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1. HWUME HA JIEKAPCTBEHHSA ITPOAYKT

2. KAYECTBEH H KOJIMYECTBEH CbhCTAB

Besika pmamupana tabnerka CumactatiH ['enepukon 40 mg cbabpika 40 mg cHMBacTaTHH
(simvastatin) KaTo aKTUBHO BELLECTBO.

[ToMOLLHO BELIECTBO ¢ U3BECTHO ACHCTBHE: NaKTO3a, OE€3BO/IHA
3a MbIHHA CMHMCBHK HA MOMOLHHTE BELECTBA, BUIKTE TOUKA 6. 1.
3. JJEKAPCTBEHA ®OPMA

®unmupana Tabnerka

bana, npoabarosara, ABoHHO-H3NbKHANA DHIMHpaHa TabieTKa ¢ euTeHa YepTa U Haanue “40” ot
e/Hara ctpaHa M Haanuc “SVT” ot npyrara.

Tabnerkarta moxe na Obae pa3ieseHa Ha 1Be PABHH J03H.

4. KJIMHUYHH JAHHH
4.1 TepaneBTHYHH NOKA3ZAHHS

XurnepxonecreponeMus

3a leyeHHe Ha MbPBHYHA XHIIEPXOJIECTEPOIEMUS WM CMECeHa JUCAUITHAEMHS KaTo JOMbJIHEHHE KbM
JHEeTaTa, KOraTo NoB/IMABAHETO OT AHETATA HE € JOCTATBYHO H OTTOBOPBT HA JIPYTH
HedapmakoIoruuHu cpeacTsa (Hanp. GU3MYECKH YIPaKHEHHs, HAMAJIIBAHE HA TErJI0TO) He e
aJleKBaTeH.

3a neveHHe HA NAaLMEHTH C XOMO3HIOTHA (paMMIIHA XHIIEPXOJECTEPOIEMHS KATO 10MTbIHEHHE KbM
JMeTaTa H 1pyry JUNUIonoH1:xaeaiml cpeactea (karo LDL-adepasa) uinun B ciiyyaid, ye te3u
Cpe/CTBA Ca HEMOAXO/IALLH.

[IpodunakTrka Ha chpAEYHO-CHA0BH 3a00BAHUA

HamansiBane Ha cbpaeuHo-cba0BaTa 3a00/1€BAEMOCT H CMBPTHOCT NPH NMALMEHTH C U3Pa3eHo
aTepPOCKIEPOTHUHO ChPAEUYHO-CBA0BO 3a00/9BaHe WK 3axapeH AHaldeT ¢ HOPMAIHH MJTH NOBHLLIEHH
HHMBA Ha XOJeCcTepoa, AOMbJIHHTETHO JIeYeHHE KbM KOPEKLIMATA Ha IPYTH PUCKOBH (DaKTOPH H MpH
JIPYTr0 KapaHOMNpOTEKTHBHO JledeHHe (BkK. Touka 5.1).

4.2 Jl03HpPOBKA H HAYHH HA NPHJIOKEHHE

Jlo3upoeka . —

)l"‘w

Jlosuposkara Bapupa oT 5 mg a0 80 mg cuMBacTaTHH AHEBHO, MPHETa KATO €/IHOKpaTHa p@p&uﬂﬁ
7103a Bevep. AKO e HeoOX0AMMO KOpPHIMpaHe Ha 103aTa A0 MakcuMasHa ao3a ot 80 mg o’ﬁMBa,CTamH
Ha JeH (MpHeMaHa KaTo eJIMHUYHA 1034 Beyep), TOBA ce MPaBH Ha HHTEPBAJIM HE No- Ma.rixﬂ or4-
ceamuuu. Jlozarta ot 80 mg ce npenopbuBa camMo NpU NaLMEHTH C TeXKa \{Hﬂep'(OHCCTepOIIeMPlﬂ H:
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MNO-HHCKH A03H K KOraTo O4aKBaH4Ta Nnoa3a HaABHIIaBa NOTEHUHAIHHUTE PHCKORC (B}K. TOUkH 4.4 v
5.1).

Xunepxorecmeporemun

INaunenTsT TpAOBA Na CNA3Ba NOAX0IALLA THITHAOTIOHHKABALLA IHETA, KOSTO J1a IPOABIKH U N0
BpEME Ha IEYCHHETO Che cHMBacTaTHH. OOHualiHaTa HayanHa nosa e 10-20 mg aAHeBHO, KOATO ce
npuema eHOKpaTHO Bedep. [TalHeHTH, KOUMTO ce HYXAasT OT roNAMO HaMalaBaHe Ha
L.DL-xonectepona (noseue ot 45%) Morar Aa 3ano4HAT ¢ Ha4aIHa qo3a ot 20-40 mg aHeBHO KaTO
eHOKPATHA 1034 Beuep. Ako ca HeoOXOAHMH KOPEKLIMM Ha 103aT4, TpaGBa 1a ce HanpaBAaAT KakTo e
MOCOYEHO NO-Tope.

