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KPATKA XAPAKTEPHCTHKA HA MMPOAYKTA
1. HME HA JEKAPCTBEHHA IPOAYKT

3okop @opre 40 mg Gpuwrmapany TabIeTKH
Zocor Forte 40 mg film-coated tablets

2. KAYECTBEH H KOJIMMECTBEH CLCTAB
Bcaxa Tabnerka coanpka 40 mg cuMBacTaTHH (simvastatin).

TloMOmHO BELIECTBO ¢ M3BECTHO AeHCTBHE

Besxa Tabnerka chaspxka 283,0 mg nakToza MOHOXMIpAT.

3a 'BIHMA CRIMCHK HA MOMOIIHATE BEMECTBA, BIDKTe Touka 6.1,

3. JEKAPCTBEHA ®OPMA

®unmuipana Tabnerka

{ N3MLAHWTENHA ATEHUWA 110 NEKAPCTBATA

Kpamya xapaKkmepucruxa Ha npogykma - flpuroxerue 1

----------------------------------------------------------------
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Ennncosuana ¢mnMupaHa TabneTka ¢ KepeMHOeHO-YepPBEH LBAT W ¢ Hagnue ,MSD 749 or eadara

CTpaHa M IVI8/IKA OT PYTATa CTPaHa.

4. KIHHHYHA JTAHHHA

4.1 TepaneBTEYHE MOKA3AHAN

XHlepxonecTepoaeMus

30KOp € NOKa3aH 3a JICUCHWE Ha TEPBHYHE XHIIEPXONECTEPOICMHA WIH CMECeHa AHCTHIHAEMHES, KATO
JOIMTB/THEHHE KBM JTHETA, KOTATO NOBITHABAHETO OT JHETATa He € JOCTATLYHO H OTTOBOPET Ha JpPYTH
He(apMaKONOTHIHH MEPKH (Hanp. HU3HIECKH YHPAKHEHHS, HAMAITBAHE HA TErOTO) HE € AAEKBATEH.

30K0p € NoxazaH 33 IEYCHHE HA XOMO3MIOTHA QaMHiIHA xunepxonecTeponemus (Xo®dX), karo
JONYBIHEHHE KBM AMETA H APYTH JIIMHAONOHMKaBainy TepanyH (Hanp. LDL adepesa) unn axo Taxmpa

TEpanvy HC Ca NOAXOMAIIH.

LipodunakTaka Ha CHPAEIHO~CHAOBH 3a00IIBAHHS

Hamanasane Ha CEPAETHO-CHAOBATa 3a00N€BAEMOCT H CMBPTHOCT fIPH NALMEHTH ¢ M3GBEHO
aTepOCKICPOTHIHO ChPACYHO-CHAOBO 32005 19BaHe WK 3aXapeH AHaGeT ¢ HOPMaHK WIH NOBHIICHH HHUBA
Ha X0JIECTEPOIa, KATO AOMLIHEHHE KEM KOPEKIMATa Ha APYTH PHCKOBH GakTOpH H ApYTa

KAPIHONPOTEKTHBHA Tepanua (Bxk. Touka 5.1).




4.2 [lo3HpPOBK2Z H HAMHH HA NPHACKEAHE

Hosnposka

HosMpoBkaTa Ha CHMBAacTaTHH Bapupa oT 5 1o 80 mg AHeBHO, MPHETa KATO SAHOKPATHA MEpopanHa 5o3a
Beuep. Koraro ¢ HeoOxomAMO, KOpHIHpaHETO HA [103aTa Ce PABH Mpes HHTEPBAIM OT He MO-MAJIKO OT

4 cepmuiM, 10 MAKCHMATHA 1033 oT $0 mg AHEBHO, NpHETA KATO eAHOKpaTHA 1034 Beuep. Jlo3ara ot

80 mg 3oKop ce npeNopbyRa CAMO MPH NALMEHTH C TEXKKA XHIIEPXONECTEPOIEMYA B ¢ BHCOK PHCK 32
CBPACYHO-CHA0BH YCIIOXKHEHHAA, TIPH KOWTO TEPANERTHYHHTE IEAH He ¢a NOCTHIHATA ¢ NO-HUCKH A03H U B
Ciry4aii, ue OYaKBAHATA NO/I3a HANBHINABA MOTEHIHAJIHATE PHCKOBE (BXK. TOUkM 4.4 11 5.1)

Xunepxonecmeponemus

[lamieHTsT TpAGBA Na 6Be MOCTABEH HA CTAHAAPTHA XONECTEPOJI-NIOHMKABAILA AHETA, IPENH
OpWIATaHEeTO HAa 30KOP, H CMA3BAHETO HA TasH AHeTa TpaOBa Aa MPOABIDKH H IO BPEME Ha NEHEHHETO ChHC
3okop.

Ofuualinata HauanHa qo3a ¢ 10-20 mg AHEBHO, KOSTO ce MPHEMa KATO AHOKpaTHa /l03a Bevep. [Tpu
MALEEeHTH, PH KOHTO € HeoOXoANMO rolaMo Hamangsake Ha LDL-xonectepona (mosege or 45 %) Moxe
Aa ce 3anouHe ¢ A03a 20-40 mg AHeBHO, KOSTO ce NPHEMa KaTo eJHOKPATHA /1034 Bevep. AKO ce Hanarar
KOPeKLMH Ha Z03aTa, TpabBa Ja ce HANPABAT KAKTO € MOCOYEHO MO-TOPE.

Xomozuzomna amunna xunepxonecmeponemus

Ha 6a3aTa Ha pe3y/ITaTi 0T KOHTPONHPAHO KIHHUYHO MPOYYBaHE, MPEMOPHYHTEIHATA HAYAHA 103a NPH
NIALMEHTH C XOMO3UIOTHA daMiITHA XHIIepXolecTeponemus ¢ 3okop 40 mg nHeBHO Beuep. 3okop TpabBa
Jla & MBIT0JI3BA KaTO AOMB/IHEHHE KbM APYTH JHINHACNOHINDKABAINH Tepanii (Hanp. LDL adepesa) npx
TE3M NALUHCHTH HIH aKO TAKHBA TEPANHH HE Ca HATHYHHA.

Ipu nauneHTH, NpHEMaIllH TOMHTANKA eAHOBPEMEHHO Ch¢ 30KOp, 03aTa Ha J0KOp He TpabRa Aa
npeeAmasa 40 mg xHeBHO (BX. ToukH 4.3, 4.4 u 4.5).

Hpogunaxmuxa ua copoeuno-cvdosu 3abonssanus

Obfwuuaiinara no3a Ha 3okop e 20 10 40 mg AHEBHO, IPHETA KATO €IHOKPATHA 034 Beuep IIPH HALMESHTH C
BHCOK PHCK OT HexeMuaHa 6onect Ha cppieto (UBC, cbe win 6e3 xunepnununemes). Jlekapcrsenara
TCPaITHA MOXKE Jja 3aN04HE eAHOBPEMEHHO C AHETA H (PH3HUECKH YIIpOKHEHHS. AKO Ce HallaraT KOpeKIMH
Ha /103478, TpAGBa [1a Ce HANPABAT KAKTO @ MOCOYEHO TO-Tope.

Ilpuopyscasaya mepanun

3okop e edeKTHBEH CAMOCTOSTENHO WIH B KOMOHHALWMA CBC CEKBECTPAHTH HA JKIThYHHTE KHCETMHH.
[1piembT Ha no3aTa TpabBa na Gnae wid > 2 yaca npean Wik > 4 qaca CeX NMPHEMa Ha CEKBECTPaHTH Ha
MITHBMHHTE KHCETTHHH.

Hpy mamenmi, npremainy 3okop eaHoBpeMeHHO ¢ GuGpary, ApyrH ocBer reMpHGPos (BXK. Touka 4.3)
HiH penodubpar, 103aTa Ha 30K0p He TpAbsa fa npepumasa 10 mg auerno. IIpu namueRTH, NpUeMalH




30K0p 3a8AHO ¢ AMHOJAPOH, AMIVIOIHITHH, BEPAIAMII, IIITHAZEM HITH NPOAYKTH, ChIBPIKALIH e10acBip
WITH FPa30mpeBHp, 103aTa Ha 3oKkop He TPAOBa fa npesnmaga 20 mg aHeBHO. (BX, ToukH 4.4 H 4.5)

KBwvbpeuno yepesicoane

[1pn naipieHTH ¢ yMepeHo 6u0peuHo yBpexiase He € HeobXonuma KOPEKIMA Ha J03aTa.

[py naumenTH ¢ Texxo 6E6peuHo yBpexaate (KpeaTUHHAHOB KITAPBHC < 30 ml/min) fo3w, NpeBHILABALIH
10 mg mHeBRO, Tpabpa BHHMaTENHO Na HhaaT o6CHOEHHA W aKO C& MPHEME, e ca HeoOXOaHMY, 1a Gbaar
NIPHIATAHH ¢ TONAMO BHHMAHHE.

Cmapuecka ev3pacm

He ¢ neobxomuma kopexipis Ha Oo3ata.

Heouampuuna nonynayus

3a neua u ronomH (Momuera Il crenen no Tasep 1 Harope H MOMHuETa, KOHTO Ca IOHE €/JHA F'OAUHA CJIE
rbpBaTa HM MEHCTpYals Ha Be3pact 10-17 roquun) ¢ xerepozAroTHa aMUIHA XHIIEPXOJIeCTEPOIIeMIA,

npenopbuMTeNHaTa obuyaiina HaqamHa f03a e 10 mg Beansxk AHEBHO Bewep. Jlenara v ioHomKTe Tpabea

Aa GBAaT NOCTABEHH Ha CTAH/IAPTHA XONECTEPO-MOHIKABALLA JHETA PEH 3aII04BAHE HA JIEHEHHETO Che
CHMBACTATHH; TA3H AHETA TPAOBA 12 MPOAHIDKH H 10 BPEME Ha JIC4EHHETO ChC CHMBACTATHH.

TpenopbrurrenausT nozor uirepean ¢ 10-40 mg THEBHO, MAKCHMATHATA MPEMOPHYHTENHA 032 ¢ 40 mg
AuesHo. Jlozute Tpabsa Aa ObAaT HHAMBHAYAIH3MPAHH, CHIOPEA NPENOPHYAHATA LET Ha TEpanuaTa
CBIIACHO NPETIOPHKUTE 32 TIEANATPHYHO JiedeH e (Bik. Touk# 4.4 1 5.1). Kopurupase Ha fo3ata Tpabra
Jia Ce NpaBH Npe3 HHTEPRAJ OT 4 CEAMHIIH HITH TIoBEYe.

OnuThT che 30KOp NpH Aewa npexy MyGepreTa € orpaHHueH.

Hauny Ha opriokense
30K0p € NpeHA3HAYEH 32 TIEPOPATHO NPWIOKEHHE. 30KOp MOsKe Ja b IPHAAraH KaTo eTHOKPaTHA
J103a Beuep.

4.3 IlpormBomokazanns

. CBPBX4YyBCTBHTENHOCT KbM AKTHBHOTO BELIECTBO WM KbM HAKOE OT IOMOIIHHTE BELIECTRA,
MOpPOEHH B TO4Ka 6.1.

. AKTHBHO 4epHOAPoOHO 3a60/1ABaHe HNH HEH3ACHEHO NEPCHCTHPALIO NOBHILIEHHE Ha CepYMHHTE
TpaHCaMHUHA3H.

. bpemennocT B KepMeHe (BK. TOuka 4.6).
EaxoBpeMeHHO NpHnokeHHe Ha MowHHA HEXuGHTOpH Ha CYP3A4 (cpencTsa, KOHTO NOBHIIABAT
AUC npufnmsurenHo 5 msTH Win nosede) (Hanp. HTPaKOHA30J1, KETOKOHA30JI, TI03aKOHA3O0MN,
BopHkoHa3od, HIV-niporeasny unxuGuropH (Hanp. HenduHasHp), SouenpesHp, TENANPEBHp,

€PUTPOMHLMH, KIapUTPOMHIIKH, TEAHTPOMHLIUH, Hea30J0H H JIEKAPCTBEHH MPOIYKTH,
ChABPKALTH KOOHUMCTAT) (BX. TOukH 4.4 1 4.5).

. Ennospemento npanoxenue Ha remgubposwi, WMKIOCTIOPUH WITH TAHA30.1 (BXK. TOUKH 4.4 1 4.5).




. EnnoBpeMeHHO NpuiokeHHe Ha AOMMTANMIA ¢he 30Kk0p B 103k > 40 mg npu nanuenTH ¢ XodX
(Bk. Toukn 4.2, 4.4 u 4.5).

4.4 Coenuayms npexynpeskieHHs H IPeANAsHH MEPKHA NPH ynorpeda

MuonaTua/patnomuonnsa

CHMMBaCTaTHH, XKaKTo i APYTH HHXuOHTOPY Ha 3-XMAPOKCH-3-MeTHArAyTapun-koeHsum A (HMG-CoA)
pedyKTa3aTa, MORAKOra NpHYMHABAT MHONIATHA, KOXTO CE MPOABBA KATO MyCcKy/iHa Gosika, SonesneHocT
WM cnafocT, CEEP3aHH ¢ NOKAYBAHE Ha HWBATa HA xpeaTHH kunasata (CK) noseye or 10 meTH Haj
ropHara rpainua Ha HopMara {I'TH). MuonarusTa noHskora ce ¥3pa3saea ¢ paGaoMHOMH3a, ChC HITH Oe3
ocTpa Ge6peuHa HeOCTaTEYHOCT BC/IGACTBHE HA MHOTTIODHHYPHS, H B MHOTO Pe/IKH CIy4aH € HACTBIBAN
daranen w3xox. PUCKET OT MHOnIAaTHA Ce yBenMuaBa NpH BUcokl HuBa Ha HMG-CoA peaykTazen
MHXHOKTOP B ruta3MaTa (KaTo MOBHINEHH WIA3MEHH HWBA HA CHMBACTATHH M CHMBACTATHHOBA KHCENHHA),
KOHTO MOXE /I3 C€ IBDKAT OTYACTH Ha B3aHMO/RHCTBAIIY TeKaPCTBSHH MPOAYKTH, KOMTO [TOB/IMABAT
MerabomHsMa W/HITH TPAHCAOPTHHTE [THTHIIA HA CHMBACTATHH (8. To4Ka 4.5).

Kaxro n npu apyrn nuxuburopu 2a HMG-CoA pexykrasata, pucKkbT 0T MHORATHS/pabloMuonnsa
MOKa3Ba 3aBHCHMOCT OT Ao3ata. B 6az2a maHHM OT KAKHKYHO H3NMTBAHE, B KoeTo 41 413 nanmesry ca
nexyBaHu cke 30Kop, 24 747 (npubausuTento 60 %) OT Tix ¢a BKIIOYEHH B MPOYUBAHHA ¢ MEAUAHA Ha
IpOCTeAABAHETO OT [IOHE 4 TOAMHH, YeCTOTaTa HA MHONaTHA € npuOmsHTenHo 0,03 %, 0,08 % 1 0,61 %
3a fio3mre o7 20, 40 u 80 mg aHeBHO CHOTBETHO. B Te3H KNHHIYHM H3NHTBAHMS NAUHEHTHTE Ca
BHHMATEIHO NPOCJICAIBAHM H HAKOM EKapCTBEHH NMPOIYKTH, Y4acTBAIUM B JIEKAPCTBEHH
B3aHMOACHCTRHA, Ca H3IKAIOYEHH,

B xHHMYHO Y3NMTBAHE, B KOCTO NALMEHTH ¢ 8HAMHE?a 34 MHQAPKT Ha MHOKAp/A ¢4 JIEKYBaHH ChC 30KOp
80 mg nreBHO (MENHAHA HA MPOCICAABARETO 6,7 NOAHHH), 4ECTOTATA HR MHOTIATHA € TIPHOTH3HTETHO

1,0 %, cpasreso ¢ 0,02 % npH nauMeHTHTE Ha JiedexHe ¢ 403a ot 20 mg nHesHO. Ilpubnusnrenno
TIOJIOBHHATA OT Te3H CYJaH HA MHOIIATHA ¢a HACTHIIMITH Ipe3 NBPBATA MOIHHA OT JedeHHeTo. YectoTata
Ha Pa3RHTHE HA MHOMIATHA NPe3 BCAKA CIICABAINA FOAMHA OT JedeHneTo € npubmmsurendo 0,1 % (mx.
Touku 4.8 1 5.1).

