND ATATa ¢



CumBactaTiH TpsOBa jaa OBbAc nNpeKpaTeHa IO BpeMe Ha JiedcHHeTo. Tpsdsa ga ce
MOIX0XK/Ia ¢ IIOBHLIEHO BHUMaHMe NpH KoMOuHMpane Ha CHMBacTaTHH ¢ APYTH, MO-CIIa0H
CYP3 A4 uaxuGutopy Kato: MUKJIOCTIOPHH, BEpanaMui, THITHA3EM (BiK Touyka 4.2. 1 4.4.).
Luxnocnopun

PUCKBT oT MHOMATUs/padIOMHONK3a C€ YBENHUaBa OpPU €OHOBPEMEHHO IIPHUIIOKCHHE Ha
LHUKJIOCIIOPUH, 0COGEHO ¢ MOo-BUCOKM A03u CuMBacTaTHH (BHX Touka 4.2. U 4.4.).
Cnenorarenno, nozatra CuMBacTaTHH He TpsaOBa ga npesulliasa 10 mg AHEBHO IpH
MAalMEHTH, JIEKYBAHH CIHOBPEMEHHO ¢ IHUKIOCHOPHH. BBIpPEeKH tUe MeXaHW3MBT HE €
HalbjIHO wm3sicHeH, uMiotocmopun  yBenudasa AUC nHa HMG-CoA  pedyKTasHHTE
uuxubutopu. YeeauueHueTo B AUC Ha CHMBACTATUHOBATA KHCEIUMHA BEPOATHO OTHACTH C€
IBJKM Ha noTuckane Ha CYP3A4.

Jlanaszon

PHUCKET OT MHONIIATUA U padIoMHUOJIN3a C€ YBENHYaBa IIpH €IHOBPEMCHHO IPHJIOKEHHE HA
AaHa30J1 ¢ MO-BUCOKH 1034 CuMBacTaTuH (BUX Touka 4.2. 1 4.4.).

Temchubposun

Fempubpozun ysenuuaa AUC Ha CHMBAacTaTuHOBAaTa KUCeauHa 1.9 NBTH, BEPOATHO
Mopaal MOTHCKAHE Ha [VIFOKYPOHUIHATA BepHra (BIK Touka 4.2. u 4.4.).

Amuooapon u eepanamiii

PHCKBT OT MHONATHS M pabJoMMOIH3a ¢ YBENMYaBa MpH ¢THOBPEMEHHO TPHIIOKCHHUC HA
aMHOJIapOH W BEPANlaMHUIl ¢ [0-BUCOKH JO3M CHMBACTaTHH (BMXK TOWKa 4.4.) BBB BCE OMIC
HE3aBBPLICHO KIMHHYHO H3CleIBaHe, MHONATHs € [OKIanBaHa B 6% OT NAUUCHTHTE,
pueMaliy cuMpacTaTvH 80 mg U aMHOaapoH.

AHATH3BT Ha HATUYHUTE KIHEMYHKE U3CIEABAHUS [I0Ka3Ba NpHOAU3uTeHO 1% 4eCToTa Ha
MHUOMATUS TPH TAlMEHTH, TpHeMamd cuMmBacTaTHH 40 mg ¥ 80 mg eAHOBPEMEHHO C
BepataMui. ChIIacHO €XHO  (PAapMAKOKMHETHYHO  HM3CJIEABAHE, CAHOBPCMEHHOTO
MPUIOKEHUE ¢ BepamaMHI MOXKE 1a BOAM A0 2.3 IIBTH YBEJIHMYCHHE B H3JTaraHeTO Ha
CHMBACTATUHOBA KUCEANHA, ABKALLO Ce BEPOSTHO, OTYACTH, Ha moTuckane Ha CYP3A4.
CrnenopatenHo CuMmBacTaTUH He Tpabpa ga npesuwiasa 20 mg AHEBHO MpPH IALIMEHTH,
JEeKyBaHM €JHOBPEMEHHO ¢ aMHOJApOH MM BepanaMuil, OCBEH aKO KIMHHYHATA I10Ji3a HE
[IpeBHIIABA IOBHIIEHHS PHCK OT MHOTIATHA ¥ pabIoMHO.IN3A.

Juamuaszem

AHan3 Ha HAUIMYHATE KIMHUYHH H3IHTBAHHA MMokaspa 1% 3a0o0ieBaeMOCT OT MHOIATHA
mpY MALHEeHTH, ITpdeMaltid cumBacTaTiH 80 mg u aunTHazeM. PUCKBT OT MuONaTUA IPH
MauveHTy npueMamy cumvsactaTiH 40 mg He ce yBenuaBa IIpH €THOBPEMEHHA Tepalus €
nunTuazeM (BOK Touka 4.4.). B egHO (papMakKOKHHETHYHO M3CJICABAHE, €AHOBPEMECHHO
MPUIOXKEHHE HA JWITHa3eM BoaM Jo 2.7 DOBTH YBEIMYCHHC B H3JIATAHCTO HA
CHMBACTATUHOBA KHCEIWHA, BEpPOATHO JAbDKamio ce Ha mnoTHckaHe Ha CYP3A4.

