1. HME HA JEKAPCTBEHHA NPOAYKT

Cumeakop 10 mg ¢uimMupany TabneTku
Cumeakop 20 mg ¢punMUpann TabneTKH
Cumeakop 40 mg ¢puiMupans TabneTku

Simvacor 10 mg film-coated tablets
Simvacor 20 mg film-coated tablets
Simvacor 40 mg film-coated tablets

2. KOMHYECTBEH H KAYECTBEH ChCTAB
Bcesika Tabnetka chIbpka cboTBeTHO 10 mg, 20 mg unu 40 mg cMMBacTaTHH (simvastatin) .

[HoMoQIIHO BEIMECTBO ¢ H3BECTHO AeiicTRUe: Beaka TabneTka CbIbpaK& akTOo3a MOHOXHAPAT.

3a NBAHHA CIHCHK Ha NOMOLIHMTE BelISCTBa, BIXKTe Touka 6.1.

3. JIEKAPCTBEHA ©®OPMA

dunmHpana TabneTka.

4, KJHHHWYHH JAHOHHA
4.1 TepaneETHYHH NOKAIAHAA

XHnepxonecTepoiaecMus

CHUMBAKOP € MOKA3aH 24 JIeYeHHe Ha ITEPBHYHA XMICPXONSCTEPOIEMNA HIHM CMeCeHa JHCAHIIHASMA,
KaTo AONBIHEHHE KBM JHETA, KOraTo MOBJAHABAHETO OT AHETATA HE € AOCTATEYHO H OTIOBOPET HA APYT'H
HedapMaKoNorHyHH MepKy (Hanp. $H3NYECKH yNpaXKHeH!A, HAMAJINBAHE HA TerNeTO) HE € aJeKBaTeH.

CHMBAKOD € 110Ka3aH 34 NevYeHHe Ha XOMO3ZHTOTHA (aMiTHa XunepxonecteponeMus (Xo®X), kato
IOTBbIHEHHE KbM JHETA H APYTH JHIHAONOHWkaBawy Tepanuu (Hanp. LDL adepesa) WM ako TakHBa
TEpanHH He ¢a IOJXO0IALIH.

[podunakTuka Ha CHPAEYHO CHIOBH 3a0019BaHHA

HamanseaHe Ha ChpAEYHO-CHA0OBATA 3200N€BAEMOCT H CMBPTHOCT NPH NALHEHTH ¢ H3ABEHO
ATEPOCKIEPOTHYHO ChPASUHO-ChAOBO 3a00MABaHE WIH 3axapeH AMabeT ¢ HOpMaJIHH HJIH MTOBHILICHH HEBA
Ha XOJecTepona, KaTo JOIbIHEHHE KbM KOPEKLHATA HA APYrH PHCKOBH (DAKTOPH H ApYyra
KapIHOTIPOTEKTHBHA Tepanua (Bx. Touka 5.1)

4.2 [Jo3upoBKA U HAYHH HA IPHJIOKECHHAE

Josuposkara sa CaMBakop Bapupa oT 5 10 80 mg Ha aeH, npueMaH BeAHbX IHeBHo Bevep. Koraro e
He00X0INMO, KOPHIHPAHETO Ha [103aTa Ce NPaBU Npe3 HHTEPBAIM OT He I10- MATKo oT 4 CeIMMULHY, 10
MaKCHMaJIHaTa fo3a oT 80 mg BeAns:k AHeBHO Bedep. [Josara ot 80 mg ce npenopb4Ba camo 1pH
NALMEHTH C TEKKA XHIIEPAONSCTEPOIEMHA H C BHCOK PHCK 33 ChPASYHO-CHAOBH YCI0KHEHHA, IPH KOHTO

NOTEHUMATHHTE PHCKOBE (BXK. ToukH 4.4 1 5.1).

Xunexonecmeponemus




TamuenThT TpaGsa ia Ghle NOCTABEH HA CTAHJAPTHA XOIECTEPOI-TIOHIKABAA UETa, NPean
npunaraHeto Ha CHMBAKOp, KATO CTa3BaHETO HA Ta3H AHeTa TpAGBa Ja NpoIb/IKM U N0 BpeMe Ha
JeueHHero cpe CHMBaKop.

Ob6uyaiinara Hauanna jgo3a e 10-20 mg AHEBHO, KOATO Ce MPHEMa KaTo efHOKpaTHa fo3a Beuep. [1pn
NauHEeHTH, TPH KOHTO € HeoOXoanMo ronaMo HamanaeaHe Ha L.LDL-xonectepona (nosede o1 45%) Moxe
Ia ce zamo4ue ¢ noza 20-40 mg qHeBHO, KOATO ce MPHEMa KaTo eIHOKPATHA 1033 Bedep. AKO ce Hanart
KOpEKLHK Ha no3ara, Tpﬁﬁﬂa Aa Ce HaNMpaBAT KAKTO € MOCOYEHO [I0-TOpe.

Xomozuzomua amuing Xunepxorecmepotemus

Ha Gasara Ha pe3ynTaTi OT KOHTPONHPaHO NPOYYBAHE, IPSIOPLUNTENHATA HAYATIHA J1034 [IPH NALKEHTH
€ XOMOZHroTHa (haMuIHa XHnepxonecteponemns ¢ Cumeakop 40 mg aHesHo Beyep. CumBakop TpaGBa Aa
€€ M3MOJI3BA KATO AOMbIHEHHE KBM APYTH NMIOAONOHIKABawWH Tepanuu (Hanp. LDL adepasa) npu tesn
NALMEHTH HITH KO TAKUBA Tepallié He Ca HANIMYHH,

[TpH nauxenTH, NpHeMaLIH TOMHTATHA eAHOBpeMeHHEO che CHMBaKop, n03aTta Ha CHMBakop He Tpabea
Ja npesHwaga 40 mg nHeBHO (Bxk. TovukH 4.3, 4.4 1 4.5).

Hpogurakmura Ha cepdedHo-cei08uY 3060ARBAHUS

O6uyaiinaTta no3a Ha Cumeaxop e 20 no 40 mg AHEBHO, IPHETA KaTO €THOKPAaTHA J03a BEUSP NpH
NAaLUEHTH ¢ BHCOK PHCK OT HexeMu4Ha 6onect Ha ¢bpieto (MBC, cbe nnu 6e3 XunepaunuieMua).
JlexapcTBeHaTa Tepanis MOXE Ja 3anoyHe efHOBPEMEHHO ¢ AHeTa H H3HYECKH yIpaxXHeHHs. AKO ce
HanaraT kKOpeKlHH Ha A03aTa, TpA0Ba [a ce HANPABAT KaKTO € NOCOYEHO TIo-TOPE.

Ipuopyocasamya mepanua

CHMBaKop e edieKTHBEH CAMOCTOSTENHO HIH B KOMOHHALIHA CHC CEKBECTPAHTH HA MKIIBYHHTE KHCEJIHHH.
IMpremMbT Ha fozara Tpabea ga OBOe HAM > 2 yaca opedy MM > 4 yaca el NPHEMA HA CEKRECTPAHTH HA
HKITBYHHTE KHCENHHH.

[lpu nauxenTs, npuemMany CUMBaKoOp eqHOBpeMeHHO ¢ GHOpaTH, ApyTH ocBeH reMpHOpo3un (BK. TOUKa
4.3) nnu erodubpar, no3ata Ha CHMBakop He TpaOpa na npepuiuasa 10 mg anesHo. ITpH manwenTy,
npuemaiiy CHMBaKop 3a€AHO ¢ AMHOAAPOH, AMIOIHUITIH, BEPANaMI, JHITHASEM HAH NPOAYKTH,
ChbIbpKaIlM en6acBHp HIH rPasonpeBHp, AozaTa Ha CuMBakop He TpAOBa Ja npepnniasa 20 mg anesHO
(B, Toukn 4.4 u 4.5).

Tlayuenmu ¢ 6vbpeuno yepexcoane

[lpu naupenTy ¢ ymepeno OuOpetno yepexaate He ¢ HeoDX0MMa KOpeKIrd Ha SO3aTa.

[pu naumenTy ¢ Texko GpOpeyHo yBpesknaHe (KpeaTHHHHOB KIMPBHC <30 ml/min) no3n, npesHLIaBallH
10 mg axeBHo, TpAOBa BHUMATENHO Ja ObaaT 0OCHIEHH H aKo Ce TpHeme, ye ca Heo0xoaumi, aa Obaar
NpuIaraHy ¢ rolsMo BHUMAHHe,

Hayuenmu e cmapuecka av3pacm
He e Heobxoauma kxopekiins #a nolara.

Teguampuuna nonyaayus

3a mena u wHowu {MomueTa Il crener no TaHep W Harope U MOMUYeTa, KOHTO Ca NIOHE €]1Ha FOAHHA CJIeN
I'bPBATA HM MeHCTpyauHa Ha Bbapact 10-17 roanHu) ¢ xerepo3uroTHa aMHIHA XHNEPXONAECTEPONEMES,
HpenoprYnTeNnHaTa obMyaiHa Hauanna no3a € 10 mg Beansxk AHeeno Bevep. Jlenara H :oHowWHTE Tpabpa
Aa ObJaT NoCTABEHH HA CTAHAAPTHA XONECTEePOI-NIOHAKABAINA JHETA NPElH 3AM04BaHE Ha ACUECHHETO
CBC CHMBACTATHH; Ta3K JHETa TPLOBa Ja MPOABAXKH U N0 BpeMe Ha ICYCHHCTO ChC CHMBACTAaTHH.

[TpenopbunutenHuar ao3os neTepsal € 10-40 mg gHeBHO, MAKCHMATHATE npenopwm?ﬁ/
AHeBHo. Jlosute TpabGea fia GbAAT HHAMBUAYANHIHUPAHH, CTIOPE] TIPENOPbYAHATA LT H y

CBhIMAacHO NPENOPBKHTE 3a NEAHATPHUHO NeyeHne (BK. Toukn 4.4 u 5.1). Kopurnpane'
A4 ce NPaBH Npe3 HHTepeai OT 4 CCAMALK WITH NOBEYE.




OnureT cbe CHMBaKOP NpPH Aeua Npead ynoTtpedara e orpaHHYeH.

HauyuH Ha Opinokenye
CHMBaKop e IpeaHazHayeH 3a epopaiHo npuwioxernue. CHMBaKop Mocke Aa ObJle NpHaran KaTo
€JHOKPATHA 1033 Be4Yep.

4.3 IporHBOnNOKA3aHHA

. CBPBXYYBCTBHTENHOCT KbM AKTHBHOTO BELIECTBO HITH KBM HAKOE OT NOMOLIHHTE BELIECTRA,
u30opes B Touka 6.1.

. AKTHBHO depHoApobHO 3a00N7BaKHe HIH HEH3ACHEHO MePCHCTHPALLO NOBHIISHHE HA CEPYMHHTE
TpaHCaMHHa3H.
BpemeHHOCT B KbpMeHe (BK. Touka 4.6).

. Ennospemenso npunoxkenne Ha MOIIHA uHxubutopu Ha CYP3A4 (cpencTea, KOHTO MOBHIIABAT

AUC npHONK3UTeNHO 5 'BTH WK TI0Beyve) (HANp. UTPAKOHA30]I, KeTOKOHA30M, TI03aK0HA30N,

BopHkoHa3on, HIV-npoTteasHy uExubutopn (Hanp.nenduHasup), HonenpeBup, TENAnpesup,

EPHTPOMULIHH, KIAPHTPOMHLIMH, TETHTPOMHLNH, He(ha30A0H H NeKapcTBeH NPOAYKTH,

CBABPKALLMA koOuUMCTaT) (Bk. TOurH 4.4 1 4.5).

EnHoBpeMeHHO NpUiokeHHe Ha rempubposnn, LHKIOCIIOPHH HIH AaHa30l (Bik.ToukH 4.4 i 4.5).
. EnHoBpeMeHHO NPUITOKEHHE Ha NoMuTanus cb¢ CHMBakop B 4034 > 40 mg NpH NanyveHTH ¢

XodX (Bxk. ToukH 4.2, 4.4 n 4.5).

4.4 CroenHa/lIHH NpelynpexXAeHHA H NPEAUIATHE MEPKH NpH YNOTpeba

Muonarns/ paéaoMmuoinia

CHMBAcCTaTHH, KAKTO U APYTH WHXHUOHTOPH Ha 3-XHapokcH-3MeTHArnyTapui-koeH3uM A (HMG-CoA) -
pelyKTa’ara MoHAKOra IPHYHHABAT MHOMATHA, KOSTO ce MaHu(ecTupa ¢ Myckyana Gonka, GonesHeHOCT
HIIH ¢1a00CT, CBBP3aHH ¢ TIOKauBaHEe Ha HUBaTa Ha kpeaTHH kaHazata (CK) moseue ot 10 nbTH Hax
ropHarta rpaHnia Ha Hopmara (['TH). MuonartisTa morskora np1ema gopmara Ha pabaoMu0nn3a, cbe
HH Oe3 ocTpa Ob0petHa HeIOCTaTBYHOCT BCIEACTBHE HA MHOTI00HHYPHSA, H B PEIKH CIyYaH e
HacTbNBan (araneH u3xXon. PUCKBT OT MMOMATHE MOXKE 1A ce yBeNHYH ipH Bucoku HuBa Ha HMG-CoA —
pelyKTa3Ho HHXMOHTOpHATA aKTHBHOCT B ILUTa3Marta {KaTo MOBHILEHH [11a3MEHH HHBA HA CHMBAcTaTHH K
CHMBACTATHHOBA KHCENHHA), KOUTO MOXKE Ja ¢¢ JABJDKAT OTYACTH HA B3IAHMOJEHCTBAlH NeKapCTBEHH
TIPOIYKTH, KOHTO NOBIUABAT MeTabonu3Ma W/unH TPAaHCNOPTHUTE THTHILA HA CHMBACTaTHH (BXK. TOYKA
4.5).

Kakro u apyrn unxuburopn Ha HMG-CoA peaykrasaTa, pHCKBT OT MHONATHS/paba0MIONHK3a, IOKa3Ba
3aBHCHMOCT OT fo3aTa. B 6a3a JaHHH OT KNIMHHYHO 3NHTRAHE, B koeTo 41 413 nanueHTH ca IeKyBaHH
CbC CHMBAacTaTiH, 24 747 (npudansurento 60%) or T4X ca BKIIOUCHH B NPOYYBAaHHA C MEIHAHA Ha
NpOCEAABAHETO OT MOHE 4 TOANHHE, YeCTOTATa Ha MUONATHA € npubamn3uTenHo 0,03%, 0,08% 1 0,61% 3a
nozute ot 20,40 u 80 mg THEBHO CHOTBETHO. B Te3W KNMHMYHE WANHTBAHHA MALHEHTHTE ca BHHMAaTEIHO
npocieJaBaHH H HAKOH JIeKapCTBEHH NMPOAYKTH, YYaCcTBALIH B ieKapCTBEHH B3aHMOASHCTBA, ca
H3KJIIOUEHH.