Xomozueomua pamuina xunepxonecmepoiemus

B13 ocHOBa Ha pe3yNTaTHTE OT KOHTPOJIMPAHO KAMHUYHO MPOY4BaHe, NPenopbYyHTENHATa HAYAIHA
J03a CHMBAacTaTHH € 40 mg IHEBHO, NpHEMaHa KaTo eHOKpaTHa 103a Bevep. [IpH TakvBa nauveHTH
CHMBACTaTHH TpAbBa Aa ce M2MON3Ba KaTo AOMbAHEHHE KbM JPYra JWNHIOTIOHHXKABALIA TEPANUS
(Hanp. LDL adepe3a) MM ako TaKHBa TEPANHM HE Ca HANUYHHU.

INpu nauueHTH, NpHEMallH NOMHTANK], €RAHOBPEMEHHO CbC CHMBACTATHH, 03aTa CHMBACTATHH He
TpabBa Aa npesuuiasa 40 mg aHeBHO (BK. ToUkH 4.3, 4.4 u 4.5).

Hpodguraxmuxa na copdeuno-cedosu 3abornsanus

OGuuaiiHaTa 1032 CHMBACTATHH NPH MAaLHEHTH ¢ BUCOK PHCK 32 pa3BUTHE HA KOPOHAPHO CbpAEYHO
sabonssane (MBC, ¢ unu 6e3 xunepnunuaemus) e ot 20 mg a0 40 mg, npyeTa KaTo eTHOKpaTHa 1033
Beuep. JlekapcTeeHaTa Tepanus TpAOBa 1a 32NOMHE eTHOBPEMEHHO C IMETA H PHU3HUECKH
ynpaKHeHHA. AKO e HeoOXOIMMH KOPeKLIMH Ha 103aTa, TO TPAOBa Aa ce HanpaBAT KaKTo € OCOMEHO
1to-rope.

Kombunupana mepamun ¢ opyzu rexapcmeenu npooykmu

CHMBACTaTHH € €(PeKTHBEH CAMOCTOATENHO MTH B KOMOWHALIMA CBC CEKBECTPAHTH HA MITBYHHTE
kucenunu. Cumeacratux Tpabea Aa ce npHema noHe 2 Yaca npea WK 4 yaca cliesl npueMa Ha
CEKBECTPAHTH Ha HNIBYHHTE KUCE/IHHHU.

Ipu nauueHTH, NpHEMAalilH CHMBACTATHH €AHOBPEMEHHO ¢ ¢HOpaTH, paznuyHH OT reMpHOpo3ua (BXK.
Touka 4.3) unu denopubpar, n03aTa Ha CUMBACTATHH He OHBa 1a npeeuwasa 10 mg nHerHo. [pu
NalHEHTH, KOHTO NPHEMAT aMHOAAPOH, aMJIOJIMNTHH, BEPANaMHI, JHATHA3EM HITH NPOAYKTH,
ChAbpKaluK €nbacBHp UK TPa3onperHp, €AHOBPEMEHHO CbC CHMBACTATHH, A034Ta HA CHMBACTATHH
ne Tpabea na npeevwasa 20 mg/acH (Bx. Touku 4.4 u 4.5).

Hayuenmu ¢ 6vopeuno yspexcoane

He e HeoGxonuma KOpeKLMA Ha A03aTa MPH NALHEHTH ¢ yMepeHo OBL0peuHo yBpexaaHe.

[1pu nauunenTH c Texko 6bOpeHHO yBpexkIaHe (KpeaTHHWHOB KITMpbHC < 30 ml/min), npunaraHero Ha
1034, HanBuiiaealy 10 mg nHeBHo, Tpabsa na Obae BHUMATENHO OOMUCIIEHO ¥ AKO CE NIPHEME, He ¢a
HeoDXO0MMH, 1a OBAAT MPHIAraHH ¢ FONSMO BHUMaHHE,

Tlayuenmu 6 cmapuecka ev3pacm
He ce Hanara kopyrupaHe Ha 103aTa NpH NMALMEHTH B CTAPYECKa Bb3PACT.,

Heouampuuna nonyiayus
[NpenopvunTenHaTa HauanHa no3a Opu Aeuad K KHowkW (Mnagexy Il crenen no Tanep u Harope u
AeBOMKH, KOUTO ¢a MOHE €AHa rOJHHA C/Ie/l MbPRATa MM MEHCTpYaLus, Ha Br3pact ot 10 no 17

rOAHHH) ¢ XETEPO3HUroTHA PaMuiHa XUnepxonecreposiemMns, € |0 mg BeaHbK AHEBHO, BeYe

JICHCHHUETO CbC CHMBACTATHH.

[NpenopbuntenHara ao3a e 10-40 mg asiesHo. [penopbsynTenHa MaKcHMAalHa 1032 €
Jo3ure Tpabea na 6bNaT MHAMBHAYAHHU, CNIOPE] NMPENOPbYAHATA LIEN Ha TEpariHATa W



NPENOPLKHUTE 3a NEAHATPHYHO NeueHue (Bxk. Touku 4.4 u 5.1). Kopurupanero Ha no3ara TpsOea na ce
(1paBy1 npe3 HHTepBat OT 4 ceaMULN W NIOBeYe.

OnUTLT ¢bC CHMBACTATHH NMPH JELA npead nyfepreTa € OrpaHHYeH.
HauuH Ha NpHIOXKEHHE

CumBacTaTHH e npeaHazHa4€H 3a NEpOPaIHO NNPHIOKCHHE. CHMBACTaTHH MOXKE aa 61:,1]8 npHiaraH
KATO €AHOKpPATHA 4034 Be4ep.

