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KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA

1. HME HA JEKAPCTBEHHMS MPOIYKT

XOJECTA 10 mg dhunmupanu TaOneTKu
HOLLESTA 10 mg film-coated tablets

XOJIECTA 20 mg punmupanu TabrieTku
HOLLESTA 20 mg film-coated tablets

XOJECTA 40 mg ¢punMupanu TabiIeTkH
HOLLESTA 40 mg film-coated tablets

2. KOMMNYECTBEH U KAYECTBEH CbhCTAB

Besaka punmupana Tabnetka chabpaka 10 mg cHMBacTaTuH (simvasiatin).
Besaxa dgimppana TabneTka cbabpaka 20 mg cHMBacTaTHH (simvastatin).
Beska gunmipana Tabnetka cbabpia 40 mg CHMBacTaTvH (simvasiatin).

3a MLJIHUA CMTHCHK HA MOMOIIHMTE BEIECTBA BIKTE Touka 6.1.

3_. JEKAPCTBEHA ®0OPMA
¥ . (unmupana TablieTKa

Xonecta 10 mg : KpBIVIH, ABOHHO-H3BKHANH PO30BO-YEPBeHH (GWIMHpaHN TalJIETKH ¢ AEJIMTENIHA 4epTa
oT eaHara crpada. TaGneTkara Moxe 1a O/ pazaeseHa Ha JIRe PaBHH J103H.

Xonecra 20 mg u 40 mg: XpBITM, ABOHHO-W3NBKHANH PO30BO-4E€PBCHH (HIMHMPAHW Tab/IeTKH C
JETUTEIIHA YepTa oT €AHaTa cTpaHa. JlendTenHara 4epra € camo 3a YJIeCHSABaHE Ha CUYIMBAHETO ¢ e M10-
JIECHO T'BJITAHE, @ HE 34 pa3/ieJiaHe Ha paBHU AO3M.

4 . KJIVHAYHY JAHHU

4.1 TepaneRTHYHH NOKA3ZAHAA

e Xunepxorecmeporemus
JledeHne Ha IBLPBUYHA XMIIEPXOJIECTEPOJSICMUA WIH CMECE€HA JMCIMITHACMHUA KATO JOMBIHCHUEC KbM
[METHYHHA PEKHM B CIYYauTe, KOTaTo AHETAaTa W JPYro HE/ICKApcTBEHO JliedeHHe (Hanp. (QU3MYECKH
YIOPaKHEHUA, HAMQIABAHE HA TEMIOTO) HE J1ABAT OMaKBaHWTE PE3YJITATH.
Jleuenne Ha XOMO3ZWroTHa (paMWiIHa xunepxonectepoieMust (Xo®X) KaTo AOMBIHCHHS
PEXHUM M IPYro eueHue, NoHwkasalo munuaemusTa (nanp. LDL-adepesa), kakTo H J
TAKOBA JIEUCHUE HE € [MOIXOAA0.

e [Ipeeenyusn Ha CoPOCUYHO-CLOOBU YCAONCHEHUA




3a MOHWKaBaHe Ha 3a001¢BAEMOCTTa H CMBPTHOCTTA OT ChPACYHO-CHA0BH YC/IOKHEHUA [PH MALKHEHTH
MaHu(ecTHA aTePOCKIEPOTHYHA CBHPACYHO-CBAOBA OONECT MM 3aXapeH AHAOET ¢ HOPMATHM, KAKTO H ¢
[OBUILICHM HHMBA Ha XOJECTEPON KATO ACMBJIHEHWE KBM JPyrara KapJuoNpOTeKTHEHAa TEpanusd U KbM
HaYHMHUTE 33 HAMAJIABaHe HAa PHCKOBUTE akTopu (BHKTE TO4Ka 3.1).

42 To3MpoBKa H HAMHH HA NPHJI0KEHHE

,«LIUSH POBKA

Hozara Moe Aa BapHpa oT 5 a0 80 mg cuMBaCcCTaTHH AHEBHO, KATO €AHOKPATEH MEPOPANEH NPHEM BEHED.
KopurupaneTo Ha J103ata, ako € HeoOXoOHWMo, TpAOGBa Ja ce OCBILIECTBsBA MPe3 UHTEPBAJIH, HE MO-KbCH
oT 4 cenMMIH, A0 AOCTHIaHe Ha MakcuManHa a03a oT 80 mg, nMpuerd KaTo eAHOKpaTHA f03a Beyep. flosa
or 80 mg ce mpemnopbuYBa caMO TPU MALHEHTM C TEXKA XMMNEPXONECTEPOJIEMH H BHCOK PHCK OT
CHPACHHO-CHAOBH YCIOXKHEHHS, NPH KOUTO HE € NMOCTHIHAT YCHEX OT JICUCHHUETO ¢ NMO-HHCKH JO3U U
KOraTo OYaKBAHATA MOI3a NNPEBUIIARA IOTEHIIMATHUA pUCK (Bibkre ToukH 4.4 1 5.1).

Xunepxonecmeponemus

[TarenTnTe TpsiOBa 1Oa Clia3BaT CTAHZAPTEH, MOHMXKABAIL XONECTEpOJA JHETHYEH peXKHM H Ja
IpOARDKABAT [a CE NMPHABDKAT KbM HETO Ho Bpeme Ha neuexuero ¢ Xonecta. ObM4aiHaTa CTapTOBA
no3a e 10-20 mg AHeBHO, NPHETH Be4Yep KATO eJWHH4HA A032. [laupeHTH, KOUTO C€ HYXIAsdT OT
3HAYHTENHO penyurpane Ha LDL-xonectepona (noeeue ot 45%) morar aa 3anoudar ¢ 20-40 mg AHeBHO,
NpHeTH eHOKpaTHO Beuep. Kopexuuure Ha qo3ata TpAdBa fAa ¢e NpaBAT 10 HaUKWHA, ONHCAH Mo-Trope.

XoMmozuzomua amuina Xunepxorecmeporemun

CoLI/1aCHO Pe3AyNTATHTE OT KOHTPOJMPAHH KIMHWYHH W3IMTAaHHUS [PENopbUMTEeNHAaTa HavajlHa A03a
Xonecra e 40 mg auesHo Bedep. Ilpu TakuBa nmanmeHTM XojecTa TpsadBa Ja ¢e mnpuwjiara Kato
AOMBJAHEHUE KbM ApPYra nvnuaonoHwxasama tepanmus (Hanp. LDL-adepesa) uwid B ciyyauTe, KOraTo
TaKHBa [IPOLICAYPH JIMIICBAT.

{Tpu MAIMERTH, MPHEMALTH JOMHTANKI €IHOBpeMeHHo ¢ XoecTa, fo3aTa Ha Xonecra He TpsaOBa la
npesMitaea 40 mg aueBHO (BinkTe TOUukH 4.3, 4.4 1 4.5).

Hpoihuraxmuxa Ha CoPOEUHO-CHO0BU YCAOICHEHUA

[Ipu manMeHTH ¢ BUCOK PHCK HAa kopoHapHa chpaeyHa Gonect (KCB, cbe wau Ge3 XurnepiunuieMys)
obmvatinata noza Xonecta ¢ 20 no 40 mg BedAHBXK AHEBHO Beuep. JlexkapcTBeHara TEpanusi MOXE 1a
3AFOYHE €THOBPEMEHHO C TOAXOMANL AMETYEH Pe)kMM H CHOTBETHH (QU3MHEeCKH ynpaxHeHus. lIpH
HeoOXOMMMOCT Jo3aTa TpAOBa [a Ce KOpHUIipa.

Cevnvmemsauya mepanus
Xonecra € eleKTHBEH CaMOCTOATENHO WIH B KOMOHHALMA CHC CEKBCCTPAHTH HA XIBYHHTE KHCCITHHM.
TTpuemsT Ha XonecTa TpaOBa /ia cTaBa >2 yaca Mpeiy My >4 yaca cief IipUeM Ha CEKBeCTpaHTa.

[Tpu mauMeHTH, nNpueMaly XojecTa eaHOBpeMeHHO ¢ (ubpaTu, Apyrd oceed remdpuOpo3un (BIDKTE
touka 4.3) unn, denodudpar , Ao3ara Ha XosecTa He OuBa aa npesuuiasa 1) mg AHEBHO.

Ipy nauMeHTH, MPHEMALLN aMHOJAPOH, AMJIOAHTTHH, BEpanaMul, IAITHA3EM HTH POXYKTH, ChAbpiKauy
enbacBup MM FpasoNpeBHp, eAHOBpeMeHHO ¢ XoJecTa, ao3ara Ha Xonecta He OuBa 20
mg AHeBHO (BDKTE ToukH 4.4 1 4.5).

Hozupane npu nayuenmu ¢ 66peyna HeQoCmamvYHOCT



He ca HeoOXOAHMMH KOPEKIMHM HA A03aTa NPH MAaLMEeHTH C Jleka A0 yMepeHa 0p0peuHa HeAOoCTaThUHOCT.
[Mpy naunueHTH ¢ Texka OBOpeuHa HEOOCTATBUHOCT (KPEATHHHHOB KIMpbHC <30 ml/min) ao3uy,
npepumapaniu 10 mg AHeBHO TpAOBa BHUMATENHO Aa C¢ MPSLEHABAT H aKO C€ CHETE, Y& € HY>KHO, J1a ce
MPUWIArar ¢ BHUMaHHeE.

[Ipunooicenue npu nayuesmu 6 cmapuecka 6b3pacm
He e HEOOX0AHMA KOPEKLIHA HA 103aTa.

[leouampuwna nonynayus

Hpunooicernue npu Geya u wnowu (10-17 200muna ev3pacm)

IIpu nena u rodown (MoMueta BEB (pasa Il uan mo-sucoka no ckajgata Ha Tanner K MOMHMYETA IOHE €HA
roguHa cJiel ycTaHOBfiBaHe Ha MeHapxe Ha Be3pact 10-17 roguHM) ¢ XeTepo3uroTHa <¢aMHiHa
XHMIepxojecrepoieMis oduuadHaTa NIpENoppUUTEIHa Havaada A03a € 10 mg BeIHBX AHEBHO Bevep.
JeuaTa v roHOmHTe TpAOBa A CHa3BaT CTAHAAPTEH MOHIKABALL XOMECTEPOosa XpaHUTEIEH PEXHM TPEaH
3aMOYBAHE HA JIEYEHUETO ChC CUMBACTATHH, MPUABPKAHETO KbM AueTaTa TpaOBa Na MpOABIDKH U CIEK
3afI04YBaHe HA JeYeHHe Che cuMBacTaTHH. [IpenopnuuTenHaTta go3a Bapupa ot 10 no 40 mg aHeBHO;
MakCHMa/IHaTa npenopbunTenHa ao3a € 40 mg nxesno. Jlozata Tpabsa Ja € HHAMBHAyalTU3HpaHa
chOGPazHO LIENTA HA TEPANMATA M NPETIOPHKUTE 34 NEAHATPHYHATA MOTynauus (Bkre ToukH 4.4 u 5.1).
[Ipomanarta B go3aTa TpsOBa Ja CTaBa clel HHTEpBas OT 4 ceAMHIM WM N0-AbJIBT.

besonacHocTTa M edmkacHocTTa Ha X0NecTa npH aena npeau myOepreTHa Rb3pacT BCE OIIE He €a
YCTAHOBEHH.

HauWH Ha NpUIOKEHHE
[Tepopanno. Xonecra Moxe na Opae Mpunarad Karo €HOKPATHA 1034 BeUep.

4.3 IIpmnnonoxasanua

- . CBpPBXUYBCTBHTEJIHOCT KBEM AKTHBHOTO BEINIECTBO MM KbM HAKOE OT IOMOINHHUTE BELIECTRa,
H30poeHu B TOUKa 6.1.

-. . AKTHBHH JepHOAPOOHHU 3a00/NABaHHA WIH HEACHY CBCTOAHUA C MEPCUCTEHTHO MOBUILICHH HHBA Ha
CEPpYMHUTE TPAHCAMUHA3H;

- . . bpemenHocT ¥ KkbpMeHe (BrDKTE TOYKA 4.6);

-~ . . ExHoBpeMeHeH npueM Ha MoiiHu uHxubGuTopu Ha CYP3A4 (cpenctea, xouto nosumasar AUC
ApUONHIHTEHO 5 NBTH WIH ToBede) (Hamp. WTPaKOHA30J, KETOKOHA30j, MO3aKOHA30/, BOPHKOHA3OI,
HIV . nporeasHu uHXWOMTOpPM Kato HenduHaBHp, OonenpeBHp, TENaNpeBHp, CPUTPOMHIMH,
KIIADUTPOMMLMH, TETHTPOMHMLMH H He()a30[OH W JIEKAPCTBEHH NPOAYKTH ChLABPKAUIH KOOMIHMCTAT)
{BipKkTE TOUKH 4.4 1 4.5).

-~ . EanoBpeMEHHO NMPUIOKEHUE Ha reMpubpo3un, LMKIOCTOPHH WK JaHA30 (BHKTE TOUKH 4.4 U
4.5).

-+ . EaHOBpeMeHHO NPUIOKEHKE Ha JIOMHTANUI ¢ Xonecta B 1034 > 40 mg NpH MaUHEHTH C Xo®X
(rrxTe TOukHn 4.2, 4.4 1 4.5)

44 CoennaJHH npeaynpexIeHNd H NPeANa3ZHH MEPKH NPH ynorpeda

Muacmenua
B HAKONKO CAyYad ce chobIIaBa, 4€ CTATHHHTE HHAYLMPAT de NOVO MM BAOWABAT BeyLRIMECIRVESmMAN:.
MHACTEHHs IpaBUC WM ouHa MuacTenus (Bx. Touka 4.8). [Ipunoxenneto na Xonec 4, ANora mdece CHEG

B ciIydail Ha BiolIaBaHe Ha cHMnToMuTe. MMa chobuienns 3a pelave npH (MOBTOPHMOR T muRE-arini
ChINMSA WIH Pa3sIM4YeH CTATUH.




Muonamua/paboomuonusa

CumBacTaTtuH, 11ogodHo Ha apyrd uHXuOMTOopu Ha HMG-CoA (3-XxHIpPOKCH-3-MEeTHUNTTYTapUIl-KOSH3UM
A) peayKrazaTa, HOHAKOra IPSAM3BHKBA MMOTIATHS, KOATO C& M3pasfiea ¢ MYCKYJIHH Qoniky, O0Ne3HEeHOCT
WK cadoCT KaTo HUBOTO HA KpeaTMHWH KHHA3aTa MOXKE Aa JOCTHTHE JECETKpATHO TIOBMILEHHE HAZ
ropHata rpaHdlia Ha HOpMaTa. MUONaTHATA MOHAKOra MoXke aa mpueMe ¢opMara Ha pabJoMHOJH3A ©
iy 0e3 ocrpa 6L0peUHa HeROCTAaTHUYHOCT B PE3YNITAT HA MUOFJIOOHHYPHS M MHOTO PAJKO MOXe Aa ce
cTurHe 4o ¢araneH usxon. Bucoxu croMnoctd Ha uHxnbuuuia Ha HMG-CoA penykrazata B mjla3Mara
yBeJIMYABAT puMCka OT MuUonards (HanpuMmep: MOBHIIEHW IUIa3MEHH HHBA Ha CUMBACTATHUH M
CHMBAacTATUHOBA KHCEJMHA), KOETO MOXe [a C€ IBJKHM, YaCTHYHO, Ha B3auMOJIEHCTBAIH JIEKApCTRa,
KOUTO €€ HaMecBaT B MeTabony3Ma Ha CHMBACTATHH M/WIN TPAHCHOPTHHTE NBTHINA (B, Touka 4.5).
Kakro npu apyrure naxubOuropu Ha HMG-CoA penykrasaTta pHCKBT OT MHONATHA/PabJOMHOJIH3A €
a0303aBHcUM. B 0azara gaHHM Ha KJIMHMYHO H3MUTaHHWe 00xBaHano 41 413 nanyeHTa, npueMally
CUMBACTaTHH, 24 747 ot kouto (Tiprbnuzureado 60%) ca 1eKyBaHH H NPOCASACHH CpeIHO Hal-Manko 4
rOAMHH, CITyUauTe Ha muonarug ca npubnusurenno 0,03%, 0,08% u 0,61% npu a0zu cpoTeeTHO 20, 40 U
80 mg aHerHo. B xozma Ha Te3W M3MHMTAHMA NaAlMEHTHTE ca HAOMIOHNaBaHH BHHMATEIHO U HAKOM
B3aHMOAEHCTRAILY JEKAPCTBA ¢a QWM M3KTIOYCHH.