Ilpn nauHeHTH Ha neveHue ¢bC cHMBACTATHH 80 Mg, PHCKET OT MEOIIATHA € MO-BHCOK, OTKOIKOTO TIPH
DAUMEHTH HA IeYEeHHEe C NPYTH CTATHHH ChC CXOIHA e()UKACHOCT 1O OTHOIICHKE HA MOHIKABAHETO HA
LDL-C. Cnenoparenso mo3ata 3okop 80 mg Tpsbra 1a ce M3M0I3Ba CaMO NPH MALKEHTH ¢ TEKKA
XHIIEPXOICCTEPONICMHA H ¢ BHCOK PHCK OT ChpAe4HO-CBAOBH YCIOKHEHAA, IIPH KOHTO C NO-HHCKH RO3H
He C2 NOCTUIHATH TEPANICETHYHHTE LISITH H B CYYail, Ue 0uakBaHATA 0133 HAABHINARA TIOTeHIHAHUTE
pHckope. IIpu nanuenty, npueMamy cumsactaTé 30 mg, Npy KOMTO ce Hajara PHEM M Ha JIeKapCTReH
TIPOAYKT, YHacTBalll B JIGKAPCTBCHH B3aAMONeiicTBMA, TPA0Ba 1A Ce H3MON3Ba NO-HUCKA 1034 Ha
CHMBACTaTHH WIIH ATTEPHATHBHO JIEYEHHE C APYT CTaTHH, KOHTO € ¢ MO-HUCHK MOTCHIHAN 3a TCKApCTREHH
B3AUMONIEACTRHA {BiK. I0-10/Ty Mepku 30 HAMAABGHE HA PUCKG O MUONAMUS, NPUYUHENQ Om
Rekapemeeitu e3aumooeticmeus Ha npodyxma v Touku 4.2, 4.3 u 4.5).

B ®IMHHYIHO M3NHTBAHE, MPH KOETO MALMEHTH ¢ BECOK PHCK OT ChPIEYHO-CHI0BO 2ab0nsBane ca
NeKyBaHH ChC cUMBacTaTHH 40 mg qHeBHO (MeIMaHa Ha npociesssaHeTo 3,9 rofHHu), 9ecToTaTa Ha
MHOTIATUA ¢ npubinzHTeHO 0,05 % npw sexuraiiim (n=7 367), cpasheno ¢ 0,24 % npw KATAHUM

(n=5 468). Tnii kaTo B TOBa KIHHHYHO HIMMTBAHE OT a3HATCKOTO HACE/IEHHE ¢a OLEHEHH CaMo KUTAlIN,
MpPH NPEATHCEARE HA CHMBACTATHH HA MALHEHTH OT A3HA TPAGBA a2 Ce MOAX0K/AA C NOBHINEHO BHAMaHUE
H fa ce ynotpefaBa Hali-HHCKaTa 1034, aKO € HeOOXOTHMO.




Ilonuxcena meyu_ﬂ HA MPAHCHOPIRHUINE NPOMCURY

HNommkenara dyHkima Ha YepHOAPOSHYTE TpaHCTIOPTHH npoTenHH QATP MOXe 18 YBEIHYH CHCTEMHATA
€KCIO3HIMA KbM CHMBACTATHHOBA KMCEJIMHA W 12 YESJIHIH PUCKA OT MHOIIATHA H pabaoMuoIm3a.
Tomxenara GyHKIMA MOXeE A3 CE NOSEH B PE3YNTAT HA HEXHOHpaHe OT B3aHMOASHCTBAIIM JIKAPCTBa
(Hanp. IMIJIOCTIOPHH) HIIH TIPH NALHEHTH, KOWTo HocaT reHorEm SLCO1B1 ¢.521T> C.

INauuenture, nocenw renen anen SLCO1BI (¢.521T> C) ¢ kozupase 3a no-Manko axresed OATP1BI1
NPOTEHH, HMAT OBHNICHA CHCTEMHA €KCITOZHIMHA KM CHMBACTATHHOBA KHCETHHA H NIOBHINEH PHCK OT
MHONATHA. PUCKBT OT MHONAaTHA, CEBp3asia ¢ BHCOKa J03a (80 mg) cumpacTaTHH, € obuto okono 1 % Ge3
[IpOBEJCHH N'eHETHIHK TecToBE. Bb3 0CHOBA Ha pesynTarnTe o SEARCH M3nHTBaHETO, XOMO3HTOTHH
HocHTenu Ha C anen (Hapuuanu csmo CC), nexypauu ¢ 80 mg, uMar 15 % pHCK OT passuTHe HA
MHOMATHA B PAMKHTE Ha €Ha TOAWHE, JOKATO PHCKBT NPH XETEpO3HTOTHH HocHTen: Ha C anena (CT) e
1,5 %. CeotBeTHRAT pHck e 0,3 % pH NalleRTH, KOMTO HMaT Haif-uecTo cpemanus regotun (TT) (Bxk.
TouKa 5.2). OnpeaessneTo Ha TeHOTHIA 33 NPHCHCTBHETO Ha anena C TpabBa 1a ce CYnTa KaTo 4acT OT
OLICHKATA HA CBOTHOIEHHETO NOMT3a/PHCK, KBAETO € BBE3MOKHO, NPE/IH MPEATTMCBAHETO Ha CHMBACTATHH
80 mg 3a oTnenHM nanMeHTH H TPAGBA A2 ce W3GATBAT BHCOKK O3 NPH OTKPHTH HocHren: Ha CC
T'€ROTHIL. B'LITPGKPI TOBA, JIMIICATa Ha TO3H I'eH IIPH ONPENSNAHE HA NCHOTHIIA HE H3KNIOYBA PA3BHTHETO HA
MHONATHSL.

Onpedenane Ha Kpeamuy Kunazama

Kpearut kunazara (CK) He 1pa6Ba 1a ce onpesiens cie/l TEXKH GH3NUECKH HATOBAPBAHMA WIH IPH
HATMHETO Ha APYTH BEPOATHH &ITEPHATHBHHM NPHWYHHH 3a NopHmenne Ha CK, Thil Kato B Te3u cIydan
HHTCPNPETAILIHATA HA YCTAHOBEHHTE CTOHHOCTH € 3aTpyAHeHa. AKo H3xomHHTe cTodiHocTH Ha CK ca
3HAYHTEITHO NOBHIIEHH (> 5 meti I TH), onipegenaHeTo Ha CTOHHOCTHTE C/IEABA A2 6bae NOBTOPEHO B
pamkuTe Ha 5 20 7 OHH IIO-KBLCHO 33 OTEbPKACHHE HA TIOMYYEHHTE PE3yIITATH.

IIpedu navanomo na aevenuemo

BcHYKH NanyeHTH, KOMTO 328II0MBAT JICUCHHE ChC CHMBACTaTHH, KAKTO H TE3H, IIPH KOHTO 103aTa Ha
CHMBACTAaTHH ¢ OHna yBenudeHa, Ce/Ra ia 6HAaT YBEIOMEHH 32 CHICCTRYBAIIMA PHCK OT MHOMATHA,
KaxTO H Ja UM Ce Pa3icHH, 4e € HeobxoauMo He3abaBHO Aa CHOOIABAT 3a BCAKA HeoOAcHMMa OolKa B
MycKyauTe, SonesHeHocT MiH cirabocr.

Ocobeno saumManme Tp:a6aa la ce 0GbpHE Ha NALMEHTHTE C NPeapasNoNarany GakTopy 3a
pabnomuonusa. C uen aa ce ycrasoBH usxoanara ctoiisoct Ha CK 3a pedepentna olenka, T Tpabea ja
Obae M3MepeHa PelTH HAYANIOTO HA JIEYEHUETO NPH CTISAHMTE CITyHau:

IMaupenTH B CTapuyecka BB3PAcT (Bb3pacT = 65 TOAUHH).

Kencku noa.

br6peuno yspexnane.

HeKoBTpONHpPaH XHNOTHPEOHIHIBM.

Tlperxoxpauma BHAMBAyaTHA WK GaMIUIHA aHAMHESA 32 MYCKYITHH HAPYIHEHHUS.
Tlpeaxoxknama anaMHesa 3a MyCKYJIHa TOKCHMHOCT NPH M3MO0JI3BAHETO HA CTATHHH WM GUOpaTH.
3noynotpeba ¢ ankoxomn.

* & & & » » @

IpH Te3u CHTyawHH, PHCKBT OT NPOBEXAHE Ha ieYeHHe TPAGEA /1a ce OLIEHABA BHB BPH3Ka ¢ BEPOATHHUTE
GnaronpyusaTHY pe3yITTaTH, KATO Ce NPENOphUBA KITHHAYHO MOHUTOpHpaHE. B cywaii 9¢ mpu nauueHTa ca
HabmonaBaHu poGNeMu ¢ MyCKYJIHTE IPH NPEIX0KIAUIO pWiarane Ha GROpaT WIH CTATHH, TO
JICYCHHETO € APYT NMpeICTABHTEA Ha TO3H Kjac Tpabpa Aa ce 3aroune ¢ NOBHINEHO BHUMAaHKE. AKO
crofiHocTiTe Ha CK ca sHaumTenHO nosuienn B Hauanoto (> 5 e [TH), He Tpa6Ba ga ce 3anousa
JICUEeHHE.




ITo epeme na nevenuemo

Crotinocture Ha CK Tpabea na ce onpesenar, 8 ciy4aii Ye NP [TarHeHTa Ce NOABAT OIUIAKBAHMA OT
Gonka B MyCKyNIHTe, cJIabOoCT WA KPAMITH 110 BpEME Ha JIeUEHUETO ¢he crarTiH. Jledenuero Tpabea na ce
NPEKPaTH, KO C€ YCTAHOBH 3HAYHTEHO NOBHINeHHe Ha croliHocTrre Ha CK (> 5 memu I'TH) 6e3 ga uma
TEXKH (DH3HIECKH HATOBAPBAHHA. AKO MYCKy/HHTE CHMITOMH Ca TEKKH H NMPEIH3BUKBAT €XKeIHEBCH
muckoMdopt, aopr axo croiinoctute Ha CK ca < 5 mema [TH, TpsGea na ce obcsmu npekparasane Ha
nedeHHeTo. AKO Ce NOJo3Hpa Mo HAKAKBa MPHYMHA MHOTIATHE, JieyeHHeTo Tpa0Ba 1a ce mpeKpaTH.

ITo speMe Ha HIH ClleN NeveHne ¢ HAKOH CTATHHH € MMATIO MHOTO PefKH ChOOIIECHHA 33 HMYHOMEIHHPaHa
HexporHsHpaina MHonatia (MMHM). Kmusmaao HMHM ce xapakrepusupa ¢ epcHCcTHpama
NpOKCHMAlHa MYCKY/THA cI1afoCT H TIOBHIISHH CEePYMHH HMBA HA KpeaTHH KHHA34TA, KOMTO NTEPCHCTHPAT
BBIPEKH APEeKPATABAHETO Ha JIEYEHHETO Ch¢ CTaTHHH (BK. Touka 4.8).

AKO CHMITTOMHTE OTIIYMAT ¥ HHBarta Ha CK ce RB3CTAHOBAT 10 HOPMAITHHTE, BB3MOXKHO € Ja ce ofchau
MOBTOPHO JIEYEHHE C TO3H WIH ANTEpHATHBECH CTATHH NPH Hali-HHCKa 4032 H CTPOr0 MOHHTOPHpaHe.

TTo-BHCOK NpOLEHT HA MEOTIATHA € Hab/MIo/aBaH NPH NMallHEHTH ¢ THTPUPAHe Ha Jo3aTa no 80 mg
CHMBAcCTaTHH (BX. Touka 5.1). [Ipenopbupa ce nepuoaH4HO onpeneraHe Ha cToiirocTHTe Ha CK, TBH Kato
Te MOTaT Aa baaT noaesHy UPH HICHTHGHUMpaHe Ha CYCKAMHIYHY c/Tydad Ha MuonaTud. Hama
NOKA3aTeCTRO, Y€ TAKOBA MOHHTOPHPAHE 11i¢ NIPEAOTBPATH MHOMATHA.

JleyeHHeTO CBC CHMBacTaTHH Tpa6Ba fa 6b/le MpeKpaTeHO BPEMEHHO 3a HAKONIKO AHM NIpenH MAaHHpaHa
roJisiMa ONIEPATHBHA HHTEPBEHIHsA, KAKTO H B CILy4aHTe Ha NMOCIEABALNM TO6MH MCIHLHHCKH HIH
XHPYPrHYHH HHTCPBEHIHH.

Mepru 3a nonuxcaeane na pucka om u3fL6a HA MUONAMUS, NPEOW3BUKAHA OM 83aumodeiicmeue ¢ Opyei
Jexapcmeenu nPOOYKMu (6xic. couyo mouxa 4.5)

PucxeT 0T MEODATHA H paboOMHONN3A € 3HAYHTE/HO NOBHIIEH, KOraTo CHMBACTATHH Ce IIpHiIara
€IHOBPEMEHHO ¢ MOIGHA HHXHOHTOPH Ha CYP3 A4 (Kato uTpakoHa30J1, KETOKOHA30II, II03aKOHA30,
BOPHKOHA30JI, EPHTPOMHIIMH, KIApRTPOMHALMH, TemeTpoMuns, HIV-nporeazay HEXROUTOpH (Hamp.
HenguHaBKp), GoLeNpPEBHp, TENANpPERUp, HehazoAOH, IEKAPCTBEHH NPOIYKTH, CHIBPIKALIK KOOHIMCTAT),
KaxTo ¥ remuOpO3HSI, IHKIOCTIOPHH H aHa30i1. Ynotpe6GaTa Ha Te3u fA€KAPCTBEHH NPOIYKTH €
NpoTHBONOKa3aHa (Bxk. To4ka 4.3).