4.3 IlpoTHBRONOKA3AHANA

. CBpBbXYYBCTBHTENHOCT KbM aKTHBHOTO BELUECTBO MITH KbM HAKOE OT NOMOIUHKTE BELLECTBA,
u30poeHn B Touka 6.1;
. AKTHBHO uepHoapoOHO 3a00/1BaHe MITH HEM3ACHEHO H [IEPCHCTHPALLO NOBHILIEHHE Ha

CEpYMHHTE TPAaHCAMHHA3H;
BpemeHHOCT M kbpMeHe (BK. Touka 4.6);
EaHoBpeMeHHO NpHAOKEHHE HA MOLHH HHXHOWTOpH Ha CYP3 A4 (cpeacTea, KOMTO NOBHILABAT
AUC npu0in3HTenHo 5 MbTH WIH NOBEYe, KATO BEOPHKOHA30J1, HTPaKOHA30,/1, KETOKOHA301,
nozaxoHazon, XMB-nporeasuu unxuburopu (kato HenduHasup), Souenpesup, Tenanpesup,
€PHTPOMHLIMH, KNAPUTPOMHLIKH, TEMHTPOMHLIHH, He(a30a0H W IEKAPCTBEHH NIPOIYKTH, KOHTO
cuanpiar kobuuucrar) (Bx. Touku 4.4 u 4.5).

. EanoBpeMerHo NpHiokeHHE ¢ reMOUOPO3N, LIMIUIOCNOPHH WK JaHa3on (BkK. TOUKH 4.4 1
4.5).

. EaHoBpeMeHHOTO NPUIOKEHHE HA JIOMHUTANMHI CbC CUMBACTATHH B A03H > 40 mg npu naLMeHTH
¢ Xo®DX (Bxk. Toukn 4.2, 4.4 1 4.5),

4.4 Cneunaans npeaynpexieHHs W NpeiNa3zAn MepPKH npH ynorpeda

Muonamus/ Paboomuoruza

CHMBacTaTHH, KAKTO U APYTH MHXUOHTOPH HA €H3HMMa 3-XHIPOKCH-3-METHNITTYTAPHI KOEHIHM A
(HMG-CoA) peaykra3a, MOXXe 1a NPHYHHH HEYECTH CNY4aH HA MHOMATHA, KOATO Ce NpoABABa C
MYCKYytHa G0JIKa, MOBHLIEHA MYCKYIHA Yy BCTBHTEJIHOCT HIIHM ¢nafocT, cBbP3aHa ¢ NOBHIUABAHE Ha
HHBATa Ha KpeaTHHKKHa3aTa (noeede oT 10 mbTH HAA ropHaTa AOMYCTHMA IPaHMLA Ha HOPMATa).
MuonaTuaTa NOHAKOa ce NPOABABA KATO PadaoMHONM3a, ¢ win 6e3 octpa 6b0peyHa He1OCTaTHUHOCT
BCJIEACTBHME Ha MHOTTIOOHHYPHA, H B MHOTC PEIKH clly4aH ¢ ¢aTtaneH H3xol. PUCKBT oT MHoMaTHs ce
yBenuuasa npu Bucoku Husa Ha HMG-CoA penykrazHn HHXHOHTOpH B NnazMaTa (KaTo MOBHUIEHH
NAa3MEHH HUBA HA CHMBAcCTATHH H CHMBACTATHHOBA KMCENHMHA), KOUTO MOXe [a C€ AL/IKAT OTYACTH
Ha B3aMMOACHCTBALLH IEKAPCTBEHY NPOAYKTH, KOWTO MOBIUABAT MeTab0IN3MA W/UIY TPAHCNIOPTHHTE
MbTHLIA HA CHMBACTaTHH (BXK. TouKa 4.5).

Kaxro e n npu apyrure uaxuburopu Ha HMG-CoA penykrasara, pucksT oT
muonatua/pabaomuonuza e no3o3aBucuM. [1pH KIHHHYHO NpoyyBaHe, NpH KoeTo 41413 nauyeHTa ca
npueMasii cuMBactatH, 24747 (npubnusurento 60%) ca BKIOYEHH B NPOYy4BaHe C MeMaHa Ha
npocneasBaHe oT NoHe 4 roAHHH, CIyYanuTe Ha MHOMAaTHH ca npudnusurenno 0,03 % npu 20 mg,
0,08 % npn 40 mg 1 0,61 % npyi 80 mg Ha aeH. [pu Te3n npoyuBaHHs, NALMEHTHTE Ca BHUMATETHO
MOHMTOPHPAHH U HAKOHU NIEKAPCTBEHH MPOAYKTH, YYACTBALIH B JIEKAPCTREHHW B3aUMOIEHCTRHA, Ca
H3KJTIOUEHH,

B kN1MHWYHO W3NMWTBaHE, MALIMEHTH C aHaMHe3a 3a MHGapKT Ha Muokapaa npremat no 80 mg/aeH
CHMBACTaTHH (MEAHaHa Ha NpociieaaBaHeTo 6,7 roauHu). Yectorara Ha MHMONATHH € NIPUGINIUTETHO
1,0% B cpaBHenye ¢ 0,02% 3a nauuenTHTe, NnpHemMani no-mManko ot 20 mg/aex. [Npubanzurento
MONOBUHATA OT TE3K CJY4aH HA MHOMNATHUA €A HACTBIIWIH MO BPEME Ha MbPBaTa rOAHHA OT

rpynu (Bx. Touku 4.8 1 5.1).