B WIMHHYHO H3NWTBAHE, B KOETO NALMEHTH C aHaMHe3a 3a HHQApPKT Ha MUOKAP/IA Ca JIEKYBaHH ChC
cumMBactatil 80 mg aHeBHO (MeaHaHa Ha NpocneageaHero 6,7 PFOAUHH), HE€CTOTATA HA MHOTIATHA €
npubansurento 1,0% cpaenero ¢ 0,02% npu HauMeHTHTE Ha JieyeHne ¢ 103a oT 20 mg AHeBHO.
[pubnu3ATeTHO NOTOBAHATA OT TE3H CJIY4aH HA MHOIIATHA CA HACTHIIMIN NPEe3 ITbPBaTa rOAHHA OT
aeveHHeTo. HecroTaTa Ha pa3sBUTHE Ha MHONATHA Mpe3 BCAKA CHEABALIA TOAUHA OT JIEHEHHETO €
npubmsurtento 0,1% (px.touku 4.8 u 5.1),

TlIpy nauKenTH Ha NEYEHHE ChC CHMBACTATHH 80 mg, PUCKBT OT MHONATHSA € N0-BHCOK,
MAlHEHTH HA JIeUeHHE ¢ APYTH CTATHHH CBhC ¢X0aHa edKACHOCT IO OTHOLUEHHE Ha NO
LDL-C. Cnesosatenno f03ata cHMBacTaTHH 80 mg Tpsa6Ba fa ce H3ION3Ba CaMO NpH,
XHIIEPXOJIECTEPOIEMHA H € BHCOK PHCK OT ChPAEYHO-CBAOEH YCIO0KHEHHA, MPH KOH

HE ¢ NIOCTUTHATH TEPANEBTHYHNTE LIS/ K B ClIy4al, Ye 04aKBaHATa N0N134 Ha/lBHIIAY
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pHckoBe. l'[pn NANWEHTH, NTPHEMaNIi CHMBACTaTHH 30 mg, NpH KCHTO CE€ Hallara nNpyieM ¥ Ha JekapCTBeH
NPORYKT, Y4acTRall B IeKkapCTBeHH B3aHMOeHcTRHA, TpAOGBa Ja ce H3TO3Ba NO-HHCKA 1034 Ha
CHMBACTATHH HWJIH &ITEPHATHBHO NEHCHHE C APYT CTATHH, KOHTO € C MO-HUCBK NIOTEHIIHAN 34
JIeKApCTBEHH BIaUMOACHCTBHA (B)K. no-aoay Meplcu 34 HAMaJIABAHS HA PHCKA OT MHOIIATHA, [IPHYHHEHA
OT JIEKapCTBEHH B3aMMOIEHCTBHA HA MPOAYKTa W TOUKH 4.2, 4.3 n 4.5).

B KIHHHYHO W3NHTB2HE, NPH KOETO MAHEHTH ¢ BUCOK PHCK OT CHPIEYHO-CBAOBO 3a00/MBaHe ca
TIeKyBaHH cbe cuMBacTaTid 40 mg AHeBHO (MelHaHa Ha NpocaeasBaHeTo 3,9 roauHK), YecToTara Ha
MEOIATHA € NpuOansurento 0,05% npu Hekutaiinu (n=7 367), cpaBHeHo ¢ (,24% npu kuraiiuu

{n=>5 468). Toii kaToO B TOBA KNHHUYHO M3MHTRAHE OT A3HATCKOTO HACEICHHE ¢4 OLIEHEHH CaMo KHTaH,
NpH NIPEANBECBaHe HA CHMBACTATHH Ha NALMEHTH 0T A3ns TpabBa [a ce NoAX0XkKAa ¢ NOBHIICHD
BHHMAHUE H 1a ce ynoTpedspa Hal-HICKATA 1034, aKO & HeODX0IHMO.

Honudicena gvuryus na mpaxcnopmuyume npomeuny

MMonmxeHata GpyHkuus Ha YyepHoapoOHUTE TpaHcnopTHY npotensd OATP Moxe 1a yBeNH4H CHCTEMHATA
eKCMO3HMUHA KbM CHMBACTATHHOBA KHCEIHHA H JIa YBEJIMYH PHCKA OT MHOIIATHA H pabaoMHoOIH3a.
[TormkeHaTa (BYHKIHA MOKe Aa ce TIPOABH B Pe3yNTaT HA HHXHOMPAHe OT B3aHMoIelicTBAINR IEKAPCTBA
(Hanp. DHKJIOCTIOPHH) HAH NIPY NALHEHTH, KOUTO HocaT rewotun SLCO1B1 ¢.521T>C.

[TauuentuTe, Hocemu reded anen SLCO1IBI (¢.521T > C) ¢ koaupane 3a no-mMainko aktheeH OATP1B1
NPOTESHH, HMAT NOBHINEHA CHCTEMHA EKCMO3ZHUNA KEM CHMBACTATHHOBA KUCENHHA U OBHLLIEH PHCK OT
MHOTATHA. PHCKBT OT MHOTIATHSA, CBbP3aHa ¢ BHCOKa 103a (80 mg) cHMBacTaTHH, e 00110 okono 1% 0e3
npoBeEHH reHSTHYHHE TecToBe. B13 ocHoBa Ha pezyntatite oT SEARCH u3nuTBaneTo, XOMOZHIOTHU
HocuTenH Ha C anen (Hapuuanu ¢nio CC), nekyeanu ¢ 80 mg, umar 15% puck ot pa3BHTHE Ha
MMOIIATHA B PAMKHTE Ha €HA TOAMHE4, JOKATO PUCKbLT pH xeTeposHroTiu Hocutenu Ha C anena (CT) e
1,5 %. CooTBetHusaT puck € 0,3 % [pH naiBenTH, KOUTO UMaT Haii-4ecTo cpewanns renotun (TT) (Bx.
To4Ka 5.2). ONpenensneTo Ha reHOTHNA 33 NPHCBCTBHETO HA anena C Tpadea aa ce cuMTa Kato 4acT OT
OLICHKATA HA CBOTHOLICHHETO N10/133/PHCK, KBAETO € BL3MOMHO, IPeAH NPeANHCBAHETO HA CHMBACTATHH
80 mg 3a OTAeNHH mAUMEHTH W TpabBa Aa ce U30ArBaT BUCOKM /1034 NPH OTKPHTH HOCHTENH Ha CC
reHoTHN. BLIpexkH ToBa, NHNCATa HA TO3H TeH TIPH oNpeensHe Ha TCHOTHIIA He H3KJII0YBaE Pa3BUTHETO Ha
MHOTATHA.

Onpedenane Ha xpeamun xunazama

Kpearun knnasara (CK) He Tpaea ja ce onpenens Cen TexXKH (pH3HYESCKH HATOBAPBAHHA HIK [IPH
HAJTHYHETO Ha JPYTH BEPOATHH ANTSPHATHBHH OPHUYHHE 3a nosuiieHne Ha CK, Twii xaTo B Te3H coyuan
HHTEPIIPETALIMATA HA YCTAHOBEHWTE CTOHHOCTH € 3aTpyAHeHa. AKo H3X0AHHTe croinocty Ha CK ca
3Ha4HTENHO noBumeHH (> 5 meti ['TH), onpenenaneTo Ha cToiinocTHTE CilenBa fa Obae NOBTOPEHO B
PaMKHTE Ha 5 10 7 AHH NO-KBCHO 3a MNOTEbKACHHE HA IONY4YEHHTE PE3YNITATH.

Hpedu nayanomo na aevenuemo

Bcuykn mauueHTH, KOUTO 3aN0YBAT JEYEHNE CbC CHMBACTATHH, KAKTO H TE3H, IPH KOHTO A034TA HA
CHMBACTaTHH € Onia yBenudieHa, cieiBa Ja ObaaT yBeJOMEHH 3a CHLISCTBYBAIIKA PHCK OT MHOTIATHSL,
KaKTO ¥ & UM CE Pa3AcCHH, Ye e HeoOXo Mo He3abaBHO fa choOIaBaT 3a Beska HeobacHHMa Donka B
MYCKynHuTe, b0ne3HeHOCT uin cnabocT.

Ocobero BHAMaHKe TpORa a ¢ce 0OBPHE HA MAIIMEHTHTE ¢ Ipeapasoaraiy gakropH 3a
pabaomuonusa. C uen aa ce ycTaHOBH H3xonHaTa cToifHocT Ha CK 3a pedpepenTtHa oueHka, T4 Tpadsa 1a
6’1:,[{3 H3MEpPCHA NPEJH HAa4Yamr0TO Ha JEYSCHHETO NIPH CIICAHUTES CIIYYaH.

IMauneHTH B cTapuecKa BB3pacT (BB3PacT > 65 MOIHHH);
JKeHcku non; P
BrOpeuHo yBpexaaHe;
HexoHTponupaH XUTIOTHPEOHAH3IBM; .
[pemxoxnana uEauBrayanHa MK GaMuHa aHaMHe3a Ha MyCKYJTHH HapyIUCHIASS
[Tpenxoknaina anamuesa 3a MyCKyJina TOKCHYHOCT NPH U3M0/3BAHETO HA CTa
3noynotpeba c ankoxon.

® & & & * & »



IMpu Te3n cuTyauHH, pHCKET OT NPOBEXkIaHe Ha JieueHUe TpAOBa Jia ce OlIEHABA BbB BPB3Ka C BEPOATHHTE
6naronpuaTHH pe3yNTaTH, KaTo Ce NPEnopbyBa KIMHHIHO MOHHTOpHpaHe. B cayyali, e npu nauneHTta
ca HabmojaepaHH MpobieMH ¢ MYCKYANTE TIPH NPEAXoXKAAINO IpHAaraHe Ha GHOpaT HIH CTaTHH, TO
NIeYEHHETO ¢ APYT NPEACTABHTEN HA TO3H Kiac TpAOBa Ja ce 3alo4He C NOBHLICHO BHHMaHHE. AKO
crofinoctuTe Ha CK ca 3HaunTenHO NoBuineH: B Hayanoto { > 5 nwtu [TH), He TpsOBa Aa ce 3ano4sa
NEUEHHe.

110 epeme na nevenuemo

Croiinoctute na CK Tpadea aa ce onpeaendr, B ¢y4ali Ye Npu MaWHEHTA ce MOABAT OMNAaKBaHHs OT
Gonka B MyckynuTe, cnabocT WM KPaMITH NO BPEME Ha JISUEeHHETO Cbe cTaTHH. JleueHHeTo TpaOBa Ja ce
TIPEKPATH, 4KO C€ YCTAHOBH 3HAYHTENHO nosuLIeHKe Ha cTofiHocTiTe Ha CK (> S nwtu [TH) 6e3 n1a nma
TeXKH QHIHUECKH HATOBAPBAHHA. AKO MYCKYJAHHTE CHMITOMH CR TEXKKH H NPEJHIBHKBAT €XKEAHEBEH
mackomMpopT, popu ako croiiHoctite Ha CK ca < 5 metu ITH, TpsbBa 1a ce 0bcbau IpeKpaTABAHE HA
NeUeHHETo. AKO ce NoJ03Hpa NO HAKaKBa PHIHHA MHOMATHS, JieveHHeTo TpAOBa fa ce MPeKpaTH.

Mo BpeMe Ha WJIH cJIe] IeYEHHE ¢ HAKOM CTATHHH € HMAN0 PeAKH ChoOLISHHS 33 MMYHOMEIHMPaHA
HekpotH3upawa Muonatas (HMHM). Knranuno HMHM ce xapaktepusnpa ¢ nepcucTHpallia
IIPOKCHMAJTHA MYCKYNHA cNIabOCT U NOBHIICHH CEPYMHH HHBA HA KPSATHH KHHA3aTa, KOMTO NEPCHCTHPAT
BHLIPEKH NPeKpaTABAHETO HA IeYEHHETO Che CTATHHH (BiK. Touka 4.8).

AKO CHMIITOMMTE OTIIYMAT 4 HUBATA Ha CK ce Bb3CTaHOBAT A0 HOPMAJIHHTE, BE3IMMKHO € ia Ce obcbau
MNQBTOPHO JICYEHHE € TO3H HIIH ANTEPHATHBEH CTATHH IIPH HaH-HHACKA 1034 H CTpOro MOHHTOPHpaHe.

T16-BHCOK NPOLIEHT HAa MHONIATHA € HabIOJABAH NPH NAUKEHTH ¢ THTPHpaHe Ha JosaTa Ao 80 mg
CHMBacTaTHH {BX. Touka 5.1). [Tpenopbysa ce nepMoau4HO onpesenane Ha crolinocture Ha CK, Thit
KaTto Te Morar Aa ObAaT Mofe3HH NPH HACHTHPHUAPaHe HA CYOKIMHHYHY CNYy4al Ha MHOMaTHA. Hama
JOKA3aTENCTEO, Ye TAKORA MOHUTOPHPAHE LIE MPeJOTBPATH MUOTIATHA.

JleveHneTo cbC CHMBACTATHH TPAGBa Aa Obe NPEKPATEeHo BPEMEHHO 3a HAKOJIKO IHH TIPE/IH NIAaHHpaHa
roisAMa onepaTHBHA HHTEPBEHLHS, KAKTO H B CIYYaHTe Ha NOCAEABAILY FONEMH MEAULIMHCKH HITH
XHPYPrHYHA HHTEPBEHLHH.

Mepru 3a nonuxcasane Ha pUcKa om U3Aea HG MUORAMUA, NPEOU3BUKAHY Om 83auModeticmaue ¢ opyeu
REKAPCMEENH HPOOVKIMU (8XC. Cbiyo mourd 4.5)

PuckbT OT MHOTIaTHA H pabAOMHONK3A € 3HAYMTETHO MOBHLIEH, KOraTO CHMBACTATHH ce pHITara
eIHOBpeMeHHO ¢ MOLHH KHXHOUTOBH Ha CYP3 A4 (kaTo uTpakoHA30J, KETOKOHA3OM, TO3aKOHAZ0,
BOPHKOHA20J1, EPHTPOMHLIHH, KIAPHTPOMHINH, TeNHTpoMUuLIMH, HIV-npoTeaznn nuxubutopu (Hanp.
HenpuHABHp), GOUCTIPEBHD, TeNaNpeBsup, Heda3oaoH, TeKAPCTBEHH NPOAYKTH, Chhpkalli KOGHIHCTAT),
KakTo H reMudpo3I, UHKIOCNOPHHE H JaHazo0). YnoTpebarta Ha Te3H NeKaAPCTECHYU NPOTYKTH £
TPOTHBONOKA3aHa (BiK. Touka 4.3).