PHCKBT OT MHOTIATHA H pabNOMHOMH3a CHINO HAPACTBA NPK €AHOBPEeMeHHa yrioTpeba Ha aMHOAapoH,
AMIIONHIIHME, BEPATIAMHIL HITH JWITHAREM C ONpeiesicHH 1031 CHMBACTATHH (Bi. TOUKH 4.2 1 4.5). PHCKBT
OT MHOIATHY, BK/TIOYHTEAHO paObNOMHOIK3A, MOXE Ja C6 YBSJIMYY MPH ¢AHOBPEMEHHO JICUSHHE ¢
(y3ug0Ba KHCEITMHA H CTATHHH (BXK. Touka 4.5). [Tpu nanpestn ¢ Xo®X, puckbT MOMKE Ja ce OBHIIH
IIPH €JHOBPEMEHHATA yroTpeOa Ha JTOMHTAITH] CBC CHMBACTATHH,

Cnepoparenso otHocHo CYP3 A4 yHxuburopure, ynotpedara HA CHMBACTATHH €HOBPEMEHHO C
HTPaKOHa30], KETOKOHA301, [T03aKOHa30M, BopHKoHazon, HIV-rporeassn maxuburopu (Hanp.
HeathHHABHP), GOLENpPEBHp, TENANPEBHD, EPHTPOMHLIHH, KIAPHTPOMHLIHH, TETHTPOMHIAH, Heda3ol0H U
NEKapCTBEHH MPOAYKTH, ChIBPKAIIA KOOHLMCTAT € MpoTHBOIOKas3aHa (BX. TOUkH 4.3 u 4.5). Ako
JeyeHEeTo ¢ MomHH CYP3A4 uaxubuTopn (cpecTBa, KOHTO NOBHIIABAT IUI0IHTa oA KpusaTa (AUC)
NPHOAWSHTENHO 5 ITHTH WIH MIOBEYE) HE MOXKe Aa ce M30erHe, NeUeHHeTo ChC CHMBACTAaTHH TPAGEA 1a ce
cripe (1 na ce obMuCHH ynorpeGara Ha ANTCPHATHBEH CTATHH), ACKATO MPOXRDKARA NMPHEMBT HA TE3H
nekapcTaeHH nponykri, OcBeH ToBa TpAOBa Ja ce BHIMaBa, KOraTo ce KOMOMHMPA CHMBACTATHH C JIPYTH,




He ToNKoBa Mompk HEXuOUTOpH Ha CYP3A4 xato ¢aykonason, BepanamMuvl, JHITHAsEM (B, TOYKH 4.2 1
4.5). EnHOBpeMEHHMAT NPHEM Ha CHMBACTATHH H COK OT rpeiindpyT Tpsadea 1a ce u3barsa.

Ynorpebara Ha CHMBAcTaTHH ¢ reMguOpO3XA € MPOTHBONMOKA3ada (BxK. Touka 4.3). opaasu noBHUICHHS
PMCK 0T MHONaTHA H pabaoMHOIH3a, J03aTa Ha CHMBACTATHH He TpAOBa na hafsuinasa 10 mg qHEBRHO
TpH NAIHCHTH, OPHeMalii CHMBACTATHH 3aeHO ¢ ipyru dubGpary, ¢ uskmoveHne Ha dpenodubpar (Bx.
To4kd 4.2 u 4.5). IlpeamicsaneTo Ha cuMBacTaThl ¢ denodubpar TpaOra Aa ce M3BLPIIBA C MOBHIICHO
BHUMaHHE, THH KATO BCEKH ¢HH OT Te3d areHTH MOKe N3 IPHYMAN MHOTIATHY, KOTaTo CE MpHeMa
CaMOCTOSTENHKO.

CumBacTaTn He TpaGBa hia Ce IpHeMa eIHOBPEMEHHO ¢ (Py3UA0BA KHCEIHHA 32 CHCTeMHa yioTpeba wmn
B PAMKMTE Ha 7 [THK OT OPEKpATs#BaHe Ha JeueHHeTo ¢ (y3unosa kucennsa. [Ipy nanyesTn, npu KOMTO
CMCTeMHATa yroTpeba Ha Qy3na0Ba KMCeNHHa & CYMTAHA 38 KPaHO HEOOXOAKMA, IEUEHHETO ChC CTATHH
TpabBa ja 6BAe MPEeYCTAHOBEHO M0 BPEME Ha NIEYEHHETO ¢ (y3HA0Ba KHcennua. Hanwiie ca chobuieHus 3a
pabromuonnza (BKTIOYHTEIHO B CMBPTHH CITyYaH) P NALHEHTH, DpueMatin Gy2H10Ba KUCeIHHa H
CTaTHHY B KOMOHHANKs (BXK. Touka 4.5). IlanuenTiTe TpsiOsa He3abarHO A2 MOTHPCAT MEAKUIIMHCKA
NOMOLI, aKO NOTYBCTBAT HAKAKBH CHMITTOMH KaTO MYCKyJiHa ciaboct, Gonka Hid GONe3HeHOCT.
JledenneTo che CTATHH MOJKE Jia Ce HOAHORH 7 JHH cJie)] NOCTeHaTa 1033 Qpy3unoea xucenuna. [Tpu
H3KITIOUMTENHE 00CTOATENCTRA, KBETO C6 HAllara pOoNk/DKUTENHA CHCTeMHa ynorpeba na ¢ysunosa
KUCENWHA, HANp. fIPH JIeYeHHe HA TeKKN HHGEKIHH, HeoGXOQMMOCTTa OT eJHOBPeMeHHAaTa ynoTpeda Ha
CHMBACTATHH H Qy3H10Ba KHCeTHHA TPIOBa A8 6be OOMHCIEHa HA HHAHBHAYAHA OCHOBA M CaMO TIOJ
CTPHKTHO JleKapcko Habmoaenue.

Ennospemennara ynorpefia Ha CHMBACTATHH B 1034, IO-BHCOKH OT 20 Mg AHEBHO ¢ aMHOIAPOH,
AMITONHIIHH, BEPANAMIUT HiM AHTTHaseM TpabBa a ce n3barsa. [Ipn nammenTn ¢ Xo®X, eanoppemenHara
ynoTpeba Ha CHMBACTATHH B O3 1o-rofemu o1 40 mg AHEBHO ¢ IOMUTANES TPA6Ba fa ce #3barBa (BXK.
TOUKH 4.2, 43 1 4.5).

HanmenTyTe, MpHEMAlTH CTHOBPEMEHHO ChC CMMBACTATHH [PYTH IEKAPCTBEHH HPOXYKTH, OIPENEAHNA
Karo yMmepeno Momun HExHOuTops Ha CYP3A4, 0cobeHO BB BUCOKH JO3H CHMBACTATHH, MOMKE I3 C4 C
NIOBHMINEH PUCK OT MHOMAaTHA. MoxXe /1a ce HANOKH KOPUTHpaHe Ha I03aTa Ha CHMBACTATHH NPpH
€HOBPEMEHHO NPHIIOKEHHE Ha CUMBACTATHH C YMEPEHO MOIIHH HHXHOATOpH Ha CYP3A4 (arenTy,
yeenmgaeamu AUC npubnusurento 2 1o 5 meTH). 3a HIKOM onpeieIeHd YMEPEHH MHXHOUTOPH HA
CYP3 A4 karo aumHaseM, MAKCHMAITHATA TIPENOPLYHTETHA 033 Ha CUMBACTaTHH € 20 mg (BXK.

TouKa 4.2).

CamBacTtarin e cy6eTpaT Ha equIyKCHUWS TPAHCTIOPTEP HA MPOTCHHA HA PE3UCTEHTHOCT Ha PakKa Ha
ropaata (Breast Cancer Resistant Protein, BCRP). EqHoBpeMEHHO NPHIOKEHHE HA NIPOAYKTH, KOHTO ca
#HxAGuTopy Ha BCRP (Hanp. enGacedp u rpa3onpeBHp), Moxe 4a I0BEAE A0 NOBHIIEHH ILIa3MEHM
KOHUCHTPAIIMHA Ha CHMBACTATHH H NIOBHINGH PHCK OT MHONATHS; clefoBaTesHo TpAGsa na ce obMucin
KOpPHMIrHpaHe Ha 103aTa CAMBACTATHH B 3aBUCHMOCT OT NpeATCaHaTa Jo0za. EAHOBpeMeHHOTO
NPUIOKSHKE Ha eIGACBHD M TPA3ONpPEBHP ChC CHMBACTATHH HE € MPOYYEHO; BCE HaK A03ATA HA
CHMBACTATHE He Tp#6Ba 22 HaABAMAaBa 20 Mg JHEBHO NPH HANHEHATH, NOJAY4ABAINH CHObLYCTRAMO
JIeICHHE ¢ IPOAYKTH, ChALPAXAMH €10acEH]D HAH Tpa3onpesHp (BxK. Touka 4.5).

Pagko cmy4an Ha MuonaTHA/pabIoMHONM3A CA CBBEP3BaHH C €MHOBPEMEHHOTO MpuiaoxerHe Ha HMG-CoA
PeAyXTAIHH HHXMOUTOPH M HHaHH (HHKOTHHOBA KHCENHHA) B MHITMAOMOAKGHUMpPAIH 03K (= 1 g
IHEBHO), BCEKH €/IMH OT KOHTO MOKE JIa IPHYHHE MHONATHA B CTy4ali ye ¢ IPHRAra CaMOCTOATENHO.




B xnuHuuEO H3MATBaHe (MEIMaHa Ha TPOCIEARBaHeTo 3,9 rOAMHM), BKIIOUBAIRO NAIASHTH C BUCOK PHCK
33 ChpPACHHO-CHA0BO 3abongBane U ¢ noGpe KOHTPO/Mpany HHBa Ha LDL-C, neKyBaHW CbC CHMBACTaTHH
40 mg aneBHO che MM Ges eseTMUG 10 Mg He e HMaNO AOMLTHKTEHA O34 BBPXY CHPACYHO-CHIOBHTE
pesynTary npu noGaBsHeTO Ha HMALHH (HAKOTHHOBA KUCEAMHa) B THMMAOMONAGHIHpay 1031 (2 1 g
AHeBHO). CIle10BATENHO, IEKAPHTe OOMUCHALA KOMOHHEPAHO JIEUeHHE CHC CHMBACTATHH H HHATIMH
(HHKOTHHOB2 KHCETHNA) B THIHAOMORHGHUHpatW 7034 (= | g NTHEBHO), WIH NPOIYKIH, CHABPKALTH
HHAlWH, TPA0Ba BHUMATENIHO 12 OLCHAT NOTEHLHANHUTE NO/I3H M PUCKOBE H TPAGBA BHUMATENHO Ja
OPOCACAABAT HAUHCHTHTE 38 NPH3HALH W CHMITTOMH H& MYCKYJ/IHA 60IKa, GonesHenocT Wiy cnabocT,
0CoGEHO N0 BpeME Ha ITLPRHTE MECELIH OT IEYEHHETO | KOFaTo J03aTA HA HAKOM OT T€3H IPOAYKTH ce
yBenuuaea. OCBEH TOBA, HeCTOTATA HA MAONATHS B TOBA H3NHMTBAHE e NpubamnTento 0,24 % mpu
KHTaHIH, JIEKyBaHH WIH CbC cHMBacTaTHH 40 mg, Wi ¢ eseTumub/cameactatyn 10 mg/40 mg, cpapueno
¢ 1,24 % npu kuraiimm, nekypans cbe cumBacTaTHe 40 mg, WM ¢ eseTHMA6/cuMBacraTie 10 mg/40 mg,
HA KOHTO € MPHIOXKEHO eFHOBPEMEHHO HUKOTHHOBA KMCeTHa/naponunpaHT 2 000 mg/40 mg ¢
YABIDKEHO 0cBOOOKaBaKe. Brnpexd ue B TOBA KIKHWHMHO H3NMTBAHE C& OLIEHEHH CAMO KHTAHIH OT
43HaTCKOTO HACENCHHE, ThH KAaTO 4eCTOTaTa Ha MHOMATHA € NO-BHCOKA NPY KHTaMLH, OTKOJIKOTO NIPH
HEeKHTalIY, eABOBPEMEHHOTO MPIIOKEHHE Ha CHMBACTATHH ¢ HHAUMH (HMKOTHHOBA KHCEITHHA) B

AROHIOMOSMMMIApant K03k (> 1 g IHEBHO) He Ce NpeNophUBa IPH A3HATIH.

AUBIMMOKC © CTPYKTYPHO CBBP3aH ¢ HRaUHH, BRIpexy, 4e alliIAMOKC He € NpoyYBaH, PHCKET OT
MYCKYITHA TOKCHYHOCT MOXe [a Ohae cXoneH ¢ TO3H NpY HHALMH.

HarroMmumu

CrobinasanH ca cly4ad Ha MHOTIATHS Wk pabaomuonusa npr HMG-CoA peykrasHu HEXHGHTOPH
(manp. cHMBAacTAYHH) €OHOBPEMEHHO NIPHAAraHH ¢ JanToMMImy. Heo6Xoqumo e IOBHIIEHO BHHMAHHE,
xorato ce npeamiceat HMG-CoA peaykrasii HHXHOHTOPH B KOMOHHALHA ¢ NANTOMHMIIEH, Thi KATO
BCCKH OT TAX MOXKE 118 NPHIHHH MHOTIATAA H/WiIH PabaOMHOIH38, KOTaTO ¢¢ MPHIATaT CAMOCTOATENHO.
TpaGea ma ce o6MECTH BpeMEHHO cripane Ha 30KOp MPH MAIMEHTY, PHEMAIIH JAITTOMHIMHE, OCBEH aKO
NOJI3HTE 0T €JHOBPEMEHHOTO NPHNOKEHHE He HAAXBEPIAT pucka. KoHcyarHpakite ce ¢ uxdropManyara 3a
TPEATTMCBAHE Ha JANTOMMIIMH, 34 Jia IOJTyqHTe JONBAHKTETHA HHOOPMALA 33 TOBA MOTEHLMAITHO
s3anmonefictene ¢ HMG-CoA penykrasun vHxubuTOpH (HaNp. CHMBACTATHH) W 32 NOITHIHHTETHH
YkazaHH#, CBBP3aHK ¢ MOHHTOpHpaHeTo. (BibkTe Touka 4.5)

Yepuonpobau edexrn

[lpy KIMHMYHE NpoyvBaHHA ¢a HAGOAABAHH TEpCHCTHpaiy okayBaHus (10 > 3 meTH I'TH) Ha HuBaTa
HA CEpYMHHTE TPaHCAMHHA3H ITPH MATHK OPOH BB3pACTHH MALHEHTH, KOHTO ¢ NOMyYABATH CHMBACTATHH.
Koraro Tepanmuara ¢ Giiia npexbeBana WA ClIMpAHA ITPH TE3H TIAIHEHTH, HHBATA HA TPAHCAMUHA3KTE Ca
CIAaNH IOCTENESHHO 10 NPeATePANEETHIHHTE,

HpenoprustenHo ¢ npopexaaHeTo Ha $yHKIMOBATHN YepHOAPOOHN HICASBAHUA IPEIH 3aNIOUBAHE HA
JIEYCHHETO H CIC] TOBA, KOTATO € KITHHHYHO NoKa3aHo. [Ipy naumeHTHTES, PR KOHTO J03aTa € YBENHUCHA
no 80 mg, TpaGea a ce HANPaBH AOMKIHMTENHO HICIEIBAHE NPEIH YBEIHYCHHETO, 3 Mecena ciel
yBeqnHIeHHETO 20 80 mg, M caex ToBa NEPHONMYHO [0 BpeMe Ha edeHHeTo (Hanp. Ha 6 Mecena) npes
ITEPBATA FOAMHA Ha ACUeHHETO. CrienManHo BHHMaHHE TpAOBa a ce 0ObpHE Ha HALUMEHTH, TIPH KOHTO C&
Ha01i0aBa HOKAYBAHE HA CEPYMHMTC HUBA HA TPSHCAMMHA3HTE, H [IPH TAKWBA NALHCHTH, H3C/IeBAHETO
61 Tpa6Eano fa ce NOBTOPH CBOEBPEMEHHO M CJIE TOBA /1 C€ H3BLPIBA M0-4ecT0. AKO HMBATA HA
TPAaHCAMHHAIHTE TIOKA3BAT TEHISHIHA 3a NI0BHIlIaBaHe, 0co0eHO aKo T€ Ce MOBHIMABAT AC 3 MHTH Hall
TOPHATA IpaHHMLlA Ha HOpPMATa M NEPCHCTHPAT, NPHIAraHeTo Ha CHMBACTATHH TpAOBa A2 ce MpeKpaTH.
Tpabra na ce nma npeasun, ue AJIAT mMoxe 1a APOM3XOKAA OT MYCKYJIHTE, ©TO 3aII0 TIOBHIIaBaFeTo Ha
AJIAT u CK moxe na 03Ha4aRa HANMYHE HA MEOTIATHA {BK. TIo-rope Muonamus/Pabdomuonusg




[lo Bpeme HA NOCTMAPKETHHIOBHA OIHT PAZKO ca CHobllaBasK ciTyyaH Ha ¢aTaiHa u HedaTaHa
9epHOIpoOHa HEAOCTATHYHOCT TIPH NALIWEHTH, MPHEMAILH CTATHHH, BKTIOIHTENHO CHMBAcTaTHH. AKO ce
TIOABH TEXKKO YEPHOAPOOHO YBpexkKAaHe ¢ IIHHHYHH CUMITTOMH H/HIH XHnepOumMpyOHHeMus wiu
HKBITCHHLIA 110 BPeMe Ha JIeUCHHE ¢BC 30K0p, He3abaBHO npekpareTe jiedeHueTo. AKO He Obe OTKpHTa
Apyra €THONOrHA, HE 3aMOYBAKTE OTHOBO JIEUEHHETO CBC 30KOp.