an MALMEHTH Ha leyeHHe Cbe CUMBacTaTvH 80 mg, pUCKBT OT MHOIMATHA € NO-BHC:
MAUEHTH HA NTEHEHHE C APYrH CTaTHHH CbC CXOA4HA ecbnxacnocr No OTHOLUCHHE HA



MALHEHTH ¢ TEKKA XHIIEPXONECTEPONEMHA H ¢ BUCOK PHCK OT ChpASHHO-CHAOBH YCAOKHEHHS, IPH
KOHTO C NO-HHCKH J03H HE ¢a NOCTUTHATH TEPANCRTUYHUTE LETH H B ¢lyuali, Ye oyaksaHata noasa
Ha/BHLIABA NOTEHUHAHUTE pUcKoBe. [1pu nauneHTH, npHemally AHeBHa Ao3a 80 mg cUMBACTATHH,
MPH KOHTO C€ Haslara H NpyUeM Ha NIEKapCTBEH NPOAYKT, yYacTBalll B NEKAPCTBEHH B3aHMOICHCTBHS,
TpaOBa A2 ce H3MO03Ba MO-HHCKA 1032 HA CHMBACTATHH MW A1TEPHATHBHO JIEUEHNE C APYT CTATHH,
KONTO e ¢ NO-HHCBK NOTEHLMAN 33 IeKapCTBEHH BrauMoAeHCTEHS (B, no-aony Mepxu 3a

HAMAAAGAHE HA PUCKA OM MUORAMUS, NPUNUHERT OM JeKAPCMBEHY 83aUMO0eTCMBUA HA RPOOVKMA H
Touku 4.2, 4.3 1 4.5).

B KAMHUYHO M3NUTBAHE, NPH KOETO NMALMEHTH ¢ BHCOK PUCK OT ChPAEYHO-CLAOBO 3abongBaHe ca
7leKyBaHH cbc cvmBacTaTHH 40 mg aneBHO (MeaHaHa Ha npocieassateTo 3,9 roauHu), yecToTara Ha
muonaTHs e npubnusurenno 0,05 % npu nauMeHTH, KOUTO HE ca OT KHTakcKara paca (n=7 367),
cpasHeno ¢ 0,24 % npu kvraiium (n=5468). Thit kaTo B TOBA KNIHHHYHO HW3NHTBAHE OT a3HATCKOTO
Hace/eHHe ¢a OLEHEHH CAMO KHMTAiiLH, MPH NpeaNyCBaHe HA CHMBACTATHH Ha NALKEHTH OT A3ua
TpabBa Na ce NOAXOXAA C MOBHLIEHO BHUMaHKUE H Aa ce ynoTpebaea HaH-HuUcKaTa 1034, ako €
HeoOxoauMo.

Hamepeane na xpeamunkurnazama (KK)

Huearta Ha kpeaTHHKHHAa3aTa He TpAOBa 1a ce H3IMEPBAT HEMOCPEACTBEHO CE HIMOPHTENHO
(hH3HYECKO HATOBAPBAHE WIM B CyUail, 4e uma Apyro obiacHenue 3a BucokuTe croifHocT Ha KK, Toit
KaTo B T€3H CAYYaH LE € TPYIHO Ja C€ HHTEPNPETHPAT CTOHHOCTHTE, AKQ HA4aNHUTE CTOHHOCTH Ha
KK ca 3HauuTenHO noBHLIEHH (MoBeye OT 5 MBTH Hal ropHaTta AOMyCcTHMa rpaHHLIA Ha HOpMaTa),
HHBaTa TpAOBA 1a ce W3MePAT MOBTOPHO chiell 5-7 AHM, 33 Ja NOTBBPAAT pe3yNTaTHTE.

B Hsakonko cnyyas ce cpobuiapa, e cTaTHHUTE HHAYUMpAT de noVO WITH BIOLLABAT Beve
CHILECTBYBALLA MUACTEHHA MPABHC HAY OYHa MHacTeHHA (BK. Touka 4.8). [Ipunoxkenuero Ha
CHMBacTaTHH TpaOBa Aa ce crpe B ciayyaii Ha BrolapaHe Ha cuMntromuTe. HMa crobinenus 3a
peuHarB NMpH {IOBTOPHO) NPHIAraHe Ha CbLUMA WIH Pa3NHueH CTaTHH.

IIpeodu 3anousane na nevernue

Benukn nauMeHTH, KOHTO 3anoyBaT JICUEHHE ChC CHMBACTATHH HIIH TE3H, NPH KOHTO A034Ta Ha
cuMBacTaTHH ¢ Onia yeenuyeHa, Tpabea fa ObgaT HHDOPMHPAHH 3a PHCKA OT HaCTHNBAHE HA
MHOMATHA W Aa UM ce oObpHE BHUMaHHE 1a CLOOLIABAT B HAH-KPAaThK CPOK 3a BCAKA NOABHAA ce
Oe3npHunHHa MycKy/Ha 60/1Ka, NOBHUICHA MYCKY/THA YYBCTBHTEHOCT WM cnabocT.