PHCKBT OoT MEONATHA H pabaoMHONIM3a ChLIO HAPACTEA NPH SAHOBPEMEHHa yNoTpeba Ha aMHOJapOH,
AMJIOJIMITHH, BEpAIAMHAN HIH JHITHA3EM ¢ ONpeJIeNeHH 03U CHMBACTATHH (BX. ToUkH 4.2 H 4.5). PHCKDbT
OT MHOIIATHA, BITHHYHUTENHO pabaoMUonH3a, MOkKe [a Ce YBEH4H NPH e THOBPEMEHHO IEYEHHE ¢
dy3HaoBa KHcenWHa U cTaTHHH (BX. Touka 4.5). [1pu nauuenTt ¢ Xo®X, pHCKBT MoXke JId CC TTOBHINH
TIpPH eIHOBPEMEHHATA yrnoTpeda Ha JJOMHTANMK] CbC CHMBACTATHH,

Cnepnosatenno otHocHO CYP3 A4 unxuburopute, ynorpebara Ha cCHMBacTaTHH €THOBPEMEHHO €
HTPAKOHA30/, KeTOKCHA30J1, [T03aK0HAa301, BopukoHazon, HIV-npoTeasHu HHxHOHTOPY (HAMND.
HeN(pUHaBHp), GOLIENPEBNP, TENANPEBHD, EPHTPOMHIHH, KIAPHTPOMHLIMH, TENHTPOMHLIMH, He(a3odoH H
NIEKAPCTBEHH MPOLYKTH, ChAbPXKAUIA KOGHIIMCTAT € NPOTHBONOKA3aHa (Bok. ToukH 4.3 u 4.3 ”
neyenueto ¢ MouHH CYP3A4 uaxuburopn (cpeacTsa, KOMTO MOBHILABAT MIIOLITA MO
NPHOJH3HTEHO 5 THTH WITH NMOBEYE) HE MOXKE J1a ce H30erHe, NeYeHHETO ChC CHMBACTY,
cnpe (1 1a ce oOMECTH ynoTpebaTa Ha anTepHATHBEH CTATHH), JOKATO NPOABIMXKARA T1
nekapcTBeHu npogykTH. OcBeH ToBa TpAbBa Ia ce BHMMAaBa, XOraTo ce KOMOHHMpA CH




HE TOJIKOBA MOINHH MHXuOuTOpH Ha CYP3 A4 xato duiykoHazo, BepanaMu, JHITHA3eM (BXK. ToukH 4.2
# 4.5). EXHOBpeMeHHMAT NPHEM Ha CHMBACTATHH H COK OT rpeiindpyT tpsabBa na ce n3barea.

Yrorpebara Ha cHMBAacTaTHH ¢ reMdpuOpo3Ha e npoTuBonokazana (Bx. Todxa 4.3). lopagu nosuinenus
[HCK OT MHOMATHA H palIoMHONH3a, 103aTa HA CHMBAcTATHH He Tps0OBa Aa Hansuwaea 10 mg aHeBHo
OpH MAHEHTH, MpHeMallH CHMBACTATHH 3ae/iHO ¢ ApyrH (MOpaTH, ¢ U3KMoYeHHe Ha deHodudpar (Bx.
TouxH 4.2 u 4.5). INpeanucBaneTo Ha cuMBacTaTH ¢ (heHoduOpaT TpaOBA N2 C& HIRBPIIEA C TIOBHINEHO
BHHMaHHe, Thil KaTo BCEKH €HH OT Te3H areHTH MoXKe Aa PHYHHH MHOTATH, KOTaTo ce NpHeMa
CAMOCTOSTENHO.

CuMBacTaTHH He TpAGBA Aa Ce NpHeMa eJHOBpeMeHHO ¢ ¢y310Ba KHCeNHHA 33 CHCTEMHA yroTpeba HiK
B PAMKHUTE Ha 7 IHU OT NpeKpaTABaHe Ha JeveHneTo ¢ hy3uaosa kucenysa. [1pH nanuent!, npH KOUTO
cHcTeMHaTa ynoTpeGa Ha ¢y31a0Ba KHCENMHA € CYHTAHA 3a KpaiiHO HeoBX0/IHMa, JICUEHHETO ChC CTATHH
TpaGBa aa 6bae NpeyCTaHOBEHO 110 BPEMe Ha JiedeHHeTo ¢ (ysuaosa kucennra. Hannue ca crobmenu 3a
pabaoMHomK3a (BKITFOMHTENHO H CMBPTHH Clly4aH), IpH NALMEeHTH, IpHEMAallH $y31HA0Ba KHCETHHA H
CTaTHHH B koMOuEHaL (Bx. Touka 4.5). [laieHTuTe TpaORa HezabaBHO Aa NOTBHPCAT MEAKIMHCKA
NOMOII, KO TOYYBCTBAT HAKAKBH CHMIITOMH KATO MYCKYIHa ciaboct, 6o/ka HAH GONe3HEHOCT.
JeueHreTo cue CTATHH MOKE [ ¢ IOZHOBH 7 JHH cel nocneaHara 103a (Gysunosa kucenHHa. [Tpu
M3KJIIOUHTENHA 0OCTOATENCTBA, KBIETO Ce HaJlara NpoAb/KHTENHA CHCTEMHa ynoTpeba Ha Gy3uaosa
KHCEJTHHA, HATIP. IPH NleueHue Ha TeXKM NHpEKIUH, HeoGXOAMMOCTTa 0T eIHOBpEMEHHATA yioTpeba Ha
CHMMBACTAaTHH W Py3unoBa kuCeluHa Tpadea na Obae oOMUCTIEHa Ha MHAHMBHIYAIHA OCHOBA H CaMO 101
CTPHKTHO JIeKapcKo Hah/ i AeHHE.

EnnoepemeHHaTa ynotpeba Ha CUMBACTATHH B JO3H, MO-BHCOKH oT 20 mg NHERHO ¢ AMHOASPOH,
aMJIOMUNHH, BEpanaMHjI HiH JHITHA3eM TpaOBa na ce u3bdarea. [lpu nauuenTy ¢ XodX,
¢ZIHOBpeMenHaTa ynotpeba Ha CHMBACTATHH B I03H LO-roNeMH OT 40 mg AHEBHO ¢ NOMHTANKMA TpAOBa Aa
ce u3barea (B, Touku 4.2, 4.3 u 4.5).

ITaumeHTHTE, NpHEMalIK eAHOBPEMEHHO CBC CUMBACTATHH APYTH JEKapCTBEHH NPOAYKTH, ONIPeeAsHH
KaTo YMepeHo MOILHH HHxubuTopn Ha CYP3 A4, ocobeHo BLB BHCOKH J03H CHMBACTATHH, MOXE 14 €a C
MOBHILEH PHCK 0T MUonaTHA. MoXke Aa ¢e HaTOKH KOPHIMPAHE HA JI03aTa HA CHMBACTATHH NPH
€JHOBPEMEHHO [IPHIOKEHHE Ha CHMBACTaTHH ¢ YMepeHo MouiHU HHxubuTopH HAa CYP1 A4 (arentH,
yeennuaBau AUC npronusuTento 2-5 nbTH). 3a HAKOH OnpefeNieHH yMEpPeHH HHXHOHTOpH Ha
CYP3A4 karo aunTHazeM, MAaKCHMATHATA TIPENOpbYUTENHA 1032 Ha CHMBACTaTHH e 20 mg (k. Touka
4.2).

CumpactaThH e cy6eTpaT Ha eIyKCHHA TPAaHCIOPTEP HA IPOTEHHA HA PE3HCTEHTHOCT HA paKa Ha
repaara { Breast Cancer Resistant Protein, BCRP). EnnospeMeHHO NpHIOKEHHE HA NPOAYKTH, KOHTO ¢4
unxubutopu Ha BCRP (Hanp. enfaceup u rpasonpesup) Moxe Aa A0Bee A0 TMOBHINEHH MIA3MEHH
KOHUEHTPALHH HA CHMBACTaTHH H TIOBHIIEH PUCK OT MHOIATHA; CIIEI0BATENHO TPAOBa na ce odMucnu
KOPHTHpPAaHe Ha 103aTa CUMBACTaTHH B 32BHCHMOCT OT NPES/AMHCAHaTa 1033, EAHOBpeMEHHOTO
NpHICKEHHE HA eN0acBHp ¥ IPa3sOTIPEBHP Che CHMBACTATHH HE € MPOYYEHO; BCE TaK J03aTa Ha
CHMBAcCTaTHH He TpaOBa fa Hagpuiuaea 20 mg AHeBHO NPH MAUHEHTH, MTOIYYABALH ChIIBTCTRALIO
JIGUSHHE ¢ MPOAYKT, ChABpKALL eN0acBHp WK Ipasonpesup (Bk. Touka 4.5).

Pajko cnyuan sa MAonaTusa/paGooMHOIH3A ca CBBP3aHM C eXHOBPEMEHHOTO TipHaokeHre Ha HMG-CoA
PeOYKTa3HH HMXHOHTOPH H HHALWH (HHKOTHHOBA KHCENHHA) B IMI0A0MOIHPHIIHpay AosH (> 1 g
IHEBHO), BCEKH € MH OT KOHTO MOXKE Ja MPUYKHI MHOMATHA B CAyYail, Ye e NPHNara caMoCcTOATETHO,

B &xnuAMYHO W3NHTBaHe (MenHaHa Ha NpocieaipaHeTo 3,9 roJUHH), BRIKYBALLO NalHEeHTH ¢ Bucm,;
3a CBPAEUHO-CBAOBO 3a00n1sBaHe H ¢ 100pe koHTponupany nupa Ha LDL-C, nekyBanu cbe cuy
40 mg mueBHo ¢be wan Oe3 eseTaMud 10 mg He e UMano AONBLAHUTENHA NOI3a BEPXY cBpae: '

HPIal.lHH (HHKO’I‘HHOBa KHCEeJIHHA) B nunn.uomonnd)uunpamn A03K (> | g AHEBHO), HJIK N
CHOBPAANIN HHAWHH, TPAGBa BHIMATETHO /1A OLEHAT OTEHIMAIHHTE [T0JI37 H PHCKOBE H M @



BHUMATE/IHO /13 OPOCASAABAT NALMEHTUTE 3a MPU3HALM U CHMIITOMH Ha MyCKyNHa HoTKa, fonesHeHoCT
WiH crabocT, 0codEHO N0 BpeME HA IMbPBATE MECEUH OT IEHUEHHETO M KOraTo 103aTa Ha HAKOH OT TE3H
NPOJIYKTH Ce YBeNHUaBa.

(cBeH TOB4, YECTOTATA HA MHOMATHA B TOBA H3NHTBAHE ¢ NpubansurenHo 0,24% nipu kuTaiily, N1eKyBaHH
WU ¢be cuMBacTaTHH 40 mg, uinu ¢ ezetuMub/cumBactatue 10 mg/40 mg, cpagHeHo ¢ 1,24% npH
KHTaliLH, ekyBaHr Che CMMBACTATHH 40 mg, MK ¢ eseTumub/cimBactaTid 10mg/40 mg, Ha KouTo €
IPHIIOKEHO €1HOBPEMEHHO HHKOTHHOBA Kicennna/naponunpant 2000 mg/40 mg, ¢ yabDKEHO
ocBoOmKIaBaHe. Bunpekn, ve B TOEA KIMHHYHO M3MHTBAHE €A OLEHEHH caMO KHTAMHLM OT a3HaTcko
HacejeHHWe, Thi KaTo YecToTaTa Ha MHOMIATHA € NO-BHCOKA NPH KHTAHIIH, OTKONKOTO IIPH HEKMTaHLH,
€AHOBPEMEHHOTO NPHIIOKEHHE HA CHMBACTATHH ¢ HHAUMH (HHKOTHHOBa KHCEITHHA) B
aMnugoMoauHIEpain 1034 (= 1 g THEBHO) HE ¢e Mpenopb4Ba IPH a3HaTLH.

ALMNHMOKC € CTPYKTYPHO CBLP3aH ¢ HHAIWH. Bhnpexy, ue auuniMoKe He € NIPOYYBaH, PUCKET OT
MYCKYJiHa TOKCHYHOCT MOKe 1a ObJie cXoleH ¢ TO3H IpH HHALIHH.

EaHTOMH!!HH

Crobuapany ca ciiy4ad Ha MHOTIATHA W/uie pabaoMuonusa npd HMG-CoA penykTazHi HHXHOHTOPH
(Hanp. CHMBACTATHH) €AHOBPEMEHHO NPHIAMAHYK ¢ AANTOMHULMH. HeobxXoanmo € noBUILIEHO BHHMAHKHE
korarto ce npenmuceaT HMG-CoA pemyKTa3HH HHXHOHTOPH B KOMOHHALMA C JANTOMMIIMH, THH KaTo
BCEKH OT TAX MOXE /ia NPUYHHH MUOTIATHA WMWK paGIOMIOIN3a, KOTAaTO Ce MPUIaraT CamoCToATeNHO.
Tpabra ga ce 0OMHCTI BpeMEHHO CNMpaHe HAa CHMBACTATHH MPH TALHEHTH, NPHEMAaIH JAlTOMHLIHH,
OCBEH aKo NON3HTE OT €SHOBPEMEHHOTO MPHIOKEHHUE He HANXBEPIAT pHeka, KoHcynTHpaiite ce ¢
HEGOPMAaLHATA 33 IPeANHCBaHe Ha JANTOMHLMH, 32 Aa NONYUMTe AOMBJIHHTENHA HHpOpMaLKS 3a TOBa
noteHuuanHo pzauMoneiictene ¢ HMG-CoA penykrasHi HHXUOUTOpH (Halp. CHMBACTATHH) U 32
JOTBIHUTENHO YKA3aHHA, CRBP3aHK ¢ MOHHTOpHpaHeTo. (Bibkte Touka 4.5).

Yepuoapobuu ebexts

IMpy KNHHRYHK H3MHTAHKA ca HABMIOAABAHH MEPCHCTHPAILH NOKA4BaHHA (10 NOBEYE OT 3 MBTH HAX
TOpHATa MPaHHIIa HA HOPMATA) Ha HUBaTa Ha CEPYMHHMTE TPaHCAMHHA3H NpH Manbk Opol BE3pacTHU
TIALHEHTH, KOUTO ca Mojy4yaBanH cHMBacTaTHH. Korarto Tepanusara e 6uia npeKsCcBaHa WM CIIHPaHa npu
Te3M HALMEHTH, HHBATA HA TPAHCAMUHAIKTE Ca CrafalH MOCTENEHHO O peATepaneBTHYRHTE.

IpenopbuuTenHo € NpoBekaaHeTo HA GYHKUMOHATHH YepHOSPOOHH H3CNEBAHHA TPEAH 3aM01BAHE HA
JIeHeHHEeTO H CleJl TOBA, KOraTo € KAHHHYHO nokazaHo. [IpH nanuenTHTe, NPH KOMTO A03aTa € yBElHYeHa
Ao 80 mg, TpabBa fa ce HalpaBH JONBJIHUTENHO H3C/eBaHe [IpeH YBETHYEHHETO, 3 Mecela Cnel
yBenuuenuero A0 80 mg H chej TOBA HEPHOAMYHO IO BpeMe Ha JieYeHHeTo (HanpHuMep Ha 6 Mecena) npes
IbpBaTa rofHHa Ha nedeHueTo. CnenuanHo BHHMaHKe Tpa6Ba na ce 00bpHE Ha NAlMEHTH, NNPH KOUTO C&
Ha0J101aBa IOKAMBAHE HA CEPYMHHTE HHBA HA TPAHCAMWUHA3MTE, H NPH TAKMBA NAllNeHTH H3CNEIBAHETO
61 TpaOBano na ce NOBTOPH CBOSBPEMEHHO H Cll€jl TOBA Aa C€ NOBTAPA AOCTATHUHO YeCTo. AKO HUBATA
Ha TPAHCAMHUHA3HTE NOKa3BaT TeHASHUHS 3a OBHILARAHE, 0COGEHO aKo Te Ce TIOBMINABAT A0 3 IBTH HaZ
ropHaTa IpaHH1la Ha HOPMATa M MICPCHCTHPAT, MPHIAraHETO HA CHMBACTAaTHH TPAOBa 1a ¢& NpeKpaTH.
TpaGea na ce uma npensug, ue AJIAT Moxe Oa Npou3XoXaa OT MyCKYNIUTE, ET0 3aI10 NOBHINABAHETO HA
AJIAT u CK Moxe aa 03Ha4YaBa HATHYHE Ha MHOMATHS {BK. To-rope Muonamus/Paboomuonusa).