B KIWHWYHM H3MUTAHWA, IPH KOMTO MAUMEHTH ¢ aHAMHE3a 32 HHGAKT Ha MUHOKapAa ¢a TPEeTHpPaHU C
80 mg cumBacTaTMH JAHEBHO (mpociaengsane cpeaHO 6,7 TroauMHM), ciydyanWTe HAa MHONATHA Ca
npubnusurenno 1,0% B cpaBHenue ¢ 0,02% npu nauuenTdte, noayuyaBain 20 mg aHEBHO.
[pubAM3KMTENHO MONOBUHATA OT CNY4aHTe¢ HA MHOMNATHUA €& BB3HUKHAIK TIpe3 MbpBaTa IOJAHHA Ha
neseHuero. Cy4daure HA MUONATHA TIPE3 BCAKA MMOCACIRALA MOJMHA HA JEHEHHETO ca NPHOIHIUTEHO
0,1% (BrokTe TOUKHM 4.8 11 5.1).

ITpu paleHTH Ha neyeHKHe ¢he CuMBaAcTaTHH 80 mg, PUCKBT OT MUOMATHA € [0-BUCOK, OTKOJIKOTO NpU
rIArEHTH Ha JICUEHME C JPYTrH CTAaTHHU CHC CXO/HA e(PUKAcHOCT Mo OTHOWIEHUE Ha NIOHWXAaBaHETO Ha
LDL-C. CnenoBarenHo no3ata Xonaecra ot 80-mg tpabBa na ce H3M0n3Ba caMo 1P NALKUEHTH ¢ TexXKa
XHMEPXOAECTEPONEMHUA H ¢ BUCOK PHCK OT ChPJCYHO- CHAOBH YCIOXKHEHHS, TPH KOWTO C NMO-HUCKHU 03U
He C4 NMOCTHIHATH TCPANEBTUYHHUTE 1IENIM M B CJIYYaid, Ye OYyakBaHaTa I10J13a HaABULIABA ITOTCHLMATHHTE
puckose. IIpy nauuedTH, npreMamy cuMpacTaTid 80 mg, npu KOHTO CE€ Hasiara IpHEM Ha JICKapCTBEH
(POIYKT, YUACTBAII B JICKAPCTBEHH B3aHMOACHCTBHA, TpAOBA 18 C& M3I10J13Ba MO-HHUCKA 71032 Ha
CUMBACTATHH WIH ANTCPHATUBHO JICUCHHE C Pyl CTATHH, KOHTO € ¢ NO-HUCHK MOTEHLHAN 33
JIEKAPCTBEHH B3aUMOIEHCTBHA (BUXKTE NO-NI0MY Mepku 30 Hamanasane HA pucka om Muonamus,
HpuSUHena om nexapcmeeHu szaumodelicmsus Ha npodyxkma W Touku 4.2, 4.3 H 4.5).

B KJIMHHYHO M3MKWTBAHE, IPH KOETO MALMEHTH ¢ BUCOK PUCK OT ChpAEYHO-CBAOBO 3a00JIABaHE Ca
NeKYBAHH ¢hC cMMBacTaTuH 40 mg nHeBHO (MearaHa Ha TipociefgBaHeTo 3,9 roaqMHM), 4ECTOTATA HA
muorathg e mpubmusurenso 0.05% npu He- kurajinu (n=7367), cpasdeHo ¢ 0.24% npu xuTaily
(n=5468). Trii KaTo B TOBA KIIMHHYHO H3MMHTBAHE OT a3UATCKOTO HaceNeHHe Ca OLIEHEHH CaMO KHTaHIH,
NPpH OpeanucBaHe HAa CHMBACTATHH Ha IMAIUEHTH OT A3Hs TpaOBa Aa ¢ MOAXOXAA C MOBUIICHO
BHUMAHKME U Ja ce ynoTpebaBsa Hali-HHCKATa 1034, aK0 € HEOOX0AMMO.

Hamanena ghyuxkyua na mpancnopmuume npomeunu

Hamanenara ¢dyHkuMs Ha yepHoapoOHUTE OATP TpaHCNOPTHH NPOTEHHYU MOXKE N1a MOBHILH CHCTEMHATa
€KCIO3MIMA HA CHMBACTATHH H A4 YBENH4YM PUCKa OT MHonaTusd U pabnomuonnza. HamaneHata pyHkims
MOJKE /la BB3HHKHE B Pe3YJITAT HA MHXHOMUMS OT B3aUMOAEHCTBAMIO JiekapcTBO (Hamp. LMKIOCTOPHH)
uiii npH nauuedT ¢ SLCO1B1 ¢.521T>C genotype. -

[Manpenr ¢ SLCO1B1 anen (¢.521T>C), koaupau no-ciiabo aktusHus OATP1B1 "‘
CUCTEMHA SKCTIOZHIHA HA CHMBACTATHH M C NOBHIIEH PUCK OT MHOMatHi. PHéfzad Dr-comMESCINNH
acolMHpaHa MUOMaTUd npd BUCOKH Ao3u (80 mg) karo LAI0 € OKoJIO l vor il
FeHETHIHOTO M3cieaBaHe. Bu3 ocHOBa Ha pesynratute OT npyusaHero SHAHG -1‘:'

Hocutend Ha C anena (ofdoznauaBaHu ¢pmio CC), gexypanu ¢ 80 mg ca ¢ \ * 1oHaTHY
paMKKTE Ha €A4Ha roJMHa, A0KATO PUCKEBET NMPH XETEPO3HUIOTHH HOCHTENH HA TAYHZaNCI™ b.zﬁﬁ:}aﬂ_aﬂu
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CT) ¢ 1,5%. CboTBeTHHAT PUCK NPH NAUMEHTHTe ¢ Hal-yecTo cpemanyd reHotumn (TT) e 0,3% (BrokTe
TouKa 5.2).

Kvaero € BBp3MokHO, TpaOBa 1a ce MMa MNpeaBuA FEHOTHIIMpaHe 3a Hanquue Ha C anen npenu
Ha3HayeHue Ha 80 mg CUMBACTATHH KATO YAacT OT NPEIEHKATa Ha CHOTHOLUEHHETO MON3a/PHCK 34
OT/ACITHUA NALHEHT U BUCOKHTE 03U J1a ce U304Areart nmpH nmauueHTH, okazanu ce ¢ CC reHorun. Beapexu
TOBA OTCBHLCTBHETO HA TO3M MeH He M3KII0UBA NTOSBATA HAa MHOIIATHA.

Onpedensne Ha Kpeamun KUnasa

Kpeatun kunHazata (CK) ne OWBa Ja ce onpeaens cien TEKKA (QU3NYECKH HATOBAPBaHHA WM IIPH
HATMYKE HA JAPYrH BBIMOXKHM NPUYHHH 3a HEHHOTO MNMOBHIUCHHE, ThH KaTo TOBa OM 3aTPYAHMIO
MHTEPNPEeTHPAHETO Ha pesyiTata. Ako 6a3oBHTe croiHOCTH Ha CK ca 3HAYHTENHO MOBMIIEHH (>5 MBTH
Haj TOpHaTa AOMyCTHMA IpaHKLA), ¢e Halara NOBTOPHO onpelesHe B paMKHTe Ha 5 g0 7 AHH 33
NOTBBPKASHUE HA PE3YIITATa.

IIpeou zanousane Ha neverue

BCHYKH NALMEHTY, 3aMOUYBaILH Je4eHHe ChC CUMBACTATHH, BKIIIOYHTEITHO U TE3H, HA KOUTO CC¢ YBCIH4aBa
J03aTa CUMBAcTaTHH, TpaOsa na ObAAT NpeaynpekaaBaHH 3a PUCKA OT MHOIATHA H Ja CC UMHCTPYKTHpAT
1a CHOOIABAT HABPEME 3a BCAKAKBY HEOUAKBAaHH OOJIKH, UyBCTBHTENHOCT WM C/1abOCT HA MYCKYJIMTE,
MaumeHTHTE C TPEIUCIIO3MPALIHA (akTopH 3a pabaoMuonkza Tpabsa 1a ce Habmonarat BHAMarenHo. C
Len Aa ce onpeaeny pedepedTHOTO 0a30BO HUBO NPEM Ja ce 3alouHe JieueHHe TpaOBa J1a Ce OnpeaenaT
cToHocTHTE Ha CK B CEAHUTE CIIYYaH:

- . HampeAH&IA BB3pacT (=65 roaHHu);

- ... XKEHCKH M0J;

- OBOpevHa HEAOCTATRYHOCT;

- HEKOHTPOIMPaH XUIIOTHPEOHAH3IBM,;

- . nW4HA WK daMUIHA aHAMHE3Aa 3a HACJIeACTBEHH MYCKYJTHA HapyLICHUA,

- cpoblIEHME 32 MYCKY/IHA TOKCHYHOCT B MMHATIOTO, NPEAH3BUKAHA OT CTATUHN WK HUOpaTy;

- aJIKOXOJTHA 3aBUCHMOCT.

B TAKVIBA CIYYaM PUCKBT OT JledeHHeTo TpAOBA na ce NPENSHH 110 OTHOLUSHHE Ha 0YaKBAHATA MO/3a KaTo
Ce MpenophYBa KIMHHYHO HalmoneHwe. AKO NaLMEHTHT CBhOOWABA 32 NPEAXOXKAAO MYCKYJIHO
pa3CcTpoICTBO NPU MPHUEM Ha CTATHHM WiIH QHUOpaTH, JISUEHHETO ¢ Jpyr NPEACTaBUTE] HA Ta3y Ipyna
nexapersa TpabBa Ja C€ 3anoyBa NPH M3KIKOYWTENHO BHHMaHMe. AKO 0a3oBuTe HHMBa Ha KPeaTHH
KMHA34TA Ca 3HAYMTEIHO NOBHWICHHU (>5 ITHTH Hajl TOpHaTa JOMyCTHMa rpaHulla), He OKMBa 1a ce 3anoupa
JIEHEHME.

[0 epese na nevenue
AXO.B.XOa Ha IeYeHHEe ChC CTATUH CE MTOSBAT MYCKYJTHU GONIKHU, cnabocT WITH KpaMIiy, HeobxoauMMo e na
Ce NPOBEPH HMBOTO HA KPeaTHH KMHa3za. AKO MpPH JTHICA HA TEXKM (HU3HYECKH YCHITUA CTOMHOCTUTE Ca
IHAYUTETHO MOBUINEHH (5-KpaTHO MPEBMILABAILM FOpHATA TPaHULA HA HOPMAaTa), JIEUeHHeTo TpadBa Ja
ce INPeycTaHOBH, AKO TO JAPYTHW NPUYHMHU CE€ npearnosiara pa3sBUTHe HA MHOMATHA, JICYEHHMETO CHILO
TpsaOBa [a ce MpeycTaHOBH.,

AKO CHMITOMHTE OT3BY4aT M cTOMHOCTUTE Ha CK ce HOPMAIM3UPAT, NOJHOBABRAHETO HA JIEYEHHETO CBC
CHLIUMsS MM C ATTepHATHREH CTATHH MOXE Ja ¢e OOMUCIH, HO TIOA BHHMATENHO HalbmoaeHHe U C Hal-
HHACKaTa 1034,

[o-BucOKa YWecToTa Ha MHonatus ¢ HabarojnaRaHa TIpU NALMEHTH, ﬂOCTHFHaﬂH OO3H
touxa 5.1). Ilpenopruera ce nepruoaMyHO H3MepBaHe HA CK, Thid KATO TOBA MOXKE 1A C§
OTKpHBaHe Ha CYOKIHHHYHK ciy4dad Ha Muonarus. HesaBHCHMO OT TOBa HAMa O
MOHHUTOPHpPAHE [Ie MPEAOTBPATH MHOTIATHA.

[lo BpeMe Ha wunm ciaeq jnedeHWe ¢ HIKOH CTATHHM € HUMajo MHOFO
UMyHOMeauupaHa HekpotmsHpama wmuonatus (MMHM). Kmnauyno MMHM
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IepcHCTHPalia TIPOKCHMAHA MYCKyJiHA c1abocT M MOBHILEHH CEPYMHM HHBa Ha KpeaTHH KUHa3aTa,
KOHTO MEPCUCTHPAT BBHIIPEKH MPEKPATIBAHETO HA JICUCHHUETO ChC CTATHHM.

JleyeHUETO CBHC CHUMBACTATHH TpﬂﬁBa BPpEMCHHO Ja <€ TPEKBRCHE HAKOJIKO AHH INpCAW INIAHOBH
XAPYPrudHH HHTCPBCHLIHH, KAKTO H B OCTAHAJINTE CJIYYAH, KOTaTO C€ HajlaraT XHpypruiimn HHTCPBCHIINH.

Mepru 3a pedyyupane Ha pucka om muonamus, npeCU3GUKAH OmM JEKAPCMIBEHU G3AUMOCUCINBUR
(guocme cowo Mouxd 4.5)

PUCKET OT MuionaTHs W PabAOMHOJIM3A € 3HAYUTENIHO NOBHIIEH NPH €JHOBpPEMEHHATa YIOTpeda Ha
cumBactatid ¢ momap uaxubutopy Ha CYP3A4 (xaro HTpaxoHa30n, KETOKOHA30J, MO3aKOHA30I,
BOPHKOHA30J, €PUTPOMHIMH, KIAPUTPOMHALMH, TemurpoMunud, HIV nporeasHH uHXHOWTOPH Karo
HendHHABUD, COLMIPEBHP, TENANpBUp, He(a30I0H, 1EKAPCTBEHH NPOAYKTH CBABPKAIIM KOOHIIMCTAT),
KaKTO W ¢ reMpuOposwn, WMKJIOCOOPHH U JaHasol. Ynorpebara Ha Te3d JIEKAPCTBEHM MPOIAYKTH €
NPOTHBOIIOKA3aHa (BMKTE TOYKa 4.3).

PUCKBT OT MHONATHA M paGaOMMO/IM34a € TIOBHIIEH CBHUIO H TPH €JHOBpeMEHHa ynoTpeba ¢ aMHOLAPOH,
AMJTOIUITHH, BePaNaMuT MTH JHITHA3EM ¢ BHCOKH A03H CHMBacTaTHH (BWkTe TOuKa 4.2 1 4.5), PUCKBT OT
MHONATHA, BKTIOYHTETHO padnoMuonnza, Moxe Aa ObJe TOBMINEH IPH €OHOBPEMEHHHs IIpHEM Ha
$y3uaoBa KucelWHa ¢bC CTaTuHH (BwkTe Touka 4.5). Ilpu nmamuewtd ¢ XodX, pHCHT MOXKe aa ce
NOBHILIM NPH €THOBPEMEHHATA ynoTpeda Ha JIOMUTAIIH] CBC CHMBACTATHH.