[ToButIeHO BHHMaHKE € HEOOXOIUMO NMPH MAaLUHEHTH CbC CKIOHHOCT KbM pabaomuonusa. C uen na ce
YCTAHOBAT pedepeHTHH H3XOAHH CTOHHOCTH, HHBaTa Ha KK TpabBa na ce n3mepsat npeau aa ce
3a7I04HE MPHEM HA CHMBACTATHH B C/ICJHHTE CYUaH:

naLMeHTH B CTApYecka Bb3pacT (Haa 65 ronunun);

NaLMEHTH OT KEHCKH NOJ,

naLMeHTH ¢ 6BpOpeuHo yBpexaaHe;

HEKOHTPOINPAH XHIIOTHPOHAHIBM,

JIHYHA UIW GaMHIHa aHAMHE3a 33 HACNIEICTBEHH MYCKYJTHH HapyLICHHUS;

NPeaxoXaalia aHaMHe3a Ha MYCKYJ/IHH YBpexIaHHA NPH NPHIOKEHHE HA CTATHHH HIH
tuOpary;

. 3noynotpeba ¢ AKoOXo.

B rakupa ciyyan e HeoOX0IHMMO Ja Ce MPELIEHAT NOTEHLMATHUTE N0A3a H PUCK NPEX 3alI0UBaHE Ha
JIEYEHHETO H € NPENOPBLUHTENHO KIHHHYHO MOHHTOPHpaHe. AKO MAUHEHTDbT € Pa3BHI MYCKYJTHH
HapyWeHHs NPH OpeIHLIHO nedeHne ¢ GUOpaTH WK CTaTUHH, € HeOOXOIUMO MOBHLIEHO BHHMaHHE
NPH 3aM0UBaHE HA JIEYEHHE ¢ APYTO NEKAPCTBO OT ChLUMA Kiac. Ako M3xoaHKTe cTolHOCTH Ha KK ca
3HAYHTENHO NOBHILEHH (NOBE4E OT 5 MbTH HAA FOPHATA JOMYCTHMA rpaHuUA Ha Hopmgﬁuc He

TpAGBA 1A ce 3anoyBa. y %\’56\
r LN
o epeme na neyenuemo { o

AKO 1o BpEeME HAa NCYEHHETO CBC CTATHH CE NMOABAT Gonka B MYCKYJIUTE, cnadocT
Ia ce nycHe W3cnenpaHe Ha croiiHoctHTe Ha KK, Ako ctofiHocTrte Ha KK ca 3Ha



(mosede OT 5 MBTH HaJ ropHaTa AOMYCTHMA MPaHHLA Ha HOPMaTa) NPH OTCHCTBHE HA (PHIHYECKO
HaTOBAPBAHE, TO IEYEHHETO CJIE/ABA Ja C€ NPEKPATH. AKO MYCKYHWTE CUMITTOMH Ca TEXKH H
TPUMHMHABAT 3aTPyAHEHHS B €XKEIHEBHHTE ASHHOCTH, TO MOXE N1a Ce NPEMHHE KbM NMpeKpaTaBaHe Ha
NeYeHHeTo, A0PH H KoraTto HuBaTta Ha KK ca no-manko ot 5 nbTv HaJl ropHata AonycTHMa rpaHila Ha
HOpMaTa. AKO WMa NMOJI03PEHHE 3a MHOMATHA N0 KAKBATO M /12 € APYTa NPHYKHA, JieueHHeTo TpAOea aa
Ce NpeycTaHOBH.

ITo Bpeme Ha HIK cinel NeUeHHE C HAKOH CTaTHHH, € HMANo MHOTO Peilkk ChoOLICHHE 3a
HMYHOMEAHKpaHa HekpoTusnpawa muonatus (MMHM). Kiinnnuno HMHM ce xapakrepusupa c
NEPCHCTHPALLA NPOKCHMAJIHA MYCKYJIHR ¢nabocT H NOBHILEHH CEPYMHH HHBA HA KPeaTHH KHHa3arTa,
KOMTO IEPCHCTHPAT BBLIIPEKH MPEKPATABAHETO Ha JIEUSHHETO CbC CTATHHH (BXK. TOukKa 4.8).

AKO CHMNTOMHTE OTILYMAT H HKUBaTa Ha KK ce BbpHaT kbM HOPMalTHHTE CTOHHOCTH, TO MOXeE Ja
6bae 3an0uHaTO MOBTOPHO JIEYEHHE € TO3M WM C ANTEPHATHBEH CTATHH NPH Hal-HHCKA 1032 H CTPOro
MOHHTOPHpaHe.

[Mo-BHicoka YecToTa Ha MHOMNATHA € HabnoAaBaHa NP NMailHEHTH ¢ THTPUpaHe Ha no3ata 1o 80 mg
(Bak. Touka 5.1). Ilpenopnusa ce nepuoanyno onpeaenie croiHoctute Ha KK, Toii kato Te Morar ga
Obaar none3nu 3a onpeaensHe Ha cyOKIMHMYHK Cy4an Ha Muonarus. Bunpeku Tosa, uama
JI0KA3aTENCTRA, Y€ TAKBE MOHMTODHHT LUe NPeJ0oTBPaTH Pa3BHTHETO HA MHOMATHA.

JleueHueTo cbC CUMBACTAaTHH cleJiBa BPEMEHHO /1a CE IPEYCTAHOBH 3a HAKOJIKO AHH Npein
H3BBbPLUBAHETO HA TU1AHUPAHA rOJIAMA XMPYPruyecKka onepalys, KakTo ¥ B CIIy4aHTe Ha HAKaKBO
cepHo3HO 3a0onsBaHe WY HEODXOAUMOCT OT XHPYPIrHYHH HHTEPBEHLIMH.