CrenosaTenso, no3ata CuMBacTaTe He OMBa 1a rpepuiara 40 Mg~ HEHRERY TalHCHTH,

CORLZ:

npUeMamy eJHOBPEMEHHO JAWITHA3€M, OCBCH aKo KiH
yBeIMYEeHHUs PUCK OT MUOATUs U pabIOMHUOIH3a.



4.6.

DycuoHa KucenuHa

PuckbsT OT MHONATHA MOXE Ja ObJe VBEJIMYEH TNpH €OHOBPEMEHHO NPHIIOKEHHE HA
bycuaHa KHCEIMHA U CTAaTHHM, BKIOUMTENHO (CHuMBactatvH. MMa MOKTanBaHH OTIACITHU
cIydad Ha paOJoMHOMM3a, NPHYHHEHH OT CUMBAcTaTHH. MOXe [a ce HaloXHu BPEMEHHO
IPEKbCBAHE HA JEUEHHETO. AKO MMa HEeoOXOAMMOCT, NAaUUeHTH Ha (yCcHaHA KHCEIHHA H
CuMBacTaTHH TpaOBa na OpnaT HabnoJaBaHU BHUMATEIHO (BHX TO4YKa 4.4.).

Cox om epeungpym

Cox®sT oT rpeftndpyr motucka nuroxpom P450 3A4. EAHOBPEMCHHOTO MNpHEMAaHE Ha
roneMy KojudecTsa (Haa | JUTBP IHEBHO) COK OT IpeHndpyT ¥ CHMBACTATHH BOJH 0 7
MbTH YBEJMYEHHE HA CHMBAcTaTHHOBaTa KucelduHa. Ilpuemanero Ha 240 ml cox ot
rpeRndpyT CYTPUH U CUMBacTaTHH Bedep BoaH A0 1.9 1ObTH yBEJIHYCHHE HA
CHMBacTaTHHOBATA KicenuHa. CneoBaTenHo, IpUeMaHeTo Ha COK OT IpeHndpyT [0 BpeMme
Ha jedeHue ¢ CumBacTaTiH TpsAOBa a Obae n30ArsaHo.

Iepopannu anmuxoazyranmu

B nBe KJIHMHUYHM M3MHUTBAHUS, €IHOTO NPOBENEHO CbC 3[paBH IOOPOBOJILH, & APYTOTO C
XHIEPXOIECTEPONIEMUYHA MaudeHTH, cuMBacTtaTul 20-40 mg aHeBHO cnabo yBenu4aBa
edbexkTa HAa KyMapHHOBHTE AHTHKOAryjlaHTH: NPOTPOMOMHOBOTO BpEME, OTYHTAHO KaTO
Mexayuaponto Hopmamusupano Crotnomenne (INR) nperspiissa yseaudenne ot 1.7 o
1.8 1 oT 2.6 10 3.4 cHOTBETHO Npu N00poBOIIM U MareHTH. FiMa JJaHHM 3a MHOTO PEIKH
caygar Ha moBumeno INR. Ilpy nauumeHTd IpHeMally KyMapHHOBH aHTHKOArylaHTH,
IpOTPOMOHHOBOTO BpeMe TpA0Ba Ja ObAe ONpelcisHO IPeAd HAYaJoTO Ha JICHEHHETO C
CHUMBACTATHH M A0CTATHYHO USCTO I10 BpEME Ha paHHATa T¢pallus, 3a Aa € CUT'YPHO, 1€ HAMA
JHAYMTEJHO OTKJIOHEHHe B IpoTpoMOHMHOBOTO Bpeme. Koraro ce YCTaHOBH CTaDHUIHO
IpOTPOMOHMHOBO BpeMe, TO MOXe Aa ObAe HabI0IaBaHO Ha WHTEPBATH, OOMKHOBCHO
NMpernopbyYBaHy 3a NAUWEHTH Ha KyMApHHOBH aHTHKOAryJaHTH. AKo mo3ara (HMBAaCTaTHH
Obie TPOMEHEHA HITH JICHEHHUETO OBJIC CIPSHO, ChINATA Npoleaypa TpAOBa Ja c€ MOBTOPH.
Tepanuara cb¢ CHMBACTATHH HE € CBbp3aHa ¢ KbpPBEHE WM IIPOMAHA HA IPOTPOMOUHOBOTO
BPEME IIPH MALMEHTH, KOUTO HE IpHeMaT aHTHKOAryJIaHTH.