CnepoBarenno, mo ce otHacs no HHxuOGuropure Ha CYP3A4, enHopemenHata ynorpeba Ha
CHMBACTATHH ¢ WTPaKOHA30JI, KETOKOHA30Jl, MO3aKOHA30:, BopuxoHazon, HIV mporteasHn HHXHOHTOPH
(HenduHaBUp), GoLENPEBHp, TENANPEBHD, SPHTPOMHLIUH, KIAPUTPOMULIMH, TETUTPOMHLMH U He(ha3onoH
NIEKAPCTBEHY IPOAYKTH ChLABKALH KOOHIMCTAT € NpTHBONMOKasaHa (Biwkre ToukH 4.3 u 4.5). Ako
neuenneto ¢ momun CYP3A4 unxubutopu (cpenctsa, KOWTo ToBHuaBar 1o noa kpusata (AUC)
MPUGITH3UTENHO 5 IBTH WIM NOBEYE) € HANOKUTENHO, TOrasa NMPHEMET HAa CHMBACTATHH TPAOBA
BPEMEHHO Ja C€ NPEYCTAHOBH, NOKATO TPae NPHEMBT Ha APYroTo nekapeTso. Hewo nopeue, BHUMAHHE €
HEeOGXOAMMO H KOTATO CHMBACTATHH Ce TIPWUNIAara €IHOBPEMEHHO C ApYyrH, No-cialu MHXMOMTOpH Ha
CYP3A4: dhykona3on, BepanaMmT, Aurrdazem (Buxkre Toukd 4.2 u 4.5). Coxbr o7 rpeiindpyr Tpsadsa na
¢e M303rBa Mo BpeMe Ha JIGUEHWE ChC CUMBACTATHH.

VrioTpebara Ha CHMBACTaTHH ¢ reMbuGpo3ui € NPpOTHRONOKa3aHa (BxTe TOUK 4.3 ). Ilopanyu NoBAMICHUA
DHIK OT MHODIATHS ¥ pab/OMHMON03a, 103aTa Ha CHMBACTATUH HE TpaGBa Aa Hajeuuiaea 10 mg THEBHO
fipi TIALMERTH, TIpHeMaIii CHMBACTATHH 3ae[HO ¢ Apyrd GnGpaTH, ¢ u3KMoueHHne Ha Genopudpar
(Bite Toukn 4.2 u 4.5). [peanuceaneTo Ha cHMBacTaTHH ¢ deHoPUOpaT TpsOBa Na ce UIBBPIIBA C
NOBUIIEHO BHUMAHUE, Thil KATO BCEKH €HMH OT TE3HU areHTH MOXKE Ja NPUYHHHA MHOIIaTHS, KOraTo €<
IpHeMa CaMOCTOATEIHO.

CHMBAcTaTHH He TPAORA 1a CE NpHeMa €AHOBPEMEHHO ChC CHCTEMHO MPUNOXKEHHE Ha (y3nuIoBa
KHMCENVHA WM B PAMKHUTE Ha 7 IHH cnell NpeycTaHoBABaHe Ha jieueHHeTo ¢ ¢y3naora kdcenuna. [1pu
[MALHEHTH, TIPH KOUTO CHCTEMHATA yIoTpeba Ha (Py31/108a KHCE/IMHA € CHHTaHa 33 KpaidHo HeoOX0anMa,
NpUEMET Ha CHMBACTaTUH TPA6Ba 1a Oble NPeKpaTeH 1o BpeMe Ha JIEYEHHETO ¢ Py3uI0Ba KHCENNHA.
Hanuue ca cpobueHnd 3a pabaoMuoan3a (BKIIOYMTEIHO U CMBPTHH CITy4aH) NpH NaUHCHTH, IIPHEMalIlH
ta3H KoMOWHaLMs (BwkTe Touka 4.5). Iauuenture TpadBa He3abaso 1a NOTHPCAT METULUHCKA TIOMOLL,
aKo MOYyBCTBAT HAKAKBH CHMITOMH KaTo MYCKY/IHa crnabocT, 6onka u GOne3HeHOCT.

TleHieHHETO CBC CTATUH MOXKE Ja C€ NOJHOBM 7 JHHM CJIEA HOCieiHaTa 103a Qpy3u10Ba KUCeInHa.

[Tpy M3KTIIOUHMTEIIHH OBCTOSTENCTBA, KBASTO CE HANAra NpOJBDKUTENHA CHCTEMHA YIIOTpeda Ha

¥ caMO O/ CTPUKTHO JICKAPCKO HabIIONeHHE.

EanospeMeHHaTa ynoTpeba Ha CHMBACTaTHH B J03H, TI0-BHCKOM OT 20 mg ACBHO {



b i

e/IHOBPEMEHHATA YIIoTpeda Ha CHMBACTATHH B 103H NMO-BHCOKH OT 40 mg AHEBHO ¢ JIOMMTANK TpsAOBa Aa
ce u3barea (BixTe ToukH 4.2, 4.3 u 4.5).

[lauueHTHTE, NpUEMAILH ETHOBPEMEHHO ChC CUMBACTATHH JIPYFH JIEKAPCTBEHU NPOLYKTH, ONpeAescHH
KaTo yMepeHo MOLIHH UHxuOuTopu Ha CYP3 A4, 0co0eHO BbBE BUCOKHA JIO3W CHMBACTaTHH, MOXKE 13 Ca C
NOBHLIEH PHCK OT MHONATHA. Moke a ce HANOXKM KOPUIHpaHe Ha 103aTa Ha CHMBACTATHH NPH
€THOBPEMEHHO MPWIOKSHUE HA CHMBACTATUH C YMEPEHO MOLUHU HHXuOuTOopH Ha CYP3 A4 (areHTH,
yeenu4apamd AUC npubnuznrenno 2-5 nbTi). 3a HAKOU omnpeaeneHd ymepeHu uuubutopu Ha CYP3 A4
KaTo JWITH3EM, MAKCHMATHATA NIPENOPBYUTEIHA 1038 HA CHMBACTATHH € 20 mg (BrKTe TOUKa 4.2).
CrMmBacTtaTuH € cyOcTpaT Ha eqUIyKCHMS TpPAHCTIOPTEp Ha MNpPOTEHHA Ha PE3MCTEHTHOCT HAa paka Ha
repaara (Breast Cancer Resistant Protein, BCRP). Eavospemedo npunoxenue Ha MPOAYKTH, KOUTO ca
aaxuOuTopu Ha BCRP (manp. enGacBup M rpasomnpeBup), MOXE Ja AOBEJC IO MOBMINEHH IIa3eMHH
KOHLIEHTPALIMH HAa CUMBAaCTATHH H IOBHINEH PHCK OT MHOIIATUA: C/leN0OBaTenHo TpAda ga ce oOmHCIn
KOPUTUpPAHE Ha J103aTa CUMBACTATHH B 3aBUCHUMOCT OT IpedfiMcaHara Jo3a. EJHOBPEMEHHOTO
MPOJIOKEHUE HA endacBUp W TPa3oNpeBUp ChC CUMBACTATHH HE € IPOYYEHO; BCE TaK A03aTa HA
CHMBACTATHH He TpAOBa ga magBuuiasa 20mg THeBHO NpPH NANHEHTH, MOJYYABAIH CHHBTCBAILLO
JIeYeHHEe ¢ BPOAYKTH, ChIhPKAIH €10aCBHD UK rpazonpeBup (BK. Touka 4.5),

CpobHiaBaHu ¢a penxky cinydyad Ha MuonaTus/padaoMuonn3a, CBbp3aly ¢ €THOBpeMeHHaTa ynorpeda Ha
unxubuTOopr Ha HMG-CoA peaykrazata u HHAIMH (HUKOTMHOBA KHCENUHA) B JIMOAA-MOAMPUIIHPALIA
A03H. (>1g IOHEBHO), BCeKH OT KOHTO MO OTAECNHO MOKE [d [IpeAH3BHKA MHOIATHA, NpPHIAraH
CAMOCTOATEITHO.,

B KIHHHYHO M3MTHTBaHe (MeAyaHa Ha MPOCAeasBaHeTO 3,9 rojIMHM), BITIOYBAIIO NALMEHTH C BUCOK PHCK
3a ChbPACHHO- CBAOBO 3aboABaHe W ¢ 400pe kKOHTponupanH Huea Ha LDL-C, nexyBaHH ¢bC CHMBaCTaTHH
40.mg gHeBHO ¢be MM 0¢3 e3eTMHUO 10 mg He € UMaNO NONBIIHHATENIHA 110134 BhpXY ChPACUYHO-
CHAOBHTE PE3YATATH MPH A0GABIHETO HA HHALIWH { HUKOTHHOBA KYMCENHMHA) B IMIHIOMO WU
1031 (= 1 g aueBHO). CnenoBaTeNHo, JIEKapuTe 00MHUCAIIIH KOMHHUPAHO Te4EHHE ChC CUMBACTATHH H
HUauuH (HUKOTHHOBA KHCEJIHHA) B JTHIIHAOMOAXGHIHMpand 4034 (> 1 g AHEBHO), WK MPOLYKTH,
ChABPIKANM HUALTHH, TPAOBA BHUMATEITHO /1a OUEHAT MOTCHUHAITHHTE NIO3M H PUCKOBE ¥ TpAOBa
BHUMATEJTHO JIa IPOCIEAABAT NMALYEHTUTE 3a PH3HAIM 1 CUMITOMH HA MyCKYJTHa O0/IKa, O0Ne3HEHOCT
wiy ¢y1aboct, ocobeHo Mo BpeMe Ha MbPBUTE MECELH OT JICYCHHETO H KOraTo A03aTa Ha HAKOH OT TE€3H
NPOAYKTH CEC YBEINYABA.

(QCBeH TOBa, YECTOTATA Ha MHOTIATHA B TOBA H3NMMTBAaHE ¢ Mpubausutento 0,24% npy KuraHiy neKyBaHu
WIY .CBC cUMBAcTaTHH 40 mg, WwiH ¢ eseTHMub/cuMBacTatHH 10 mg/40 mg, cpaBHeHo ¢ 1,24% npu
KHTalilly, JeKkyBand ¢b¢ cuMBacTaTHH 40 mg, win ¢ e3etumul/cuMeacratud 10 mg/40 mg, Ha KOHUTO €
NPHAONKEHO eIHOBPEMEHHO HHUKOTMHOBa KucenuHa/naporonpaHt 2000 mg/40 mg ¢ yawmkeHo
ocsoboknaBaHe. BuIpeky ye B ToBa KIWHWHO H3MHTRAHE CA OLEHEHM CaMO KHMTAWLM OT a3HaTCKOTO
HACEJIEHHE, ThH KAaTO YEeCTOTATa HA MUOMATHA € MO-BUCOKA TPH KUTaHIIM, OTKOJKOTO TIpM HEKUTaHLM,
eIHOBPEMEHHOTO MPHIIOKEHWE Ha CHMBACTATHH C HHAUMH (HHKOTHHOBA  KHCENMHA) B
NHIHAOMOIHGHLUHMPALIH 10341 (=] g AHEBHO) HE Ce NIPENopLYBa PH a3sHaTUH.

ALMIHMOKC € CTPYKTYPHO CBbp3aH C HMUaLlMH. BBRpekH, 4e alMnuMOKC HE € MPOy4BaH, PUCKBT OT
MYCKYITHA TOKCHYHOCT MOXKE /1a ObJe CXOJEH ¢ TO3M [IPH HUALIMH.

JarrroMBLIMH
Cro6maBaHi ca ciaydyad Ha MuonarHs wW/unnd pabmomuonnza nipu HMG-CoA peagykrazHv MHXWOHMTOpH
(Hanp. CUMBACTATHH) €1HOBPEMEHHO NpWiaraHu ¢ garrromMHulnH. HeoO0xoauMo € MOBMiiIEHO BHUMAHUE,
xorato ce mpeanucear HMG-CoA pemykrazHM MHXHOWTOPH B KOMOMHALM$ ¢ JaNTOMMIMH, ThH KaTto
BCOKH -OT TAX MOke Ja NpHIHHH MUONATHS H/Hny pabaoMHONIH33, KOTATO C¢ NPHarar ¢

ako M[OA3UTE OT eJHOBPEMEHHOTO NPUIOKEHHE HE HaaXBBIAT pucka. K
MH(POPMAIIMATA HA NMPCANMCBAHE HA JAMTOMHKLUMH, 38 A4 NOAYYUTE AOMBIAHUTENHA
noreHupanto B3aumonelictBie ¢ HMG-CoA peaykrasHH HHXHOWTOpU (Hamp
DOMBITHUTEITHH YKAa3aHUA, CBBP3aHH ¢ MOHMTOPHUpaHeTO. ( BiokTe Touka 4.5).



YepHoapoOHU edekTH

B KNMHUYHM W3NMATAHWA NMPH HAKOJIKO Bb3PAaCTHHW NMalMeHTa, TI0Ty4YaBaad CUMBACcTaTHH, € HabnoaaBaHo
MePCHCTEHTHO NoBHieHHe (A0 >3 mhTH Hax MaKCHUMalHaTa JAOIYCTHMA CTOWHOCT) HA CEPYMHHTE
TpaHcaMuHasH. Korato npueMbT Ha CHMBACTATHH OT Te3d HNAWMEHTH ¢ OWi npeKbCHaT WIH
MpeyCTAHOBEH, HUBATA Ha TpaHCaMHWHAa3uTe OOUKHOBEHO 0aBHO ca ¢e BBL3CTAHOBWIM A0 H3XOAHUTE CH
H¥BA OT MpeaH 3aM0vYBAHE Ha JICUEHHETO.

[TpenopbYKTETHO € FIPOBEIAHETO HA (PYHKIIMOHAIHY YEPHOAPOHHK U3CieABaHHA NPEAU 3aMTOYBAHE Ha
JICUCHHETO W CIIEJ TOBA, KOTaTO € KJIIMHMYHO noxazaHo. ITauueHTu, npy KOMTO ce Hanara go3a ot 80 mg,
TpaOBa AOBJIHHTENHO Ja ¢ U3CNESABAT PEeIH NOBHINABAHETO HA 7103aTa M 3 Mecena ciell 3anovBaHe Ha
HnpunaraHeTo #, KaKTo M NEpHOJMYHO CJIC] TOBA {Hanp. Ha BceKH 6 Mecena) Ipes MepBaTa rojiHHA OT
TepanuiaTa. Heobxoaumo € criendanio BHUMAHHE KbM NALMEHTHTE, 1P KOHTO HUBATA HA CEPYMHHTE
TPaHCAaMHHA3H CE MOBHMILABAT, KATO IIPH TAX U3CNEABaHHUATA TpAOBA 14 c€ NOBTAPAT TOHHO HABpEMeE U I10-
yecTo. AKO CTOMHOCTUTE HA TPAaHCAMHMHA3ZUTE NOKA3BAT TEHACHLMA KbM MMOBHILIABAHE H OCOOECHO, aKo
AOCTHIHAT TPUKPATHO NO-BHCOKM CTOHHOCTH OT I'OpHATA rPaHHLIA Ha HOpMAaTa KaTo IEPCHCTHPAT Ha TOBa
HHRBO, IPHEMBT Ha CUMBACTATHH TPAOBa Aad ce npeyctadosy. T pabBa Aa ce MMa npeapun, 4e AJIAT Moxe
na NPOHU3X0XKIA OT MYCKYAUTe, eTo 3aulo nopumasaneTo Ha AJIAT u CK Moxe fa 03HayaBa HaJIHYME Ha
MHONaTHA (BHXTe Tio-rope Muonamus/Paboomuonuza).