Mepru 3a navaaeane Ha pucka om MUONAMuA, HACILRWIA @ Pe3VAMAm om 1eKapcmeesy
gzaumoleticmeus (gudcme moyxa 4.5}

PuckbT OT MHOMATHA U pabNOMHOITH3A 3HAUMTENHO CE MOBHLIARA NPH €IHOBPEMEHHATA YNoTpeda Ha
cumBacTaTHH ¢ MOUIHH CYP3 A4 unxubuTtopH (kaTo HTPaKOHA30, KETOKOHA30/M, N03aKOHA3011,
BOPHKOHA307, EPHTPOMHUMH, KIIAPUTPOMHLMH, TenuTpoMuuns, XMB-npoteazHn Huxubutopu (Hanp.
HenduHaeHp), bouenperup, TenanpeBup, HedazonoH H IEKAPCTBEHH NPOAYKTH, ChAbPXKALLH
KOBHLMCTAT), KAKTO ¥ ¢ reMOHUOpPO3NII, LHKNOCNIOPHH H AaHa30.. ENHOBpeMEHHOTO NpHIOKeHHe Ha
NIEKAPCTBEHU NPOIYKTH, ChABPMALIHA TE3H AKTHEHH BELECTBA, € MPOTUBONOKa3aHo (BX. Touka 4.3).

PHCKBT OT MUONaTHA W paGaoMHONH3a CBLLO CE MOBHILABA U NMPH eNHOBpeMeHHaTa ynotpeba Ha
aAMHOIAPOH, AMIIOIMIINH, BepanaMuil WU AUNTHAZEM C ONpeaeneHd A03H CHMBACTATHH (BK. TOUYKH 4.2
1 4.5). PUCKBT OT MHOMATHA, BKJ1. pabJOoMHOIH3a, MOXKE 1A C€ NOBHLLM NpPU eJHOBPEMEHEH ITPUEM Ha
(hy3IMI0BA KHCENHHA M CTATHHY (BXK. ChLIO Touka 4.5). [Tpu naunenTu ¢ XoDX, pucksT MOKe 1a ce
MOBHILIH NIPH eJHOBpeMEHHaTa ynoTpeba Ha NOMHTaNHU/I ¥ CHMBACTaTHH.

Cneaogarento, oTHocHO CYP3A4 uHxubGutopuTe, eaHOBpEMEHHaTa ynoTpeba Ha CHMBACTaTHH C
MTpPaKOHA30/, KETOKOHA30J, N03aKoHa30n, BopukoHason, XMB-nporeasun uaxuburopu (Hanp.
HenduHasup), GolenpeBUp, TENANPEBHP, EPUTPOMHLIMH, KIADHTPOMHLIHH, TEAHTPOMHLIHH,

He(ha30A0H H JlekapcTBeHYH MPOAYKTH, KOMTO ChAbPKAT KOOHUHCTAT, € NPOTHBONOKAa3aHa (BXkK. TOUKH
4.3 n 4.5). Axo nevenueTo ¢ Mo CYP3A4 uHxubutopu (cpeacTra, KOMTO NOBHLILARAT NAOLUTA TIOA
kpuBara (AUC) npubnu3utesito 5 nbTH ¥ nosete) He moxke Aa ce uiberHe, Te4eHHeTo Cbe
CUMBACTaTHH c/le[Ba 1a Ce MPEYCTaHOBM A0 Kpas Ha TepanHaTa (M Oa ce oOMucau ynorpedarta Ha
anTepHaTHBEH CTAaTHH). BHIMAaHIe CbILO Taka € HeoDXOoAUMO, aKO CUMBACTATHH ce KOMOHHHpa ¢
Apyry He TonkoBa MoluHH HHxuOuTOpH Ha CYP3A4: utykonasos, BepanaMui H AHNTHa3eM (BK.
Toukn 4.2 v 4.5).
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e

KoncymauusTa Ha cok ot rpefndgpyT Tpadea na ce u30Arsa no BpeMeHa Ha N€YEHHETO CT:C/

S
UL TN
CUMBACTATHH. ’ \1\ PG 7
KR e
EnHoepeMenHaTa ynoTpeGara Ha CHMBAcTaTHH H reMpHOpPO3KHI € NpoTHBOMOKa3zaHa (Eﬁ(.ﬁglgxa;’-'y ]
i BTN

[Topazu noBHILEH PHCK OT MHONATHA W pabaOMHONW3a, 103aTa HA CHMBACTATHH He §
npesywasa 10 mg npu eAHOBPEMEHHOTO NpHAOKEHHE ¢ ApyrH Gubpary (¢ N3KIIOYeH

PR
e%a\_ R

N,




dbenodudpar) (Bik. Touku 4.2 u 4.5). TIoBHUIEHO BHUMAHHE € HEOOXOAMMO MPH NPEaNHCBaHe Ha
thenonbpaT cbC CHMBACTATHH, Thil KATO BCEKH €AMH OT TE3M JIEKAPCTBEHH NPOAYKTa MOXKe 2a J0Bee
A0 pa3BHTHE HAa MHONATHA, B cnyqaii 4e C€ npHjara cCaMoCTOATERHO.