Edexr na CuMBacTaTHH BBPXY APYTH JIEKAPCTBEHU NPOAYKTH

CuMBacTATHH HsMa MoTHckail edekr BBpxXy wmuToxpom P450 3A4, crexoBaTelno
CHUMBAaCTaTHH HE CE€ OYaKBa Ja BIHSAC BHPXY IUIA3MEHATa KOHUICHTpANHWs Ha BCINECTBA,
MeTaOONIU3HPaHH OT TO3H €H3UM,

bpemeHHOCT M KBpPMeEHE

bpemennocm

AKTAJHITH/L € IPOTHBOMOKA3EH M0 BpeMe Ha GpeMeHHOCT (BHXK ToYKa 4.3.).

He e ycranoBeHa Oe3onacHocTTa mnpu OpemenHH kend. He ca OmiH npoBeXIanHu

KOHTPONMUPAHK KIMHUYHU H3MUTBAHUA IpH OPEMCHHH KCHH. M- JIOTYHUCHH PEAKH
CHOOIIEHHS 33 BPOAEHH aHOMANuy ciea npueMane Ha HMG- g. s
Q PN

MHXUOUTOPH
\ P

WIH3HUTCIHO

o BpeMe Ha OpeMeHHOCT. BhIIpeKH ToBa, IPH aHalu3 Ha PEAY: AZBUNTE

200 OpeMeHHH MXKEHU IPUEMAIIH CHMBACTATUH HUIIH NeIyKTa3eH
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4.7,

4.8.

HHXHOHTOD, 110 BPEME HA ITBPBHUTE TPH Mecela 0T OPeMEHHOCTTa, YeCTOTATa Ha BPOJICHHUTE
aHOMAJIMM € CpaBHHUMa ¢ Tasd Ha oOmara momnynagus. 1030 Opoll OPEMEHHOCTH €
CTATHCTHYECKH NOCTATHYEH, 3a Ja CC U3KJIIOYH BB3MOXHOCTTA 3a 2.5 IBTH WIH MO-TOJISIMO
yBEIIMUCHHE B KOHTEHUTATHUTE YBPEKIAHUS CIIPAMO 00IIaTa YecToTa.

Bropeku, ye HAMa JOKa3aTE/NCTBA 34 Pa3iMKU B 4ECTOTATa HA KOHICHUTATHUTE OTKIOHEHUS
nmpu Jella Ha Maiike, npuemamu cuMBactatuH uad  apyr HMG-CoA  pemykrasen
HHXAOUTOP, COPSIMO TasH B ofuiaTa Monyjannd, IIPHEMAHETO Ha AKTATHIIUI OT CTpaHa Ha
MalfKaTa, MOXE [a HaMa d 3apoAVIIHMTE HHBA H& MEBAJIOHAT, KOHTO € TMPEKypcop 3a
XOJIECTEPOJIOBaTa CHHTE3d. ATEPOCKIIEpo3aTa € XpOHHUYEH IIPOUEC H NPEKPATABAHETO Ha
TUTUI0-IOHMIKABAILIUTE JIEKapCTBEHH MMPOAYKTH IO BpeMe Ha OpeMeHHOcTTra He Ou
Tpa0BAI0 Ja OKa3Ba BIWSHHE BBPXY ABArOCPOUHHS PHUCK, CBBP3aH C IIbpPBUYHATA
XAIEPXOIECTEPOIEMHUs NIpH OpeMeHHaTa. 3aToBa, AKTaIMIMI HE OMBa Jfa Ce MpUeMa OT
OpeMEHHHM JKCHH, TaKMBA KOUTO C€ OIHTBAT J1d 3a0peMCHEAT HITH TTOJIO3UPAT, Y€ MOXKE Ja ca
6pevennu, JleueHwero ¢ AKTaUNHA TpadBa aa ObIe MPEeKbCHATO IO BpEME Ha
GpeMEHHOCTTa WK JOKATO CE YCTAHOBH, 4e XKEHATa HE ¢ OpeMeHHa. (Bux TOMKA 4.3,),
Kvpmene

He e u3BECTHO AAIH CHMMBACTATHH HAM HEroBHTE META0OIUTH €€ OTAEAAT B MAHYHHOTO
Masko. Thit KATO MHOTO JEKAPCTBEHU NMPOAYKTH €€ OTHENSAT B KbpMaTa U [IOPARH PHCKA 34
CEePHO3HY HEXeNaHW JIeKapCTBEHW PEaKkUMH, XEHH MPUeMaIlH AKTATHIIHL He OuBa Aaa
KBPMAT Jierara cu (BUX Touka 4.3.).