Mo BpeMe Ha NOCTMAPKETHHIOBHA OIIHT PAAKO ca cboOlNaBaHK CiyyaH Ha darTanHa ¥ HedaTanHa
4epHOAPoOHA HEAOCTATBYHOCT NIPH MAMeHTH, IPHEMALLH CTATHHH, BKIIOYHTEIHO CHMBACTaTHH. AKo c&
TIPOsABH TEXKKO YEPHOAPOCHO YBPEXKAAHE C KIMHHYHE CHMITOMH H/WIH XHNEPOHIHPYOHHEMHAS HIH
HKBIITEHHIA [10 BPEME Ha eYSHHE ChC CHMBACTATHH, He3abaBHO NpekpateTe nevyenreTo. Ako He Obe
OTKPHTA APYTd €TUQJOI Mo, HE 3aMQYBRAHTE OTHOBRO JIEYEHHETO CbC CHMBACTATHH.

.HeKapCTBOTO TpSIGBa Ad C€ H3II0JI38a BHHMATC/IHO NPH NIZaUHEHTH, KOHTO ynm*peﬁsma’r 3Ha
KONMWUYECTEA ANKOXO0J1,



Ha4aJloTO Ha TEpalnHATa ChC CHMBACTATHH, YECTO <4 NPEX0AHH, HE CA NIPHAPYKEHH OT APYTH CHMITOMH H
HE Hajarat nNpeKeCBaHe HA JICHEHHUECTO.

3axapen anader
Hskou janu# Npeamonarart, ue CTaTUHHTE, KaTo KJac, IIOBHIIABAT KPhBHATA 3aXap H NPH HAKOM

MALMEHTH, ¢ BACOK PHCK OT PasBHTHe Ha Jiader, MOraT Ja Ch3ZajarT HUBO HA XHIIEPrIMKEMHUI, IIPH KOETO
€ 110Ka3aHa cTanaapTHa rpika 3a AHaderta. Tosu puck odave ce KOMNEHCHpa Upe3 MOHMKABaHe Ha
CBHACBHA PHCK CBEC CTATHHM H ClleA0BaTelTHO He TpabBa Ja Obe NpHYHHA 3a NPEYCTAHOBSBAHE Ha
JIEUEHHETO ChC CTATHH. [altHeHTHTe ¢ puck (MI0K03a HA MaaHo 5,6 1o 6,9 mmol/l, uHAeKke Ha TenecHa
maca (BMI) > 30 kg/m?, nOBHIIEHH TPUTIMUEPHAHY, XHNEPTOHNA), TpAGBA A3 6bAAT MOHHTODHPAHH
KJIHHHYHO ¥ OHOX#MHYHO CHIacHO HAaUHOHANHHTE NPenopbKH.

Hurepcrhunaina Genoapobna bonect

Hma crobmenns 3a uHTepcTHUHATHA Genoapobna Gonect npu ynorpeda Ha HAKOH CTaTHHA,
BKJTFOUMTENHO CHMBACTATHH, 0COOEHO NPU HPOABIDKHTENHO JiedeHHe (BX. Touka 4.8). CHMnToMHTE
MOTaT Ja BIJTIOUBAT AMCIIHES, HeNPOAYKTHBHA KalUTHLa H BJIOIIABaHE Ha ofI0TO CECTOAHKE (YMODa,
aary0a Ha Terno u rpecka). [IpH nozospenue 3a uHTepcTHLMANHA GenoapobHa GomecT, TepanniTa Cbe
CTATHH TPAGEa Aa ObAe NpeyCTaHOBEHA.

Ileauatpuina nonynamnus
BesonacHoctTa ¥ edMKacHOCTTa Ha CHMBACTATHH IPH nalMeHTH Ha Bb3pacT oT 10 ao 17 roausm, ¢

XeTepo3uroTHa GaMUITHA XUIEPXOJIECTEpPOaeMs, € OHIa OLeHEHa B €OHO KOHTPOIHPAHG KTHHHYHO
u3nuTBaHe npu Muagexu Il crenen no Tanep 1 Harope U IeBOHKHM NMOHE €HA NOAWHA CIEM [TbPBATa UM
MeHcTpyaiusa. [laljueHTHTe, NeKyBaHH ChC CHMBACTATHH Ca HMAIH NPOMHI Ha HE30NACHOCT KaTO LANo
nonoGeH Ha TO3M IIPH NALMEHTHTE JIeKyBaH! ¢ nnauebo. Joszu mo-eucoku ot 40 mg He ca 6unu
H3CNEABAHK NPH Ta3H nomynaius. B ToBa orpaHu4eHo, KOHTPOIMPAHO MPOYUBAHE HE € YCTAHOBEH
3aleneskuM eeKT BLpXy pacTeka HIH CEKCYAITHOTO Y3PABAHRS Ha MIIACKUTE HNH JACBOHKHTE HITH
KaKbBTO H Ja GHI0 edieKT BhPXY NPOIbIKHTENTHOCTTA HA MEHCTPYANHHA UHKBI IPH MOMHYETATA {BK.
TouKH 4.2, 4.8 u 5.1). [lo BpeMe Ha NEYEHHETO CbC CHMBACTATHH, Ha JeBofikHTe TpAOBa Aa Gbaat
OpeAIomKEeHH MOAXO AN METOAH 3a KouTpauenuus (Bx. Touku 4.3 u 4.6). EduracHocTTa H
Oe3onacHOCTTA He ca OWAW U3C/IEIBAHK NDH NALMEHTH Ha BB3pacT < 18 ronuHH 33 TepHO HA JEUEHHE ¢
NPOLBIDKHTENHOCT > 48 CeIMHLIE W He ¢ U3BECTEH ABJITOCPOUHUS eeKT BhPXY dU3HHecKoTo,
HHTENEKTYAHO H CeKCYANHO pazBuTHe. CHMBACTATHH HE ¢ OHN MPoyYBaH MPH NALHEHTH HA Bb3PacT 0]
10 roanHH, KakTo W IpH Aeua npefyu nybepreTa H MOMHYETA, KOHTO HE Ca HMAJIH MEHCTPYAIHs.

[ToMOILHH BeLIECTRA

Tozn NPOAYKT ChADPKE JNAKTO34. Hauneﬂm C peaKH HaCJIEACTBEHH HPOGJ'ICMH HA rajaKkTo3Ha
HETIOHOCHMOCT, Lapp nakrasen JeduuuT MK MI0Ko20-TaTakTo3Ha MaabcopOuns He TpaOBa 1a npuemar
TOBA nelcapcmo.

4.5 BsaunmogelicTBHe ¢ IPYTA JEeKAPCTBEHH NPOIYKTH H APYTH (POPMH Ha B3aHMOJCHCTEHE
MHOXECTBO MEXAHH3IMH MOTAT Aa JONPHHECAT 3a MOTeHUHANHH B3anMoaeiictsug ¢ HMG-CoA
peAyKTazHu MHXMOUTOpH. JIEKAPCTBCHU HIIH PACTHTENHH NPOLYKTH, KOMTO HHXHOKpAT MeTaboMUTHHTE
MbTHILA Ha onpeaenenu ensiMu (Hanp. CYP3A4) w/unmn tpancnoptepu (Hanp. OATP1B), Morar aa
NOBHILAT MIa3MEHHTE KOHUEGHTPAHH Ha CHMBACTATHH W CHMBACTATHHOBATA KHCENHHA H MOTAT Ja
JOBeIaT 10 MOBHIIEH PHCK OT MHONIATHA/pabaoMHOIN3a.

Koncyntupaiite ce ¢ HHpopMaLuaTa 3a MPeANHCBAHE HA BCHYKH €JHOBPEMEHHO IIPHEMAHH IEKAPCTRA, 32
/1a TIOJIY4HTe AOMBAHHTENHA HHGOPMALIKS 33 TEXHHTE NOTEHLHAIHH B3AHMOACHCTBIS CbC CUMBACTATHH

HAH CXEMaTa Ha [Ipunarase.
[Mpoy4zaHud 32 B3aUMO/ISHCTBHATA €A TIPOBEXIAHH CAMO TIPH BB3PACTHH.

dapmMakoIHHAMAYHH BIaHMoaeHCcTBHSA




Bzaumoodeiicmsun ¢ TURUOONONUNCABALYY AEKAPCIMEEHI HPOOVKIMHU, KOUMO MONCE Od RPUHUHAM
MUORGMUSA, KO2AMO C€ APUAGZAM CAMOCIOSMENHO

PHCKBT OT MHONATHA, BKITIOUHTENTHO padaoMucnusa, ce IoBHINABA TPH €AHOBPEMEHHO MPHIOKEHHE HA
cHMBacTarHH ¢ ¢ubparn. JombIHHTENHO ChIHECTBYEA HAPMAKOKHAETHYHO B3aHMOEHCTBHE Ha
CHMBAcTAaTHH ¢ reMduOpoznn, BoAILO JI0 IOBHIIEHH [I1A3MEHH HHBA HA CHMBACTATHH (BHXK 110-A0Y
(apMaKOKMHETHYHY B3aUMOASHCTBHA H Touku 4.3 u 4.4). Korato cuMBacTaTH H peHodHOpaT ce
MpHAArar 3aedHo, He € A0KA3aHOo, ¢ PHCKBT OT MHONATHSA NPEeBHLIABA CyMara OT HHAHBHIYalHHTE
PUCKOBE HA BCeKH areHt. 3a apyry ¢ubpard Hama anexsaty GapMaKOKMHETHYHH AAHHH H JaHHH 34
NPOCNeAABaHe Ha NeKapcTBeHara 6e30nacHocT. Paako ciiyvan wa MuonaTua/pabaoMHoNIN3a €2 CBEP3aHu
¢ eQHOBpeMeHHaTa ynoTpeba Ha CAMBAaCTaTUH H HHALIMH B JIKITHAOMOAHHUMpaALIH 203K (> 1 g NHEBHO)
(B3, Touxa 4.4),

dapMaKOKHHETHYHH B3anMoaeiicTBHA
B tabruuara no nony ca o0o0IeHH NpenoOpbKUTE 33 NPeANUCBaHe HA B3aUMOIEHCTRAINKN CH areHTH

(IOMBLAHUTENHH IOAPOOHOCTH Ca NPEeJCTABEHH B TEKCTa; B, CHILO TOYKH 4.2, 4.3 1 4.4).

HeKapCTBEHH B33HMOICHCTBHA, CBBP3aHH € NOBKIUEH PHCK OT MHOMATHA/ paﬁ,uomuonﬂaa

BaanmoneiicTRallN areHTH IIpenopbKH 3a NpeINACBaHE

Mownn nEXHOKHTOPH Ha CYP3A4 Hanp.: IMpoTHBONOKA3AHH CBC CHMBACTATHH

Hrpakonason

Ketoxonazon

IMozaxonazon

BopukoHazon

EpuTpOoMHLIUH

KnaputpoMHLMH

TenuTpoMHLHH

HIV-nporeasnn unxuduropu (Hanp. HenpuHABHP)

Bouenpesnp

Tenanpesup

Hedazanon

Kobumucrar

Huxnocniopux

JlaHazon

emdubpozmn

Jlpyrn bubparu (oceen denodudpar) Jla He ce npesHwIaBa AozaTa oT 10 mg
CUMBACTATHH JHEBHO

dy3Ha0Ba KHCETHHA He ce npenopbuBa che CHMBACTATHH

Huauns (HHKOTHHOBA KMCENHHa) (> | g AHeBHO) He ce npenopb4Ba Ch¢ CHMBAaCTaTHH NPH a3HaTLH

AmMHOaapoH IHa He ce npesniaea 1o3ara ot 20 mg

AMIOHIHN CHMBACTATUH JHEBHO

Bepamnamun

JunTHazem

EnGaceup

[Mpasonpesup

JlomuTanua Jla He ce mpeBHINaBa fo3ata ot 40 mg
CHMBACTATHH JHEBHO NMpH naijHeHTH ¢ Xo®X

JanToMuIuH Tpabea na ce 00MHCIM BpeMEHHO CIIHpaHe Ha
CHMBACTATHH NPH NAUESHTH, NPHEMAaIIH
AANTOMHLHH, OCBEH aKO NO3KTE OT .. 5
EOHOBPEMEHHOTO NPHICKEHHE He Wﬁo,, Jd
pucka (K. Todka 4.4) &

Coxk ot rpeiindpyt Jla ce u3Garea cok ot rpeingp
npueM Ha CHMBACTATHH

Bruauue na opyeu HAEKAPCINBERU npoQVKHIY EbpPXY CUMEACIHAMUN
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Baaumooeiicmeue, exmoveauin unxubumopu na CYP3A4
CuMeacTaThn e cyberpar Ha uuToxopM P450 3A4. MownTte nHxubHTOpH Ha LuTpoxom P450 3A4

YBETHYaBaT PHCKA OT MHONATHA H pabJOMHONKM3a, KaTo MOBUILABAT IU1A3MEHATA KOHLEHTPALMA Ha
uuxuGuTopa Ha HMG-COA pelyKTasara no BpEMe Ha JIEYEHHETO ChC CHMBACTATHH. TaknBa HHXHOHTOPU
Ca HTPaKOHa3071, KETOKOHA30J, I03aKOHA30]1, BOPHKOHA301, EPHTPOMHLIMH, KJIAPUTPOMHIIHH,
TenuTpoMHunE, HIV-npoteasny Haxubutopu (Hanp. nendunasup), Gouenpesup, Tenanpesup,
Heha30a0H U JISKApCTBEHH [IPOAYKTH, ChAbPKAILH KOOHLIHCTAT. EMHOBpeMEHHO NPHIIAraHe Ha
MTPAKOHA30J BOIH 10 Hal 10-KpaTHO yBeJIHYEHHe HA eKCIIO3HLMATA HA CHMBACTATHHOBATA KHCENHHA
(akTBHHA MeTabONMHT-6eTa-XHAPOKCHKHCEMMHA). TETHTPOMHIMH TPeAW3BHKBA 1 1-kpaTHO yBenHyeHue
Ha €K3N03MUHATE Ha CHMBACTATHHOBATA KMCEJIHHA.