Cumaactatny ['eHepHKOH He Tpa®pa 7a ce NpHiara eAHOBPEMEHHO ¢ (y3HI0BA KHCETHHA 32
CHCTEMHa ynoTpe6a WK B paMKWTE Ha 7 IHKM cnel CNHpaHe Ha eueHHeTo ¢ Py3uaoBa KHeenuHa, Tpu
nauMeHTH, NpU KOHTO ynotpebarta Ha (Ppy3110Ba KHCeNiMHA € CUUTaHa 3a KpaliHo HeobXxoauMa,
NMPHEMBT Ha CHMBACTATUH TpAOBa 1a Ob/le NpeKkpaTeH No BpeMe Ha IeYeHHeTO ¢ dYy3110Ba KUCE/IMHA.
Joknaaeanu ca cnyyan Ha pabaoMHoIn3a (BKIKOUHTETHO HAKOH ¢ aTaneH M3X0a) NPY NauMeHTH,
npHEMaLIK eIHOBPEMEHHO dY3H10BA KHCENHHA U CTAaTHHH (BX. Touka 4.5). MNawuueHTuTe TpatGea
He3a0aBHO 13 MOTBPCAT MEAHUMHCKA MOMOLLL, 2KO TIOYYBCTBAT HAKAKBH CUMITTOMU KaTO MYCKY/Ha
cnaboct, 60ka Mnu GONE3HEHOCT.

JleueHHeTO CBC CTATHH MOJKE [a C€ MOAHOBH 7 AHM clied NocieHaTa 1032 Py3uI0Ba KHCEHHA.

Tlpy w3kAOUHTENHH OGCTOATENCTBA, KbAETO CE HANAra MPOIb/HKHTENHO NleveHe ¢ (hy3uaoBa
KHCENHHA 33 CHCTEMHO MPUIIOAKEHHE, HANP. MPH JieueHHe HA TEXKH HHPEKIHK, HeOBX0AUMOCTTA OT
eaAHOBpeMeHHaTa ynotpeba Ha CvimBacTaTHH I'eHepHkoH U ¢y3Ha0Ba KucenuHa TpabBa aa Obae
oOMucneHa Ha HHOMBHAYANHA OCHOBA W CAMO 110/l CTPUKTHO NEKAPCKO HabNoaeHue.

EnnospemenHaTa ynotpeba Ha CHMBAcTaTHH B 103, npeBywasaiy 20 mg AHEBHO, ¢ aMHOAapOH,
aMIOMITHH, BEpaNaMill WK AWNTHA3eM TPAORa fa ce u30arsa (BXK. ToukH 4.2 v 4.5). [Tpu naumeHTH ¢
Xo®dX, enHoBpeMeHHaTa ynoTpeba Ha CHMBACTATHH B /103H, MO-roneMH oT 40 mg nHERHO, ¢
JOMMTaNUI, € NPOTHRONOKAa3aHa (Bx. Touku 4.2, 4.3 u 4.5).

IMauuneHTy, npuemaLy CHMBACTaTHH (0COBGEHO BB BUCOKH 103H), EAHOBPEMEHHO C APYrH
JIEKapCTBEHH NPOAYKTH, KOHTO ¢a yMEpPEHO MoulHY HHXHOHUTOpU Ha CYP3 A4, morar na umar
MOBHLIEH PHUCK OT MHoNaTHA. Mojke [1a ce HanoMy KOPHrHpaHe Ha /103aTa Ha CHMBaCTaTHH NpH
EHOBPEMEHHOTO MPHAOKEHNE HA CHMBACTATHH € YMepeHo MolHH HHxHOHUTOpH Ha CYP3 A4 (arenTy,
yeenuuasaii AUC npubnuzurenHo 2-5 meTH). 3a HAKOH onNpeaeneHH YMepeHH HHXUOHTOpH Ha
CYP3A4 kato gunThazeM, ce NpeENoprpUBa Aa He CE MpeBUIlaBa MaKCUMANHA 1032 CHMBACTATHH OT

20 mg (Bx. Touka 4.2),

CHmBacTaTHH e cyOcTpaT Ha e(ulyKCHHS TPAHCNOPTEp Ha NPOTEHHA Ha Pe3UCTEHTHOCT Ha paKa Ha
repaata (Breast Cancer Resistant Protein, BCRP). EIHOBpeMEHHO NPHOXKEHHE HA NPOAYKTH, KOUTO
ca nHxuburopu Ha BCRP (Hanp. enbGaceup v rpazonpeBup), MOkKe Aa AOBEIE A0 NOBHLISHH NIa3MEeHH
KOHUEHTPALMH Ha CHMBACTATHH M MOBHLLIEH PUCK OT MHOTIATHA; CIeA0BaTeNIHO TpAOBa Aa ce OOMHMCIIH
KOPHMTHpaHe Ha 1103aTa CHMBACTATHH B 3aBHCHMOCT OT MpeAnUcaHaTa 103a. EnHOBpeMeHHOTO
npuioxKeHue Ha enbacBHp W rpasonpeBUp CbC CHMBACTaTHH HE € MPOYYEHO; BCE NaK A034aTa Ha
cvMBacTaTuH He Tpabsa na Hagsuwaea 20 mg AHEBHO MPH NAUKHEHTH, NOJy4aBallK ChNBTCTBALIO
JIEUEHHE C NPOIYKTH, ChIBPHKALLY €OacBHp WM rpa3onpeBHp (BXK. Touka 4.5),