EdexTd BLpXY cocofHOCTTA 32 wWlodupaHe 1 padoTa ¢ MAILHHY

AKTaTUIAA HIMA, HITH MMa MHOTO c1ab epeKT BhpXY cliocoOHOCTTA 3a LIo(upate H padota
¢ MallMHH. BBIpexu ToBa, 1o BpeMe Ha iodupaHe Wiy paboTa ¢ MalllMHH, TpsaOBa Ja ce
UMa B TPEABUI, Y€ PAAKO € OMIO IOKJIAIBAaHO 3a 3aMasHOCT NPH NOCTMApKETHHIOBH

H3CcIedBaHNs HA CHMBACTATHH,

He:xelaHu JIeKAPCTBEHH peaKUH

YecTOTATa HA CJICHHTE HEXKENATeNHH JEKapCTBEHH peaKlMy, KOUTO ¢a OMIH NOKJIanaBaHH
0 BpeMeé Ha KIMHHYHU U3CJAENBaHMA W/HWIH ClIel MapKeTHHIOBaTa yrioTpeba ca
KaTeropu3HpaHy CIpIMO OLEHKAaTa Ha YECTOTUTE MM B T'OJIEMH, ABJTOCPOTHH, ramnedo-
KOHTPOJIMpAaHK KIMHUYHU W3CAEABAHHs, BKmMouMTenHo Heart Protection Study (HPS) u
Scandinavian Simvastatin Survival Study (4S) crotBerso ¢ 20,536 u 4,444 namyeHTa (BHX
rouka 5.1.). 3a HPS, enHHCTBeHHTE CepHO3HH HEXENAHH PEaKLuM, OCBEH MHanrud, ca
yBeIWUYEHHE B CepyMHUTe TpaHcamuuasy ¥ KK. 3a 45, BCHUKH CTPaHHYHU DPEaKUUH,
H30POEHH MO-J0Ay ca OUIU ONHUCAaHU. B Te3d KIMHHYHHK H3CASABaHMs, akO 4ecToTaTa Ha
CTPAHMIHHTE PEaKLHH, MPEeIN3BHKAHH OT CHMBAcTATHH € MO-Mallka WM MOoJ00Ha Ha Ta3
oT mIanedo, KakTo M axo HMa OTHOCHTEIHO NPUYUHHO-CBBP3aHH HOKJIaABaHW CIOHTaHHO
CITyHaH, TO Te3H HEXEJIAHH PEaKINH CE KaTETOPU3NPAT KaTo ,,pCAKH

11



3a IA/1aTa MPOIBIKUTEIHOCT OT 5 rOAUHH. HecToTara Ha NMpeKpaTsaBaHe nopaal CTpaHUIHN
eeKTH ca cpaBHAMH (4.8 % IIpH MauMeHTHTE, IpUeMalln ciMBacTaTHH 40 mg, CpaBHEHO C
5.1 % npu nanuenTaTe, npreMamy mianebo. Ciayvyante Ha muonatus ca ¢ 0.1 % mo-Manko
MpyY IaluueHTuTe, npueMamy cuMBactaTuH 40 mg. IloBuitenu tpancamunasu (> 3 X ULN,
NOTBBPAEHO 4pe3 MOBTOpeH TecT) ce Habmomaeaxa B 0.21 % (n = 21) or nauueHTHTe,
nmpueMaiy cuMBacTtaThH 40 mg, cpaBHeHO ¢ 0.09 % (n = 9) OpH nanueHTUTe, NPHEMALIN
anedo.

YecToTuTe HA CTPAHHYHHTE PEAKIMM ca MOUPEIACHH CIIPAMO CICAHHSA KpUTepui: MHOTrO
gecTH (> 1/10), Hectn (= 1/100, < 1/10), Hewectn (> 1/1000, < 1/106), Peaxn (= 1/10 000, <
1/1000), Muoro peaxu (< 1/10 000) BxirouyBallli H30JIHPaHU JOKIAIH.

Hapyiienus Ha KpbBTa U 1uM(QHATa cucTeMa

Penxu: anemMus.

HapyiieHus Ha HEpBEATa CHCTEMA. -

Penku: rnaso6oiue, napecresns, 3aMasHOCT, EpUepHa HEBPOTIATHS.

[ acTpO-MHTECTHHAIHH HAPYIIECHUA

Peaxu: 3anex, KopeMHa Ooika, rasoBe, JUCNENCHA, [IHapus, TraleHe, [NOBpLILIAHE,

[IaHKPCAaTHT.

XENaTQOMINAPHU HAPYINECHHNS

Peaxku: xermaTuT/ KBJITEHUIIA.
MHoro peaku: YepHOAPOOHA HEXOCTATHYHOCT

Hapvilierns Ha KoxKaTa U MOAKOXHATA ThKaH

Penku: oOpuB, IPYyPUTYC, ATONEHN.