JlexapcTBoTO TpsGBa A Ce MANO03BA BHUMATEIHO NPH TALMEHTH, KOKTO YIIOTPe6ABAT SHAUMTENHH
KOJIHYECTBA ATTKOXOI.

Kaxro u nipu ApyTH IHNHAONOHMKABAIM FIPOIYKTH, ce ¢hobimara 3a yMepenH (< 3 mymu I'TH)
TIOKAYBaHHs Ha CEPYMHHTE TPAHCAMHHA3H ClIE]] TEPATHA ChC CHMBACTATHH. Te3n NPOMEHH HaCTHIIBAT
CKOpO C/1€ HAYAIOTO HA TEPAIIHATA CHC CHMBACTATHH, HeCTO ¢a NIPEXOAHH, HE ca MPHAPYKEHH OT APYTH
CHMITTOMH H HE HANIAraT OPEKECBAHE HA IEUCHHETO,

Jaxaped auaber

Hskon nanHu npenmionarar, ye cTaTH4yTe, KATO KJIAC, MOBAIIARAT KPHBHATA 3aXap H NPH HAKOH
MIALMEHTH, ¢ BUCOK PHCK OT passyTue HA aualer, MOraT Ja ¢r3NalarT HUBO HA XUOEPrIHKSMHA, [IPH KOSTO
€ NOKa3aHa CTaHAapTHa Ipibka 3a quabera. Tosu pHck ofade ce KOMNEHCHPA Upe3 MOHIKABAHE HA
ChAOBHS PHCK CBC CTATHHY M CJI€AOBATENHO HE TPAOBa Na Ob/le IPHYHHA 3a NIPeyCTAHOBABAHE Ha
JIEYeHRETO CBC CTATHH. [lanmeHTHTE ¢ prCK (FIOKO3a Ha MIaauo 5,6 1o 6,9 mmol/l, uuaexc Ha TenecHa
maca (BMI) > 30 kg/m’, nommery TPHITHUCPATE, XHNEPTOHHS) TPAGBA A8 GBIAT MOHHTOPHPAHH
KIIHHUYHO ¥ GHOXHMHMHO CHIVIACHO HALMOHAIHUTE NPENOPBKH.

Hurepcrnunanua Genonpobra 6onect

Hwma crobuienns 3a uHTepcTHIManHa Genonpobua Gonect npy yrnoTpeGa Ha HAKOH CTATHHH,
BIJIFOYUTENTHO CHMBACTATHH, 0cO6€HO ITpH NPOXBIDKATENHO JieueHHe (B, Touka 4.8). CHMNTOMHTE MOTAT
Jla BKIOOYBAT AUCIHES, HEMPONYKTHBHA KAlIUTHIIA B BIIOLIABAKE HA 0611I0Te cheToAHKMe (YMOpa, 3aryda Ha
Terao H Tpecka). [IpH monospenne 3a neTepcTHURANHA Genonpotua GonecT, TepanusaTa ChC CTATHH
Tpa6Ba fa 61Lae npeycTaHoBenHa.

Lennarpuina nonynaumsa

BeszonacHocTTa H ehMKaCHOCTTA HA CHMBACTATUH NIPH MALMEHTH Ha BB3pact ot 10 ao 17 roaxsy, ¢
XETepO3HIOTHA (AMHIHE XHIICPXONECTEPOIEMUS, € GHJIa OLEHEHA B eHO KOHTPOIHPAHO KIHHHYHO
H3MHTRaHe Npy MianexH Ll crenen no Tanep u Harope H AeBOMKH NOHE elHA YONHKA CIIe] MBPRATA HM
MeHCTpyalHs. [lauseHTrTe, NeKYBaHH ChC CHMBACTATHH C4 HMA MPOQHT Ha GE30MaCHOCT KATo L0
niopo6ex Ha TO3H NPH MAHEHTHTE neKysauu ¢ mwiane6o. Jo3n no-sucokH o1 40 mg ne ca 6ann
H3C/IEABAHR NPH Ta3H nonyanng. B Topa orpaHiyeHo, KOHTPOIMPEHO NPOYYBAHE HE € YCTAHOBEH
3a0enexkHM eeKT BBEPXY PacTeka WIH CEKCYATHOTO Y3psBaHe Ha MIAJEKUTe HiH ASBOHKHUTE WIH
KaKBBTO H 12 OHN10 eeKT BLPXY NPOXBIKUTENHOCTTA Ha MEHCTPYAIHHS ITHKE P MOMHYETATA {BXK.
To4kH 4.2, 4.8 1 5.1), [o BpeMme Ha IeUEHHETO CEC CHMBACTATHH, Ha NEBOiKKTe TpA6Ba Aa GbaaT
MpEANTOKEHH NOAXOAANIH METOIH 3a KOHTpaLenuus (BxK. Touku 4.3 1 4.6). E¢ukacHocTTa 1
Ge3zonacHocTTa He ca GWiu M3CICABAHH NPH NALMEHTH Ha BB3pacT < 18 TOIMH 33 EPHOJ Ha fIeUeHHE C
NPOXBIDKUTENHOCT > 48 CEIMUNH M HE € H3BECTEH ABITOCPOUHHA eeKT BHPXY (PHIHUECKOTO,
HHTCASKTYANHO H CEKCYAIHO pasBuTHe. CHMBACTaTHH He ¢ OWI MpoyYBaH [IpH IALHEHTH Ha BL3PACT 10J,
10 ronm, xaKkTo 1 NP JeNa NpeIH MyGepTeTa K MOMAYETA, KOHTO He Ca HMaJi MCHCTPYALH.

TloMonIsH BemecTsa




Tosn npoayxT cbabpka jakTo3a. [TauseHTH ¢ PeaKH HACTEACTEOHH NPolIeMH Ha MUIAKTO3HA
HEMOHOCHMOCT, Lapp nakraseH geduunT WIH IIOKO30-ranaxTosHa ManabcopOuus He TpaGea na npueMat
TOBA JIEKAPCTBO.

4.5 BsaumoaelcTBHE C APYIH JeKAPCTBEHH NPOAYKTH H Xpyrd JOPMH Ha B3aHMoJelicTBHe

MuoskecTBO MEXaHH3MH MOTaT ia AOMPHHECAT 32 IOTEHIHAIHH B3auMonekicrerna ¢ HMG-CoA
PERAYKTa3HH HHXHOHTOpH. JlekapcTBeHH HTH PacTHTENIHH NPONYKTH, KOHTO HHXHOMpaT MeTabouTHHTe
TBTHILA HA OnpenenieHd eHsuMH (Hanp. CYP3A4) w/wim Tpancnioprepn (nanp. OATP1B), morat na
NOBKINAT IUIA3MEHHTEe KOHLEHTPAIIHH Ha CHMBACTATHH H CUMBACTATWHOBA KHCE/THHA H MOTAT JIa 10BEAAT
A0 NOBHIIEH PHCK OT MHOIATHA/pabaoMHOMI3A,

Koncyrapaiite ce ¢ aE(popmMannsTa 33 npeANHCBANE HA BCHIKE ¢AHOBPEMENHO NPHEMARH
JIEKAPCTBA, 32 14 NOIYYHTE JONbIHATE/AHA HHGOpMaNHd 32 TeXHHTE NOTCHOHAIAH
B3AHMOJCHCTBHS CHC CHMBACTATHH H/H/IH NOTEHNHANA 32 NpoMeHA BA €HIHMA HIH TPAHCHOPTEpPa,
H 38 Bb3MOKHO KOPHIHpaHe HA X03aTa WIR CXEMATA HA NPH/IArage,

Ilpoyusanus 3a B3aumonelicTBHATA ca HPOBEKTAHH CaMO MIPH Bh3PACTHH.

DapMaKOIHHAMHYHHE B3IaHMONEHCTRBHA

Baaumodeticmeis ¢ nunoOOnoNUNCABAIYYU NEKAPCMBERN NPOOYKMU, KOUIMO MOJKCE OG NPUNUNIT
MUONAmuA, XO2amo ce NPURAzam CamoCmoAmMenro.

PHCKET 0T MHODIATHS, BKIFOUHTETHO pabaoMHONH3a, ce NOBHINABA PN eAHOBPEMEHHO NPIIOKEHHE Ha
cHmBacTaTHH ¢ GpuGpath. JobIHUTENHO CHINECTBYBA (apMAKOKHHETHYHO B3AHMOACHCTBHE HA
CHMBACTATHH ¢ reM(QHOPO3HIL, BOAEIO A0 TOBHILEHH IUIA3MEHH HHBA HA CMMBACTATHH (BHXK [O-0ITy
Dapmaroxunemuinu s3aumodeticmeus 1 Touxu 4.3. H 4.4), Koraro cuMBactaTie M eHodubpar ce
TIpHNaraT 34€{HO, He € JOKA3AHO, 9e PHCKBT 0T MHOIIATHA TIPEEHINABA CYMATa OT HHEHBHIYAJTHHTE
PHCKOBE HA BCEKH areHT. 3a ApyrH ¢ubpaTH HAMA afeKBaTHH (apMAKOKHHETHIHH JAHHH U TaHHH 32
MpoCcHeqBaHe Ha JieKapcTBeHaTa Oe30nacHOCT. Panko cyvan Ha MuonaThs/paboMHOIN3a ca CBBP3BAHK
€ eTHOBpeMEHHATA ynoTpefa Ha CHMBACTATHH M HHALMH B JIMITHAOMOAMGHIKpPAINH A03H (= 1g nHeBHO)
(Bx. Touka 4.4).

PapMakoKHHETHYHH BIaUMOACHCTBHS

B Tabmmata no-poxny ca o6oGimesH NpenopsKUTE 3a NPEANACEAHE HA B3IaHMONEHCTBALIH CH areHTH
{JOImBIHATEHE NOAPOGHOCTH ¢a NpeACTABEHH B TEKCTA; BXK. CHINO ToukH 4.2, 4.3 u 4.4).
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JlexapcTeenn B3aAMOAeHCTBES, CBLP32HHA ¢ NOBHNIEH PHCK

0T MHOOATHA/PAdIOMHOJIHIR
BaanmoaelicTBann arenTn IpenopnKy 38 NpeINACBARE
Mownu unxubumopu va CYP3A4 nanp.: ITpoTHBONOKA3AHH CBC CHMBACTATHH
HrpaxoHazon
Ketoxonazon
ITosakonazon
Bopuxonazon
EputpoMuuus
KnapurpoMuiiun
TemarpomMumman
HIV-npoteasin maxuGutopH (HAp.
HEIPHHABHD)
Bonenpesup
Tenanpesup
Hedazonou
KoGummcrar
IknocmopHl
Jlanazon
T'em¢ubpoann
Jpyrn Gpubpam (oceen denodubpar) Ja He ce npesumasa Ao3ata o1 10 mg
‘ CHMBACTATHH HERHO
Dy3HN0BA KHCETHHA He ce npenopsyBa CbC CHMBACTATHH
Huamus (HakoTHHOBa KHcenuHa) (> 1 g He ce npenopsuBa ¢bC CHMBACTATHH NIPH
JHEBHO) A3HATIH
AMHOZapOH Ja He ce npesnara no3ara ot 20 mg
AMIOAWTHH CHMBACTATHH JHEBHO
Bepanamun
Junriaazem
Enbacpup
I'pazonpesup
JlomHTaIHz Ja He ce npepHmasa no3ata ot 40 mg
CHMBACTATHH AHEBHO PH OauHeHTd ¢ XodbX
HarroMHALHH Tpabea 1a ce 0OMHCIIH BpEMEHHO CIIMpaHE Ha
CHMBACTaTHH [p¥ BAIIMEHTH, MPHEMAaITH
JAIFTOMHI[AH, OCBEH aKO MOJI3HTE OT
€IHOBPEMEHHOTO IPHJIONKEHHE He HAIXBBPIIAT
pHcKa (BXK. Touka 4.4)
Tuxarpesnop He ce npenopbupa CHMBACTATHH B IO3H,
_ Haasuinasaiiy 40 mg JHeBHO
Cok ot rpetindpyt Jla ce mOarea cok or rpeAngpyT no Bpeme Ha

NpHEM Ha CHMBACTaATHH

Brusnue Ha Opyzu Kexapcmaeny nPoOYKmY 6bpXy CUMBACTNATMUN

Bzaumodeticmeausn, exmousayu unxubumopu na CYP3A4
CumpacTarus € cyberpar Ha umroxpom P450 3A4. Mows#Te HEXHGHTOPH Ha IHTOXpoM P450 3A4
YBEJIH9ABAT PDHCKA OT MUOTIATHA H pabaoMHONN?A, KaToO MOBHILABAT IUIa3MEeHATA KOHLIEHTpals Ha
unxHGHTOpa Ha HMG-CoA pemyxrasara no BpeMe Ha J€UEHHETO ChC CHMBACTATHH, TakuBsa HHXMGHTOPH
ca HTPaKOHA30J1, KETOKOHA30/1, TI032KOHA30JI, BOPHKOHA30M, €PUTPOMHLHH, KAAPHTPOMMIMH,
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TemuTpoMHLIHH, HIV-npoTeasin HHXHOHTOPH (Hanp. HelngHuHABHp), SOENIPEBHp, TENANPEBHD,
Hedason0H U JIeKapCTBEHH NPOAYKTH, ChABPKAINE KoGHumcTaT. EqHOBPEMEHHOTO NIPHAAraHe Ha
HTPaKOHA30J BOAHX 10 HaJ 10-KpaTHO yBeMHYeHHe Ha eKCIIO3HIIHATA HA CHMBAaCTATHHOBA KHCE/IHHA
(axrHBHHAT MeTabonuT — GeTa-XMAPOKCHKHCeHHA). TemHTpoMHIAH Npeq3eKKEa 1 1-kpaTHO
YBelIHYEHHE Ha CKCIIO3HLIAATA Ha CHMBACTATHHOBATA KHCEIHHA.