KomOuHHpaHeTo ¢ HTPaKoHa30I, KETOKOHA30M, T03aK0HA30M, BopHkoHasol, HIV-npoteasuu
HHXHOUTOpH (Hanp. HenduHaBHp), boLEeNpeBUp, TENANPEBUP, EPHTPOMHLIKH, KIAPHTPOMHIIHH,
TEJHTPOMHLHH, Heha30a0H H JeKapCTBEHH NPOAYKTH, ChAbPXKAILM KODHLIUCTAT € POTHBOTIOKA3aHO,
kakTo U ¢ remrOpoO3NN, LMKNOCTIOPHH U Janason (Bx. Todka 4.3). B ciyuauTe, KOrato IEYEHHETO ¢
MOIIHH HHXHOUTOpH na CYP3A4 (cpencta, kouto nosuiuapat AUC npubansuTenHo 5 nuTy WM
noBeyde) He MOJXKe Ja ce W30CrHe, TeparuaTa CbC CHMBACTATHH TPAOBa Ja ce MPEKPATH N0 BPEME Ha
TepaneBRTHYHHs Kype (1 aa ce 0OMHCTH ynoTpefata ua arepratuber cratui). Tpabsa aa ce noaxoxna
BHHMATE/IHO H [IpH KOMOHHHPAHETO HA CUMBAcTATHH C ApYrHd, no-c1abu, HHxubuTopH Ha CYP3A4:
(hykoHazoN, BepanaMun MITH AUATHA3EM (BXK. ToUkH 4.2 1 4.4).

bayronazon
Paako ce crofinaga 3a ciiy4al Ha paDAOMHOIK3a, CBLP3aHH ¢ €THOBPEMEHHOTO MIPHIOKEHHE Ha
cumBacTaTui 1 Qaykouazon (Bx. Touka 4.4).

Huxnocnopun

PucksT oT MuonaTtia/pabaoMUoNn3a ce yBendaBa IpH €NHOBPEMEHHOTO NPHICKEHHE HA LHKIOCTIOPHH
CbC CMMBAcCTaTHH; NOpaJH Ta3H NpHYKHEA yroTpefaTa ¢ UMKIOCIOPHH € IPOTHBOICKA3aHa (BXK. TOUKH 4.3
H 4.4). Bropexu, e MEXaHU3MBT HE € HAITBIHO H3SCHEH, YIoTpebaTa Ha UMKIOCMIIOPHH € MOKa3ana
yeennuaBade Ha AUC na unxuburopute Ha HMG-CoA peaykrasara. YeenuueHuero Ha AUC Ha
CHMBACTATHHOBA KHCEJIMHA BEPOSATHO YaCTHYHO Ce AbkH Ha HHxuGHpane na CYP3A4 w/unn OATPIBI.

Hanazon
PHCKBT OT MHONATHA H pabIOMHO/N3A Ce YBeJIH4aBa PH €XHOBPEMEHHOTO IIPHNOKEHHE HA IaHA30JT CbC
CHMBACTATHH; IOPaAH Ta3d NpHYMHA ynoTpedarta ¢ JaHa301 e MpoTHBOMOKA3aHa (BX. Toukd 4.3 u 4.4).

Femepubposun

Fempubpozun yeenuuasa AUC Ha cHMBACTATHHOBATA KHCENHHA ¢ 1,9 NBTH, KOETO BEPOATHO C€ ABJKH
Ha HHXUOHPAHETO Ha MbTH Ha rmokypoHupadeTo w/umn QOATPIBI1 (Bx. Touku 4.3 u 4.4).
EnHoBpeMeHHOTO NpHAGkKeHHE ¢ reM(pUOPO3UN € MPOTHBONOKA3AHO.

Dy3udosa KuceIUHA

PHCKET OT MHONATHA, BICTHOUMTENHO PAGIOMHONN3A MOJKE Aa CE [IOBHLIH NPH ETHOBPEMEHHOTO
CHCTEMHO NpUAGKeHye Ha (Gy3H10Ba KMCENHHA U CTaTUHH, MexaHH3MBT Ha TOBa B3auMoaeicTBHE (Aanu
e (papMaKoJHHAMHYEH MK (apMAKOKHHETHYEH, WIM U JBETE) BCE OLUE He € H3BeCcTeH. I1pH naunenTn,
NpHeMally TasH KOMOHHALHA, ca cboOlaBaHu cayyan Ha pabaoMuoin3a (BIJTIOUHTENHO HAKOM C
(atanen u3xon). ExHOBpeMEHHO NpIToXkeHHe HA Ta3d KOMOHHALHA MOsKe 1A NPHYYHH TIOBHINIABAHE HA
TUIA3MEHHTE KOHICHTPALMY Ha JBETE JTEKapcTBa. AKO JICUCHNETO ¢ y3HAOBA KHCEIHHA 38 CHCTEMHA
ynorpeda € HeobX0IHMO, IEYEHHETO Ch¢ CHMBACTATHH TpAOBa na Obie NpexpaTeHo Mo BpeMe Ha
neueHueTo ¢ GysuaoBa KucelHHa. BikTe chito Touka 4.4. ==

Amuooapon
PUCKBT OT MHONATHS H paGIOMHONH3A CE YBEITHYABA IIPH ENHOBPEMEHHO NPUIOKEHHE
ChC CHMBAcTaTHH (B, Touka 4.4). B KIHHHYHO H3TMTEAHE, 33 MHONATHA ce crodIIaRa
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HALHEHTHTE, TIPHEMAITH cuMBacTaTHH 80 mg W aMuoaapoH. ClnenoBaTenHe 103aTa HA CHMBACTATHH He
Tpabpa 1a npesuiuaea 20 mg AHEBHO NPH MALHEHTH, NOAY4YABALIY CHITBTCTBALLA TEPANTHA ¢ aMHOZAPOH.

Ka}u;ueeu ARMAZORUCTIU

. Bepanamun

PHCKBT OT MHONaTHA i pabaoMHONH3a ce TIOBHINABA TIPH STHOBPEMEHHO TIPHIOKEHHE HA BEpANaMil Che
cumpactaTtil 40 mg # 80 mg (Bx. Touka 4.4). B eano ¢apMakoKkHHETHYHO NpOYy4BaHeE, ¢IHOBPEMEHHOTO
NPUNOKEHHE HA CHMBACTATHH C BEpaNaMMII € MpeAH3BHKANO0 2,3-KPaTHO yBENMYEeHHE HAa SKCIO3HLHATA
Ha CHMBACTATHHOBA KHCENHHA, KOETO BEPOATHO Ce IB/IKH YaCTHYHO Ha uxubupanero Ha CYP3A4.
IMopaau Ta3H NpHYKHA, A03aTa HA CHMBACTATHH He TpAOBa Ja HaaBHilasa 20 mg AHEBHO IIPH MALIHEHTY,
KOUTO NOJTY4aBaT CHIPOBOMAALLA TEPaNHs C BeparaMHIL.

. Jnntiasem

PuckrT 0T MuoOTIaTHA ¥ pabaoMuo/IH3a ¢€ NOBULIABA NPH €JHOBPEMEHHO NPUIOKEHHE HA AMITHAIEM H
cumBacTatH 80 mg (Bx. Touka 4.4). B eqHo dapmMakokMHETHYHO NPOYYBaHE, €HOBPEMEHHOTO
NPUIOKSHHE Ha JHITHA3EM ChC CHMBACTATUH € IOBENO 10 2,7-KPaTHO MOBHIIEHHE HA eKCTIOZHIHATA HA
CHMBACTATHHOBA KMCEJIHHA, KOETO BEPOATHO C& AB/DKM Ha HHXUOHpaHeto Ha CYP3A4. 3arosa nozara Ha
CUMBACTATHH He TpAOBa Ja Haaxeepad 20 mg AHeBHO NPH NALMEHTH Ha €HOBPEMEHHO JIEHEHHE C
JANNITHAZEM.

. AMIOIHITHH

ITauHeHTH HA aMIOIMNKH, AEKYBAHH ¢JHOBPEMEHHO ChC CHMBACTATHH, €& C NOBKIIEH PHCK OT MHOTIATHA.
B SIHO d)apmakoxnﬂemqno Nnpoy4raHe €AHOBPEMEHHOTO NPUII0KSHHE HA aMJIOOHITHH ChC CHMBAaCTaTHH
e f08eno 10 1,6-kpaTHO MOBHILEHHE B £KCIOIHIMATA HA CHMBACTATHHOBA KiuceNHHa. CaeaoBaTeNnHo
J103aTa Ha CUMBAacTaTHH He TpabBa Aa HagpHuiaga 20 mg QHEBHO MPH NALHEHTH HA eMHOBPEMEHHO
JISMEHHE ¢ aMJI0OHIIHH.

Jormumanuo

[Ipu exnoBpeMEHHO MPHIMKEHHE Ha NOMHTAIH], CbC CHMBACTATHH, PACKBT OT MHONATHA H
pabmoMuoNH3a MoXKe Aa ce oBrmu (Bx. Touku 4.3 u 4.4). Cneaopatenno, npd nauseHTH ¢ XodX,
A03aTa HA CHMBaCTATHH He TpADBA 42 HaasHIlaea 40 mg AHEBHO NPU CBIBTCTBALLH TEpalid ¢
JTOMHTANHIL.

Ymepeno mowgnu unxubumopu na CYP3A4

[MauxenTHre, NpUeMall ERHOBPEMEHHO ChC¢ CUMBACTATHH JpYIH JEKapCTBEHH POAYKTH, CNIPEIITHH
KATO yMepeHO MOLHH MHXuOuTopH Ha CYP3 A4, ocobeHo ako ca Ha BUCOKa J03a CHMBACTATHH, MOXE A4
ca ¢ TIOBHINEH PUCK OT MHONMATHA (Bx. Touka 4.4).

Huxubumopu na mpavcnopmuis npomeun OATPIBI

CHMBaCTATHHOBATa KMCENWHA € cydcTpaT Ha TpaHcnopTHUA 11poTeMH OATP1B1. ExHoBpemMeHHOTO
NPHNOKEHHE Ha IEKAPCTESHH TIPOAYKTH, KOHTO ¢4 HHXHGHTOPH Ha TpaHcnoptHaa npotedH OATPIBI,
MOXeE A2 A0BEAE A0 NOBHIIABAHE HA TNAIMEHHTE KOHLEHTPaUHH HA CHMBACTATHHOBATA KHCEIHHA H
TOBHILIEH PUCK OT MUOTIATHR (BixK. TOMKH 4.3 1 4.4).

Huxubumopu na RpomeHa Ha pesicmesmuocm na paxka Ha zvpoama (BCRP)

EgHOBpeMEHHO NPUIIOXKEHHE HA IEKAPCTBEHH TIPOJYKTH, KOHTO ca HExuOHTOpH Ha BCRP, BKIIOYHTENHO
NPOAYKTH ChALMKALUM eIGACBAP HIK rPa3ONpPEBHD MOXKE 1A JOBEE A0 NOBHILCHH MTA3MEHH
KOHLEHTPAHH HA CKMBACTaTHH ¥ NOBUILEH PHCK OT MUonaThd (Bx. Toukn 4.2 n 4.2).

Huayun (HUxomun08a KUCETUH)
Panko ca cwo0agaii cly4al Ha MHONIATHA/PabIoMHO/N3A, CBBP3aHH C EHOBPEMEHHO
HA CHMBaCTaTHH C IHMHIOMOAM(HUKPALIH 103K (=1 g NHEBHO) M HAAUUH (HHKOTHHOBR,
eZH0 (PapMaKOKHHETHYHO IPOYHBaHE JHOBPEMEHHOTO IPHIOKCHHE HA eIHOKPATHA J
HHKOTHHOBA KHCEIIHHA ¢ YbIXEHO 0CBOOMKIaBaHe CbC cHMBAcTaTHH 20 mg € J0Be.
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yeeandeHne Ha AUC Ha CHMBACTATHH H CHMBACTATHHOBEA KHCEIMHA H B Crax HA TINA3MEHHTE
KOHLEHTpalUHy Ha CHMBACTATHHOBA KHCEIMHA.

Cox om 2petinghpym

CokoT oT rpeiindpyT HHXnOHpa UATOXpoM P450 3A4, EAHOBpEMEHHMAT NPUEM Ha MOJIEMH KOJIHYECTBA
(Haa 1 TMTLP AHEBHO)} COK OT rpeiindpyT U cHMBACTaTHH BOJAH A0 7-KpaTHO NOBHUIEHME HA
€KCTO3HLMATA KBM CHMBACTARTHHOBA KHCeNHHA, [IpHeMbT Ha 240 mi cok oT rpeindpyT CyTpHH H
NPHUEMBT Ha CHMBACTATHH BEYEP ChLUO Ca Npeau3BHKany |,9-kparHo yBenndenue. Tpabea ma ce n3darea
NPHEM HA COK OT rpeindpyT no Bpeme Ha JeyeHHe ChC CHMBACTATHH.

Komxuyun

Ipu maunenTy ¢ OOPEYHO yBpEXkAaHe, NPHEMALUH €IHOBPEMEHHO KOJIXHLHH H CHMBACTATHH, KMa
¢bOoOLIEHAs 3a MHOIaTHA 1 pabaomuonuza. [IpH nauueHTH, NpHeMaiy Tazd KoMOHHALIHA, Ce
NpernopBUBa CTPHKTHO KIHHHYHO NMPOCIeasaBaHe.

JlanToMuluH
PHCKBT OT MHONATHA WUk pabaoMHoNH3a MOXKe Ja Oblie TOBHILIEH TIPH €NHOBPEMEHHO NPHIIATaHe Ha
HMG-CoA peaykrazin HHXHOHTOPH (HAIIP, CHMBACTATHH) K NANTOMHLNH (BXK.TO4Ka 4.4).

Pupamnuyun

Tsii karo putdaMmiunH e momeH waaykTop Ha CYP3 A4, edmkacHocTTa Ha CUMBACTATHH MOKE Ja ce
3ary0H NPH NAUHEHTH HA NPOABIDKHTENHO JIeueHne ¢ pudiaMNULMA (Hamp. neveHne Ha TyOepkonosa).
Bte dapMakoxiHeTHUHO NpoYyUBaHe MPY 3/pasgy J00OpOBOILM, TUTOIITA MO KPHBATa Ha N1a3MEHaTa
koHueHTpauns (AUC) Ha cHMBAcTATHHOBA KHCETHHA € NOHWkeHa ¢ 93% npH eJHOBPEMEHHOTO
TIPAIIOKEHHE Ha PHOEMNHLIHH.