MycKya0-cKeIeTHE HapyLIeHYs, HapyUIeHUs B CheIHHUTEIHATA ThKAH U KOCTUTE

Penku: MmuonaTus, pabaoMuonu3a (Bux To4ka 4.4.), MUaNrus, MyCKYyJIHH CXBalaHHA.

O6my napyinenus U eheKTH Ha MACTOTO Ha IPUTOKEHHUE

Penxd: acteHUs

MMa pemkd CHOOIIEHHS 3@ H34BEH CHEAPOM Ha CBPBXYYBCTBHTEIHOCT, KOHTO BKIIOYBA
HSKOM OT CjeOHHTE CHCTOSHHA: aHrvoeneM, JIYIOyc-MoJ00€H CHHIPOM, IOTHMHUATIIHS
PEBMAaTHKA, JEPMATOMHO3HT, BacKylUT, TPOMOOLUTOINCHUS, €O3HMHODHINS, YyBEIHYCHA
CVYE, apTpuT M apTpairud, YPTUKapus, CBETIOUYBCTBHTEIHOCT, TPeCKa, 3a4€pPBABAHE HA
STHTIETO, UCITHES U HEPA3IIQIOKEHHE.

UzcaenBanus:

Penxu: yBelqHUeHHE B CEPYMHHTE TpaHCaMHHa3H (alaHWH aMHHOTpaHc(epasa. acmaprar
amuHoTpancdepasa, Y-IIyTaMun Tpadchentuaasa) (ewk Touxka 4.4,  UepHoapoOHu
edbekT™), YBenuueHa ankanHa Qocdarasa, yBelMdYeHHEe B HUBAaTa Ha cepyMHaTta KK (BuX
Touka 4.4.) =
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4.9.

Ilpenosnpane

Ilo mMoMeHTa ca OMJIM JOKJIQJBaHH €IWUHHYHH CIy4Yal Ha [peXo3upaHe; MaKCUMalHaATa
npHeTa A03a € 3.6 g. BCeHUKM NAnMeHTH ca ¢e BB3CTRHOBHIIM O¢3 mocneacTsusd. HaMma
cneuudUYHO JIeUeHHEe B Cay4ad Ha mpenosupa”e, B TaxuBa ciyyaum TpsbOBa na ce
OpeAnpueMe CUMITOMATUYHO U DOAIBPXKAIIO JIEUEHHE.

GAPMAKOJOTMYHA CBONCTBA
dapMakoITHHAMHYHHA CBOHCTBA

PapmaxotepaneBTH4Ha rpyna; HMG-CoA penykrasHn HHXHOHTOPH
ATC Koz: C10A A0

Cien mepopanHo MpUIOXKEHHE, CHMBACTATUH, KOHTO € HEAKTUBEH J1aKTOH, ¢€ XHAPOIU3HUpa
B YepHHUS Apo0 10 CHOTBETHATA AaKTUBHA [-XUAPOKCHUKHCCIHHA, KOATO HMa MOIIHA
moTHCKAaIIa akTuBHOCT crpaMo HMG-CoA peaykraszata (3 hydroxy — 3 methylglutaryl CoA
reductase). To3u eH3uM karanusupa npeppbinaHeTo Ha HMG-CoA B MeBajIoHAT, paHHa U
CKOPOCTOOIPEAENAIIa CTHIIKA B ONOCHHTEIATA HA XOJIECTEPOIL.

MMa gaHHM, Y€ CUMBACTATHH HaMmaldBa HOpMaJHH H noBuuieHd LDL-C xoHUeHTpalHu.
LDL ce ¢opmupa OT JHMIIONPOTEMH ¢ MHOTO HHMcKa IIbTHOCT (VLDL) m ce katabonu3upa
OCHOBHO 0T Bucoko abuuHTeTHHss LDL penentop. Mexauusmbr Ha LDL-moHWxapamius
eheKT HA CHMBACTaTMH MOXC Ja BKIIOYBA €IHOBPeMCHHO penykuus Ha VLDL-
xosecreposopara (VLDL-C) koruentpanus u BrmoysBaHeTo Ha LDL penenropa. Koeto
BOJM A0 HAMAJICHO MPOH3BOJCTBO W TOBHIIEH Karabonu3sM Ha LDL-C. AnoanmonpoTenH
B cpbmo cmama 3HAYUTETHO IO BpeMe Ha JedeHMe ChC CUMBACTAaTUH. B IONBJIHEHME,
cuMBacTaTHH yMepeno ypenuyasa HDL-C u namanasa mnasmenusa TG. B pe3yiarat Ha Te3H
W3MEHEHHUS, ChOTHOLIeHHETO Mexay obmug xonectepo: cupamo HDL-C u LDL- koM HDL-
C ce HamaABa.