KombGunupaneTo ¢ HTpakoHa3ol1, KETOKOHA30M, TIO3aKkOHA301, BopHKoHazol, HIV-nipoTeasHu HHxuGHTOpH
(nanp. HenduHapHp), GollenpeBup, TENANPEBHP, EPHTPOMHLMH, KIAPHTPOMHIIHH, TETHTPOMHIIHH,
He(ha3o0H M JIEKAPCTBEHH MPOAYKTH, ChABPKAIM KOOGHILMCTAT € NpOTHBOIIOKA3AHO, KAKTO H C
reMQpuOPO3HIT, IHKITOCTIOPHH M AaHa301I (BkK. Touka 4.3). B ciyvanTe, KOTaTo ieUeHHETO ¢ MOUTHH
uaxuOHTOpH Ha CYP3A4 (cpeactra, kouro nosuiasar AUC npuGIM3HTEHO 5 [TETH WIH TIOBEYe) He
MoXce J1a ce u30erHe, TepanuaTa chC CHMBACTATHH TPAOBa J1a CE NIPEKPaTH IO BpeMe Ha TepaneBTHYHHA
Kypc (# 1a ce obmuciu ynoTpebaTa Ha anTepHaTHBeH craTiH). Tpabea Aa ce MOAX0XKAA BHHMATETHO H
npy KOMOHAHPaHETO Ha CUMBACTATHH C APYTH, no-cnabu unxuburopu Ha CYP3A4: dmykonason,
BepanaMiia HIH JUMTHa3eM (Bx. Touku 4.2 u 4.4).

Dayrxonazon
Pazko ce crobmapa 3a cnyuan Ha pabIOMHOJN3a, CBBP3aHH C eAHOBPEMEHHOTO MPHIOKSHHE Ha
CHMBacCTaTHH H QUTyKoHa301 (BkK. TOuKa 4.4).

Turcnocnapun

PucKbT OT MHONaTHA/PabAOMHONN3A CE YBEIHYABA IPH SIHOBPEMEHHOTO MPHIOKEHHE Ha UMKJIOCTIOPHH
CBC CHMBACTATHH; IIOPajiH Ta3H NPHYHHA YIoTpeOaTa ¢ HUKIIOCTIOPHH € NPOTHBOMOKA3aHa (BXK. TOUKH 4.3
4 4.4). Beopeku Ye MeXaHH3MBT HE € HAITHITHO 3ACHEH, yIoTpe6aTa Ha UMKIOCNOPHH € oKazana
yBenngasane Ha AUC na mnxuburopure Ha HMG-CoA penykrazara. Veemadgeanero #a AUC Ha
CHMBACTATHHORA KHCEJIMHA BEPOSTHO HACTHYHO C€ XB/DKH Ha HHXHOupaHe Ha CYP3A4 n/uwm OATP1B1.

Hanazon
PHCKET OT MUONATHS H pabaOMHOIH3A CE YBeAHYaBa TIPH EAHOBPEMEHHOTO NPIWIOKEHHE Ha JaHA30M CBbC
CHMBACTATHH; MIOPAIH Ta3H IPHIHHA yTioTpeDaTa ¢ JaHA30J € NpOTHBOMOKA3aHa (BXK. ToUkH 4.3 1 4.4).

Tempubposzun

F'emdpubposun ypemmvasa AUC Ha CHMBACTATHHOBATA KMCETWHA ¢ 1,9 ITBTH, KOETO BEPOSTHO CE ILIDKH
Ha uHXHOHPaHETO Ha IBTA Ha rmOKyporHpaneTo Wi OATP1B1 (Bx. Touxu 4.3 u 4.4).
EnsoppeMeHHOTO NpHiioxkense ¢ reMpuOpoO3HI € MPOTHBOIIOKA3aHO.

Dysudoea xuceruna

PHCKBT 0T MHONATHA, BIUIOYHTENHO pabAOMHONH3a MOKE 12 C& NOBMILM NPH €IHOBPEMEHHOTO CHCTEMHO
NPUICKEHHE HA y3MA0Ba KHCENHHA H CTATHHH. MeXaHH3MBbT Ha ToBa B3aUMONEHCTBHE (aMH ¢
thapmakoaHHAMHYEH WIH (apMaKOKHHETHYEH, WIH H BETE) Bee olle He € u3BecTed. TIpH nanuenTy,
NpHEMAINH Ta3H KOMOHHAIMA, ca CHOOINaBARH CITy4aH Ha paGaoMHOME3a (BKIIOUHTETHO HAKOH ¢ (aTaieH
u3xo/). EAHOBpEMEHHOTO NPHIOKEHHE Ha Ta3H KOMOMHALMA MOKE a IPHIHHH OBHIIABAHE HA
TUIA3MEHHTE KOHICHTPAIHH Ha JBETE JIEKapcTBa. AKO ICYSHHETO ¢ y3HI0Ba KHCETHHA 32 CHCTEMHA
ynoTpeba e HeoGXOmHMO, IEYEHHETO ChC CHMBACTATHH TpAGBa 1a 653¢ PEKPATEHO 10 BpeMe Ha
JeueHKeTo ¢ Py3ua0oBa KucenuHa. BipkTe ChINO Touka 4.4,

Amuodapon
PHCKBT OT MuonaTus ¥ pabAOMHONIN3a C& YBEIMYARA TIPH €THOBPEMEHHO NPHIIOKEHHE Ha AMHOAPOH CBC
CHMBACTaTHH (BX. Touka 4.4). B KIMHMYHO M3IHTBaHE, 33 MHOTIATHA c& choOImaBa npu 6 %

oy
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NALHECHTHTE, NpBeMail cumBacTaTHH 80 mg # amuoaapoH. CnejoBaTelHO A03aTa Ha CHMBACTATHH HE
TpabBa Ja npesumapa 20 mg JHEBHO NPH MALMEHTH, MOTyYaBallii ChITHTCTBAINA TEPAIAA ¢ AMHOJAPOH.

Kanyueeu anmazonucmuy

. Bepanamun
PHCKBT OT MEONIATHA H paGAOMHO/IH3A CE NOBUIIABA IIPH AHOBPEMEHHO NPIIOKSHHE Ha
BEpanaMKiI Cx¢ cHMBacTaTH 40 mg wnn 80 mg (Bx. Touxa 4.4). B efHO dapMakOKHHETHHO
[pOY4BAHE, EAHOBPEMEHHOTO NPHIKEeHHE Ha CHMBACTATHH ¢ BEpallaMHI € TIpeTH3BHKAIO
2,3-KpaTHO YBENIHYeHHE HA EKCIO3MIMATA HA CHMBACTATHHOBA KHCE/IHHA, KOSTO BEPOATHO Ce&
JBIDKM YaCTYHO Ha HHxHOupaHeTo Ha CYP3 A4, [Topaau Tasm npuyMHa, A03aTa HA CHMBACTATHH
He TpabBa Aa Haaermasa 20 mg JHEBHO NPH NALHEHTH, KOKTO MOMYYABAT ChIPOBOXKIALIA
TeparMs ¢ BepanaMmiI.

. Junmuazem

PHcKBT OT MHOTIATHA H pabAOMHO/IM3A Cce MOBHIIABA [PH €AHOBPEMEHHO NPHIOKEHHE Ha
ARNTHA3eM ¥ cuMBacTathi 80 mg (Bx. Touxa 4.4). B enno dapMaxoKHHETHYHO NpOY4BaHE,
€IHOBPEMEHHOTO MPHIOKECHAE HA JHIITHA3EM CHC CHMBACTATHH € JOBENO A0 2,7-KpaTHO
TOBHINGHHE HA eKCTIO3MIIAATA HA CHMBACTATHHOBA KHCEIMHA, KOSTO BEPOATHO C& AB/KH HA
HHXHGHpaHeTo Ha CYP3A4. 3aToBa f103aTa Ha CHMBACTATHH He TpAOBa A2 Hamxsupis 20 mg
JHEBHO NPH NAUMEHTH Ha €JHOBPEMCHHO JISYeHHE C JHIITHA3EM.

. Amnodunun

TTaumenTy Ha aMITOAMITHH, TeKYBAHH €SHOBPEMEHHO CHC CHMBACTATHH, Ca C HOBHIIEH PHCK OT
MHOTIATHA. B efHo (apMaKOKHHETHUHO MPOYYBAHE ¢THOBPEMEHHOTO TIPHIOKEHHE Ha
AMJIOIHMITHH CBC CUMBACTATHH € SOBeNO A0 1,6-KpaTHO NOBHIIEHHE B KCIIO3MIMATA HA
CHMBACTATHHOBA Kucen#Ha. ClIefOBAaTENHO 103aTa HA CHMBACTATHH He TpAGBa fia HANBHINABA
20 mg AHEBHO [IPH NALMEHTH HA SAHOBPEMEHHO MEYSHHE ¢ AMIOIHITHH.

Jlosumanud

Ilpn ennOBpeMEHHO NPHIOKEHHE HA IOMHTANKL CHC CHMBACTATHH, PACKLT OT MHOTIATHA H
pabroMHOIH3a MOXKe Ja ce moBHim (B, ToukH 4.3 u 4.4). CnenosarenHo, pH natpeHTH ¢ XodX,
A03aTa Ha CHMBACTaTHH He Tpa6Ba fa HansHimasa 40 mg OJHEBHO NPH CHITETCTBAIA TEPANTHA C IOMHTAIHK,

Ymepeno mouynu unxubumopu na CYP3A4: TlanuenTuTe, pdeMalii eAHOBPEMEHHO ChC CHMBACTATHH
APYTH NEKAPCTBEHH NMPOAYKTH, ONpPEAEISHH KaTO yMepeHo MomHA HHXHOuTOopH Ha CYP3 A4, ocobeto
8KO Ca Ha BHCOKA 1032 CHMBACTATHH, MOXKE JIa ¢a C MOBHIISH PHCK OT MHOTIATHA {(BK. TOYKa 4.4).

Huxubumopu na mpancnopmuus npomeun QATP1B]: CUMBACTATHHOBATS KHCENHHA € cyOcTpart Ha
TpaHcHopTHE npoTerH OATP1B1. EaHoBpeMeHHOTO NPHIOKEHHE HA IICKAPCTBEHH NPOLYKTH, KOHTO ca
HHXHOHTOPH Ha TpaHcTopTHHA mporedd QATP1B1, Moxe Aa AoBese A0 NOBHINABAHE Ha MIA3MEHHTE
KOHIIEHTpAIHH Ha CHMBaCTATHHOBA KHCEAMHA U TTOBHILIEH PHCK 0T MUONATHA {BX. TOUKH 4.3 1 4.4).

Huxubumopu na npomeuna na pesucmenmuocm Ha paxa #a 2epoama (BCRP): ETHOBpeMEHHO
NPHJIOXKEHHE Ha IEKapCTBeHH NPOAYKTH, KOHTO ca HHXHOHTOpH Ha BCRP, BRIIOYHTEHO MPOIYKTH
CHbpPIKALNH €10ACBHD WM IPa3oNpeBup MOKe Jd JOBEAE A0 MOBHINEHH IUIA3MEHH KOHLIEHTPAIHA Ha
CHMBACTATHH H NOBHINEH PHCK OT MHOMATHA (BX. TOUKH 4.2 1 4.4).
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Huayun (wuxomunoea xucenuna): Panxo ca cso0lasalu cTyq9al Ha MAOTIATH/ pabIOMHONA3A, CBBP3aHn
¢ €IHOBPEMEHHOTO NPHAJIOKEHHE Ha CHMBACTATHH ¢ MTHIHAOMOAHGHIMpauH 103H (2 | g AHEBHO) HA
HUALMH (HAKOTHHOBA KHCENMHA). B eAHO GapMakOKMHETHUHO TipoyYBaHe ¢AHOBPEMERHOTO IPHIIOKSHHE
Ha e[IHOKPaTHA 7032 0T 2 g HHKOTHHOBA KHCENHHA ¢ YIBIDKEHO 0CBOOOKAaBaHE Che CHMBAcCTaTHH 20 mg
€ AOBEAO RO yMepeHo yreauuenne Ha AUC Ha cHMBacTaTHH M CHMBACTATHHOBA KucelHHA H B Cpax Ha
NIIA3MEHHTe KOHLEHTPAMH Ha CHMBACTATHHOBA KHCE/IHHA.

Tuxazpenop: EnHoBpeMeHHOTO NPHIOKEHHE HA THKATPEIOP CBC CEMBACTATHH BOAH J0 NOBUINABAHE HA
Cuax M AUC Ha cCUMBACTAaTHH ¢BOTBETHO ¢ 81% M 56%, KaKTo ¥ Ha NoBHIIaRaHe Ba Cpa ¥ AUC Ha
CHMBACTATHHOBATA KHCEIHHA CHOTBETHO ¢ 64% H 52%, KaTo B OT/AENHH CIy4aH ce gocTara 2- 1o 3-
KpaTHO noguiagaHe. ENHOBpEMEHHOTO NPHIMKSHHE Ha THKATPENIOP M CHMBACTATHH B 103H,
HaBHIIaBaIH 40 mg JHEBHO, MOXKE [a J0BEAe A0 HeXKENIAHH PeaKiMH Ha CUMBACTATHH K Tpabea Ja ce
MPELEHH CNPAMO NOTCHIHANHATE NOJ3H. CHMBACTATHH HE 0KA3Ba BIAHAHHE BBPXY ILTA3MEHHTE
KOHIIEHTPAIMH Ha Tykarperop. He ce npenophusa enHoBpemMetinara ynorpeba Ha THKAIPEIOp ChC
CHMBACTATHH B 03K, HaJBHImaramy 40 mg.

Cox om epeiinggpym: CoxeT ot rpefindpyT uaxnbupa unroxpom P450 3A4. EqHOBpEMEHHASAT NpHeM Ha
FOJIEMH KOJIHYECTBA (HAA | IATEp IHEBHO) COK OT rpeHndpyT ¥ CHMBACTATHH BOAH A0 7-KPaTHO
TIOBHIICHNE Ha EKCTIO3HIHATA KbM CHMBACTATHHORA KHcenuua. IlpHemsT Ha 240 ml cox ot rpeiindpyT
CYTPHH M NPUEMBT Ha CHMBACTaTHH BEYep CBIIO ¢a Npequ3sukany 1,9-kpatHo yeenwaenne. TpaOra na ce
1305TBa IIPHEM HA COK OT rpeiiidpyT no BpeMe Ha JieHeHHE Ch¢ CHMBACTATHH.

Komxuyum: 11pu naupenTn ¢ 6u0pedno yepexkiase, IPUEMALIH eHOBPEMEHHO KOIXHIAH H CUMBACTATHH,
HMa CHoOMIEeHHs 32 MUOTIaTHS M pabaoMHonH3a. [Tpy MalpeHTH, TpreMAINH Ta3u koMGuHaLs, ce
NpEeNOPBYBS CTPUKTHO KIHHHYHO NPOCTIeNIBAKE.

Hanmomuyun: PACKBT OT MHOTIATHA W/WIM pab1oMHOIH3a MOXKe Ja GBE NORHIIIEH IPH €AHOBPEMEHHO
nprnarane Ha HMG-CoA penyxrasnn nHXHOWTOPH (Hanp. CHMBACTATHH) H JAITTOMHALIH (BX. TOYKA 4.4).