ITo BpeMe Ha MOCTMAPKETHHTOBKS OTIMT PAAKO ¢a ChoOLIaBaHH CiTy4ad Ha daTajJHa H HedaTanHa
YEPHOAPOOHA HEJOCTATHEYHOCT NPH TIALMEHTH, MPHEMALH CTATHHH, BKITIOYHTETHO CHMBACTATHH. AKO Ce
MOYBH TEKKO YEPHOAPOOHO YBPEKIAHE C KIIHHUYHHA CHMITTOMH W/HIH XUNEPOMIHPYONHEMHUS HAY
ABATCHHUA 110 BpeMeE Ha JedeHHe ¢ X0/1eCTa, He3aaBHO NPeKpaTeTe leyeHHeTo. AKO He Obae OTKpuTa
Apyra €THOJIOTHA, He 3aMoYBaiTe OTHOBO JIGYEHHETO ¢ XOJeCTa.

Tosn . MeaniMHCKH NPOAYKT TpaOBa Aa ce MpeanucBa ¢ BHUMAHWE NPH NAUUEHTH, KOHCYMHpAaIlH
3HAUMMTEIHH KONMMYECTRA aNKOXOI.

Kakro. ¥ npH Jpyrd JIMIAOONOHIKABAILK CPEACTBA Ce ChoOMIaBa 3a yMepeHO (<3-KpaTHO ropHaTa
rpaHMila Ha HOPMATA) NOBUIICHHE HAa CEPYMHHTE TpaHCaMHHA3W TPU Tepamus ¢bC CUMBacTaTHH. Te3u
npoMeHK ce HaOmoAaBaT CKOpO CAE] 3ano4yBaHe Ha NpUeMa Ha CUMBACTATHH, YECTO ¢a TPAH3UTOPHH, He
Ca NPHAPYKEeHHM OT HIKAKBH OIUIAKBaKUs H HE HalaraT NMpeyCcTaHOBIBaHE HA JIEHEeHHETO.

3axapen auaber

Hsxou JaHHH MPEAIcNarar, 4€ CTATHHHITE, KaTo KJ1ac, NOBHIIABAT KEPBHATA 3aXap H IIPH HAKOH
NalHUeHTH, C BUCOK PHCK OT PAa3BUTHE Ha AHA0ET, MOraT Aa Ch3JalaT HUBO HA XHUIIEPIJTMKEMUs, TTPH KOETO
€ MoKa3aHa CTaHaapTHa rpvika 3a avabera. Tosu puck ofave ce KOMIIGHCHpA Ype3 OHWKABaHEe HA
ChIOBHH PHCK CbC CTATHHH M CJICIOBATEIHO He TpalBa a ObAe npUirHa 3a IPEyCTaHORABAHE HA
NeueHneTo cbe cratu. [anmenture ¢ puck (TJI0Ko3a Ha r1agHo 5,6 no 6,9 mmol/l, unaexe Ha TenecHa
maca (BMI) > 30 kg/m?, noBHINeHH TPHITIHLIEPUAN, XHIEPTOHUA ) TpAOBa 44 ObaaT MOHHTOPHPAHH
KTHHUYHO 1 OMOXHWMHYHO CBIJIACHO HALMOHAJIHHTE NPENOPBKA.

Nurepcruimanio 6eaoapobho 3aboispane
Cro0iaBaHO € 3a WHTepcTMIMANHO OenoApodHo 3abongBaHe MPHU HAKOH CTATHHH, BKIKOUYHTENHO
CUMBACTaTHH, 0c00€HO NpPH NPOALLKUTEeNHO JedcHHe (BHkTe Touka 4.8). CuMmnTo

TEpaIHATa ChC CTATHH TPAOBA 1a CE NPEYCTaHOBH.

IleapaTpuyHa nonvasuus



Ynompeba npu oeya u wnowu (10-17 2o0uwna 8b3pacm)

Be3onacHOCTTa ¥ e(EKTHBHOCTTA HA CHMBACTATHH TIPM MALIMCHTH C XETepO3WUroTHa (QamMunHa
XHAepxonecTeponeMus Ha Bu3pacT 10-17 roguHH € onpenesieHa B KOHTPOIHPAHO KIWHHYHO M3MHUTBAHE
npy MoMueTa BbB (aza Il wiu no-eucoka no TaHep U NIpy MOMHYETa, KOUTO Ca MOHE €1HA FOAUHA ClieA
meHapxe. [lanMeHTUTE, TpeTHPaHH CHC CHMBACTATHH, Ca TTOKa3aTH NMPO(HUIT HAa HEKETAHHMTE JICKAPCTBEHH
peakud nofgoded HAa TO3W TpU HaIMEHTWTe, TPETHpaHH ¢ mialiebo. B Tasn BBbipacToBa rpyna He ca
R3AATBAHA A03H HaXx 40 mg. B orpaHnyeHOTO KOHTPOJHMPAHO H3ANHTAHWE HE € yCTaHOBeH 3abenexuMm
edeKT BBPXY Pa3BUTHETO MM MOAOBOTO CBh3PABAHE MpHM IOAPACTBALUMTE MOMYETa M MOMHYETA U
HUKAKBB e(eKT BBPXY TIPOL/DKUTENHOCTTA HA MEHCTPYaNHHA LUKDLI IIPH MOMHYETATa (BHXKTS TEOYKU
4.2, 4.8 u S.1). Hompactramure MoMuueTa TpaAbmRa Ja OBAAT [OCBHBETBAHH 33 NOIXOASIIH
KOHTPALICMTTHBHH METOAM, JOKATO C€ JIEKyBaT CbC CHMBacTatHH (Bxre Touka 4.3 u 4.6). Ilpu
namuesTyTe nox 18-roauniHa BbapacT epexTUBHOCTTA H He30IMaCHOCTTa HE Ca U3C/IeABAaHM 33 NepHoaU
Ha JIeYeHHe, NO-TBITH OT 48 CEIMHIM U ABITOCPOUHUTE e(EeKTH BBPXY PUIUYECKOTO, HHTEIEKTYAIHOTO
M T10JIOBOTO CH3PABAHE HE Ca U3BECTHH.

EdekThT Ha CHMMBACTATHH HE € M3CNEABaH MPY naudeHTH noj 10-rofuina Bb3pacT, HUTO NMpH AclLA
npenu ydepTeTa 1 MOMHYETA NpeIH HACThIIBAHE HA MEHCTPYaLHs

XoJaecTa chabpxa Jakro3da. [lauMeHTH ¢ peAKd HacneAacTBEHH NMpobieMH Ha HETIOHOCHMMOCT KBM
ranaKkTo2a, ITBJICHIAKTA3eH AehMIUT MM DIKO30-ralakTo3Ha Manabcopbuua He Tpadsa Ja mpueMar
TOBA JECKAPCTRO.

4,5 . BizauMopaeiicTBHE ¢ APYTH JCKAPCTBEHH NPOAYKTH H APYrH GopMu HAa B3aHMOIelicTBHE
MHOXECTBO MEXaHHCMH MOTAT fia JOTIPUHECAT 34 TMOTeHIHAHUTE B3aUMONeHCTBUS ¢ HHXUOUTOPHTE Ha
HMG Co-A penykrasara. JlekapeTBeHu Wiy GHIKOBH MPOLYKTH KOWTO MOTHCKAT HAKOM €H3UMH (Harp.
CYP3A4) w/wiu TpaHcnoptHH nurawma (Hanp. OATP1B), Morar ja noBMInaT HMBaTa Ha MNa3MEHUTE
KOHLIEHTPALIMY Ha CHMBACTATHH W CHMBACTATHHCKA KMCENTMHA H JIa JOBEJIAT IO NMOBUIICH PHCK OT
MuonaTHs/pabaoMHuoNNn3a,

Koucynrupaiite npoaykrosara HHGOpMALMA OTHOCHO BCUMKH CHITETCTBALUM JIEKApCTRA, 33 14 TONyYnTe
NOMBJIHHTETHA HHQOPMALMA OTHOCHO TEXHUTE MTOTEHLHAHH B3aUMOJICHCTBHSA CBC CUMBACTATHH H/HITH
BE3MONKHOCTTA 33 H3MEHEeHU B NeHCTBUETO HA EH3UMMTE WK TPAHCTIOPTHUTE MBTHILA U BE3MOXKHH
KOPEeKIIMH Ha J03aTa U CXeMHTE Ha NPHEM.

[IpoyuBauuaTa 3a B3aHMOACHCTBHA Ca NPOBEXAAHM CaMO ¢ BE3PacTHH.

DapMaAKONHHAMAYHHE BIANMOJCHCTBHUH

Baaumodeiicmeus ¢ NOHUNCABAIYY TUHUOUME MeOUYUHCKU NPOOYKIMY, KOUMO MO2am 04 Npeoussuxam
MUORAMUS, NPULASAHU CAMOCMOSAMENHO

PHCKET OT MWOMATHS, BKIIOYHTEHO pa0aoMHONIM3a, C€ yBEIHYapa IpPH ¢AHOBPEMHHO TMPHUIIOMEHHUE C
pudparu.

B [0TBIHEHHE CHLIECTBYBa (PApMAKOKMHETHYHO B3aUMOJSHCTBHE C reMpuOpo3mi, koero BoAH JIO
[MOBMILEHN TTa3MEeHH HWBA HA CUMBACTATHH (BIWOKTE M0-101y DapMaAKOKUHEMUYHU 63AUMOOEUCBUA W
toukn 4.2 u 4.4). He ce HamupaT JaHHM, 4€ KOraTto CHMBACTATUH M (eHouOpar ce Ha3Ha4aBaT
¢/IHOBPEMEHHO PHCKBT OT MHUOMATHS MOXeE Ja NPEeBUIIH CyMaTa OT MHAWBUAYAIHUTEC PUCKOBC 22 BCCKH
ot nponyxTre. Hama aneksathy hapMakOKWHETHYHY AaHHH OTHOCHO JieKapcTBeHaTa De30MmacHOCT MpH
KOMOWHALMA ¢ apyrd ¢ubpaty. Peaxu chyuan Ha Muonarug/pabaoMuonusa ca CBbp3aHM C

(BiKTE TOUKA 4.4).

PapMaKOKHHETHYIHH B3AaHMOACHCTBHS




[IpenopexuTe Mpu HpednucBaHE B CIy4ad HA B3aWMOAEHCTBHA ¢ APYrH JIEKapCTBa ¢a OOOOLICHH B

Tabnunara no-xony (JOMBIHUTENHM NOAPOOHOCTH MOraT [1a c& HAMEPAT B TEKCTAa; BHXKTE CHINO TOYKH
42,43 n4.4).

JeKkapcTBeHH B3aHMOACHCTBHNA, CBbP3aHH ¢ MOBHBICH PHCK 0T MEONATHSA/padaoMuaoausia

BiaamoaeiicTBallH JeKapCTREeHR NPOAYKTH Ipenoprkn npn npeAnBcanue

Mowxu CYP3 A4 naxuburopu:

- HTpakoHazaon

- KeTokoHazon

- [lozakoHason [IpoTHBONOKA3AHH 32 €HOBPEMEHHO

- BopukoHazon DPUNOKEHHE CbC CHMBACTATHH

- EpurpoMuiut

- KnapuTpoMHLHH

- TemarpoMunne

- HIV nporeaznu HHXHUOUTOPH (HAIp.

HeJipuHaBUD)

- bouenpesup

- Tenanperup

- Hedazomon

- Kobuuucrar

- [Tukrocnopyn

- Jlanazon

" B :.1_'¢M¢H6PO3“J1

Hpyiy $ubpary (¢ u3KIOUeHHe Ha (eHodudpar) JiHeBHaTa 1034 cMMBACTATHH He TpabBa Ja

' HajaBumana 10 mg

@y3ua0RA KAC/IEHMHA He ce npenopbyBa e CUMBACTATHH.

Huauus (HUKOTHHOBA KHCETTHHA) (> | g IHERHO) He ce npenopnwuBa ¢b¢ CHMBCTATHH IPH

- AsuaTuH

AMHOHapOH JIHeBHATA 1034 CHMBACTaTUH HE TpAOBa a2

Bepanamun HaaeHiasa 20 mg

JAvunruasem

AMJIOINNUH

EnGaceup

I'pasonipesup

Jlomutanun Ha ue ce nperumara go3ata ot 40 mg

o CHMBACTATHH NpH nauueHTu ¢ XodX

HanToMHUMH Tpsbea na ce oOMHCIN BPEMEHHO CIMPAHE HA

R CHMBAaCTaTHH NPH NALHECHTH, ApHEeMalliv
AN TOMHIMH, OCBEH KO IOI3UTE OT
€ AHOBPEMEHHOTO NPUIOKEHHE HE HAAXBBLPIAAT
pucka (Bx. Touka 4.4)

o Tla ce u36srBa npreMbT Ha coRAprSeridi s
| Cox ot rpesnpyT 0 BPEME Ha JICUEHHE CBC C 1.;(

- EdexTH HA ADYrH MeAHUHHACKH NPOAYKTH BbHPXY CHMBACTATHH:



BzaumopelcTBEY, BKIIOYBAIH HHXUOBRTOpH HA CYP3A4

CumBacratdH e cybcrpar Ha putoxpom P450 3A4. Momnnte nHxubuTopy Ha uutoxpoMm P450 3A4
YBEJIMMABaT DHCKAa OT MHOMAatHd U pabAOMHOAM3Aa 4pe3 TNOBUIIABAHE HA KOHUCHTpAUMATA W
HHXHOUTOpHATA akTHBHOCT B myaaMara Ha HMG-CoA penyxTasHuTe HHXHOWTOPY N0 BpeMe Ha JIeUCHHUE
CbC CHMBACTATHH. TakMRa MHXHOUTOPM ca UTPAKOHA30ll, KETOKOHA30JI, I03aKOHA30J, BOPHUKOHA3OM,
epPHTPOMHILIUH, KNapATPOMHLMH, TenurpomuunH, HIVnporeashu uuxubuTtOopH (Hanp. Hea(pUHABUD),
Oouenpesdp, Tedanpesdp u  Hedas’oqOH W NEKAPDCTBEHM TPOAYKTH ChIBPXKAIIKM KOOHUWCTAT.
EHOBpEeMEHHOTO MPHJIOKEHHE C UTPAKOHA30M € A0BeNO J0 10-KpaTHO NOBHINEHWE HA €KCNO3MIUATA HA
CHMBACTaTHHOBA KHCENHHA (AKTHBHUAT META0ONUT € OeTa-XMIPOKCUKHCEIWHA). TEJMTPOMHIHH €
npeausBrUKan 11-KpaTHo NOBUIIEHHE HA SKCMIO3MIINATA HA CHMBACTATHHOBA KUCETHHA.