Edhexmu na cumsacmamun opxy Gapmaxoxunemuxama Ha Opyau 1eKapemeety RpoOyKnu
CuMpacTaTHH HAMa WHXHOMpaulo Be3aelicTBHe BBpKy OuTpoxpoM P4503A4. 3aToBa He ce o4aKBa
CHMBACTATHH Aa NOBNUAC BEPXY INTAIMCHHTE KOHLICHTPALIHHA Ha BEUIECTBaTa, KOHTO €€ MeTaﬁonnsnpa'r
nocpescTBOM LUTOXpoM P4503A4,

Hepopanuu anmuxoazyranmu

B aBe KNTHHHYHO NPOYYBAHHSA, €AHOTO TIPK 3ApaBy JoOpOBONIIH, & IPYraTO MPH NAUHEHTH ©
XMIEPXONECTEPOAEMH, IPHN0XKEHHETC Ha cumBacTaTH 20-40 mg AHeBHO € NOTEeHLHPANo B yMepeHa
cTeneH efiekTa Ha KyMapHHOBHUTE aHTUKOAry1aHTH: IPOTPOMOHHOBOTO BpEME, OLEHEHO HOCPEACTBOM
MEXIYHaPOIHOTO HopManusupano otHowenne (INR), e vapacio cnpamo usxoaHoto ot 1,7 ao 1,8 u ot
2,6 no 3,4 cboTBeTHO B rpynara Ha 4o0poBoiLMTe ¥ FpyTIaTa Ha nauneHTHTe, B MHOTO peakd cinyyan ca
61K AoknaABaHH MOBMIIEHH cToltHOoCTH HA INR. ITpy nanieHTH, KOHTO NpHeMaT KyMapHHOBH
aHTUKOATYJIAHTH, TROTPOMOHHOBOTO BpeMe TpaOEBa Jla ce QTpeAend Npegy Ja ce 3anouyHe NpHeMa Ha
CHMBACTATHH H AOCTATBYHO YECTO CNEA TOBA B HAYAIOTO HA JIEYEHHETO, 32 4 € CHIYPHO, Y& HAMa,
3HAYHTETHH NPOMEHH B NIPOTPOoMOHHOROTO Bpeme. Crien cTabuiu3npaHe Ha APOTPOMOHHOBOTO BpEME,
HHTEPBANNTE 34 NpociegBaie HA NPOTPOMGHHOBOTO BpeMe Morat Ja ObaaT oOuualinuTe, KOMTO ¢
TIPETIOPHHYBAT TIPH NTALMEHTH HA JISYeHHEe ¢ KYMAapHHORM aHTHKoarynaHTH. Ceinara npoenypa ce
TIOBTAPA, B CTyyali Ye 103aTa Ha CHMBACTATHH ce MPOMEHH WM JleMeHHeTo Gbjle npexpareHo. JleueHHeTo
CHC CHMBACTATHH HE ce acOLIMHpa ¢ KbPBEHE UK ¢ MPOMEHH B MpoTpoMOHHOBOTO BpeMe TIpH
TIALHEHTHTE, KOUTO HE B3MMAT AHTHKOArYJIaHTH.

4.6 @epTHAHTET, OpeMEeHAOCT H KbpMEHE

BpeMennoct

CHMBaKOp € IPOTHRONOKA3EH [0 BpeMe Ha OpeMeHHOCT (B, Touka 4.3).
BezonacHocTTa npu GpeMeHHH XKeHH He € yeTaHoBena, Hama KOHTpOHpaHn KITHHHYHY,

CHMBACTaTHH, IpoBeeHH NpH OpeMmeHHH xeHH. Panko ca nolyuaBaHH choOLIEHH 33
aHOMAJIMM, BCJIEZICTBHE HAa BhTpeMaToyHo u3narane Ha HMG-CoA penykrasHi uaxuGh

12




aHANM3 HanpaBeH Ha nprbGnuantento 200 npocneKTHBHO NpoOCIeSHH OPEMEHHOCTH, H3IOKEHH MO BpeMe
Ha NBbPBHS TPHMECTEP Ha CUMBACTATHH MH APYTH cTpyKTypHO 6an3kd HMG-CoA penykrasHu
MHXHOHMTOPH, YECTOTATA HA BPOAEHHTE AHOMATHH € CPABHMMA ¢ Ta3H HabnionaBana B obiara
nonynauus. B To3n aHannz 6poaT Ha OpeMeHHOCTHTE e AOCTATBYEH, 3 A C& H3KITIOUH ABa MbTH H
NONIOBHHA HJIH TI0BEYE NMBTH YBeNHYEHHE HA BPOJICHATE aHOMATMH Hax 6a3HcHaTa YecToTa.

Brpeks, 4e HIMa A0Ka3aTeNCTBa, Y€ YeCTOTATa Ha BPOACHHTE aHOMANHH CPEJl ITOKOIEHHETO Ha
NalMEHTKH, NPUeMal CHMBACTaTHH WM JpYyrd cTpykTypHO On3kn HMG-CoA penykraznu
WHXHOMTOPH, Ce pa3snuYaea oT Ta34, Habmonasana B 00WATA NONMY NI, TEYEHHETO ChC CHMBACTATHH
no BpeMe Ha GpeMeHHOCTTa MOKe la HamaniH (eTalHUTe HHBA Ha MEBANOHaT, KOHTO e IpeKypcop Ha
XOJIECTEPOIOBaTa OHOCHHTE3a. ATEPOCKIIEpO3aTa € XPOHHYEH NPOoLEC H NPEKbCBAHETO HA TEPANHATA C
NOHH>KABALIH JIMNHAHTE IeKapCTBa Mo BpeMe Ha OPeMEHHOCT HMa MaNKO BIHAHHE BBPXY
IOBITOBPEMEHHHSA PHCK, CBEP3aH C MEPBHUHATA XUNepxonecTeponemud. [lopaan Te3n npuynHH,
CHMBACTATHH He TPAOBa fa ce H3NOJ3Ba IPH OpeMeHHH JKeHH, PH KEHH Bb3HAMEpABallH Ja
3a0peMeHeAT MITH TE3H, 3a KOMTO ce Mpeamonara, ye ca OpeMeHHH. JledeHHETO CHC CUMBACTATHH TPibBa
Ja ce MpeKbeHe Mo BpeMe Ha GPeMeHHOCTTa WK IOKATO e YCTaHOBH, Ue skeHaTa He € OpemeHHa (BHXK
ToukH 4.3 u 5.3).

Knpmene
He e u3BecTHO aans CUMBACTATHH HIIH HETOBHTE MeTa0OIUTH ce eKCKpeTHPaT B kKbpMmara, Thil kaTo

MHOTO JIEKAPCTBA ¢ EKCKPETHPAT B KBPMATA M TIOPAA [IOTEeHUHATHHA PHCK 38 CEPHO3HH HEXETaHN
peaKLMH, KEHHUTE, NONY4aBall{H CAMBACTATHH, He TPAOBA 2 KbpMAT (BHXK TO4Ka 4.3).

Depraaarer
JINncBaT KAHHUYHE JAHHH OTHOCHO ebeKTHTE HA CHMBAcTaTUH BbPXY (epTHANTETa IIPH xopa.

CHMBacCTaTHH He ¢ UMal eeKT BbpXY QEepTHAMTETa NPH MBKKH H KEHCKH NMIBX0BE (BK. Touka 4.3).
4.7 EdexTu pupxy cnocofHoCTTa 32 IodHpane H padora ¢ MAIIHHA

CHMBacTaTHE He NIOBAMABA WK NOBIKABA NpenebpexuMo cnocobHOCTTa 3a WodupaHe u paboTa ¢
MauwHHK. Benpexu Tosa, npu modupade unu paborta ¢ MaLIHHH, TpIOBa [a ce UMa NPEJBHI, Ye NpH
NOCTMAPKETHHFOBHS OTIHT HMa Pe/ikH CboOILEeHNA 3a 3amaiiBaHe.

48 HexenaHnn JeKapcTBeHH peaKuiH

YecToTaTta Ha CNCAHUTE HOKENAHH TCKAPCTREHH PEakLMK, KOUTO ca ¢ho0IIaBaHu NPes IepHoia Ha
KNHHWYHH U3NHTBAHUA H/HIH NP3 TOCcTMApKETHHIOBHSA TEPHOJ, € OMpeeNeHa CIOPe TAXHATA YECTOTa
B FOJIEMH, NPOABDKMTENHH, IDIaueb0-KOHTPOIHPAHH KNIHHHYHH H3MUTBaHmA, BrAtoynTe Ho HPS (Heart
Protection Study ~ INpoyusane 3a kopoHapHa kapauonpotekuna) # 45 (Scandinavian Simvastatin
Survival Study — CkanaHHABCKO NPOY4BaHe 3a NPEsKUBAEMOCT NPH CHMBACTaTUH) ¢ 20 536 u 4 444
MalHeHTH CbOTBETHO (B3k. Touka 5.1). B HPS ca moxymMenTHpanu caMo cepHO3HHTE HEXETaHH
JIEKAPCTBEHH PEaKilMH KATO MHANCHs, NOBUILABAHE Ha cepyMHHTe TpaHcamuHas H CK. B 48 ca
JNOKYMEHTHDAHH BCHYKH HEKENAHH JIEKAPCTEEHH PEeakLMH OMHCaHU MO-Joy. AKC YecToTaTa npH
CHMBACTaTHH ¢ 011a no-Manka M noaobHa Ha Tasu npy niaiedo B Te3W U3NMHTBAHHA H € UMao
noao6HU, 0BACHUMH, MPHYHHHO-CBbP3aHH CMOHTAHHO JOKIAIBaHH ChOHTHA, TE3H HEXENaHH
JICKAPCTBEHH peaKIHi ca KnacHHIMPaHK KaTo ,,peaKH”.

B npoy4sanero HPS (Bx. Touka 5.1), Bknousaino 20 536 nanueHTH e npunarad cHMBacTatud 40 mg
{n=10 269) nueBHo unu nnauebo (n=10 267), 3a nepHoOZa Ha NPOYYBAHETO OT CPEAHC 5 roAHHH,
npodrIeT Ha Ge3omacHocT € Gul MogoGeH NPpH MALMEHTHTE TPETHPAHH ChC CHMBAcTaTHH 40 mg W Te3H,
TpeTHpaHH ¢ wiauedo. YecToTHTe HA NpeKbCBaHE HA TEPANHATA OPAJH HEKENAHH NIEKApPCT
ca cxonHH (4,8 % npu nauHeHTHTE, TeKYBaHH ckC cHMBacTaTHH 40 mg u 5,1 % npH nan
nnauebo). YectoTara Ha Muonatia e 6una <0,1% npu NaLyeHTHTE, NeKYBaHH CbC CHMBE;
quTOTaTa Ha NMOBHULICHH TpaHcaMHHa3H (>3 neTH [TH, noTebpAcHO © l'lOBTOpHP] H3CJT




YecToTaTa Ha HeweNaHUTE IEKAPCTBEHH PEaKI{HH ca Knach(HLUMpaHH KakTo caensa: MHoro yect
(=1/10}; Yectu (>1/100 no <1/10); Heuectn (=1/1 000 go <1/100); Peaxu (=1/10 000 mo <1/1 000);
Meuoro penku (<1/10 000), c Hen3pecTHa YecToTa (OT HaIMYHHTE JaHHH He MOKe J1a Oble HanpaBeHa
OLIEHKA).

HapyllieHHs Ha KpbBTA H AHM{PHATA CHCTEMA:
Peori: aneMus

HapyineHus Ha HMyHHATa CHCTEMA:
Mruozo pedru: avadmunakcus

Ilcuxuynn HapymeHus:
Mrozo peoku: bescbHHE
C Heuseecmua wecmoma: AeTnpecus

Hapynienus Ha HepBHaTa cHCTEMA:
Peoxu: rnapobonye, napectesus, 3aMasHoOCT, NepudepHa HEBPONIATHA

Mnozo pedru: yepexaaHe Ha IaMeTTa

PecniipaTopHH, IPbAHM H MEAHACTHAIHH HAPYIUIEHHS:
C Heuszsecmua yecmoma: VHTEPCTHUHAIHA Oenonpobra Gonect (Bk. Touka 4.4).

CTOMa[llHO-l{[EBHH HapyIIeHHA
Peoxuy: xonctunauys, abaomunanHa Gonka, GaaTyneHIus, JUCNENCRE, TUapHA, rajeHe; NOBPbIIAHE,

NaHKpeaTuT

XenaToOHIHAPHHE HADYIIICHHS
Peoru: xenarut/vkrep
Mnozo pedxu: daTtanna U HedaTanHa YepHOAPOOHA HEAOCTATLYHOCT

HapyilieHHs Ha KOXKATa H IOJKOMHATA ThKAH:
Peodxu: obpus, cbpbex, anoneuus

Hapyuienus Ha MyCKy/IHO-CKeNeTHaTa CHCTEMA H CheTHHHTENHA ThKaH:
Pedxu: muonaTHA* (BKIFOYHTENHO MHO3HT), pabooMHoNM3a CBC HiIn Oe3 ocTpa OpOpeyuHa

HeOCTATBYHOCT (BK. TOYKA 4.4), MHANTHS, MYCKY/THH KPamITH

*B eaHO WIMHWYHO pOy4YBaHe MHONIATHA ce cpellia 00MyaliHO P NALHEHTH, IEKYBaHH CEC
cuMBacTaTiH 80 mg AHEBHO B CpaBHEHHE C NALHEHTHTE, IEKYBAHH CBC CHMBacTaTud 20 mg JHEBHO
{cwoTeBETHO 1,0% cnpamo 0,02%) ex. Touxn 4.4 u 4.5).

C neuseecmua yecmoma. TEHAWHONATHS, IOHAKOra yCJI0KHEHA ¢ pyNTypa; IMyHOMEOHHpPaHa
HeKpOTH3KpaIlA MHotarys {MHM)**

**MHoro paako ca crofIlaBaHy cliyuald Ha MMyHOMeAUHMpaHa HeKpoTH3npalia Muonaris (MMHM),
aBTOMMYHHA MHOTIATHS, 10 BPEME HA UIIH C/IEA igueHue ¢ HakoH cTaTHHY. Knuuno HMHM ce
XapaKTepU3Hpa C: IPeCHCTHPaLla NPOKCHMATHA MYCKYHA €1ab0cT U MOBHIIEHH CEPYMHH HHBA Ha
KpeaTHH KMHA3aTa, KOMTO NEPCHCTHPAT, BBIIPEKH MPEKPATABAHETO HA IEUEHHETO CBC CTATHH; MYCKYITHA
6uomNCHA, NoKa3Balla HEKPOTH3INPALLA MHOTIATHS €3 3Ha4HMO Bb3NaneHHe; nofobpeHte ¢
HMYHOCYMEPCHBHH cpecTBa (Bx. Touka 4.4).

HapyineHnus Ha Bh3NPOHIBOAHTEIHATA CHCTEMA W IbPIATA:
C neussecmua vecnmoma: epekTHIHA AHCHYHKUHS

O61H HapyeHHa 1 eeKTH Ha MACTOTO HA NPUIGKEHNE:
Peoxu: acrenun
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Paako ce crob1IaRa 32 H3pa3eH CHHAPOM Ha CBPbXUYBCTBHTENHOCT, KOHTO A3 BKIKOYBA HAKOH OT
CNEHHTE CHMITTOMH: AHTHOEAEM, JYNyc-oA00eH CHHAPOM, PEBMATHYHA [TONUMHAITHA, JePMATOMH3HNT,
BacKyJIHT, TpPOMOOLHTONEHHA, e03HHo(HIHA, noeuileHa CYE, apTpHT M apTpanrus, ypTHKapHA,
(hOTOUYBCTBHTENHOCT, BHCOKA TEMIIEPATYpPa, 3a4epBABaHe, JHCIIHEA H OTIAJHANOCT.

Hacneasanug:
Peoxu: NOBMLIEHH CTOMHOCTH HA CEPYMHHMTE TPAHCAMHHA3M (aaHHH aMHHOTpaHcdepasa, acnaprar,

aMHHOTpaHcdepasa, Y-IIyTaMHI TpaHCenTH3a) (BkK. Touka 4.4 YepHoapoOuH edexTh), noBHIABaHE HA
CTOHHOCTHTE Ha ankanHaTa (ocdaraza; NokauBaHe Ha HUBATA Ha cepyMHara kpeatiH krHasa (CK) (sx.
Touka 4.4).