Puchamnuyun. Toi kato pudaMImiiH € MoiteH Huaykrop Ha CYP3A4, edukacHOCTTa HA CHMBACTATHH
MOIKE AA Ce 3arybn NpH NalHEeHTH Ha NPOXHDKHTENHO JIEUCHHE ¢ pHaMIMIME (HANp. JIeYeHHe Ha
TyGepkynosa). Bes (papMakoKHHETHYHO NMPOYYBaHe ITPH 3APABH JOGPOBOIIIE, IUIOITA 0] KPABATA Ha
IU1a3MeHaTa KontenTpauua (AUC) Ha CHMBACTATHHOBA KKCENHHA € NOHIKEHA ¢ 93 % npu
€JHOBPEMEHHOTO NPHIOKEHHE Ha PH()AMITHLINH,

Edpexmu na cumeacmamun evpxy gapmaxoxunemuxama Ha Opyau 1eKapCMEeHU RPOCYKMm
CuMBacTarnu HAMa MHXHOWpallio BB31EHCTBHE BEPXY IATOXpOM P450 3A4. 3aTosa He ce o4axsa
CHMBACTATHH Jia NOBNHAE BLPXY IUia3MEHHUTE KOHUSHTPALMM HA Bel[ecTsaTa, KOHTO ce MeTabonmusupar
TIOCPEACTBOM IHTOXpOM P450 3A4.

Hepopannu anmuxoazynanmu: B 1Be KIHHWMHK POYUBAHMA, €HOTO NPH 3Apasy A0GPOBOIN, a
APYrOTO MpPH NATHCHTH ¢ XHIIEPXoIecTepolIeMus, NPAIMKSHHCTO Ha CHMBacTaTHH 20-40 mg nuesno ¢
NOTCHIHPAO B yMEPeHa CTeneH edexra Ha KyMapHHOBHTE aHTHKOATYJIAHTH: TIPOTPOMOHHOBOTO BpEME,
OLIEHEHO NOCPeICTBOM MEKAYHAPONHOTO HOpMamasupaHo otHomeHne (INR), e HapacHano copamo
H3XO0AHOTO OT 1,7 o 1,8 n ot 2,6 g0 3,4 croTBeTHO B rpynaTa Ha JOGPOBONLIKTE M FPYNATA Ha
nauueHTHTe. B MHOrO pesxm cmyuan ca GwiH goknaapaHu noBHmeHH croiisoctn Ha INR. Fpn naupents,
KOHTO NPHEMAT KyMaPHHOBH AHTHKOAryJIaHTH, MPOTPOMOHHOBOTO BpeMe TpabBa Zia ce onipenens npein
Aa ce 3afovHe NPHeMa Ha CHMBACTATHH M JOCTATEMHO YE€CTO Cliel] TOBA B HAYAJIOTO HA JIeHeHHETO, 33 Ja €
CHIYPHO, 9€ HIMA 3HAYMTE/HH IPOMEHH 8 NpoTpomOUHOBOTO BpeMe. Cnea crabunu3upate Ha
NPOTPOMOHHOBOTO BpEMe, HHTEPBATHTE 34 NPOCIeAABaHe HA TIPOTPOMOHHOBOTO BpeMe MOra
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obnuaiiHiTe, KOHTO C€ NPENOPHUBAT NPH NALMEHTH HA JISUeHHe ¢ KyMapHHOBY aHTHKoaryiaHTH. ChIlaTa
OpPOLIEAYpa ce NOBTAPS, B CTy4aif ue 103aTa Ha CHMBAcTaTUH Ce MPOMEHH KM JedeHueTo Obae
pekpaTeHo. JledyeHHeTo ¢hc CHMBACTATHH He Ce aCOLMMpPa C KbpPBEHE HITH C IPOMEHH B
TpPOTPOMOHHOBOTO BpEME NPH NALWMEHTHTE, KOHTO He B3HMAT AHTHKOAI'YJIAHTH.

4.6 DepranETeT, 6peMEHHOCT H KEPMEHE
bpemennrocT
30Kkop € NpOTHBOTIOKA3AH 110 BpeMe Ha GpeMeHHOCT (BK. Touka 4.3).

BesonacuoctTa npy GpemerHH KeHH He € YCTaHOBeHa. HAMa KOHTPOIHpaHH KIKHHYEYN H3MHTBAHUA ChC
CHMBACTATHH, NPOBEIEHH NPy OpeMEHHH JKeHH. Paako ca nony4yaBanH chOOMEHNs 38 BPOEHH
AHOMAHH, BCICACTBHE Ha BETpemMaTouHo ninarane Ha HMG-CoA peaykraszam HHxuOurop. Obaue, npu
aHanvM3, HanpaseH Ha npudmsKTenHo 200 NpocnexTHBHO NpociieZieHH HPEMEHHOCTH, H3JI0XKEHH IO BpeMe
Ha IbPBHA TPHUMECTHP Ha 30KOP HIIH ApYFH cTpYKTypHO G6mi3ka HMG-CoA peaykrasayn HHXHORTODH,
YECTOTaTa Ha BPOJICHHTE aHOMATHH € CPABHMMA ¢ Ta3H, HaOmoaasana B o0mara nmonynaimi. B Tozu
aHanu3, GposT Ha GPEMEHHOCTHTE € AOCTATLYEH, 33 A C& M3KJIKOYH JBA ITHTH H NONIOBHHA WTH [OBEYE
IIbTH YBEJIHIEHHE Ha BPONICHHTE aHOMAIHH Haj 0azHCHATA YecToTa.

Bbnpexu qe HAMA JOKA3ATECTRA, Y€ YECTOTATA HA BPOJSHHTE AHOMAJIHH CPe]l [OKOJICHAETO Ha
NAIHEHTKH, NPHEMATH 30K0p KN APYTH cTpykrypho Gkt HMG-CoA penykrasau HHXHOHTODH, ce
pa3nudaBa OT Ta3H, HaGmoasBaHa B 06IIATa NONYIALMA, TEIEHHETO CHC 30KOP 0 BpeME Ha
OpemenHoCTTa MOXe 1a Hamany (heTaTHHTE HUBA Ha MEBAJIOHAT, KOHTO € IIPEKyPCop Ha XONECTepoioBaTa
GuocHHTE3a. ATEpOCKIepo3aTa e XPOHHYEH NpOLEC H NPEKbCBAHETO Ha TEPAlTHATA ¢ NOHIKABAIIH
JHITHAMTE IEKAPCTBA MO BpeMe Ha OPEMEHHOCT MMa MAIKO BIHAHHE BBPXY ABJITOBPEMEHHHS PHCK,
CBBbp3aH ¢ MEPBHYHATA XunepxoaecTeponemus. Ilopam Te3d npuanHi, 30k0p He TPAOBa Ja ce H3NOM3BA
Py GpEeMEHHHM JKeHH, NPH XKEHH, BE3HAMEPABALTH Na 3a6peMeHeaT WIH Te3H, 38 KOHTO ce Npe/rionara, ue
ca Gpemennn. Jleaennero cue 3okop dopre Tpaba a ce NPEKLCHE N0 BpeMe Ha GpeMeHHOCTTa HITH
AOKaTO C€ YCTAHOBH, Y€ XeHaTa He € OpeMeHHa (BxX. ToukH 4.3 u 5.3).

Ktpmene
He e u3BecTHO 1anmy cHMBACTATHH WM HETOBHTE MeTabOMHTH Ce eKCKpeTHpAT B KbpMata. Thit karo

MHOTO JIEKapCTBa C€ EKCKPETHPAT B KbPMAaTa H IIOPAIH NOTEHLWAITHHUS PHCK 334 CEPHO3HH HeXXeNnaH:
PEaKimH, XKeHuTe, noiydasami 3okop Popre, He TpAGBa 1a KBpMAaT (BXK. To4Ka 4.3).

Deprusmrer

JIMUCBAT KIMHWYHE IAHHH OTHOCHO epeKTHTe Ha CHMBACTATHH BEPXY (DEPTHIHMTETa IPH XOpa.
CHMBaCTaTHH He € UMan eeKT BBPXY (EPTIUIHTETA ITPH MBIKKH H JKEHCKH IUTFXOBE (BXK. TOUKa 5.3).

4.7 EdexTn BLpXy cnocobmoctTa 3a mogupase u paéora ¢ MamEaR

30Kop He [OBIHABA WM ORTHABA NPEeHEGPEKAMO CHOCOGHOCTTA 32 MOPHpaHEe H PaGoTa C MALIHHH.
Bnpeku ToBa, npu wogHpase nin paGoTa ¢ MalnuuK, TpAGBa Ja ce MMa MPENBH, Y€ NP
NIOCTMAPKETHHIOBHSL OTHT HMA PEAKH CHOOIeH!s 3a 3aMaiBane.
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4.8 Hexenann JeKapcTBEHH PeAKUHA

YecroTaTa Ha CAEAHUTE HEXKEAHK ICKAPCTBEHH PEAKIMH, KOUTO ca chOOLIaBAHH [pe3 NepHoa Ha
KITMHHYHH U3MMTBAHKA H/HITH IIPe3 NOCTMAPKETHHIOBUS [IEPHOL, € OTPEAENEHA Crope] TAXHATA YECTOTA
B TONIeMH, TIPOXB/DKHTEIHH, IIALe00-KORTPOIMPAHM KIMHHYHA H3NHTBaHKA, Bxnounrendo HPS (Heart
Protection Study — Ipoy4pane 3a kopoHapHa kapauonpoTtexims) 4 43 (Scandinavian Simvastatin
Survival Study - CxasanHaBcko NpoyuBane 3a NPEXHBAEMOCT NPH CHMBACTHTHH) ¢ 20 536

4 444 naupenTH CHOTBETHO (BK. TouKa 5.1). B HPS ca NOKYMEHTHpaHH caMo CepHO3HHTE HEXKETaHH
JICKApCTBEHH PCAKIMH KATO MHAJITHA, TIOBHIIaBaHe Ha cepymuuTe Tpancamudasy u CK. B 48 ca
AOKYMEHTHPAHH BCHYKH HeXKeNaHH JeKapCTBEHH PEaKIMH ONMCAHM NO-JOMY. AKO YeCTOTaTa NpH
CHMBACTAaTHH ¢ 6una no-mManxa Wi nonoGxa Ha TasH Npu MNanebo B TE3H HINMTBAHKS M € HMAIIO
nooOHu, 06ACHHMH, IPHIHHHO-CBHP3AHH CTIOHTAHHO JOKIA/IBAHA CHOHTHA, TE3H HEMKEAHH
NeKapCTBEHH PEaKIMH ¢a KIACH(pHIMPaHH KaTo ,,peaKa”,

B npoy4sasero HPS (Bx. T09Kka 5.1), Bmousamo 20 536 naupsentn e npunaran 3okop 40 mg (n=10 269)
aueBHO WK wianebo (n=10 267), 3a mepuoaa HA IPOYYBAHETO OT CPEIHO 5 FOAMHM, NMPOGUTHT HA
GesonacHocT € 6un noxoGeH MPK NauMeHTHTe TPETHPAHH cbe 3okop 40 mg M Te3H, TPeTHPAaHH ¢ mnauebo.
YecToTHTe Ha NPEKbCBaHE HA TEPAITHAT2 IOPAJH HEXeNaHH JIEKAPCTBEHH peakumu ca cxonuH (4,8 % npu
NAlHEHTHTE, IEKYBaHH ¢b¢ 3o0Kop 40 mg u 5,1 % npu nauMeHTHTe Ha ane6o), YecToTaTa HA MHOTIATHA
e 6una < 0,1 % npu nanuenTHTe, NeKyBaHH ¢5¢ 30Kop 40 mg. YecToTaTa Ha NOBHINEHH TPAHCAMHHA3H

(> 3 msu ITH, noTeeprieHo ¢ NOBTOPHM M3cieaBaHusa) € 0,21 % (n=21) npH naiHeHTHTe JeKYBaHH ChC
3okop 40 mg 1 0,09 % (n=9) np# naigeaTHTE Ha wiane6o.

HectoTara Ha HeXeNAHMTE JISKAPCTBCHH PEAKLIMH Ca KIacH(HUMPAHH KAKTO ciiesa: MHOro sectn

(2 1/10); Yectn (= 1/100 go < 1/10); Hevectn (> 1/1 000 no < 1/100); Penxn (= 1/10 000 xo < 1/1 000);
Muoro penku (< 1/10 000), c HensBecTHa YecToTa (0T HaAWIHKTE JaHHH HE MOKe Ja Gb/1e HanpageHa
OLICHKA).

Hapyn_lcﬂml Ha KPbBTA H JHde}H&I‘a cCHCTEMA:

Peoxu: anemns

Hapymenus Ha WMyHHATa cHCTEMa:
Mnozo peoxu: anaprnaxkcus

HeuxwaHy HapyImenns:
Mnozo peoxu: Gescpane
C neussecmua wecmoma. JAenpecus

Hapvinenus Ha HEDBHATA CHCTEMA:
Peoxu: rnarobonue, napectesns, 3aMasHOCT, nepudepHa HEBPONATHS
Mnozo pedxu: yepexnane Ha nameTTa

Hapymenus Ha oumre:
Pedku: 3aMBITICHO BHKIAHE, HAPYIICHO 3PEHHE

Pecgmpa’mggg, I'PbOHHA H MCAHACTHANHNA HAPYIIEHHA.

C neuseecmna uecmoma: uHTepcTHUMATHA Geoapobna Gonect (mk. Touxa 4.4)
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CroMamHO-9peBHYE HAPY HICHHAS:
Peoru: xoHCTHIALMA, a0noMHHaTHA Golka, QraTyneHuus, JMCnencus, THapus, rajicHe; OBPhilaHe,
MaHKPEATHT

XenaToOHIHADHH HAPYIICHHS:
Peoxu: xenarur/uxrep

Mhnozo peoxu: daranna u HedpaTanHa uepHOAPOOHA HEAOCTATHYHOCT

Hapyinenuns Ha KOKATa B OOAKOMHATA TBKAH:
Peoxu. o6pus, cupbex, anonenms
Mhnozo peOxu: NHXEHOUIHH NEKAPCTBEHH EPYIILHH

HapyineHus Ha MyCKYJTHO-CKENIETHATA CHCTEMA ¥ CHEMHUTE/IHATA THKAH:

Peduy: MuonaTua* (BIUDOMHTEHO MHO3NT), paGoOMHONA32 ChC WM He3 ocTpa GE0pedHa HeAOCTATEYHOCT
(mx. Touka 4.4), MHANTHA, MYCKYJIHH KpaMITH

* B eAHO KIMHUYHO MpOYHBaHe MHOIATHA o€ cpewa o6MYaiHO PH NALHEHTH, TEKYBAHH ChC 30KOp

80 mg nHesHO B CPaBHEHHE ¢ NALKEHTHTE, JIEKYBaHH Ch< 30kop 20 mg mueBno (CroTreTHO 1,0 % cnpamo
0,02 %) (Bx. ToukH 4.4 1 4.5).

Mnuozo peoxu: MycKynHa pynTypa

C neuzgecmna yecmoma: TEHIMHOTIATHA, NOHAKOTA YCIIOKHEHA C PYNTYpa; HMyHOMEAHHpAHA
HEKpoTH3Hpama Muonarus (UMHM)*#*

**MHoro panko ca ChoOIIABAHH Cy9aH Ha HMyHOMEAMMpaHa HexpoTHsupaina Muonarus (HMHM),
BBTOHMYHHA MHOTIATHA, IO BPEME HA WITH clieyl leYeHue ¢ HAKoM cratiuHH. Knnnmnaso HMHM ce
XapaKTepH3Hpa ¢ MEPCUCTHPAUIA IIPOKCHMAaHA MYCKYITHA cnabocT H MOBHINEHH CEPYMHH HHBA Ha
KpeaTHH KHHa3aTa, KOUTO NEPCHCTUPAT, BBIPEKH NPEKPaTABAHETO HA JIEYEHHETO ChC CTATHH; MYCKYJTHA
OHonCHs, MOKa3BAMIa HEKPOTH3UPALIA MHONATHA 6e3 3HAYAMO BL3NANeHHe; TTORoOpeHHE ¢
HMYHOCYTIPSCHBHH CPeACTBA (BK, TouKa 4.4).