3aTOBA KOMOMHUPAHETO C MTPAKOHA30/d, KETOKOHA30J, I03aKOHa30J, BopyvkoHason, HIViporeasuw
HHXHOMTOPH (Hamp. HenduHaBHp), OOLETIPEBHP, TENANPEBUP, EPHTPOMMIINH, KJIapUTPOMHIINH,
TEJTHRTPOMUUMH ¥ HedaszofoH U JICKAPCTBEHM NPOAYKTH ChIbpXallli KOOUUKCTAT € TIPOTUBOIIOKA3aHO,
KakTo ¥ ¢ rempulOpo3mi, UMKIOCIIOPUH H AaHason (BWkTe TOuka 4.3). AKO JICUEHHETO ¢ MOIIHHU
nuxuburopan CYP3A4 (cpenctea xouto nosuwapar AUC npubnusHTeHO 5 HBTH #WIH noBeYe €
HATOXKHUTEITHO, IIPHEMBT Ha CHMBACTaTHH TpsbBa Ja ce NpeyCTAHOBH IO BpeMe Ha TEPaneBTHUHHA Kypce
(u na ce oOMHCIHM ynoTpe©aTa Ha aNTepHATUBEH CTaTHH). TpadBa Jla ce¢ BHHMAaBa H KOTaTO CUMBACTATHH
ce Tpunara KOMOWHUPAHO ¢ HAKOU Apyrd no-cnabv uaxudbutopu Ha CYP3A4: ¢pykoHnasosn, Bepanamu
WITH . iUITHA3eM (BoKTe TOUKH 4.2 U 4.4).

DaAyrOHazon
Cp0OLIEHH ca pefiky ClTy4ad Ha pabaoMHoNi3a, CRLP3aHU ¢ €JHOBPEMEHHATA ynoTpeda Ha CUMBACTATHH
v QurykoHa3om (BHKTe Tovka 4.4).

Luxaocnopun

PucKBT OT MHOIIATHA/pabqoMHOIU3a ce YBENWYaBa MPH ¢THOBPEMEHHO MPHUIOXKEHHE HA LIVKIIOCTIOPMH U
cumMBacTaTiH. [1o Tasu npHuKMHa ynoTpedaTa Ha Ha JieueHWe ¢ LHKIOCTIOPUH € MPOTUBONOKA3aHa (BIKTE
Toukd 4.3 u 4.4). Bbnpekn ue MEXaHH3MBT HE € HABJIHO pasrajaH, YCTAaHOBEHO €, Y€ LMKITOCIIOPHH
noeumasa AUC Ha uuxwburopure Ha HMG-CoA penykrasara. [Josmmaranero na AUC pa
CHMEBACTATHHOBAaTa KHCEAWHA Ce AB/LKH HpEAWMHO Ha uactHuHata waxuOuuua Ha CYP3A4 w/unu
OATPIBI.

o w1
Lanazon:

PiickBT OT MUOTAaTHd M PaOAOMHOIM3A Ce MORBHIlARa NMpPH €1HOBpeMEHHa ynorpeba Ha naHazon CbC

CHMBACTATHH, IIOpajy Ta3M NMPWUYMHA ynoTpebara C JAHA30] € MPOTHBOIOKa3aHa (BHXKTE TOYKH 4.3 M
44,

Femgpubposun

[‘eMpuGpoznn yesenuuaea 1,9-kpatHo AUC Ha CcHMBaCcTATHHOBATA KHCEIMHA BEPONTHO [TOPanH
HHxH6HLMA Ha rrokoyporuaupaiuds et w/iwid OATPIBI (ke THukn 4.3 ¥ 4.4). EAHOBPEMEHHOTO
npunokeHue ¢ reMGudpo3nn € NPOTUBONOKA3AHO.

Dyzudosa Kuceaund
PHCKET. OT MHUOMATHA, BKIIOUHTEIHO padJoMHONH3a MOXKE Oa C€ IIOBHIUM TNPH EJIHOBPEMEHHOTO
CHCTEMHO TIDHJIOJKEHHE Ha (Y3HMA0Ba KHCEIHWHA M CTATHHW. MexaHW3MBLT Ha TORa B3aMMOIEHCTBHE

(HEe3aBHCHMO Jaiy € (hapMakoAMHAMHYEH WiH (GapMaKoOKXWHETHYH, WK U IBETE) BCE OIS HEE-RIBELTCH.
[Tpu manmeHTH, NpHeMainy Ta3d KoMOyHAIUA ¢a chbODIaBaHM Cy4aHd Ha paﬁ;[oMHO 7 .
HAKOM :¢ (paTaneH H3Xoj). EQHOBpEeMEHHOTO NPHIOKEHHE HA TasM KOMOWHALIHS 7
[IOBHIUABAHE HA TJIA3MEHHTE KOHLUEHTPALIMH Ha JBETE JIGKapCTRa. AKO TCYECHHETO i & ‘Ea

€ ‘HEOGXOAHMO, JICUEHHETO ChC CHMBACTATHH TPsORa Ma OGbie MpeKpaTeHo No &
by3uaoBa KMCeIMHa (BHKTE TouKa 4.4).



Anmuooapon

PucksT oT MHODaTHS M pabaoMuoIM3a ¢ MOBUIIABA NPH €JHOBPEMEHHO MPHIOKEHUE HA aMMOJApON ¢
MO-BHCOKH J03H CUMBACTATHH (BIDKTE To4KA 4.4). B xuHHUYHK W3C/I€ABAHUSA € CHOOLICHO 32 MHOTIATHA B
6% oT maimeHTHTe, noayyuaBand 80 mg cumpactatiH ¢ aMuonaapoH, (ClenopaTenHo, os3aTa Ha

CHMBACTATHH HC TpflﬁBEl 1a Haasuiuasea 20 mg AHCBHO OPH MAIHEHTH, NTPHEMaUIH CHEHBTCTBALLO JICHCHUC
¢ aMHOOapoH.

Kamyuesu anmazonucmu

- Bepanamun

PucxsT o MHOnatud H pabaoMMOJIH3a € TMOBUUICH NPH €IHOBPEMEHHO NPUIOXKEHHE Ha BEpanamul H
CHMBACTAaTHH ¢ J03a 40 mg wmn 80 mg (Buwxre Touka 4.4). Bee papMakOKMHETHYHH MPOYUBAHUA €
YCTAHOBEHO, de eJHOBPEMEHOTO NPUIMKCHHE € BepadamMuil BOAM N0 2,3-KpaTHO TIOBHINIEHHE HAa
EKCNO3HIMATA Ha CHMBACTATHHOBA KMCETHHA NPEIHMHO Mopaad dactiyHa mHxuOuuMa Ha CYP3A4,
3aTtopa Jo3aTa CHMBACTaTHH He ©Ouea na Haneumaga 20 mg AHEBHO MpH [NAHHEHTH, JIEKyBaHH
€JIHOBPEMEHHO ¢ BepanaMHl.

- Hunmuazem

PucxsT OT MHONATHA ¥ paOIOMHUOJIN3a Ce MOBMIIABA NMPHA €IHOBpEeMEHHA yrnoTtpeda Ha THATHA3ZEM ChC
cuMBactartiH 80 mg (Bwire TOuka 4.4). BBB (DapMakOKWHETHYHO NPOYYBAHE € YCTAHOBCHO, Ye
€IHOBPEMEHOTO MMPUACKEHHE C AMATHA3EM BOAM J0 2,7-KpaTHO MOBHIICHHE HA EKCNO3WIMATA Ha
CUMBACTATHHOBA KHCEIHWHA IPEAUMHO fTopanu dyacTHyHa uHxubunus Ha CYP3A4. 3aTopa nHeBHaTa No3a
cuMBacTaThH He OHBea Zia Haasuasa 20 mg 1pH alMeHTUTE, JICKYBAHH €THOBPEMCHHO € JIMITHA3EM.

-. . Ampoounun

ITanmenTuTe Ha AMJIOTUITHH, MPUEMAILM SAHOBPEMEHHO CHMBACTATHY, Ca ¢ MOBHUICH PHCK OT MHOMATHA.
B1Le (papMaKOKHMHETUYHO MPOYUBAHE € YCTAHOREHO, Y€ EAHOBPEMEHOTO NIPHIIOKEHUE ¢ AMIOSHITHH BOIH
RO 1,6-KpaTHO NOBHIIEHHE HA ©KCTIO3HMIMATA HAa CHMBACTATHHOBA KHCENWHA, JaroBa JHEBHATa 1032
CAMBACTATHH HE OHBa Ja Haapuiaba 20 mg NpH NalIMeHTHTe, NeKYBAaHW €IHOBPEMEHHO C aMAOIHNMH.

Jlomumanuo

[pu € THOBPEMERHO NPIOKEHME HA TOMUTATIMIL CbC CUMBACTATHH, PHCKLT OT MHONATHAS ¥ pabnoMuonusa
MOXKE & Ce TIOBUIIN (BIDKTE ToukH 4.3 ¢ 4.4). Cnenosarento, npu naudeHTd ¢ XoMX, x1o3ara Ha
CHMBACTATHH He TpaOBa qa Haapuuuasa 40 mg JHEBHO NMPH CHITLTCTBANA TEPATUs C TOMHUTATHL.

Ymepeno smowrnu unxubumopu na CYP3A4

TManuedTHTE, NMpUEMall{ e{HOBPEMECHHO ChC CHMBACTATHH APYTH NEKapCTBEHHK MPOAYKTH, ONPEAE/ICHH
KdTO yMepeHo Motuau wHubOHTopy Ha CYP3A4, ocobeHo ako ca Ha BUCOKA N03a CHMBACTAaTHH, MOXE 11
ca ¢ NOBUUIEH PHCK OT MHONIATHA (BHXTE TO4YKa 4.4).

Huxubumopu na mparcnopmnus npomeun OATPIBI

CUMBACTATHHOBATA KMcenuHa e cyGcrpar Ha TpaHcnoptHus npotend OATPIBI. EanoBpeMeHHOTO
APHIOKEHNE Ha NEKAPCTBEHH TIPOAYKTH, KOHTO ¢a MHXHOMTOPH Ha TpaHcnopTuksa npoteud OATPIBI,
MOJKE 1@ AOBEJE JIO IOBHIIABAHE HA TUIa3MEHUTE KOHUEHTPALMH HAa CHMBACTATHHORBA KMCETUHA U
MOBHIIEH PUCK OT MuornaTua (pmxre Touky 4.3 u 4.4).

Huxubumopu na npomeuna Ha pesucmeRmHocm ua paxa wa cvpoama (BURP)
EXHOBPEMEHHO NPUIOKEHKES HA NIEKAPCTRBEHH NPOSYKTH, KOUTO ca HHxuburopu Ha BCRP,
NPOOYKTH CBABPKAIM endDacBMp MW IpasonpeBHp, MOXKe jJa JOoBeAe A0 (0B
KOHIIEHTPALMH Ha CUMBACTATHH K NOBUIIICH PHUCK OT MHOIATHA (B, Todku 4.2 n 4.4),

Huayun (nuxomunosa xuceauna)



CpolieHn ca peaxku c¢ayyad Ha MHONaTwa/pabioMHOIN3a NPH €AHOBPEMEHHO MPHIIOKEHUE HA
CHMMBACTATMH C JIMIIMA NOHWKABAIMM 1No3H (> 1 g AHeBHO) HUauMH (HMKOTHHOBA KUCelWHa), BbB
(papMaKOKUHETUYHO TMPOYYBAHEC € YCTAHOBEHO, 4€ TNpHEeMbT Ha 2 g E€AHOKPATHA 1038 HUKOTHUHORA
KHCETHHA C YABMKEHO OCBOOOXKIJaBaHe eaHOBpeMeHHo ¢ 20 mg CHMBACTATHH BOAH RO YMEPEHO
nosviieHue Ha AUC Ha cuMMBacTaTMH W CHMBACTaTMHOBA KHCEIMHA M Ha (max HAa TUIA3MEHHTE
KOHLIEHTpalM1 Ha CHMBACTATUHOBA KUCETHHA,

Cox om zpetinghpym

Cokbr OT rpeiindpyr uHxuOMpa nuroxpom P450 3A4. EnHOBPEMEHHOTO TPHEMAHE HA TONEMH
konuectsa (Haa 1 L OHeBHO) HA cOoK OT rpedudpyr 3a€qHO CbC CMMBAcTaTHH BOAHM A0 7-KPaTHO
yBeNYYEeHME Ha KOHIIEHTpALMATA Ha CHMBacTaTHHoBa kucenuHa. Ilpuem Ha 240 ml cox ot rpefndpyt
CYTPHUH ¥ Ha CHMBACTATHH Be4ep BOAU N0 1,9-kpaTHO MOBHUICHHE. 3aTOBA C& HANAra NHEHETO Ha COK OT
rpeindpyT Ho BpeMe Ha JICUCHHE C'hC CHMBACTATHH Aa ce u3barsa.

Konaxuyun

ChlUecTBYRAT CHOOUICHHA 32 MHUOMATHS H pabaoMMONIN3a TIpH €ZHOBPEMEHEH NMPHEM HA KOJNXMUHWH M
CUMBACTaTHH OT MaudeHTH ¢ 6BOpeuHa HexocTaThL4HOCT. Ilpenoprusa ce KIMHUYHO HabmOACHHE npH
TaK¥Ba [AIJHEHTH, JIEKYBAHHU C Ta3¥ KOMOHHALUA.

Hopmamuyun
PHUCKBT OT MHOMATH WHIH pabAoMHONK3a MOXKE Aa Obae TIOBHLISH NpU €JHOBPEeMEHHO IIpHNaraHe Ha
HMG-CoA pexykrazHH HHXHOHTODPH (Hanp. CHMBACTATHH) H OANTOMULIMH (BK. TOUKa 4.4).

Pughamnuyun

Tei karo pudaMmuuuH € mouieH WHAYKTOp Ha CYP3A4, nanuedtvdre Ha NpoabL/DKHTENHA Tepalus C
pubaMmyLyH (Harp. TIpM JiedeHue Ha TyOepKynosa) Morar Aa cboOLAT 3a JTHCa Ha eQeKT OT
cumBactaTHH. [IpM PapMakOKMHETHYHO NpOy4BaHE HA 3ApaBd Ao0posoiuM € ycraHoseHO, ye AUC Ha
CHMMBACTATHHOBATA KHCENMHA € NMOHWKeHa ¢ 93% npu eIHOBPEeMEHHO [IPUWIMKEHNE ¢ PHAMITHLIHH.

Egbexm Ha cumeacmamun 6bpxy apmaxoxunemuxama na Opyzu 1eKapcmeeru npooyKkmu
CuMmBacTaTtHH He oka3ea HuxuOppamy epext Bupxy uuroxpoM P4503A4. 3aropa He ce€ O4YaKea

CHMEACTATHH A3 NOBNKMABA [UIa3MEHUTS KOHLUEHTPAIMHA Ha BELISCTRATA, METADOIHIHPAHY Ype3 LIHTOXPOM
P4503A4.