Burcok pucK OT KOpoHapHO chpiedHo 3abongpane (CHD) way cpIECTBYBAINO KOPOHAPHO

CHPIACYHO 3a00I9BaHe
B Heart Protection Study (HPS), edexTture OT Tepamus ¢bC CUMBACTaTUH c¢a oueHeHHd 3a 20

536 maumenta (Ha Bb3pact 40-80 rogunu), ¢ unu Oe3 XHUNEPIUIUACMHUSA U C KOPOHApHO
CHPACUHO 3a60nsaBaHe, APYro OKIY3HBHO apTepHaiio 3a00NiBaHE WM NHAOETUC METHTYC.
B tosa micnensane 10 269 mamuenTa ca mpueManu cuMBacTatuH 40 mg aHeBHO, a 10 267
malMenTa ca MpHeMaIM Iwranebo B NpOAb/KeHHe HAa 5 roamuu. B Hawanoro, 6 793
naiueHTa (33%) ca nokazamu LDL-C wuBa nox 116 mg/dL; 5063 manuenta (25%) ca
nokazany Husa Mexay 116 mg/dL u 135 mg/dL; 8 680 nanuenta (42%) ca HMajIu HUBA II0-
BHcOKH oT 135 mg/dL.

JleueHueTo cbe cuMBACTAaTHH 40 mg MHEBHO, CPaBHEHO ¢ IUlauedo, 3HAYNUTETHO HaMajsiBa
prucka oT eMbpTHOCT (1328 [12.9%] npu nmpHemMammTe CHMBACTaTHH MAUUEHTH, CPABHEHO ¢

1507 [14.7%] npu namwentuTe mpuemarnmi tranebo; p = 0.003), B pesynarat Ha 18%
6.9y

= 0.0005:
0 ‘1}\%‘ hicH \\
abcomoTdo HaMansasaHe Ha pucka ot 1.2 %), [lloHibkel {@ LM BYRLOCTTA,

HamMaJIeHHE B KOopoHapHaTa cMbpTHOCT (587 [5.7%] cpeury 707



th

KpaliHa TO4YKa, ChCTOANIA C€ OT He-QaTalcH MUoKapaeH MH(papkT uin CHD eMmepT) ¢ 27%
(p < 0.0001). CumBacTaTHH HaMansiBa  HeOOXOZMMOCTTA  OT  KOPOHApHH
PEBACKYIAPHU3ANNOEHA NPOLEAYPH (BKIOUMTEIHO KOpPOHapeH apTepdalieH Oainac Hiu
nepKyTaHHa TpaHCIyYMHHAIHA KOpOoHApHa aHTUOILIAcTHKA) M NepupEepHU WU APYT BHA
HEKOPOHAPHH peBackyiapH3aluoHHU mpoueaypu ¢ 30% (p < 0.0001) u 16% (p = 0.006)
cpoTBeTHO. CHMBACTaTHUH CHMKaBa pHCKa OT MO3bueH HMHCyIT ¢ 25 % (p <0.0001), xoeto
ce IBKHA Ha HamaurgaHe ¢ 30% Ha pHcKa OT HCXeMHYEH HWHCYJT. OCBeH TOBa, B
MOATpynaTa Ha MAmWeHTH ¢ AWadeT, CHHBACTATHH HaMalsdBa pPHCKAa OT pa3BHTHE HA
MaKpOBaCKyJIApHH  YCIOXKHEHHUs, BKIIOYHUTENHO TMEPHPEPHH  PEeBACKyJIapH3alHOHHH
npoleaypy (omepalyy WM aHTHOILIACTUKA), aMIOIyTalyud Ha AOJIEH KPAaHHHUK WM S3BH HA
kpakata ¢ 21 % (p = 0.0293). [IponopunoHaTHOTO HAMATIEHHE HA CLOTBETHUTE CHOUTHA €
noao0HO NP BCSKA [10Arpyna U3cAeABaHK MAalMEHTH, BKIOUUTETIHO Te3d 0e3 KOpOHAPHA
GoslecT, KOUTO ca MMajH IepeOpOBACKYIApPHO MM TEPUPEPHO apTepHaiHO 3a00JISIBAHE
(MBKe M KeHH, Ha Bb3pacT 1ol v Hax 70 ronunn, ¢ Wik 0e3 XHIICPTEH3HA, KaKTO ¥ TE3H ¢
LDL-xosectepon moa 3.0 mmol/l mpu BKIIFOYBAHETO B U3TTHTBAHETO).