HapyiueHund Ha BR3NPOM3BOIMTEIHATA CHCTEMA H I'bpAATA;
Mrnozo pedxu: runexoMacTis
C neusgecmna wecmoma: epexTiHa JUCOYHKIHS

O6mu Hapymerns ¥ edhekTH Ha MACTOTO HA [IPWICKEHHE:
Peoxu: acTenns

Pazgko ce cholmasa 3a H3pa3eH CHHAPOM HA CBPEXUYBCTBHTEIHOCT, KOHTO /1a BKIIOYBA HAKOH OT
CRCAHHTS CHMITTOMH: AHTHOEAEM, JIYIYC-TIof00eH CHHAPOM, PEBMATHYHA MOTHMHAAIT A, ACPMaTOMHO3HT,
BACKYJIHT, TpoMbouMTONIEHHs, eosnHodmis, nosumena CVE, aptput 1 apTpantis, ypTHKapus,
(OTOUYBCTBHTENHOCT, BHCOKA TEMIIEPATYpA, 3a4YepBiABaHe, TUCIHOA H OTHAaTHANOCT.

Hacneparys:

Peoxu: noBAmenRH CTOHHOCTH Ha CEPYMHHTE TPAHCAMUHA3M (aN1AHHH aMHHOTpaHC(epasa, achapraT
amuHOTpancdepasa, Y- ITyraMun TpaHCTeNTAAA3s) {BX. Touka 4.4 Yepnodpobru eghexmi), TOBHINABAHE
Ha CTOHHOCTHTE Ha ankanHata (octaTala; noKauBaHe Ha HHBATA HA CEPYMHATA KpeaTHH kuHasa (CK)
(=K. TouKa 4.4).

Tlopumasane na HbA ¢ u cepyMHWTe HHBa Ha ITIOKO34 HA TVIAAHO ca ChOOMABAHH NPH CTATHHH,
BKJIFOYHTEIHO 30KOP.
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Hp# NocTMapPKETHHIOBHA ONHT PAAKO Ca CHOGLIABAHY CTy4al Ha KOTHATHBHO YBpe:xx/aHe (Hamp. 3aryba
HA TTAMETTA, Pa3cesHOCT, aMHE3HA, YBPEXKIaHEe Ha naMeTTa, o0LpKBaHe), CEbp3anu ¢ ynorpefara Ha
CTATHHH, BKTIOUHMTENHO cHMBacTaTHH, Cro0meHHaTa OGMKHOBEHO HE ¢a CEPHO3HH H ¢a 00paTiMH IpH
NPEKBLCBAHE HA JIEYCHHETO ChC CTATHH, C PA3NHIHO BpEME HA NOsABa Ha cuMiTomuTe (1 IcH 10 rOAMHH) H
OT3BYYabaHe Ha CHMITTOMHTE (MeHaHa 3 ceIMHLIH).

Cneanure AOMBTHATETHH HEXelaHH PEAKLAM ¢4 ChOOIIEHH IIPH HIKOH CTATHHH:

1 Hapynienns Ha ChHA, BKTIOUHTETHO KOIMMAPH

. Cekcyanna mucyHrips

. 3axapen auabet: YecToTaTa 3aBHCH OT HATHUMETO WIH OTCHCTBHETO Ha PUCKOBH (PaKTOpH (rToKo3a
B KPBBTA HA MMagHo > 5,6 mmol/l, BMI > 30 kg/m?, noBuiIeHH TPHITIHLEPHIH, AHAMHE3a 32
XHINCPTOHAN).

Ilennarpytsa nonynauus

B 48 cepmumHO poyyBaHe, BKIIOUBAIIO Aena H 1oHomH (MaagexH II crener no Tanep 1 Harope u
[eBOHKW, KOMTO ca NIOHE eHA POAMHA ClIe THPBATa MM MeHCTPYaims) Ha Brapact ot 10 no 17 roguus, ¢
X€TepPO3HTOTHA (haMMIHA XuniepxosectepoieMus (n= 175), npodmibT Ha 6e30nacHOCT M IOHOCHMOCT Ha
rpynara, iekyBaHa ¢b¢ 30K0p e 6mi1 nogoleH HA TO3M NPH rpynaTa, ieKyeana ¢ rwianefo. B awarocpouen
iaH eeKTST BBPXY PH3HYECKOTO, HHTENEKTYATHO M CEKCYATHO PA3BHTHE He € W3BeCTeH. B MoMeHTa
HAMA AOCTATHYHO HATHYHH HAHHH el eJHa roJuHa Ha JeyeHne (Bx. To9kH 4.2, 4.4 1 5.1).

CrobmapaHe Ha MONO3HPAHH HEKEIAHH PEaKIHH

Cro01naBaneTo Ha NMOI03HPAHH HeXETAHH PeaKiMH ClIeJ| pa3peliaBaHe 33 YNoTpeda HA SCKAPCTBEHHA
OPOAYKT € BaxHO, TOBa NO3BO/IABA A2 NPOXLIDKH HaOMOAeHHETO HA CHOTHOIIGHKETO MOT3a/PHCK 33
NEeKapCTBEHUS NPOIYKT. OT MeTMIHHCKATE CTICHMATHCTH ce H3HCKBA Ja ChoOImMaBaT BCSKA MOA03KpaHa
HeXeNaHa peakima qpe3 Msnmunaurenna areHims no nekapctpara, yi. ,,Jiaman I'pyes” Ne 8, 1303 Codns,
Ten.: +35928903417, yebeaiir: www.bda.bg.

4.9 Tlpeposnpane

K®m MOMeHTa HMa chOOINEHH s 3a HAKOMKO Clydas Ha npeJo3MpaHe; MAKCHMAMHATA NPHETa J03a ¢ Ora
3,6 g. Bcuuke naieHTH ca ce BR3CTAHOBWIM Ge3 nocnenctsus. Hama crnelmdiuno nedeHue B ciryyail Ha
npenosupate. B rakusa ciydan 1paGea ja GbAaT NPINOKEHA CHMITTOMATNHY W TIOAAEPHALH MEPKH.

5. ®APMAKOJOI'HYHH CBOHCTBA

5.1 <dapmakosuHaMMYHH CBOHCTBA

@apmakoTepanepTiuna rpyna: HMG-CoA penyKTassH HHXHOMTOpH,
ATC ron: C10A AOL

MexanwssM Ha fieiicTBrE

Crien nepopanno npriokeHHe, CHMBACTATHH, KOMTO ¢ HEaKTHBEH JIAKTOH, CE XHAPOAH3HPa B YEpHH
Apof [0 CHOTBETHATA AKTHBHA P-XBAPOKCUKUCETHHA, KOSTO © Momen uuxuburop na HMG-CoA
peaykrasata (3—xuapokcH-3 merwnrnyrapmwi CoA pefykrasa). To3H €H3HM KaTalH3MpPa KOHBEPTHPAHETO
Ha HMG-CoA B MeBanoHar, paHeH H CKOPOCTOOIIPEAENAN eTan B GHOCHHTE3a Ha XOMECTEPOJL.
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30KOp € TOKa3al, Ye HaMayisBa, KakTo HOPMATHHTE, TaKa M NoeuinesHTe KoreaTpainy Ha LDL-C. LDL
ce ¢opmMHpPa OT THMONPOTEHHH ¢ MHOTO HKcKa ITsTHOCT {VLDL) 1 ce xataGonmsupa, npeaumuo ot LDL-
peLenTop ¢ BHCOK aduuATeT. MexaumsmbT Ha LDL~nommkapamus edekT Ha 30K0p MOJKE J1a BKIIIOYBA
KaKTO peAyKUHATAa HA KOHLeHTpaiiaTa Ha VLDL-xonecrepona, Taka v MEAykuHaTa Ha LDL-peuenropa,
ZOBENIAHKH 10 HAMATICHO NPpoH3BeXaane U ysenudeH katabomnzsM Ha LDL-C. [lo BpeMe Ha Tepanuata
¢b¢ 30K0p, CHIIECTBEHO CNaja W anonunonpoTerH B. Ocsen ToBa, 30kop ymepeHo yeenmuasa HDL-C u
TOHKABA TJIA3MEHHTE TPHIITHLEPHIN. B pe3ynTar Ha Te3H MpoMeHH, c€ PeAYLHpaT ChOTHOLICHHATA Ha
obmusa xonecrepon kbM HDL-C 1 LDL-C xem HDL-C.

Kmiruana edHkacHOCT H Ge3onacHocT

Bucox pucx om ucxemuuna 6onecm na cvpyemo (HEC) unu doxasana HBC

B npoyusaneTo 3a koposapua nportexus {Heart Protection Study, HPS) ediexrisre ot Tepanuara cue
3okop ca ouenenH mpu 20 536 nauwentd (Ha Bp3pacT 40 — 80 roguam), che MK Ge3 XHIEPTHITHAEMHEA U C
HCXeMH4HA 60JIeCT Ha CHPLETO, APYrH OKIY3HBHE APTEPHANHH 3a50/IBAHAA WM 3axapeH anaber. B Topa
npoyssane, 10 269 nauuenTs ca nexypanu cbe 3okop 40 mg anepHo # 10 267 nauuerTy ca Guim Ha
wianebo cpeAHo 3a nepuoa or 5 ronuan. Haxoamure ausa Ha LDL-C ca 6iiIH KakTo cliega; noj

116 mg/dl nipn 6 793 nawmenmy (33 %), Mexay 116 u 135 mg/dl npu 5 063 nampenTu (25 %) u no-
ronemu ot 135 mg/dl npu 8 680 nauenty (42 %).

Jledenmero cue 3oxop 40 mg HEBHO CPAMO TUIaLeGo € NOBENO A0 3HATHTEIHO HAMATABAHE Ha o01laTa
emuprHOCT (1 328 [12,9 %] npH nanueHTHTE, TEKYBaHH CHC CHMBACTATHH, cupamo 1 507 [14,7 %] npu
TAIMEHTHTE, JICKYBaH# ¢ mianedo; p=0,0003), nopaau namanseane ¢ 18 % Ha cMBPTHOCTTA OT
kopoHapHH 3abonasaru (587 [5,7 %] cnpamo 707 [6,9 %]; p=0,0005; normxasane Ha abCOmMOTHAA PHCK
¢ 1,2 %). HamanapaneTo Ha CMBPTHOCTT2 TIOPaIH HECHAOBH 3a00/19BaHIs HE N0KA3BA CTATHCTHYECKA
3HAYMMOCT. 30KOP CBIIO TaKa HaMaJldRa PHCKA OT TOJIEMH KOPOHAPHH HHITHAEHTH (CHCTaBEH KpacH
noKasares, BKIOUBAN] Hedaransus uadapkT Ha MuoKapaa Wik cmbpt npe HBC) ¢ 27 % (p < 0,0001).
3oxop HaMansABa HEOOXOAMMOCTTA OT KOPOHAPHH PEBACKYNAPH3AIIAOHHH NPOLEAYPH (BIIEOUNTENHO
TPAHCIUIAHTALMA Ha KOPOHAPEH apTepHaneH Galinac u nepkyTaHHa TpaHCIyMeHATTHa KOPOHAapHa
aHTHOTIIACTHKA), KAKTO H HeOOXO0AMMOCTTa OT NepH(pepHH U IPYrH HEKOPOHAPHH PEBACKYJIapH3alHOHHH
apoueaypH, ¢ 30 % (p < 0,0001) u 16 % (p=0,006) crorBeTHO. 30KOP HAMANABA PHCKA OT MOZHLUSH
HHeyar ¢ 25 % (p < 0,0001), koero ce xboku Ha 30 % HamManeHHe Ha HCXeMuYHHA HHCYNT (p < 0,0001). B
JOIbIIHeHHE, B OArpyTIaTa Ha NAalMeHTHTE ChC 3axXapeH auabet, 30KOp HAMANABA PHCKA OT Pa3BHTHE Ha
YCIIOXKHEHHA OT CTpaHa Ha FoJIeMHTE KPSBOHOCHH CHIOBE, BITIOMHTENHO NepHpepHH
PeRacKynapH3alHOHHH NPOLCAYPH {(onepalkd HIH AHTHOILIACTHKA), AMITYTAllHHE Ha NOJHH KpaHHHIM,
HWITH YIIKYCH Ha Kpakara ¢ 21 % (p=0,0293). IlponopiLmoHaaHOTO HOHIDKABAHE HA U€CTOTATa Ha
¢BOHTHATA € N006HO NPH BCAKa OT NpOYIBAHUTE NOAFPYIH NALHEHTH, BKIIOYATEHO NIPH Te3u 63
KOPOHAPHO 3a00nBaHe, HO ¢ MO3BYHO-CHIOBO HIH NEpH(EPHO APTEPHATHO 3aboNIBaHe, MBXKe H KEHH,
TIPH NalHEHTHTE HA BB3PacT Moj WM Han 70 roquHy NpH 3anoyMBaHe HA MPOYYBAHETO, NPH HANHYHE WITH
OTCECTBHE HA XHIIEPTOHHA W ocobeHo npH Tesu ¢ LDL xonectepon noa 3,0 mmol/l npu 3anousane Ha
MPOyYBaHETO.

[Mpr CrkaHAMHABCKOTO NPOYYBAHE 34 MPEXKHUBIAEMOCT IIPH cHMBacTHTHH (Scandinavian Simvastatin
Survival Study, 45) edekrsT o1 TepamisTa ¢Bc 30k0p BEPXY 06iaTa CMEPTHOCT € OLECHEH TIPH

4 444 naumentd ¢ UBC s usxoaHu HuBa Ha ofu xonecrepon 212 — 309 mg/d! (5,5-8,0 mmol/l). ITpu ToBa
MYJTTHLEHTPORO, PaHAOMH3HPAHO ABOHHO-CIIATIO, IUIANeCo-KOHTPOHMPAHO TIPOYYBAKE, MALHEHTHTE C
AHI'HHA MEKTOPHUC WIH NMPEKABIH Muoxap/eH HHdapkt (MH) ca nognokeHH Ha AHETA, CTAHAAPTHN TDHXH
H 3oxop 20 — 40 mg auesno (n=2 221) Wi nnanebo (n=2 223) cpeaso 3a NepHoX 5,4 rOOHEH. 30KOp
HamajiaBa PHcKa OT cMepT ¢ 30 % (HamannBaHe Ha aGCOMOTHHA pHCK ¢ 3,3 %). PHCKBT OT CMBPT NPH
HBC namaniea ¢ 42 % (HamanaBaHe ma aGCOMOTHHA prck ¢ 3,5%). 30KOp CHILO TaKa HAM
[0ABATA Ha roneMy KopoHapHu ce0nTHA (cMBPT npr HBC nimoc KIMHAYHO NOKA3aHH # ,,)
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Hedaraman MH) ¢ 34 %. Ocsed ToBa, 30K0p 3HAYHTENHO HAMANABA PUCKA OT haTanHy U HedaTAIHH
MO3BYHO-CHIOBH HEUHACHTH (HHCYJIT H TPaH3HTOPHM HCXeMIHHH aTakH) ¢ 28 %. He ca oTkputH
CTATHCTHYCCKHE 3HAYHMH PA3IHKH MEXITY IPYNHTE N0 OTHOLISHHE Ha He-KapAHOBACKYAapHaTa
CMBPTHOCT.