Hosumasane Ha HbA Ic B cepyMHUTe HEBA Ha PIOK03a Ha MIaTHO ca ChOOIIABAHH NPH CTATHHH,
BKJIKOMHTEIHO CHMBACTAaTHH,

TTpy NOCTMapKETHHTOBHA OITMT PAAKO ¢a ChOOIIABAHH CIy4au HA KOPHHTHBHO yBpexaaHe (Hamp. 3ary6a
HA [IAMETTa, Pa3CeAHOCT, aMHE3HA, YBPEXKIaHe HA NaMeTTa, oObpKBaKe ), CEbp3aHy ¢ ynoTpebara Ha
CTATHHH, BKJIIOYMTENHO CHMBACTATUH. CLoOLIeHuaTa 00HKHOBEHO HE Ca CEPHO3HH H ca 00paTHMH MpH
MpeKBCBaHE HA JISUEHUETO Che CTATHH, ¢ PANIMYHO BPEME Ha NMOABa Ha cHMnToMuTe (1 ieH 10 FOMHHH) H
0T3By4aBaHE HA CHMITOMHTE (MEAHAHA 3 CEAMHIIH).

CJ'ICI[HHTC JOMMBJIHUTC/THH HCKCIAHH peakUuiy ca C'I:OGIJ.I,EHH NpH HAKOH CTATHHH!

. Hapytuenus Ha ¢bHA, BIJIIOYHTETHO KOIIMAPH
. Cexcyanna AMCHYHKUHA
. 3axapeH auabet: YecToTara 3aBHCH OT HAIHYMETO HIIH OTCHCTBHETO Ha PHCKOBH (DakTOpH

(rmoko3a B KphBTA Ha raaso > 5,6 mmol/l, BMI > 30 kg/m?, noBHIIEHH TPRITHLEPHAH,
aHaMHe3a 38 XHMEPTOHHA ).

[NeanaTpuyHa nonynaiis
B 48 ceamudHo npoyuBaHe, BKIIOYBAILO Aella U ioHowM (MianexH 1l crenen no Tanep W Harope B

JIeBOHKH, KOHTO ca MOHe efHA NOQMHA Cllell ITbPBATa HM MeHCTpPYalus) Ha Bb3pacT oT 10 go 17 roauHn, ¢
XeTepo3uroTHa pamunsa xunepxonecteponemus (n=175), npodursT Ha Ge30TACHOCT H NOHOCKMOCT Ha
Tpymara, 1eKyBaHa cbC CHMBACTaTHH e Ouil noxoben Ha TO3M NpH rpynara, nekypaHa ¢ nuauebo. B
JBATOCPOUCH MNaH edeKTHT BbPKY PHIMYSCKOTO, HHTENEKTYANHO H CEKCYaHO PAa3BHTHE HE € H3BECTEH.
B MOMeHTa HAMA JIOCTATHYNO HAAHYHH JaHHH CNe]] eIHa FOJHHA Ha neveHHe (Bpx, Touku 4.2, 4.4 1 5.1).

Crofmapane Ha NOA0IAPAHH HEXETAHA DEAKIHH
C'bOGLU.aBaHeTO Ha [NOOO3UPAHH HEXENaHH JIEKapCTBeHH pealcuuu CJIEeq pa3pelllaBaHe 3a ym)'rpeﬁa Ha

JIeKapCcTBCHHA IPOAYKT € BaXHO. TOBa N03BONABA 13 MPOIB/DKH HAOMIOAEHHETO HA CHOTHOIIEHHETO
NoA3a/pHcK 3a NEKAPCTREHUA NPoAYKT. O MeIHLUMHCKHTE CIISUHANUCTH C¢ H3UCKBA Ja crobIapaT BCAka
MOA03HPAHA HeXeNaHa peaKuns Ypes HALMOHAIHATA CHCTeMa 3a chobliapaHe Ha ManbnHutennara
AreHUMd [0 JEKAPCTBATA,

KonrakTu:

H3nbnHuTENHA areHUMA MO IEKaPCTBATA,
yi. . Jlamsan ['pyeB” Ne §

1303 Cothua

Ten.: +35 928903417

yeOcaiiT: www.bda.bg

4.9 Ilpenosupane I

KbM MOMeHTa HMa ChOOLISHHS 32 HAKOJIKC CIy4yas Ha Npelo3HpaHe; MaKCHMATHaTa NPYETR.
3,6 g. Bouuku nauMeHTH ca ce Eb3cTaHORHIH He3 mocnencTend. Hama cneumduyno n
npeao3upase. B TakuBa cnyuyau Tpadea aa 651aT IPUNGKEHH CHMITOMATHYHHE U 110,
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5. GAPMAKOTOI'MYHHN TAHHH
5.1 dapmakoIHHAMHYHH CBOHCTBA

®apmakorepaneBTHyHA rpyna: HMG-CoA penykrazan nHXHOHTODH.
ATCxon: C 10 A AQ1

MexaHu3pM HA AeHCTBHE
Cnep nepopaiHo IPHIOKEHHE, CHMBACTATHH, KOHTO € HEaKTHBEH JIAKTOH, C& XHMAPOIH3HPA B UePHHA

Apod 0 CLOTBETHATA AKTHRHA P-XHIPOCKMKHCENHHA, KOATO € MomteH RHXHOHTOR Ha HMG-CoA
penyKTazaTa ( 3-xuapokch-3-meTwarnytapun CoA penykrasa). Tosu eH3HM KaTalH3HPpa KOHBEPTHPEHETO
na HMG-CoA B MeBanoHar, paHeH U CKOpOCTOONpeaensll eran B GHOCHHTE3A HA XO1ECTEpPOIL

CHMBACTATHH € [I0Ka3a)l, Y€ HAMANABA, KAKTO HOPMAJIHHTE, TAKa U NOBHIIEHHTe KoHLleHTpauun #a LDL-
C. LDL ce ¢opMHpa OT THNOTIPOTEHHH ¢ MHOTO HHcKa nabTHOCT (VLDL) u ce karabonusnpa, NpeaHMHO
or LDL-peuentop ¢ Bicok apunuTeT. MexannsmMsT Ha LDL-nonmkasamus edekT Ha CHMBACTATHH
MOe 1a BKIIOUBA KaKTO peadyKUHsATa HA KOHLeHTpaunaTa Ha VLDL-xonecrepona, Taka H HHAYKIIHATA
na LDL-penientopa, 1oBexAaiiky 10 HAMAIEHO TIPOH3BexAaHe H yBenudeH katabonnsbm Ha LDL-C. o
BpCcMeE Ha TepanHATa ChC CUMBACTATHH, CBHLICCTBEHO cnaaad M anonunonpoterd B. Oceen Tosa,
CHMBACTATHH yMepeno yeenudasa HDL-C n nonmxkasa nnasMenure TpUraHuepuv, B pesynrar va Tesu
NPOMEHH, ce peAYUHPAT ChOTHOlIeHHaTa Ha o01ums xonectepos kbM HDL-C 1 LDL-C kem HDL-C.

Kinuvdusa edukacHocT H Be30nacHoCT

Bucox pucx om ucxemuuna Gorecm na cvpyemo (HEC) unu doxasana HBC

B npoyuBaneTo 32 kopoHapHa npotekuus (Heart Protection Study, HPS) edextute oT Tepanuara cee
CHMBACTATHH Ca oueHeHH npu 20 536 naunenTH (Ha Bh3pact 40-80 roaunn), cbe nin Oe3
XMIIEPIUIKAEMHS H C HCXeMH4HA GOJIECT Ha CEPUETO, APYIH OKILy3MBHH apTepHaNHH 2a00NABaHHa HAH
saxaper anabet. B ToBa npoyusasre, 10 269 naiuenTy ca leKyBaHi cbe cHMBacTaTu 40 mg AHEBHO U
10 267 nauneHTy ca 6unu Ha naauebo cpeaHo 3a nepuos oT 5 rognnn. M3xonnure usa Ha LDL-C ca
6unu kakro cnegra: nog 116 mg/dl npu 6 793 nauuentn (33%), mexxnay 116 1 135 mg/dl npu 5 063
naygueHTH (25 %) 1 no-ronem# ot 135 mg/dl npu 8 680 nauuents (42%).

JleyeHHeTo CbC CHMBACTATHH 40 mg JHEBHO cpAMO TTanebo e NoBeno A0 3HAYHTENHO HaMalsiBaHe Ha
obwmara cMbpTHOCT (1 328 [12.9 %] npu nanuenTHTe, TeKYBaHH CbC CHMBACTAaTHH, cnpamo 1 507
[14,7%] npu nauueHTHTe, TeKyBaH# ¢ miauebo; p=0,0003), nopagu Hamangsane ¢ 18 % Ha CMBEPTHOCTTA
OT KopoHapHH 3a0onasanus (587 [5,7%) cnipamo 707 [6,9]; p=0,0005; nounxaeare Ha aDCONIOTHHA PHCK
¢ 1,2%). HamangBaHeTo Ha cMBPTHOCTTA NOPATH HECHROBH 3a00NABAHHE HE NIOKA3BA CTATHCTHUECKA
3Ha4MMOCT. CHMBACTATHH CBILO TAKA HAMANABA PHCKA OT I'OJEMH KOPOHAPHH HHIHMAEHTH (ChCTaBeH
KpaeH mokasaten, BiUtiousai Hedarannus nndapkt Ha Muokapaa uin eMspT npu UBC) ¢ 27%
(p<0,0001).
CuMBacTaTHH HaMaABa HeOOXOARMOCTTA OT KOPOHAPHH PEeBACKYAapH3alHOHHU NPOLELYPH
(BRIIIOYHTENHO TPAHCIUIAHTALIMA HA KOpOHapeH aprepuaneH Oalinac W nepKyTaHHa TPaHC/AYMEHAIHA
KOPOHApHA aHTHOIUIACTHKA), KAKTO H HeoO0X0oAHMOCTTa OT NeprdepHH H APYTH HEKOPOHAPHH
peBacKyIapH3aLHOHHA pouedypy, ¢ 30% (p<0,0001) u 16% (p=0,006) croTBETHO. CUMBACTATHH
HAMAJIABA PUCKA OT MOIBUEH HHCYNT ¢ 25% (p<0,0001), koeto ce FBmEH Ha 30% Hamanerue Ha
HexeMuyHHa HHCYNT (p<0,0001). B gombaHeHMe, B NOATPYIATA HA NAlHEHTHTE ChC 3axapeH AHaber,
CHMBACTATHH HAMATABA PHCka OT Pa3BHTHE HA YCIOXHEHHA OT CTPAHA HA FONEMHTE KpBBOHOCHH ChAOBE,
BKJTOUHTENHO NepUGEPHE peBackyNapi3alHOHHKE NPOIeAYPH (onepalus HIH AHTHOILIACTHA),
AMNYJITALHH HA IONHW KpaliHKIH, HNH YIKYCH Ha kpakata ¢ 21% (p=0,0293). ]'[ponopuuonanuom
MOHHKABAHE Ha YESCTOTATa Ha CbOUTHATR € NOAOOHO MpH BCAKA OT NPOYYBAHKTE MOATPYNH ;
BKTIOYHTENHO NIPH Te3H 0e3 KOPOHAPHH 3a00naBaHe, HO ¢ MO3BMHO-CH0BO HITH nepmb; :
3a6onABane, MEKE M JKEHH, TTPH NAHMEHTHTE HA Bh3PACT oA MIH Haa 70 OIHHH NpH 3

3,0 mmolAl r{pu 3aTMOYBAHE HA [1POYHBAHSTO,
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INpu CkaHA¥HABCKOTO NPOYYBaHE 32 NPEKHBIEMOCT NpH cuMBacTaTh (Scandinavian Simvastatin
Survival Study, 48) edekTsT OT TepanuATa CBC CHMBACTaTHH BbPXY 00LIaTa CMBEPTHOCT € OUEHEH TIPH

4 444 nauneHTn ¢ UBC W u3x0aHK HiBa Ha o6 Xonecrepon 212-309 mg/dl (5,5-8,0 mmol/1). IIpu ToBa
MYJITHLEHTPOBO, PaHAOMH3HPAHO ABOIHO CAMO, MIaueto —KOHTPONHPAHO NPOYYBEHE, MALHMEHTHTE C
aHrMHA EKTOPHC MITH NPexXUBIH MHOKapieH Hudapkt (M) ca noanoxenn Ha 11eTa, CTaHIAPTHH
rpwkd U cuMeactatud 20-40 mg auesno (=2 221) uau nnaueto (n=2 223) ¢pento 3a nepuog 5,4
roauaH. CHMBAcTaTHH HaManABa pHcka OT cMEpT ¢ 30% (HamaiBane Ha abcoMoTHRS pHck ¢ 3,3%).
Puckst ot cmepT npu UBC Hamansea ¢ 42% (Hamanssane Ha abcomoTHUA pHCK ¢ 3,5%). CuMBacTaTHH
CBIIO TAKA HAMANABA PUCKA OT NOABATA HA FOJIEMH KOpoHapHH ¢b0utid (cMbpT NpH MBC nmoc
KJIMHAYHO JIOKA3aHH H ,,THXH™ Hedatanii MH) ¢ 34%. OceeH ToBa, CHMBACTATHH 3HAYATENIHO HaMaNgpa
prcKa oT haTanHH K HedaTanHi MO3BYHO-CHA0BH HHUMIEHTH (MHCYIT U TPaH3HTOPHH HCXEMUYHH
atakH) ¢ 28%. He ca OTKPHTH CTATUCTUYECKA 3HAYAMH Pa3/IMKH MEKAY MPYNMHTE [0 OTHOLISHHE Ha He-
KapAHOBACKY IaTOpPHaTa CMBPTHOCT.

[Tpoy4BaneTo Ha edeKTHBHOCTTA OT JOMIBIHUTENHO MOHMKABAHE HA XonecTepona u xomouncrenHa (The
Study of the Effectiveness of Additional Reductions in Cholesterol and Homocysteine, SEARCH)
OLIeHsABA eeKTa Ha JISYeHHETO che cuMBacTaTHH 80 mg cnipamo 20 mg (MenuaHa Ha npocneassanero 6,7
rOJAMHH} BbPXY IoJieMH CbI0BH chouTia (MVE; nedunupann karo UBC, Hedaranen undapkr na
Muokapaa {MU), kopoHapHa peBacKyNapH3allioHHa Npoueaypa, Hedaranen d daraneH Mo3bYeH HHCYIT
inu nepudepHa peBackylapH3aLHOHHa mpoueaypa) npa 12 064 nauueHTH ¢ aHaMHeda 3a HHGAPKT Ha
MHoKkapaa. HaMa 3uaunMa pasnuka B wectorata Ha MVE mexay neete rpynmu; cuMBacratid 20 mg

(n=1 553; 25,7%) cnpsamo cuMBacTaTHH 80 mg (n=1 447; 24,5%}; otHocuTengH puck 0,94, 95%
AoeepuTened uHTepear 0,88 ao 1,01. AbcomoThara pasnuka B LDL-Xonectepoia Mexay ABeTe IPYIH
110 BpeMe Ha Kypca Ha Tipoy4Baneto e 0,35+0,01 mmol/l. MpodunbT Ha 6e30nacHOCT € cXo/IeH B ABETE
TPYNH Ha NEYSHNES ¢ HIKMIOUSHUE HA YeCTOTATa Ha MHONATHA, KoATo € npudmn3utento 1,0% npu
NAlUEHTH Ha JieueHne cbe cumpacTaTid 80 mg crpamo 0,02% npH nauHeHTH HA IEHEHHE ChC
cumpacratid 20 mg. [TpubnusurentHo moNOBHHATA OT Te3H CNY4YaH HA MHOTIATHA CE CPELIAT [0 BPEME HA
NLPEATa FOAHHA OT NeueHHeTo. YecToTaTa Ha MHONATHA Npe3 BCAKA CIEABALUA MOIHHA HA JeUYEHHETO €
npubnusurenyHo 0,1%.