B Scandinavian Simvastatin Survival Study (4S), edexTuTe OT TEPANHUATA ChC CHMBACTATHH
Ha LAMOCTHATA CMBPTHOCT € oucHeHa npu 4 444 pauuedrta ¢ CHD n HavanHu HUBa Ha
xojnecTeposna npy nangentute 212-309 mg/dL (5.5-8.0 mmol/L). B ToBa MHOTOLIEHTPOBO,
PaHZOMH3IUPAHO, TBOHHO-CIAIO, MIaebo-KOHTPOTHPaHO KIMHHYHO H3C/IeABaHe, NAUHCHTH
¢ aHTMHA WK TIpeAulIcH MuokapjaeH HHpapkT (MI) ca mopunoxkenu Ha nuera, CTaHAaPTHH
IPIDKY U WK cuMmBacTaTHH 20-40 mg maeBno (n = 2 221) wim mianebo (n = 2 223) B
npoab/KeHue Ha cpegHo 5.4 roauuy. CUMBAcTaTHH HAMAJIsBA PUCKA OT CMBPTHHU CIIyHan ¢
30 % (abcomoTHO HaManeHue Ha pucka ot 3.3%). PucksT oT embpT 0T CHD ce Hamanisa ¢
42% (abconTHO HaMaleHHe Ha pucka ¢ 3.3 %). CHMBacTaTHH CbLIO TaKa HaMallsiBa PUCKa
OT cepmo3Ho KopoHapeH HHUUASHT (cMbpT oT CHD u ycraHoseH B OOJHULA THX,
Hedaragen MuoKapaeH HHPaApKT) ¢ 34 %. OcBeH ToBa, CHMBaCTaTHH 3HAYHTEHO HAMaJiABa
pucka oT QaTaTHK ¥ He(aTATHH MO3BUHO-CHAOBH CHOUTHS (YAAp ¥ MPEXOAHH MCXEMHUTHH
ataku) ¢ 28 %. He e oTyeTeHa CTAaTUCTUYECKH 3HAYHMa pa3IMKa MEXIAy TpYIHTE IO
OTHOLLEHHE HA HECHLPAEYHO-CBI0BATA CMBPTHOCT.

[TbpBHYHA XUOEPXOaecTEPOIeMUs B KOMOMHMPAHA XUOEPXOISCTEPOIEMHUSL

B w3cniesiBaHus, CpaBESBAlIY ¢PUKACHOCTTA U CUTYPHOCTTA Ha cumBactatud 10, 20, 40 v 80
mg JHEeBHO, IIPH TMAIUEHTH C XHIIEPXOJICCTEPONIEMHS, LIATTOCTHOTO HAMaJICHHE Ha LDL-C e
crotBeTHO 30, 38, 41 w 47 %. B uscneagsanwusi, cpaBHABAINM ITAIHCHTH ChC CMECEHA
XUNEPIUNHAeMHUs, OpueManm cuMBacTaTui 40 mg m 80 mg, CpeAHOTO HaMaJCHHE Ha
TPUrIHLEPUAATE € cHOTBETHO 28 1 33% (mianebo: 2%), kaTo obuuTe yBeandeHns B HDL-
Ccal3u 16 % (ianedo: 3%), CLOTBETHO.

POapMAKOKHHETHYHH CBOMCTBA
CUMBACTATHH € HEAKTUBEH JIAKTOH, KOMTO ce XUIPOU3Hpa 1
XUJPOKCHKHCENHHA, MouleH uHxubutop Ha HMG-CoA PEnp K
W3BBPIIBA OCHOBHO B UEPHHUS APOO; CKOPOCTTA HA XUAPOIH3a B
HEHCKA.



S.3.

Pezopbyus

CuMpacTaTul ce abcopOupa 100pe u nperbprsiba first-pass epexrt. EkcTpakuusaTa B 4epHus
npo0 3aBUCH OT KPBBHHSA TOK B uepHUs ApoO. UepHUAT Apod € ¥ OCHOBHOTO MACTO Ha
nedicrBue Ha akTuBHara ¢opma. HanuuHocTTa Ha [-XUAPOKCHKHCEIHHA B CHCTEMHATA
UUPKYJallMsd CIel IepopalHa [03a CHMBAacTaTHH € IO-MajJKko OT 5 % OT Jo3ata.
MakcUMAaJHUTE IIIa3MEHH KOHILIEHTPAUMM Ha AaKTUBHM MHXMOUTOPH Ce€ JOCTHra
npubiusurendo 1-2 yaca ciel MPHIOKESHUETO HAa CHMBACTaTHH. EJHOBpeMeHHaTa
KOHCYMAIIUA Ha XpaHa He BIMSE Ha pe3opOLusTa.

DapMakOKMHETHKAaTa HAa €OWHMYHA M MHOTOKpaTHH HO3W CHMBACTaTWH HE I[OKa3BaT
HATPYMBAaHE HA MEOUIIMHCKHUS MPOAYKT IIPH MHOTOKPAaTHH JIO3H.