IIpoyusaneTo Ha €(h)eKTHBROCTTA OT JOITBIHHTENHO NIOHHKABAHE HA XO/MecTepona M xoMoumcTenHa (The
Study of the Effectiveness of Additional Reductions in Cholesteroi and Homocysteine, SEARCH)
oueHaBa edekTa Ha nedeHneTo cbe 3okop 80 mg cnpsmo 20 mg (Meanana Ha MPOCICAIBAHETO

6,7 ropguHK) BEPXY roneMu cbaoBH ¢x0uTHa (MVE; neduuupann xaro HBC, Hedaraned wrdapkr Ha
mHokapaa (MH), kopoHapha pepacKyapH3aLMOHHA TPOLENypa, HedaTaneH | daTaneH MO3bYCH HHCYIT
HIH IepHQhepHa peracKy/IapH3ALMONHA TPoLEAypa) mpH 12 064 maieHTd ¢ aHAMHES3a 38 HHGapKT Ha
Muokapia. Hama 3naumma paznika B secrorara Ha MVE mexay apete rpynm; 3okop 20 mg (n=1 553;
25,7 %) cnpsimo 3oxop 80 mg (n = 1 477; 24,5 %); orHocuTesneH puck 0,94, 95 % noBepuTeneH HHTEpBAL:
0,88 mo 1,01. AGcomoTHara pasnuka B LDL-XonecTepona Mex/Iy JBETE IPYIIH 110 BpeMe Ha Kypca Ha
npoy4sateto € 0,35 + 0,01 mmol/l. ITpodunsT Ha Ge30nacHOCT € CXOREH B ABETE IPYIH Ha JIeueHHe C
MBKIIOYSHHE HA YECTOTATA HAa MHONIATHE, K02To ¢ npubinsurendo 1,0 % npH NaiHeHTH HA JIeYeHAE CBbC
3okop 80 mg cipamo 0,02 % npH nanuentyH Ha neuenye cbe 3oxkop 20 mg, MpubnuznTenso HonoBHHATA
OT Te3H CNy4aH Ha MHOTIATHA C€ CPeLlaT 0 BPEME Ha MEPBaTa N'OMHA OT AcueHreTo. YecroTara Ha
MHONATHA Npe3 BCAKa Cepallla FOMHA Ha JISYeHHeTo & npubnnsurenso 0,1 %.

ITvpeuuna xunepxonecmeponemun u KOMOUHUPARG XUREPAUNUOCMUR

HpH npoyusasus, CpapHABAIE ehUKACHOCTTA H GezonacHocTa Ha cuMBactatyy 10, 20, 40 1 80 mg
AHEBHO MPH NALMEHTH C XHIIEPXONeCTEPOIeMHs, cpearITe NoHMmkersd Ha LDL-C ca cpoteTHO 30, 38,
41 u 47 %. Ipu npoyuBaHMs ¢ MaHeHTd ¢ KOMOMHHpaHa (CMeceHa) XHNEPIHIMASMUA, EPHeMaIuR

40 mg u 80 mg cHMBacTaTHH, CPEHOTO HaMAeHHE Ha TPUIIMLISPHAMTE e cr0TBeTHO 28 M 33 %
(rwianebo: 2 %), a cpemnoTo nosxinasane va HDL-C ¢ croreetHo 13 1 16 % (wmaue6o: 3 %).

Heduampuyna nonyrayus

B eano Apoiino-ciamo, miale60-KoHTpoIHpano npoyyBaHe, 175 nammenTs (99 mmanex Il crenen no
TaHep u Harope u 76 AeBOMKH, KOMTO ca HOHE eH4 TOAUHA ¢JIE] ITLPBATAa MM MEHCTPYALHI) Ha BE3pacT
or 10 1o 17 ronusn (cpenua Be3pacr 14,1 roguHu), ¢ XeTepo3MroTHa GaMHIIHA XHIIEPXOIECTEPOTEMHA
(Xe®X), ca pannOMB3HPAHH A IOJy4aBaT CHMBACTATHH MM I1aUebo B npoxsmkenue Ha 24 ceAMHIM
(ocHoBHO NpoyyBane). 3a RKIFOYBAHE B NPOYYBaHeTO ce w3HckBa LDL-C Mexmy 160 u 400 mg/dl va
M3XOAHOTO HHBO H IIOHE eJHH pofuTes ¢ Huo Ha LDL-C > 189 mg/dl. ozupoekara Ha cHMBACTATHH
(Beamsx HeRHO, Bedep) e 10 mg npes mbpeuTe 8 cenmuum, 20 mg npes sropure 8 ceaMum, 1 40 mg
cren ToBa. B pasmmpenyero ot 24 ceqmuiy, 144 nanpeHTH ca IPSANOYEH Aa MPOABIDKAT TEParHaTa |
ca nomyyasaiau 40 mg cuMBacTaTHH WM Tane6o.

30Kop 3HAUHTENHO HaMamaBa il1asmennte Husa Ha LDL-C, TG, u Apo B. Pesyirratite oT pasmuHpeHHETO
A0 48 ceIMHIM Ca CPaBHHMH ¢ NONYYeHHTe NP OCHOBHOTO NPOYYBAHE.

Crien 24 ceIMHYHO JIeHESHHIE € JOCTHIHATO cpeaHo HuBo Ha LDL-C 124,9 mg/d! (rpansum:

64,0 - 289,0 mg/d]) npu rpynara, nexyeana cbe 3okop 40 mg, cpasueno ¢ 207,8 mg/dl (rpasmiu:

128,0 - 334,0 mg/dl) npu rpynara, nexyeana c nianeto.

Cnen 24 ceqmuanO NedeHHe ChC CHMBACTITHH (C HapacTRamM 203 ot 10, 20 10 40 mg AHEBHO nipH
uHTEpBan ot 8 ceamunm) 3okop nouikaea cpeiHoro HEso Ha LDL-C ¢ 36,8 % (mraiueGo: 1,1 %
YBEIIMHEHHE OT H3XOMHOTO HHBO), cpefiinTe HuRa Ha Apo B ¢ 32,4 % (mnaueGo: 0,5 %) 4 cpeqHata
croiinoct Ha TG BuBata ¢ 7,9 % (mnauebo: 3,2 %), u e yeemmumn cpegaure HDL-C nusa ¢ 8,3 %
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(mnanebo: 3,6 %). B aparocpoueH mian nonsara Ha 30Kop [IPH CHPAEYHO-CHIOBHTE CJIyHaH NpH Aelia ¢
Xe®X e Heu3BeCTHA.

BesomacHocTTa M epHKACHOCTTa Ha A03M, HaABHIIaBaly 40 Mg JHEBHO HE ¢4 NPOYYEHH NPH JEUa C
X€TepO3HToTHA (paMHIIHA XHTIEpXoJlecTeporieMus. B genrocpoveH nan eyKkacHOCTTa OT JICUCHHETO CBC
CHMBACTATHH B JIETCKA BB3PACT 33 HaMalspaHe 3a00/1eBaeMOCTTa H CMBPTHOCTTA B 3pAAa BB3PACT, HE ©
YCTaHOBEeHaA.

5.2 @apMaKoKHHCTHYHH CBOHCTEA

CHMBacTaTHH € HCAKTHBEH JIaKTOH, KOHTO in vivo BenHara ce XMAPOIH3UPa 0 CHOTBETHATA f3-
XHIAPOKCHKHCENHHA, MOIleH uuxaburop AHa HMG-CoA penyxrasata. XHAPONH3aTa ce OCHINECTBABA
[JIABHO B YEPHHA Jpo0; CKOPOCTTa HA XHAPOIH3ATA B 90BELIKATA M1a3Ma € MHOTO HHCKA.

PhapMakoxuHeTHIHUTE CBOHCTRA ca GHIM oueHeHH pu pbapacTHu. Hama Hamuusy GapMaKOKHHETHIHH
NaHHH IIPH AeLia H IOHOLIH.

Abcopbums

TTpu xopa cumBacTaTeH ce abeopbupa 106pe W npeThpraea 3HauuTesneH first-pass MeTaGOMH3EM B YEPHHA
ApoB. MeTabomu3MET B YepHUA Apod 3aBHCH OT 4epHOAPOSHIA KPEBOTOK, YepHMAT Apo6 € 0CHOBHOTO
MJACTO Ha NieHCTBIE HA aKTHBHATA (hopMa. BHOHATHYHOCTTA Ha B-XHAPOKCHKHCENHHATA B CHCTEMHOTO
KpPbBOOOpAIICHHE ClIEl HEPOpPAJIeH NPHEeM Ha CHMBACTATHH € IO-MAIKO OT 5 % OT pHeTaTa 1034,
MakcumaiHa nna3MeHa KOHIEHTPALMA Ha AKTHBHATE HHXHOHTOPH Ce IOCTHra MpHOAM3HTeNHO 1 — 2 yaca
CJIeJl IPHICHKEHHETO HA CHMBacTaTHH. EJHOBpeMEHHHAT NpHEM Ha XpaHa He BiiHse Ha aGcopOimsaTa.

PapMaKOKHHETHHHTE CBOHCTBA Ha €AHOKPATHA H MHOTFOKPATHH JO3M CHMBACTATHH MOKA3B4, Ye HE
HACTHIBA KyMy/THPaHe HA AEKaPCTBOTO CJlel MHOTOKDATHO JO3ZHpAHE.

Paznpenenchue
Cpbp3BaHeTo Ha CHMBACTATHH H HETOBHT® AKTHBHH MeTACOIHTH ¢ TUTa3MEHHTE MPOTEHHH € > 95 %.

Enumunanrpane

CrmBacTaThH e cybetpar Ha CYP3A4 (Bxk. Touku 4.3 u 4.5). OcHORHHTE MeTabOMTH Ha CHMBACTATHH B
HOBEINKaTa TUTa3Ma ca f~XHIPOKCHKHCEMMHATA H OLUe YeTHPH akTusHH MeTabomura. Cnej nepopaiHa
1034 Ha PaJIHOAKTHBHO e/s3aH CHMBACTATHH NPH Xopa 3a 96 uaca 13 % OT palHOaKTHBHOCTTA C€ OTIENA
c ypuHara H 60 % 858 Qexanuure. KonmugecTBOTO, BBICTAHOBEHO BbB (JEKAIHHTE, MPEACTABIABA
€KBHBaNeHTH Ha a0cOPOMpaHHAT IEKapPCTHEH NPOAYKT, OTASKEHHM B HITH4KATa, KAaKTO B ReabcopOupanus
JexapcTseH npoAykT. Clies HHTpaBeHO3Ha HIDKEKIUS Ha MeTabonHTa P-XHAPOKCHKHCENHHE HETOBHAT
NONYKHBOT € cpeaHo 1,9 vaca. Cpenuo camo 0,3 % OT HHTpaBeHO3HATA [I032 C€ eKCKPETHpa B YPUHATA
KaTO HHXHOHTOpH.

CHMBACTATHHORATA KHCEJIHHA Ce [106Ma AKTHBHO B XEIMATOHTHATE gpe3 OATP1B1 Tpancnioprepa.
CumBacTaTiH ¢ cyGeTpaT Ha eduiykcHus Tpancnoprep BCRP.

Cneyuannu nonyaayuu
SLCO1B1 nonumopghuzem
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Hocurenu Ha SLCO1B1 rer ¢.521T > C anen nmar no-aucka OATP1B1 akrueaoct. CpeaHara
excriosuuns (AUC) Ha rnaBHRA akTHBEH MeTalOIMT CHMBACTATMHOBATA KucenuHa € 120 % 8
XeTepo3uroThu Hocurenn (CT) Ha anen C u 221% B xomozuroTHH (CC) HOCHTENH B CPABHEHHE ¢ Ta3H HA
NAUHEHTH, KOHTO HMAaT HaH-yecTo cpemanug resovn (TT). Anensr C uMa vecrora ot 18 % cpen
HaceneHHeTo Ha Espona. [Ipu narmenTd ¢ SLCO1B1 moapMopH3BEM HMa pHCK OT TIOBHILIEHA
€KCTIO3HLIMA HA CHMBACTATHHOBA KHCENTMHA, KOSTO MOXe 2 A0Be/Ie N0 MOBHIEH PHCK OT pabioMHonm3a
(BX. TouKa 4.4)

53 Ilpeaxiuuaqsn faBEHA 33 GesomacAocT

B13 0CHOBA Ha KOHBCHIMOHATHH IPOYYBAHHA MPH XHBOTHH [0 OTHOWICHHE Ha (HapMaKOHAAMMUKA,
TOKCHYIHOCT [IPH MHOTOKPATHO JO3HPAHE, FEHOTOKCHYHOCT H KAHIIEPOreHHOCT, HAMA JAPYTH PHCKOBE 32
MALHeHTa, OCBEH O9AKBRHUTE B PE3YATAT Ha GapMaKOIOTHIHHEA MeXaHu3bM. TIpH MAKCHMAITHO
NOHOCHMMTE J03H, IPHIIATAHH IPH TUTHXOBE H 3K, CHMBACTATHH He PeAH3BHKBA (DCTAITHH

mangopMal H HAMA eeKT BbpXy (QepTWIHTETA, PENPOAYKTHEHHTE (PYHKUHH H HEOHATAIHOTO
pasBHTHE.

6. PAPMAINEBTHYHH JAHHH

6.1 CuoechK Fa HOMOIDIAHTE BENIECTES

ChpuennHa Ha TabAeTKaTa:
6yrarxuapoxcuaruion (E320)

ackopOuHOBRa kuceanna (E300)
JMHMOHEHA KEcenHHa MoHoxuapar (E330)
MHKpOKpHCTanHa nemynosa (E460)
HHIIECTE, NPexKelaTHHHAHPAHO
marsesnes creapar (E572)

AaKT03a MOHOXHMApAT

OHIMOBO IIOKPHTHE:
xunpomenosa (E464)

XHApOKCHNponmunnenynosa (E463)
THTa"oB quokcun (E171)

Tank (E553b)

gepBeH xeneseH okeHn (E172)

6.2 HechbemecTEMOCTH
Henpmroxamo

6.3 Cpox ma roamocr

2 rogusaH
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6.4 Cpenda/an ycI0BEA HA CHXpAHEHAE

Ha ce cexpanssa nog 30°C,

6.5 Bag B chaLpKaHAEE HA OHAKOBKATA

3oxop ®opre ce npeanara B PVC/PE/PVDC 6imcrepy ¢ aryMHHEEBO (OIHO, ONAKOBAHH B KapTOHEHa
KyTHS, B CJIEIHETE KOMMYSCTBA B €{Ha onakoBKa: 2 Giucrepa X 14 TaGrerxu (28), 1 6mucrep x 14
Tabnerku (14)

He BCHuKM BHAOBE OMTAKOBKK MOTAT fa OBaAT MycHaTH B npoaaxOa.

6.6 Crennainy npeINazHE MEPKH NPH H3XBHLp/NHE B padoTa

HamMa crienmamss H3HCKBaHUA.

7.  MPHTEXATEJ HA PASPEINEHHETO 3A YIIOTPEBA
N.V. Organon

Kloosterstraat 6
5349 AB Oss

Hunepnanpus

8. HOMEP(A) HA PASPEHIEHHETO 3A YOOTPEBA

Permctpannonen Homep: 9900075

9. JTATA HA ITBPBO PAIPEHIABAHE/TIOJHOBSABAHE HA PAZPEIEHUETO 3A
YIOTPEBA '

Jata Ha mepeo pazpeiaBate: 18 Mapr 1999 .
JaTa Ra nocnefiHo moaHosasane: 31 mati 2010 T,

10. JATA HA AKTYAJIM3APAHE HA TEKCTA
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