Iepopannu anmuxoazynaumu
B Ipe KIMHHYHW NpOYYBaHMA, €OHOTO Ha 3APaBH JOOPOBOIIM, a APYTOTO Ha XHIEPXOIECTCPOSICMHUHH
NalHeHTH € YCTAHOBEHO, Y€ CHMBACTaTMH B JHeBHa jo3a 20-40 mg yMepeHO MOTeHUHMpa edekra Ha
KYMApHMHOBHTE AHTMKOAIYNAHTH: IPOTPOMOMHOBOTO BpeMe, nmpexncrareHo kaTo INR, ce moeuimnasa ot
6azoBo HMBO 1,7 g0 1,8 ¥ or 2,6 1m0 3,4 CHOTBETHO B IPYNWTE HA 3APaBUTE AOOPOBONUM MW HA
XHIIEPXONECTEPONSMHUYHNTE NalueHTd. ChoOmeHd ca MHOro pelkH cinydad Ha mnosuiueHo INR. Tlpu
MAlMEHTH, NPUEMAIIH KyMAPHHOBM aHTHKOATYJIAHTH, MPOTPOMOMHOBOTO BpeMe TpADBa Ma ce onpexaens
ApeIH 3aio4YBaHe Ha JCUSHHETO ChC CHMBACTAaTHH, KAKTO M JOCTATHYHO YECTO B HAYAIOTO HA TepalHaTa,
33 Ja He ce JONyCHE 3HauMTeNHa npoMmsaHa. Cliel KaTO BEAHBK Ce YCTAHOBU CTAOWUIIHO NPOTPOMOHHOBO
BpEME, TO MOXe Ja c¢e Habnojara Ha oOHW4YaiHUTE HHTCPBAIH, MpEnopbuBaHM HA NALMEHTHTE,
npueMailld KYMapHHOBH aHTHKOAryJlaHTH. AKO [034aTa CHMBACTATHH C€ MNPOMEHH WY NPUEMBT My ce
MpeyCTaHORM, ChllaTa npoleaypa TpaOea a ce nosTOpH. JIeueHHeTo ChC CHMBACTATHH HE C€ CBBP3BA C
[POKBPBABAHE MAH C TPOMEHW B NpOTPOMOMHOBOTO EBpeMe MNpU TMALMEHTH, KOMT
AHTUKOATYIIaHTH.

4.6 .. DepranHTET, GPEMEBHOCT H KhpMeEHe




bpemeHHoCT
CUMBaCTaTHH € NNPOTHBONIOKA3aH B MEpHO1a Ha OpeMEHHOCTTA (BIDKTE TOUKa 4.3).

besonacHocTTa NpH OpeMeHHU KeHM He € ycTaHopreHa. He ca mpoBexKIaHWM KOHTPOJIHUpaHH KIHHHYHH
H3MHTAHHA CBC CHMBACTATHH HpM OpeMeHHM xeHH. llomydaBaHH ca peakd cbOOINEHHA 3a BPOACHM
aHOManuK cnen uHTpayrepHda ekcnosuums Ha HMG-CoA peaykrasnu uHxuOuTOopH. HesaBucumo Ot
TOBA B aHanmu3a Ha npubnusurento 200 npociieacuyu OPeMEHHOCTH, H3A0KEHH Ha CHMBACTATHH KM APYT
cxojieH HMG-CoA penyxraszeH HHXUOUATOP Tpe3 ITbPBUS TPUMECTHP, YECTOTATA HA CIIyYaHuTe ¢ BPOACHH
aHOMANU¥ € CHhBMEeCTHMA ¢ Ta3d B reHepaiHaTta nomysaimd. Tosu Opoit HabmionaBaHH GPEMEHHOCTH €
CTATUCTHYECKH JIOCTATHYEH Ja M3KIIOYM 2,5-KpaTHO WM NO-TONAMO MOBMIICHWE Ha CIy4auTe Ha
BpOJE€HH aHOMAJIMH cipiaMo obyualinaTra uecToTa.

Makap 1a JIMITCBAT AOKA3aTe/ICTBA, 4€ YCCTOTATA Ha BPOACHH aHOMAIHH B TOTOMCTBOTO NIPH NALMEHTH,
NpUEMAIA CHMBAcTaTyH MK apyr cxoxeH HMG-CoA peaykTasen HHXHWOMTOP, ce pasTnuasa OT Ta3H 3a
reHepaiHaTa MOIyJIALWs, JIeUEHHEeTO Ha MaiikaTa CbhbC CHMBACTATHH MOXKE /12 TOHIDKH (pEeTaTHHTE HUBA Ha
MEBAJIOHAT, KOHTO € NpeKypcop B XonecTeponHus OHOCUHTe3. ATepocKiepo3aTta € XpOHHUSH NMpoLec
OOHKHOBEHO MNPEeyCTAaHOBABAHETO HA JMIIMAONMOHWKABAIUTe Je4eOHH MNpPOAYKTH 110 BpeMe Ha
GpeMexHoCcT O6H TPAOBAIO A3 MMA HE3HAUYUTENHO BAWSHME BRPXY IBArOTPAHMA PUCK, CBBP3aH C
MLPBHYHATA XHIIepxoaecTpoaeMus. [lopany Te3n NpuuMEHA CUMBACTATHH He TpsOBa ha ce NpeanucBa Ha
OpeMEHHH JKeHM, HA )KEHU, KOWTO [IPABAT OIMTH 3a 3a0peMeHsBaHE H KOMTO [IOJ03HPAT, Y€ ¢a OpeMEeHHH.
JleueHHETO ¢CHC CHMBACTAaTHH TPAOBa A C€ MPEYCTAHOBU TO BpeMe Ha OPEMEHHOCTTA HIIH AOKATO HE C¢
YCTAaHOBM NMurca Ha OpeMeHHOCT (BHXTE TOUKM 4.3 u 5.3).

KtpMmeHe

He e M3BeCTHO Hmanyd CHMBACTATHH WA HErOBHUTE META0OMHTH 6 HITHYBAT B MaitymHOTO MIdxo. Tri
KATO ¢ MAWUHHOTO MIIAKQO C€ HM3JIbUBAT MHOXKECTBO MEAUKAMEHTH H NOpaJH MNOTCHLMATHHSA PHCK OT
CEPHOIHH HEKENaHM JICKAPCTBEHM PEaKiMH, JKEHUTE, MpHEMAlll¥ CHMBACTaTHH, He TpAOBA KBPMAT
(BIDKTE TOUKA 4.3).

QepTHIMTET
JIWcRaT KIMHMUYHHM AAHHM OTHOCHO edeKTHTe Ha CHMBAaCTaTHH BBPXY (PepTHIMTETa MPH XOopa.
CUMBACTATHH HE € UMaJT ehekT BhpXy GepTiMTeTa IMPU MBKKH H XKEHCKH [UTXOBE (BHIKTE TOYKAE 5.3 ).

4.7 . . Edextn BBpXy cnocoéHocTTa 32 MoPHpane H padoTa ¢ MAlIHHA

CHMBACTATHH He TOBJIHSBA WIH TIOBIHSBA npeHeOpekuMo criocobnoctTa 3a mogupaHe u pabora ¢
mammiau. HezaeucumMo ot topa npu modupane wiau padora ¢ MaldHed TpsOdBa Aa c€ HMa NMPEABHI, Ye B
NOCTMAPKETHHIOBHTE MPOYYBAHKA € ChOOIIABAHO PAAKO 38 3aMAFHOCT.

4.8 Hezxe1aHH JJeKAPCTBEHN PeAKUMH

HecTroTaTa Ha TOCOYMEHHTE HEXCTAHH JEKAPCTBECHHM pPEakliHH, 33 KOMTO € ChODINCHO NPH KIMHUYHHTE
NPOYy4BaHNs W/KJIM TMOCTMAPKETHHTOBUTE HAONIONCHMA, Ca KATEropM3MpaHy B3 OCHOBA HA OLEHKATa Ha
THXHATA' YecToTa B OOLIMPHH, ABITOCPOYHM, ILTale00 KOHTPOJIMPaHH KIUMHWYHH H3ITHTAHHA,
BarountesHo HPS (Heart Protection Study) w 4S (Scandinavian Simvastatin Survival Study) cwe
¢croTBeTHO 20 536 u 4 444 nagweHra (BkTe Touka 5.1). B HPS ca pervcrpupaHu camo TEXKKUTE

HEXEJAHH DEaKIMH, KAaKTO W MHAIrHN H NOBUIEHHE HA cepyMHMTE TPaHCAMWHA3H S ca
PErHCTPHPAHK BCHYIKHM HeXENaHu peakuut, W30poeHH No-JoTy. AKO B Te3H NIPOY4ByH gﬂmrﬁ .\;{
CUMBACTATUH € MO-MaJIka WA moaoOHa Ha deToTaTta npH wianebo U € HATHIG/AIAN OO, I Q
CNE/ICTBEHA BpPL3KA TNPU CHOHTAHHHTE CBHOOIIEHHs, Te3W HEXENAaHH JIeKIPcEss N K2
R
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B HPS npoyuanero (Bwkre Touka 3.1), o6xpamamo 20 536 nmauuenta, Tpetupanu ¢ 40 mg nHeBHO
cumBacTaTHH (n =10269 ) win ¢ mmauebo (n = 10 267) npoduwrsT Ha Oe30MacHOCT NMpH TALUMEHTHTE,
TPETHPaHH CbC CHMBACTATHH € CHBMECTHM ¢ TO3M HA ILIALICOO-TPETUPAHHTE B MPOAB/DKEHHWE HA MOBEHEC
OT CpeJlHuTe 5 TOAMHM 3a TOBA NpoyuBaHe. HecToTara Ha NpPeKbCBAHE HA IIpHEMa NMOpajAH HEXKENAHH
JICKapPCTBEHH peakLiui e cbBMmecTuMma (4,8% npu nmauueHTure, TpeTHpalH ¢ 40 mg JTHEBHO CHMBACTATHH,
B cpaBHeHue ¢ 5,1% npu Tesn, Tperupanu ¢ maanebo). Yectorara Ha Muonatva ¢ <0,1% mpu
naumeHTyTe, npuemany 40 mg cuMBacTaTuH. [ToBUIIEHH CTONHOCTH Ha TpaHCaMHHA3HTE (>3-KPaTHO
ropHaTa rpaHALlA HA HOPMAaTa, IOTBBPACHO IPH NOBTOPHO H3caeABaHE) ce Habmoaasat npd 0,21% (n =
21) or naugenTHTe, JekyBand ¢ 40 mg cumpactarud, B cpasHenne ¢ 0,09% (n = 9) npu nnanedo
TpeTHPAHHUTE.

YecToTara Ha HEXENAaHUTE JICKAPCTBEHH PEeaKilMH € KIacHPHIMpaHa, KaKTO CNeiBa. MHOTO YCCTH
(>1/10); uectn (=1/100, <1/10); aewectr (>1/1,000, <1/100); peaxu (=1/10,000, <1/1,000); mHOro penku
(<1/10,000); ¢ Hen3BecTHA YecTOTa (OT HATMYHHTE NAHHU He MOXKe N1a Objie HallpaBeHa OLIEHKa).

HapyiieHdd Ha KPhLBTa U nﬁmgbﬂa'ra CHUCTEMA

Peoxu: anemus.

LIcHXWYHY HAPYIESHHS
Mnozo pedxku: be3cbimie.
( neupgecmnd yecmoma. JeTpecus.

Hapyii¢Hus Ha HEpBRHATA CUCTEMA
Peoxu: rnaBoGonue, napectesns, 2aMasHoCT, neprdepHa HEBPOIATHA,

Mnozo pedxu: napymeHus B mamMerra.
C Heuzsecmna yecmoma. MAACTEHNS rpasuc.

Pecnigparopdy. rpbaHY ¥ MeHACTHHAIHH HAPYIIEHUS
C neussecmna yecmoma: iHTepeTUIMAHA GenonpobHa Sonect (RibkTe Touka 4.4).

CroMalHO-UpeBHN HAPVIICHUS
Pedxu: 3aniek, KOpeMHH OOJIKHM, METEOPUIbLM, MUCTICNICHSA, AHAPUA, TAIEHE, HOBPBLIAHE, MAHKPEATHT.

XenatobuaHapHy HApYUICHHUS
Peoxn: xenaTUuT/UKTED.,
Mio20 pedxu; Patanna 1 HedaranHa YepHOAPOOHA HEJOCTATEHOCT.

Hapyimenus Ha ouure:
Pedxu: 3aMBrIIEHO 3pEHHE, HAPYIUEHO 3PECHHE.
C neuzgecmua wecmomag: 04Ha MHACTEHUA.

HapylueHus Ha KOXaTa Y NOAKOKHATA ThKaH
Peoxu:. oOpuB, IPYPUTYC, AIOTIEIHAL.
Mnoeo peoxu: TUXSHOUIHU JICKAPCTBEHH CPYIMIWH.

HapyiieHys Ha HMYHHATa CHCTEMA
Mrnozo peoxu: avagunaKcus.

HapvineHns Ha MYCKYIIHO-CKeJIETHATa CHCTEMA U CHEAMHHUTENHATA ThKaH
Pedxu: wMuonatHs* (BKIOUHTEIHO MHO3MT), pabIoOMHOIK3a CBC WIH
HENOCTATHYHOCT (BHIKTE TOUKA 4.4), MHANTHA, MYCKYJTHH KPaMIIH.

Mnoz2o peoxu: MyCKyIHa pynrypa.
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C neuszsecmna wecmomd. TEHOUHOMATHA, MOHAKOra YCIOXKHEHA C pYNTypa; HWMYHOMEIMMpaHa
HekpoTusvpauia myuonatusa (MMHM)** (ex. Touka 4.4)

*B KJIHHHYHOTO NIPOYUBaHE MHOMATHATA € Ha00garaHa OOUKHOBEHO MPH MALHEHTH, TPETUPaHH
¢ 80 mg nHeBHO CUMBACTATUH, B CPABHEHHE ¢ IAIIMEHTH, TpeTHpaHu ¢ 20 mg nHeBHO (cboTBEeTHO 1,0% B
cpaBHeHue ¢ (,02%).

** MHoro psaxko ca ¢hoOLIaBaHH ClIyuad Ha HMYHOMEIUWMpPaHa HEeKpPOTH3Wpalua MHOMaThs
(MMHM), aBTOMMYHHa MHOTIaTHsA, N0 BPEME Ha WIH ¢Jie]] JeMeHne ¢ Hakon ctaTuHi. Knuuvuno MMHM
ce XapaKTepusupa ¢: NSpP3UCTHPAINa MPOKCHMAlIHa MYCKYiHA ¢iaboCT M MOBUIIEHM CEpYMHHU HHBa Ha
KpeaTUH KUHA3aTa, KOUTO MEP3HCTUPAT, BHIIPEKH [IPEKPATABAHETO HA JIEYEHHETO ChC CTATHH;, MYCKYJIHA
OWONCKHA, TMOKa3Balla HEKpOoTH3Mpamia wMHonatia ©Oe3 3HAYMMO BBE3NAICHHE; NOJOOpEHHE C
WMYHOCYTIPECHBHH CPEICTBa (BOKTE TOuka 4.4).

Hapyisenus Ha BB30POH3BOJMTENHATA CHCTEMA M rbpJaTa
C neuz6ecmua yecmoma: epeKTUIHA TUCHYHKIIMA,

Mroz0 peoxu: THHEKOMACTHA.

O61H HapyuleHda U eeKTH Ha MACTOTO Ha IPUAOKEHUE
Peoxu: acTenus.

3a ABEH CHHIPOM Ha CBPBXUYBCTBUTENHOCT ce cbhoOlnaBa paako. OnuCaHH ca CICOHHTE pPEAKLIMH:
aHrmoeneM, Jaymyc-moAoO0eH CHHAPOM, PpPEBMATHHHA TIONMMHANTHA, [JEPMATOMHO3HMT, BaCKYJIMT,
TpOMOOLIHTOMEHUA, e€oo3HHOPHIMA, yckopeHa CVYE, apTpur M apTpanrus,  ypTUKapwd,
(OTOUYBCTBHTEIIHOCT, TPECKA, 3aYEPBABAHE, IUCITHEA H 00LIO HepA3IIONOKEHHE.