ITepauina XunepxorecmeporeMus U KOMOURUDIHA XURepIUnudeMus

Ipu nmpoyuBaHus, cpaBHaABauIy edukacHocTTa U Oe30nacHocTTa Ha cuMBactarii 10,20,40 1 80 mg
AHEBHQ IIPH NALHEHTH C XUNEPXONECTEPONEMHUS, CpeannTe nonmkenns Ha LDL-C ca cvoTreTHO 30, 38,
41 u 47%. Tpu npoy4uBaHus ¢ MAUMEHTH ¢ KOMOHMHHpaHa (CMeCeHa) XUnepnunHAeMus, mpueMalnu 40 mg
u 80 mg CMMBACTaTHH, CPEIHOTO HAMAJICHHUE HA TPUCHUESPHINTE € ChoTeeTHO 28 1 33% (mnanebo: 2%),
a cpenHoTo noriluasane Ha HDL-C e croteeTHe 13 1 16% (mnauedo: 3%).

Heduampuuna nonynayua

B eano groitHo-cnsano, mnanebo-koHTPONHPaHO poyysane, 175 naunenTtu (99 Mmnanexn 1l cteneH no
Tanep u Harope W 76 eBoliKM, KOUTO ¢4 NOHE eNHA TOAHHA CNel MbPBATa HM MEHCTPYaLHA) HA Bh3pacT
ot 10 ao 17 roaueu (cpeaHa Be3pacT 14,1 rogHHH), ¢ XETEPO3HTOTHA HaMHIIHA XHNEPXONECTEPONEMHS
{(Xe®@X), ca paHIOMH3HPAHH 2 IONY4aBaT CHMBACTATHH HIH Aanebo B npoAb/XeHHe Ha 24 ceIMHLH
(ocHOBHO NpoyuBaHe). 3a BKIIOMBaHE B Npoy4BaHeTo ce u3uckea LDL-C mexay 160 1 400 mg/dl na
W3IXOAHOTO HWBO B TIOHE EHH POIHTEN ¢ HUBO HA LDL-C>189 mg/dl. o3upoBkaTa Ha CHMBACTATHH
(BeqHEX JHEeBHO, Bedep) € 10 mg npes mhpBuTe 8 cenmuid, 20 mg npes propute § cenmuiy, u 40 mg
cien Toea. B pazmmpennere ot 24 ceaMuuy, 144 naupeHTH ca NPEANOYeENH Ja IPOABIHKAT TEPANHATA H
ca nofyuasany 40 mg cuMBacTaTHH MAH Miauebo.

CHUMBACTAaTHH 3HAYMTENHO HaManaBa niazMennte nusa Ha LDL-C, TG, n Apo B. Pesyararure or
PA3WHPEHHETO 10 48 ceAMHUH Ca cpaaﬂumn C NONYYSHUTE IPK OCHOBHOTO NIPOYUBAHE.

Cnen 24 ceaMH4HO NeveHHe € focTHrHaTo cpeaHo HReo Ha LDL-C 124,9 mg/dl (rpannnu: 6:
mg/dl) npH rpynara, eKyBaHa ¢cb¢ cumMBacTaTin 40 mg, cpaBHeHo ¢ 207,8 mg/dl (rpalm
mg/dl) npu rpynata, nekyBaHa ¢ niuanebo.

Cnepn 24 cegMHYHO iedeHHE CBC CHMBACTATHH (C HapacTBaiuH Jo3u ot 10, 20 no 40
HHTepRaN OT § ceAMHLH) CHMBACTATHH MOHIXKaBa cpeaHoTo HUBO Ha LDL-C ¢ 36,8 %
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YBeAHYEHHE 0T U3XOJHOTO HHBO), CpelHHTE HHEA Ha Apo B ¢ 32,4% (nnauebo: 0,5 %) ¥ cpennaTta
croiiroct Ha TG Hueara ¢ve 7,9 % (nnauebo: 3,2%), u € ypenuuun cpeannre HDL-C vuBac 8,3 %
{(nnauebo: 3,6%). B yearocpoveH niaH noJ2ata Ha CHMBACTATHH NPH CLPAEYHO-CBEOBHTE CAYYAH NPH
nena ¢ Xe®X e HENZBECTHA.

BesonacHocTTa U epUKACHOCTTA Ha JO3H, HAABHLIABaULH 40 mg AHERHO HE Ca TOJYYEeHH IIPH Aelia ¢
XeTeposuroTna pamMuiba xunepxonecteponemus. B nbarocpodeH NiaH eQUKacHOCTTA OT JIEHEHHETO ChC
CHMBACTATHH B JIETCKA BB3PACT 3a HaMmalisiBaHe 3a00/1eBaeMOCTTa H CMBPTHOCTTA B 3psUla BB3PacT He €
YCTAHOBEHA.

5.2 DapMaKOKHHETHYHH CBOHCTRa

CHMBaCTaTHH € HEaKTHBEH NIaKTOH, KOHTO i vivo BeaHara ¢e XHAPONH3Upa 10 CLOTEETHATA fB-
XMAPOKCHKHCE/NHHA, MolleH HHxHOnTop Ha HMG-CoA peaykrazata.

Xuaponusara ¢€ OCBIIECTBABA [JIABHO B YePHUA Ap0od; CKOPOCTTA HA XHAPONM3aTa B HOBELIKATa NAa3Ma e
MHOTO HHCKa.

dapMmakoKMHeTHUHITE CBOHCTRA ca OHIIH OLieHeHH NpH Bb3pacTHH. Hama Banu4Hu dapMakoOKHHETHYHH
JAHHH OpH Jela U IOHOLIH.

Abcopbnysg
INMpu xopa cumBacTaTHH ce abcopbupa 100pe W npeTbpnABa 3Ha4uTeNeH firs-pass MeTaboaH3bM B YEPHHA

JApob. MeTabonusMbT B HepHHS Apo0 3aBUCH OT UepHOAPOOHHA KPbBOTOK. HepHHAT Apob € OCHOBHOTO
MACTO Ha AeHCTBHE Ha akTHBHaTa (opMa. bruoHanH4HOCTTA Ha P-XMAPOKCHKHUCENHHATA B CHCTEMHOTO
KpLBOODpPELIEHHE Clel MepopaleH NMpHeM Ha CHMBACTATHH e no-Maiko oT 5% ot npHeraTa Ao3a.
MakcuManna nasMeHa KOHIEHTpalM s HAa aKTHBHUTE HHXHOWTOPH ce focTHra npubnusHTenno 1-2 yaca
clIef NPHNCKEHHETO HA CHMBACTaTHH. EAHOBpeMeHHHAT NpHeM Ha XpaHa He BiHAe Ha abcopbumara.

q)apMaKOKHHETH'-iHHTe CBOIiCTBA HA ¢IHOKpaTHAa H MHOMOKpaTHH A03H CHMBACTATHH NOKa3Ba, Y€ HE
HACTbIIBaA KyMYIIHPpaHe Ha NEeKapCcTBOTO CIE€A MHOTOKPATHO JO3HpaHe.

Pasnpenenenue
CeLp3BaHeTO HA CHMBACTATHH M HETOBHTE akTHBHH METAGOJHTH C IUIA3MEHNTE NPOTEHHH € >95%.

Enumunupane
Cumpactarun e cyoctpar Ha CYP3A4 (Bx. Touku 4.3 u 4.5). OcHOBHHTE MeTa0o/IMTH HA CHMBACTATHH B

YOBEIIKATA NIA3Ma ca B-XiAPOKCHKHCETHHATA H OLUE YeTHPH aKTHBHH MeTaboauTa, Cnel nepopantia
2033 Ha PaAHOAKTHBHO OensA3aH CHMBACTATHH TIPH Xopa 3a 96 yaca 13 % oT pannoakTHBHOCTTA C€ OTAENA
¢ ypuHata u 60 % BB dexanuure. KonH4ecTBOTO, Bb3CTaHOBEHO BBB (heKanuuTe, npeacTapiipa
EKBHBaNICHTCH Ha abcopOHpaHHAT ekapcTBeH NPOAYKT, OTAeeHH B XTBUKATA, KaKTO H Heabcopbnpanus
feKapcTBeH NPoRyKT. CNea MHTpaBeHo3Ha HHXKEKUHA Ha MeTaboNHTa B-XHAPOKCHKHCEIHHA HETOBHAT
nonyxHueoT ¢ cpeano [,9 gaca. Cpeano camo 0,3 % oT UHTpaBeHO3HATA 107 CE eKCKPETHPA B YPHHATa
KaTo HHXHOMTODH.

CHMBacTaTHHOBATA KHCENMHHA Ce TT0eMa aKTHBHO B Xenotauurute 9pes OATPIBI tpancnoprepa.
Cumsactatiu e cybcrpar Ha eduiykcHaa TpaHcnioprep BCRP.

Creyuannu RONYAAYUN
SLCOIBI nonumopgduzvm I
Hocurenn na SLCO1BI ren ¢.521T>C anen nmar no-nucka OATP1B!T akthenoct. Cpear :
excno3uLua (AUC) Ha rasnms akTHBeH MeTabOoNHT CHMBAcTaTHHOBATa kuceauHa ¢ 120%
xeTeposurorHu HocuTenu (CT) na anen C 1 221% B xomozurotHH (CC) HOCHTENIH B ¢PA

NallHEHTH, KOUTO HMAT Haii-4yecTo cpel@und resotun (TT). Anenst C HMa YecToTa o1 iﬁ‘/

Hacenenuero Ha Eepona. fTpu nauuentn ¢ SLCO1B1 nonumopdu3sM UMa PUCK OT 10 \ fi
fo

6 e
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eKCMO3MLMA Ha CHMBACTATHHOBA KHCEHHA, KOETO MOXE Aa JOBEAE 0 MOBHIUEH PHCK OT PabioMHOINK3a
(Bx.TOuKa 4.4).

5.3 IlpeaxkJIHHBYHE JaHHH 33 Ge3oOacHOCT

BB3 0CHOBA HA KOHBEHLIMOHAIHY IPOYYBAHUA TIPH )HBOTHH MO OTHOLIEHHE HA apMaKoiHHAMHKATA,
TOKCHYHOCT APH MHOTOKPATHO J03HPaHe, FeHOTOKCHYHOCT M KaHLIEPOreHHOCT, HAMA JAPYrH PHCKOBE 3a
NalHeHTa, OCBEH O4YaKBaHKTE B PE3YIITAT Ha (PapMaKONOTHUHUA MEXaHUIbM. [Ipy MakCHMANHO
NOHOCUMMUTE JI03H, NPHJIAraHH TIPH [LTbXO0BE | 3alily, CUMBACTaTHH He IIpeNH3BHKBa (QETaNHH
mandopManui 1 HAMa eeKT BbpPXY (epTHINTETa, PeNpOLYKTHBHITE (FYHKLMH U HEOHATATHOTO
pa3BHTHe.

6. DAPMAINIEBTHYHH JAHHH
6.1 Cnuscnk Ha NOMOIIHHTE BEIECTBA

BymanxuapokcHaHH3071
AckopOHHOBa KHCENHHA
JIuMOHeHa KMCEIHHA MOHOXHAPAT
MukpokpHcTanHa Lenynola
TpesxkenaruHypalo HULIECTE
Maruesznes cTeapar

JlakTo3a MOHOXHAPAT

GUIMOBO IOKPHTHE!
Xunpomenosa

XU IpoKCHNPOIIHLENY 1032
TutaHoB AHOKCH],

Tank

YepeeH thepuokcia

6.2 HechbBMECTHMOCTH
Henpunoxumo

6.3 Cpok na rogaoct

3 roguun

6.4 Coensanns yGI0BHA HA ChXpAHEeHHe

CHMBaxop ¢e CbXpaHaBa Npu Temneparypa nog 25°C.
Ja ce cpxpaHaBa Ha MACTO HELOCTHIHO 32 Jela.

6.5 BuaH cHALPKAHUA HA ONAKOBKATA
Cameaxop 10 mg dnamapann TabaeTkn

Cumeakop ce npeanara 8 PVC/PE/PYDC/Alu Gnuctepi, onakoBaHH B KAPTOHEHA KYTHS, B CIEAHHTE
KOMMYECTRA B eAHa onakoska: 3 Gnuctepa x 10 duamupann tabaetku (30 TabneTkn). e
L

CumBakop 20 mg ¢puimupann TabieTkH .
Cumeaxop ce npeanara 8 PVC/PE/PVDC/Alu 6aucTtepy, onakoBasy B KAPTOHEHA Ky
KOJIMYECTBA B eAHa onakoBka: 3 omicrepa x 10 dunMupanu tabnetku (30 Tabner
tbunmupann Tabnetky (90 tabnerky).
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Cameaxop 40 mg daamupanu TabaeTka

Cumsakop ce npeanara 8 PVC/PE/PVDC/Alu GaKcTepH, OMaKoBaHH B KAPTOHEHA KYTHS, B CJIEIHHTE
KONHYEeCTBa B efHa onakoeka: 3 Onucrepa x 10 punmupanu Tabnetku (30 Tabnerkn).

He BCHUKH BHIOBE OMMAKOBKH MOTAT J1a ObaT nycHaTH B npoaaxda.

6.6 CnennaaHn npeanazHn MEpPKH IPH H3XBLPJIRHE H padoTa

Hsama creudanHy H3HCKBAHHA,

7. TNPHTEXATEJ HA PASPEIIEHHETO 3A YIIOTPEBA

“Yaiixathapma BrcokokauecteenuTe Jlekapcrea” AJl
6yn. “T' .M. TumutpoB™ MNe 1, rp. Codusa 1172, Bearapus
Ten.: 02/ 962 54 54

daxe: 02/ 960 37 03

e-mail: info@tchatkapharma.com

8. HOMEP(A) HA PAZPELIEHHETO 3A YIIOTPEBA
Cumpaxop 10 mg dpunmupanu tabneru x 30 per. Ne 20060572

Cumsaxop 20 mg dunmupaun tabmetu x 30 per. Ne 20060573
Cumsaxop 40 mg dwnmupann Tabnern x 30 per. Ne 20060574

9. JATA HA ITBPBO PASPEINABAHE/TIOAHOBABAHE HA PAZPEINIEHHETO 3A
YIIOTPEBA

Hara na mbppBo pazpeluasade: 23.10.2006

Hata Ha nocneano nogHopsasane: 07.03.2012

10, JATA HA AKTYAJNNIUPAHE HA TEKCTA

OuH, 2020
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