Paznpeoenenue

BelThUYHOTO CBBP3BAHE HA CHMBACTATHH M HETOBHS akTUBEH MeTabonuT € Haz 95%.
Eaumunupane

CumBacTarud e cyoctpar Ha CYP3A4 (Bux Touku 4.3. 1 4.5). OCHOBHMTE METa0ONIUTH Ha
CHMBACTATHH, OTKpPHBallM CE€ B YOBEIIKATa IUia3Ma ca [B-XUAPOKCHKMCENMHA W 4 Jpyri
axTUBHHK MeTabonura. Cien nepopaida 103a paAuoaKTHBEH CHMBACTATHH, IIPHETA OT YOBECK,
13 % OT pagvoaKTHUBHOCTTA U ce OTAENs upe3 ypHHara, a 60 % upe3 U3Npa)KHEHUATA, B
pamMkure Ha 96 uyaca. KomuuecTBOTO, OTKPHTO B M3IIPAXHEHUATA MNPEACTaBJIABa
eKBUBAJICHTH Ha pe30pOHpaH JeKapCTBEH MTPOAYKT, H3XBBPIEHA YPE3 AIBUHNA COK, KAKTO H
Hepe3opOHpaH nekapcTBeH npoaykT. Ciieql MHTPaBEeHO3HAa HHXKEKIMS Ha MeTabonuta [-
XUAPOKCHKHCEIUHA, TIONYXuBOTa My € cpeaHo 1.9 yaca. Cpeano camo 0.3 % ot MB no3ara
ce U3XBBPJIA B ypUHATa KaTO MHXUOUTOPH.

MNpeakJMHUYHYA JAHHU 34 0€301aCHOCT

OcHOBAaHO HAa KOHBEHIMAJHH JKHBOTHHCKH MOJENH, OTHOCHO (apMakoIUHAMHKA,
TOKCHUYHOCT IIPH MHOTOKPAaTHH J03H, TEHOTOKCHYHOCT M KapIIHHOTE€HHOCT, HC CBLUECTBYBAT
IPYTH PHCKOBE 3a IMMAlMEHTUTE, KOMUTO [a MOorar [a c¢¢ O4YakBaT Bb3 OCHOBA HA
hbapMaKOMOTHYHMAT MeXaHu3bM. [IpH MakCHMalHH TOJEPMPAHH [O3H TpU 3aiuM K
IbXOBE, CHMBACTATHH HE BOAW [0 (aTamHH [OCHACOWUM, HAMAle e(EKT BbpXY
IUIOJOBUTOCTTA, PENMPOIYKTHBHATA CIIOCOOHOCT HA )KHBOTHUTE U HEOHATAJIHOTO Pa3sBUTHE.

GAPMAINEBTHYHHA JAHHU

CnucbX HA NOMOLLHKMTE BEIleCTBA
S apo Ha TabuerTkara:

JlakT0o3a MOHOXHAPAT
MukpoxkpucTtanHa uenyJliosa (E460)
[IpexxenaruHu3upao HULIECTE
ByTun xuapokcuanu3on (E320)
Byt xuapokcuronyeH (E321)
AckopOuHoBa kucenuHa (E 300)
JIumonena kucenuna (E330)
KonouganeH cuiuuMeB guokcua (ES51)
Tank (E553b)

Marnesuep creapat (E470b)
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6.3.

6.4.

6.5.

6.6.

10.

OuaMoBg DOKPUTHE:
Xunpomenosza (E464)

Ueppen xeneseH oxkeul (E172)
Kt xkenezen okcun (E172)
Tpuetunos mutpat (E1505)
Turanos guokcu (E171)
Tanx (ES53b)

[Tosuzon K-30

HecbBMeCTHMOCTH

He e npunoxumo.

Cpok Ha roaHoCT

3 roaUHH.

CrenHaJ Hu YCJI0BHSA HA ChXPaHeHHE

OIaxKOBKAa, 3alIUTECHO OT CBCTJIMHA H BJlara.

/1aHHU 32 OMAKOBKATA

Bauctep PVC/PVDC/AL
PasMmep Ha omaxoekata: 10, 20, 28 u 30 TabaeTkw.
Bwb3MOJCHO e He 6CUYKU ONAKO8KI Oa ce npediazan Ha nds3apd.

CrenHAJHH IIPeaNna3Hi MepKU IIPH ynoTpeoda

Hama crienuaTHi U3UCKBAHUS

IMPUTEXKATEJI HA PASPEHIEHHUETO 3A YIHOTPEDbA

Actavis Group PTC ehf.
Reykjavikurvegur 76-78,
220 Hafnartjoérdut,
Ncnanaus

PETUCTPAIIHMOHEH No

TATA HA IThPBOTO PA3PEIHNABAHE/MIOAHOBSBAHE HA PASPEINEHHETO

3A YIIOTPEDA

JATA HA AKTYAJIUBUPAHE HA TEKCTA
Anyapu, 2008

Jla He ce chxpaHsBa npu temmeparypa Haa 30°C. Jla ce cnxpaHsBa B OpPHIMHAIHATA
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