Wscnensanus

Pedxu: moBMIEHM HUBa Ha cepymHuMTe TpaHcamuuasn (ALT, AST, y-GTP) (Buwxkre Totka 44), Ha
aJ'[KaJ'lHaTﬂ docdarasa, Ha cepyMHATa KpeaTHH KHHa3a (BHxXTe Toyka 4.4).

Toswumasase Ha HbAlc CEpYMHHTE HMBa Ha T/IOKO3a Ha IJIafHO ca ChOOILABAHH NpH CTaTHHY,
BEAIOUHTETHO XonecTa.

Ipy nocTMapKeTHHIOBHS ONMT PSAAKO ca ¢ho0iaBaHH CjlyqaH Ha KOTHHTHBHO yBpeXKjlaHe (anp. 3aryda
Ha NaMeiTa, pa3cesHOCT, aMHE3Ws, YBpPEXKJaHe HA MaMeTTa, OOBPKBaHe), CBBLP3aHU ¢ ynortpebara Ha
CTATHUHM, BKTIOUMTETHO cMMBAcTATHH. ChOOILCHMATA OOMKHOBEHO HE ca CEPUOIHH W ca ofpaTMu NpH

NpexECRaHe HA JJCUEHHETO Ch¢ CTATHH, ¢ Pa3nHYHO BpeMe Ha MOARA Ha CHMITOMHTS (1 ACH 10 rOAUHH) ¥
OT3BYYABAHE Ha CHMIITOMUTE (MeAMaHa 3 CeAMULIU).

Crneauunre HEKENAHH JICKAPCTBEHH PEaKLiMK Ca ChOOLIEHH JONMBIHHTEAHO NPH HIKOH CTATHHH:
- @ HapylIeHus B ChHA, BRIIOUMTENHO ChHYBAHE HA KOLIMAPH;
. CexCyalHa AHCQYHKIMS.
‘& 3axapen aualer: YecToTaTa 3aBHCH OT HANMYHETO WIH OTCLCTBHETO Ha DPHCKOBHM (haKTOPH
(rI0KOo3a B KpBBTZ Ha FNafHo > 5,6 mmol/l, BMI > 30 kg/m®, moBRHMIUEHM TPHITIHICPHAM,
- ‘aHaAMHEe3a 33 XHIEPTOHHH).

[lenpaTpyuHa MOMyAailus
B 48-ceanMHYHO MpoydyRaHe, 0OXBAIAIIC Aella ¥ noapacTeauy (MoMueTa BbB (paza Il v mo-BUGOKa MO
TaHep ¥ MOMHYETA HaM-MaJIKO eAHa roJuHa cieq MeHapxe) Ha b3pact 10-17 rogus 5
hamunHa  xunepxonecteponemus (n = 175) mpodursT Ha 6e30MAacHOCT H TOHOY

TpeTHPaH4 CbC CHMBACTATHH, B OOILM JIMHMM € NMOAO0DeH HA TO3M B TPynara, .( T4
JbirocposnnTe eekTd BBPXY (UIMUECKOTO, HHTENEKTYATHOTO U CeKCyafiHary Aghd
HEM3BECTHU. B MOM&HTa HIMAa JIOCTATHUHO JAHHH 33 €JHOTOLHILIEH MNEepUOI Ha Ji§ .
42,44n5.1). \



Crof1iapaHe Ha IOAO3HpAHH HEXKENAHW PEaKUNy
CoobiiaBatdeTo Ha IMOZO3HPAHH HEXKENAHH peaklMM Cciiell pa3pelllaBaHe 3a YynoTpeba Ha JeKapCTBEHUM

NpoAyKT € BakHo. ToBa TO3BOJABA Aa TIPOABIKM HaOMIOASHHETO HAa CLOTHOILGHHETO IO/3a/PHCK 34

NeKapcTBeHus NMpoAykT, OT MENMUMHCKUTE CTELHATHCTU ¢ M3HCKRA 1a CBOOIIABAT BCAKA [TOAO3MpPaHA
HEeKEeNaHa PeaKlyd upes.

HM3memHUTEIHA ar€HUUs N0 JIEKAPCTBATA
ya. ,, JJaman I'pyeB” Ne §

1303 Codusa

Ten.: +359 2 8903417

yeOcaliT: www.bda.bg

4.9 Ilpenoszupane

JTo cera e crOGLIEHO CaMO 3a HAKOJKO Ciy4ad Ha [PEAO3HpaHe KATo MAKCHMAITHO 110eTaTa Jioda € 3.6 ¢.
BCHYKY NaLEHTH ¢a ¢ BE3CTAHOBHIU 0e3 moceACTBHA.

B ciyuaii Ha nipeo3upane HAMa CTieMQPUUHO JICUEHHE.

[IpeanprieMa ce CHMITOMATHYHO H [IOAILPKAINO JCUEHHE.

5. ®APMAKOJIOTMYHYU CBOVICTBA
5.1 dapmaxoaHEaAMAYHE CBOHCTBA
(Dapﬂ!hmfrepanenmqﬂa rpyna: naxuonTop Ha HMG-CoA penyxrasata, ATC KOJ/[: CI0AAG]

Mexanu3zbM HA NEHCTBUE

CHMBAaCTATHH NPEeNCTARIARA HEaKTHBEH JTAKTOH M CJICH NNPHEM Npe3 yCTaTa ¢& XHAPOIUW3Hpa

B uepHua JpoG 0 ChOTBETHATA aKTHBHA (€Ta-XHWIPOKCHKHMCEIMHHA (GopMa, KOATO MPHTEkaBa MOUIHA
WAxubupamia axkTHBHoCcT chpamo HMG-CoA  penmyxrazata  (3-xumpoxcu-3-metwiraytapun  CoA
penykraza). To3u emsum xatanuzupa npeepbliaHero Ha HMG-Co4 B MeBalioHAT, KOETO € paHHa M
CTereH-oMpeaendila CThIKa B OHOCHHTE3a HA XOJIeCTEpOI.

CUMBACTATHH MOHIKABA KAKTO HOPMANHHMTE, Taka W nosruieHure Husa Ha LDL-xonecrepon. LDL ce
dopMHpa OT JIANONPOTEUHM ¢ MHOTO HMCKa MuwTHOCT (VLDL) m ce katabonusmpa NpenuMHO Hpe3
BHcoKa-adpuHHATeTHWA LDL peuenrop.

Mexanwsmer Ha LDL noxskaBatqua e@ekT Ha CUMBACTATHH BEPOATHO BKIIOYBA KAKTO MOHHKEHHE Ha
koHLeHTpauaTa Ha VLDL-xonecrepon, Taka 1 MHAyKiua Ha LDL pelientopa, BOIEINO A0 HAMANCHO
MpoAyKLMA M ToBHIUEH KataGonuzbM Ha LDL-xonectepon. Huporo Ha anonunporent B cplno cnana
IHAYHTEIHO [0 BpEeMEe Ha jeYeHue ChCe CMMBAcTaTuH. B gomeiHeHHe CHMBACTaTHH YMEpPEHO NOBHILNABA
HDIL-xonectepos H NOHIKABA JUIA3MEHWTE TPHIVIMUEpHAH. B pesyntar Ha Te3d NPOMEHH
cbOTHOWEHMATAa 00w/ HDL-xonecrepon u LDL-xonecrepon/HDL-xonecrepo ce NOHMXKaBar,

Kiipnuya eukacHocT U 6e301MacHoCT
Bucox pruck om cepoeuno kopoHapHo 3abonAeane wiu eeue Culyecmeyedao Ko
zabopneane

B ripoyusauero HPS (Heart Protection Study) €QeKTBET OT NE4YECHHETO CBC CHMB
20 536 rauuenta (Bh3pacT 40-80 roamnm) cpbe win 6€3 XUNCPAMITHAEMHS H C
3a60/5BaHe, C APYIO apTEPHAIHO OKITY3HBHO CHCTOSHME WM Che 3axapeH auad




10 269 nanuenTa ca TpetHpanu ¢ 40 mg aHeBHO cuMBactaTHH, a 10267 nauuenta — ¢ mnanebo u
CpeHATa NPOXLLKHTEAHOCT Ha JIeueHueTo ¢ 6una 5 rogunay, [Ipy 3anousane Ha Npuema 6 793 natueHTa
(33%) ca umanu croinoctd Ha LDL-xonectepon noa 116 mg/dL; 5 063 nmaumenra (25%) — mexay 116
mg/dL u 135 mg/dL; a 8 680 naumenTa (42 %) ca imanu AuRa Hapg 135 mg/dL.

Ilpu cpaBHende ¢ mialiebo e yCTaHOBEHO, de nedeHueTo ¢ 40 mg AHEBHO CHMMBACTATHH 3HAYHUTEITHO €
HaManwio obmMs puck ot cMbpT (1328 [12,9%] npu nanmeHTHTE, JEKYBAaHU ChC CUMBACTATHH, CPEIy
1507 [14,7%] npn mpuemanute mnaneto; p = 0, 0003) GnaronapeHus sa CHHXXEHHETO Ha CMBPTHOCTTZ OT
xopoHapHa 6onect ¢ 18% (587 [5,7%] cpewty 707 [6,9%]; p = 0,0005; noHmwkeHHe Ha aDCOMOTHUA PHCK
¢ 1,2%). HamansBaHeTo Ha CMBPTHOCTTA OT HU3BLHCBHIAOBH TPHUYMHH HE € JOCTUTHANQ CTATUCTHYECKA
3HauuMocT. CHMBACTATHH € NMOHMXH/T CBLUO PHCKA OT TEXKKH KOPOHAPHH HHIMACHTH (CHCTABHMAT KpPacH
MoKa3aTen FMPEACTABNIABA HENETANCH MHOKApAEH HH(ApKT MM CMBPT OT KOPOHAPHO CBHPACUYHO
3aGonaBane) ¢ 27% (p < 0,0001). CuMBacTaTHH € TOHIEKWI HEOOXOIHMMOCTTA OT NpOUEAYpH 3a
KOpOHApPHA peBacKy/apH3alka (B ToBa YHCJIO KOpoHapeH 6alinac wiy mepkyTaHHHa TPaHCIYMEHANHa
KOpOHApHA AHIHOILIACTHKA), KAKTO B OT NepH(epHa ¥ Apyra HEKOPOHapHA PEBACKYTApH3alnd CHOTBETHO
c 30% (p <0, 0001) u ¢ 16% (p = 0, 006). CuMBACTATHH € HAMATIMA PUCKA OT MO3BYEH yaap ¢ 25% (p <
0, 0001), xoero Moxe aa ce obscuy ¢ Hamaneduero ¢ 30% Ha Mexemuynus wHcyar (p < 0,0001). B
JOMBJIHEHHE B TTOArpyNara HAa NALMECHTUTe C AHA0ET CUMBACTATHH € HaMaawil pHUCKa OT Pa3sBHTHE Ha
MAKpPOBACKY/IaPHH YCIOKHEHMS, B TOBAa HMC/IO M HA MEepUEpHH PEeBACKY/IAPH3ALHOHHH MPOUSIYPH
(XHpYPTrHYHM MHTEPBCHUHMA WI¥ AHMMOIUIACTHKA), OT aMIIyTalH Ha AONCH KPaliHMK WK OT AHAa0eTHYU
A3BH Ha ' nogdenpruara ¢ 21% (p = 0,0293). IlponopuMoHAIHOTO HAMaNeHHe B YeCTOTaTa Ha TE3H
YCIIOXKHEHHs € MOAOOHO MY BCHUKM MPOYYEHH MOArpYTM NALMEHTH, BKTIOMHTENHO M TaxyBa 0Oe3
KOpoHapHa 6onecT, HO ¢ MO3BLYHOCEA0BA WK NepudepHa aprepuaiHa 601eCT, KAKTO MBXKe, TaKa H KECHY,
KAKTO. TIOZI, TaKa M Haj 70-TOJMIIHA BB3PACT KbM MOMEHTA Ha BIJLIOUBAHE B NPOYUBAHETO, KAKTO ¢ Oe3,
TaKa U ¢ XUNIEPTOHMS, W 0COOEHO TaKHBA malueHTd ¢ uuBo Ha LDL-xonecrepon non 3,0 mmol/l npenn
BKJIIOMBAHETO.

B npoyusaneto 45 (Scandinavian Simvastatin Survival Study) edekTbT OT TepanuaTa CbC CUMBACTATHH
BBPXY OGIUATA CMBPTHOCT € OLeHeH BhpXY 4 444 naumera ¢ KOpOHApHO ChpaevHO 3alonsABaHe M C
M3XOIHM CTOMHOCTH Ha TOTalneH Xonectepon Mexay 212 u 309 mg/dl (5,5-8,0 mmol/l). B Tosa
MHOTOLIEHTPOBO, PaHAOMH3MpaHO, ABOWHO ciano, mianebo KOHTPOJIHMPAHO MPOYYRAHE MALUMCHTHTC C
airiHa TIEKTOPHC WIM ¢ aHaMHe32 3a WH(pApKT Ha MUOKapJa ca JICKyBaHUd 4pe3 MNOAXOAAA NUCTa,
CTaHAAPTHO NPHETaTa Tepanus W Wnu cumBactatud 20-40 mg nnesno (n = 2 221), wm nnanebo (n =
2 223) ¢bC cpeiHa MPOXERDKATENHOCT 5,4 romuuu. CUMBACTATYH € HaMaTui prcka oT oMspT ¢ 30%
(noHwskeHue Ha abcomorHMs PHCK ¢ 3,3%). PuckbT 3a CMBPTEH H3XOH OT KOPOHAPHO CBHPAESHHO
3aboNsBaHe e BaManan ¢ 42 TpouexTa (HaMmasieHue Ha a0comoTHUA pHCK ¢ 3,5%). CviMBacTaTHH €
TOHWKWI ChINO PHCKA OT CEPUO3HH KOPOHAPHU MHIUACHTH (CMBPT B pe3yATaT HA KOPOHRAPHO CBPIAEYHO
3aGonsBaHe, NPHAPY)KEHO OT AOKa3aH B Oonuuuara ,THX” HelerajleH MHOKapHeH uHGapkT) ¢ 34%.
OcBeH TOBA CHMBACTATHH 3HAUMTENHO € MOHIKWI PUCKAa KAKTO OT JISTAIHW, Taka M Ha HedaranHu
MOZBYHO-CH/IOBH WHIMIACHTH (yAap H TpexoaHH HcxemuuHm araky) c 28%. He e ycraHoBena
CTATUCTMYECKH 3Ha4Y¥Ma pasjiika MeXAy TPYNHTE NO OTHOLISHHE HAa CMBPTHOCTTA OT HE-CHPACHHO-
CBLAOB XApaKTep.

Mpoyusarero SEARCH (Study of the Effectiveness of Additional Reductions in Cholesterol and
Homocysteine) cpaBHsea edekra ot Jeyenue ¢ 80 mg nm ¢ 20 mg cumpactatuH (cpeaHa
NPOALMKUTENTHOCT Ha npocneasBaHero 6,7 TOAHHM) BBPXY CEPUO3HUTE CHLAOBH MHIMICHTH (GaTanHo
KOpOHapHO ChpAeuHo 3abonABawe, HeneraneH HMHOApKT Ha MUWOKapia, Mpouelypa 3a KOpoHapHa
peBacKy/IapH3alys, JeTajieH WM HedatanseH yaap vnd npoueaypa 3a nepudepHa peBacKynapusalivs),
kaTo obxeaw@a 12 064 nanyenTa ¢ aHamMHe3a Ha WHQApKT Ha MHOKapaa. He e h
pa3iiKa B YECTOTATa Ha CEPUMO3HMTE CHAOBH HHLIMICHTH MEX Iy JBETE I'PYIH, 2 KMCHHZAK § 2
mg (n = 1 553; 25,7%) cpemy cumpactatiin 80 mg (n = 1 477; 24,5%); omocme PR 0,925 \

vinTepsasl Ha aosepurentocr 0,88 — 1,01. A6comornara pasmuika 8 LDL-xoneCyfyeyg E"—i‘xﬁ- Wi
rpymy no Bpeme Ha mipoyueaHeto € 0,35 + 0,01mmol/l. Ilpodrnure Ha Oe30macHO e rbyon,
CXOAHHM OCBEH TIO OTHOLICHME Ha MecTOTaTa Ha MHOMATHs, KosTO & nprbausuTento\] % pprins (o 1)6
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npueMawid 80 mg, B cpaBHeHue ¢ 0,02% npu npuemaminre 20 mg. Ipubauzurenno nonoBuHaTra OT
CIYYAUTE HA MUOITATHS Ca ChOOLICHH Npe3 THPBATA FOAMHA Ha JieeHHETO. HecToTaTa Ha MUOIIATHA MPE3
BCcAKa CAeNBALIA roaHHa Ha Jeuenue e npudmusutenno 0,1%.

ITvpsuyna xunepxonecmeponremusi U KOMOUHUPAKA XUNePAURUOCMUA

B npoyusaHHsaTa, cpaBHABaUM edeKTHRHOCTTA U Oe3onmacHocTra Ha cumBactatul 10, 20, 40 u 80 mg
AHEBHO TIPH NAlIMEHTHU ¢ XUCPXOAECTpoaeMuUs, cpeaHoTo noHmkenne Ha LDL-xonecrepona e cLoTBeTHO
30, 38, 41 u 47%. B npoyusaHuaTa BbpXy MauLMeHTH ¢ KOMOUHMpaHa (CMEceHa) XHICPIHNUASMHA,
nexkysanu ¢ 40 mg u ¢ §0 mg, cpeaHOTO MOHIKEHWE HA TPUMTHLEPHIUTE € CbOTReTHO 28 U 33% (npw

mnauedo: 2%), a cpenusoro nosuiiedide Ha HDL-xosecrepona ¢ ¢chorseTHo 13% n 16% (nipn nnauebo:
3%).

Ilenuarpyvda romyaaliys

Knaunuynu npoyysanus npu 0eya u noopacmeawju (10-17 200uwuna ev3pacm)

B nRoiHO cndno, mianedo KOHTpONMpaHo npoyyeade 175 nanuenra (99 mo4era BbB (paza Il u no-sucoka
no Taxep u 76 MOMH4YETa TIOHE €AHA TOAMHA Cnel MeHapxe) Ha rb3pacT 10-17 roausu (CpeiHa BB3pacT
14,1 roquHK) ¢ XeTepo3uroTHa GaMHiiHA XUNEPXOIECTEPONEMHS €4 PAHIOMUIHPAHH N0 OTHOWIECHHE HA
npyMeMa Ha CHMMBacTATHH WM [wtanebo 3a 24 ceamuuy (6aszoBo mnpoyuBaHe). BrmoyBaHeTo B
M3NMTAHUATA HIHCKBA HadaiHo HHBO Ha LDL-xonecreposn B rpamummre 160-400 mg/dl w none eamu
poauTen ¢ HUBO Ha LDL-xonecrepon >189 mg/dl. JJo3zara cuMBacTatyv (BeqHBK AHEBHO Beuep) € 10 mg
npe3 mpppute 8 ceamuun, 20 mg npes cnearamute § ceaMuuy, a ciaed toea 40 mg. Crnen 24 ceaMuy
144 nanmenTa ca moaGpaHu Ja NPOIB/DKAT TepanksTa cbe 40 mg CHMBACTaTHH WM C nnauebo.
VCTaHOBEHO €, Y€ CUMBACTATHH 3HAUMTENIHO TOHIDKABa masMenuTe HuBa Ha LDI-xonecrepon,
Tpuravnepuaure U Ha anonunporeuH B (Apo B). Pesyarature or 48-ceMHYHOTO MPOABMKCHHE Ca
CPaBHHMM C TE3H, NIOJIy4eHH B Ha30BOTO NMPOYyUYBAHE.

Crien 24-ceMU4HO NEUCHME TIOCTUTHATHTE cpeHu cToinocTr Ha LDL-xonectepon ca 124,9 mg/dl (B
uHrepsan 64,0 — 289.0 mg/dl) B rpynara,npruemana 40 mg, B cpapHende ¢ 207,8 mg/dl (B unTEpBaN
128,0-334,0 mg/dl0 B nnanebo rpynara.

Cnen 24-cesMHAYHO JIEUEHHE CbC CHMBACTATHH (¢ ropumaBaiy ce Ao3w oT 10, 20 n 1o 40 Mr AHEBHO
npes . 8-ceIMUYMHYM MHTEPBANM) cpefnuTe crodHocTH Ha LDL-xonectepon ce nmoHwkapar ¢ 36,8% (B
nnatefo rpynara ce Habmoaasa 1,1% nosuuienne cnpamo 6a3ororo HUBO), Apo B ce noxmwxasa ¢ 32,4%
(r[pH mnaiebo 0,5%), cpeauure crofinocTH Ha TpHIMHuepHauTe — cbe 7,9% (npu miauebo 3,2%), a
nopuiieHute HuBa Ha HDL-xomectepon ca chwkend ¢ 8,3% (B mnauebo rpymata ¢ 3,6%).
Jbnrocpounnre edeKTM HA CHMBACTATHH IO OTHOLUEHHWE HA ChPACHHOCBAOBHTE HHUMIEHTH IPU AcUa
CBC XETEPO3NTOTHA AaMMIHA XHIICPTHITHACMHUA He Ca u3BeCTHH. besonacHocTTa W ¢(PEeKTHBHOCTTA HA
ao3u, - npesuiiasamu 40 mg AHEBHO, He ca ONpedeNd HH TpY Jlela C XeTepo3urortHa (GamuiHa
xunepnunpaemys. JBarocpovyHara eeKTUBHOCT Ha JIEUCHUETO CHC CHMBACTAaTMH B JETCTBOTO 3a
HaMansBaHe Ha 3a00NEBaeMOCTTA W CMBPTHOCTTA MTO-KBCHO HE € YCTAHOBEHA.

5.2, DapMaAKOKHHETHYHH CBOHCTBA

CUMBACTATMH € HEAKTMBEH NAaKTOH, KOWTO OBp30 ce XHAPO/IH3dpa WH BHBO A0 ChOTBETHaTa Oera-
XMAPOKCHUKMCENHHA, KOATO € wMoineH uuxuOutop Ha HMG-CoA peayxrasara. XKIOpOiH3ara ce
OCBHIECTBABA IIPEIUMHO B YEPHHA APOD; CTENCHTA HA XUAPOIU3a B I1a3MaTa € MHOTO HHCKA.,
DapMaKOKHHETHYHHTE CBONHCTBA ca ONpe/IeNeHy Npk Bh3pacTHU. Hama naHHM 33 PapMaKOKHHETHYHHTE
cROMCTBA MpH 10 W MOAPACTBAIIH.

C oo

Abcopbius

CuMBactatviH ce abcopbupa mobpe w mpe3 mupBarta (asa ce NOANAra Ha €KCTEH3 1 ,.,:-- g,fs 7 53‘ :
eKCTpaKins. EKCTpakiuaTa B u4epHUA NpOG 3aBHCH OT YEPHOAPOGHHS KPBEEH TOf :'-.‘

n'prHqHUTo MACTO HA JICHCTBHE HA AKTHBHATA (popMa. YCTZHOBEHO €, 4€ NPHALEE




XUAPOKCHKUCENNHATA B CHCTEMHOTO KPEBOOOPBILICHHE CNiel MPHEM Ha CUMBAcTaTHH Mpe3 ycTara € mo-
MAJIKO OT 3% oT go3ara. MakcumanHa niasMeHa KOHLEHTPALMS HA AKTUBHHUTE MHXUOUTOPHU Ce MOCTHIA
npudausurento 1-2 vyaca cren npueM Ha CUMBAcCTATHH.

EAHOBpEMEHHMAT NPUEM Ha XpaHa He NOBJNABA abcopOruara.
dapMaKOKMHCTHKATA Ha €JHOKpATHA HJIM H& MHOTOKPaTHH AO3M CHMBACTATHH pasKpuUBa JYINCa HA
aKyMyJTalysA Ha JICKAPCTBEHHA TIPOAYKT C/IeR MHOTOKPATHO A03HpaHe.

PasnpenenetHne
Cerp3BasHeTo Ha CUMBACTATHH W HETOBUA aKTHBEH MeTabonuT ¢ Sentouute ¢ >95%.

EnnMHHupaHe

CHUMBacTaTMH HABINM3a aKTHBHO B XerarolUTHTE ¢ MOMOLUITa Ha TapHcnoprHEa Oentek OATPIBI.
Cumpactatud e cyocrpatr wa CYP3A4 (smwxkre Touku 4.3 u 4.5). OcHoBHWTe MeTa0OIHTH HA
CUMBACTATHH, NPHCHCTBAIUM B UOBEIIKATA IUla3Ma, ca Oera-XHApPOKCHKHACEIHHaTa H owme 4
IOITLTHHUTEIHY aKTHBHM MeTabonuta, Cliel pHeM npe3 ycTaTa Ha pagHOaKTHBHO OEns3aH CHMBAaCTATHH
© YCTAHOBEHO, 4Ue 32 CPOK OT 96 uaca nipe3 ypuHaTa ce ekckperupar 13% ot pajnoakTHBHOCTTA, a TIpes
dexanuute - 60%. Konu4ecTBoTO, OTKPHTO BB (eleca, NPeACTABNSIBA eKBHBaJeHT Ha abGcopOupanus
feKapCTBeH NPOAYKT, H3IbYEH Npe3 XIIbUKATa, KakTo M HeabcopOupanud taxeB. (Crien WHTPaBeHO3HO
HHKEKTHPAHE HA GeTAXHIPOKCHKUCETTMHAUSA METa0OMMT € YCTAHORBEHO, Y€ HETOBHAT MOIY)XHUBOT CPEIHO
e 1,9 gaca. CpenHo camo 0,3% oT HHTpaBeHO3HaTa A03a C€ eKCKpeTHpa ¢ YpPUHATa KaTo WHXUOHTOP.

CuMBaACTaTHHOBATA KHCENHHA Ce 1ToeMa akTHBHO B xenatonurure Ypes OATP1B1 tpancnoprepa.
CumaacTtaTid e cyOcTpaT Ha edykcHus Tpancnoprep BCRP.

CrienuaiHy nomynaiwu

SLCO1BI1 nmonumopussM

Hocurtesmmre da red SLCOI1BI1, anen ¢.521T>C wmar nmo-nucka aktaHoct Ha OATPIB1. Cpennara
excrniositing (AUC) Ha ocHoBHMa akTBeH merabonut, cumBacTatMHoOBa kHcenuHa, ¢ 120% mpu
xereposvrothute nocureau (CT) na C anena w 221% npu xomosuroruute (CC) B cpaBHeHue C
ndipenTHTe ¢ Hali-monymsapHua redorun (TT). Awnenst C e ¢ uectora 18% cpen eBponeHckoTo
Hacenerne. [Tpn naredtd cue SLCO1B1 nomumopdusbM ChikeCTBYBA PUCK OT MOBHLUCHA €KCMO3HIMA
Ha CHMEBACTATHH, KOETO MOYKe Jia IOBEE A0 JIOBHUIEH PHCK OT pabaoMuonusa (BrxTe Touka 4.4).

5.3  TIpeaknAanuuHYM JAHHH 32 He30nMacHOCT

HeéxnuHuyHHMTE AaHHM HE NOKa3BaT ocobeH puHCK 3a xopa Ha 0a3a HAa KOHBECHIHOHATHHTE
hapMaKkOJIOrHUHM MpoyuBaHHA 3a 0e3onacHOCT, TOKCHMYHOCT NpH  MHOTOKpaTHO  MpWIAraHe,
FeHOTOKCHYHOCT, KaHleporeeH NOTEHLUMAS, PeNPOAYKTHBHA TOKCUUHOCT N TOKCHUHOCT 32 Pa3BUTHETO.

6. "PAPMAINEBTHYHU JAHHU

6.1 ChHCBK HA NOMOUIHHTE BEINECTBA
Copyesuna na mabremxama

Lieaynosa, MUKpOKpUCTAITHA

JlakTO3a MOHOXMAPAT

JIMMOHEHA KMCE/THHA MOHOXHApaT
ACKOpPOHHOBA KHCETHHA
byTUNXHMAPOKCHTONYEH




Marnesuer creapat
Huwuecre, npexeIaTHHA3IHPAHO
Hosuaon

Durmoso nokpumue

Onaapu po3oro

[ToNMBUHHIOR AKOXOJI—~ YaCTUYHO XUAPOJIM3UpPaH
Turanos guokeng (E171)

Tanx

Makporon

YepseH xkenezed okcua (E172)

Kbat xenezen okcun (E172).

6.2 HecpBMecTHMOCTH

HenpunosxkuMmo.

6.3 Cpox na rogHocT

ItBe (2) roguuu.

6.4 ChnenuHanum yKazaHds 3a ChXpaHeHRne

Ha ce C’b)l{paHﬂBa nox 25°C.

6.5 JIanuH 32 ONAKOBKATA

Xoxecra 10 mg: 30 punmupann tabnet B PVC/TE/PVAC /Al Gnvcrep noctaseHy B KAPTOHEHA Ky THAL.
Xonecra 20 mg: 30 punmupanu Tabnern B PVC/TE/PVAC /Al Onucrep rmocraBeHy B KAPTOHEHA KYTHS.
Xonecra 40 mg: 30 ¢unmupanu tabnern 8 PVC/TE/PVAC /Al GnucTep nocTaBeHM B KapTOHEHA KYTH.

6.6 Chenmains npeinaHd MepKH OpH H3XBLpasHe 4 pabora

HaMa enendaTHy W3NCKBAHUAL.
Heusnon3sauusaT NPOAYKT WK OTHAIbYHUTE MAaTEPHANTU OT Here TpabRa [a ¢e U3XBHJIAT B
CHOTBETCTBHE ¢ MECTHHTE H3UCKBAHUA.

7. TIPUTEXKATEJ HA PAJPEHIEHHUETO 3A YIIOTPEBA

"Ankanoun” EQOM

6yn. “Hukona M. Barmapos” Ne 51-A, et. 4,
rp.Cotbm 1407, bearapua

Ten. +3592 80 81 081

e-mail:. office@alkaloid.bg

8. HOMEP HA PA3SPEIHEHHUETO 3A YIIOTPEBA




XOJIECTA 10 mg dunmupaud Tabnerknn  Per. Ne 20070049
XOJIECTA 20 mg dunmupany tabrerkun  Per. Ne 20070050
XOJNECTA 40 mg ¢punmupasn Tabnerkd  Per. Ne 20070051

9. JATA HA ITHPBO PAZPEITABAHE/NNOJHOBSABAHE HA PASPEUIEHMETO 3A
YIIOTPEBA

Jara Ha mepRO paspewagane; 12 Anpuig 2007

Hlara wa nocieano noaHoBasane: 4 10w 2012

10. JATA HA AKTYAJIM3IHUPAHE HA TEKCTA

03/2023