Peakn cnyuan Ha myonaTHa/pabaoMUONIH3a ca CBLP3aHH C €AHOBPEMEHHOTO NPIWIMKEHHE Ha
HMG-CoA penykTa3HH HHXMOHTOPH W HHALWH (HHKOTHHOBA KHCENHHA) B IHNMHAOMOIH(HIIHPAILH
0034 (= 1 g/nen). Bceku ey OT Te3M IeKaPCTBEHH NMPOAYKTH MOXKE 13 NPHYHHH MHOMATHA, KOraTo
ce Mpuiara CaMOCTOATETHO,

B knMHuYHO W3nMTBaHe (MeAWaHa HA NpocaeasBaHeTo 3,9 rooMHM), BKIKOYBALUIO NALUHEHTH ¢ BUCOK
PHCK 22 CBPIEYHO-CBACBO 3ab0naBaHe U ¢ 1o0pe KOHTPOAHpaHH HUBa Ha LDL-C, nekysaHy cbe
cumBacTaTiH 40 mg nHeBHO ¢ unH 6e3 ezeTuMuO 10 mg, He € UMANO AOMBAHHTENHA NO13a BLPXY
ChPACYHO-CBHIOBHTE PE3YATATH NpH N00aBAHETO HA HHALIMH B IMNUACTIOHHXABALUH 003H (> 1 g/neH).
JlexapuTe, OBMHCAALLIH KOMOMHHPAHO IEUEHHE ChC CHMBACTATHH U HHALIMH {HUKOTHHORA KHCEIMHA) B
aUnuaoMoauduuupay 403u (> 1 g/neH) UK HHaUMH-ChABPKAIUKNPOAYKTH, TPAOBAa BHUMATENHO 1A
OLEHAT MOTEHLHAHHTE MOMI3H H PUCKOBE W TPAGBA BHHMATENHO A& MOHHTOPHPAT NALKMEHTHTE 3a__
NpH3HALK K CUIMNTOMH KaTo MycKynHa 6onka, HyBCTRHTENHOCT HAH cnabocT, ocobeHo, B»Haqa.nume
MECELM HA IEHEHHE H aKO A03ATA HA HAKOH OT TE2W NEKApCTBEHH MPOAYKTH ce yse.nuqasa :




KOHTO € MPHJIOHEHO EAHORPEMEHHO HHKOTHHOBA KucenuHa/naponunpaHt 2000 mg/40 mg ¢
yIbKEHO ocBoboKAaBaKe. BrnpexH ye B TOBA KNIMHHHHO M3NUTBAHE €A OLEHEHH CAMO KHTaMLM OT
A3HATCKOTO HACEJIEHHE, ThH KATO Y€CTOTATA HA MHONATHA € 10-BHCOKA MPH KUTAHLIK, OTKOJIKOTO NPH
flaUMEHTH, KOHTO He Ca OT KMTaiCcKaTa paca, €HOBPEMEHHOTO MPHIIOKEHHE Ha CHMBACTaTHH €
JMMAIONOHMKABALUM A03M (> | g/neH) HHaUMH (HHKOTHHOBA KHCENHHA) He ce MpenopbYBa Npu
a3HaTUM.

AKTHBHOTO BEILECTRBO ALMITMMOKC € CTPYKTYPHO CBBP3aHO ¢ HHALIMH. BBnpeky ye auumuMoke He €
NPOYYBaH, PUCKBT OT MYCKYJIHA TOKCHYHOCT MOKe Aa 6bae CXOJEH € TO3M NPH HHALIMH.

Hanmomuyun

CwobwaBanu ca cayuad Ha MHONATHA W/uiH pabaomuonusa npu HMG-CoA penyxrasHd HHXHOKTOPU
(Hanp. cMMBacTATHH) €AHOBPEMEHHO NpHIaraHu ¢ AantomMuuuH. Heo6xoaumo e noeuieHo
BHHMaHHe, korato ce npeanucBat HMG-CoA peayxTaznu HHXHOHTOpPH B KOMOHHALMS C
NANTOMHLUMH, Thif KATO BCEKH OT TAX MOXKE 3 NNPHYMHH MHOMATHS W/HIH palIoMHONN3a, KOTATO CE
npunarat camoctoatenHo. Tpabea na ce o6MUCTH BpeMEHHO CriMpaHe Ha CHMBACTATHH MPH NaLHEHTH,
MpHEMAaLIH JANTOMMLKH, OCBEH aKO MON3UTE OT EAHOBPEMEHHOTO NIPUIIOKEHKE HE HAIXBBPIIAT PHCKA.,
Koucynrupaiite ce ¢ sudopMaunaTa 3a mpeanycBaHe Ha JaNTOMHULIMH, 33 1a TONYYHTE AOMBJIHHTEIHA
wHdopmauLns 3a ToBa noteHuHanHo s3aumoaelcTeue ¢ HMG-CoA peaykrasuy nuxuburopu (Hamnp.
CHMBACTAaTHH) ¥ 3a JOIVBIHUTENHU YKa3aHHA, CRBP3aHH ¢ MOHHTOPHPAHETO (BX. TOUKa 4.5).

Edbexmu svpxy yuepnus opob

[To BpeMe Ha KIHHHYHH MPOYYBaHUA, MOCTOAHHO MOBHILIEHHE HA HHBATa Ha CEPYMHMTE TPAHCAMHHA3H
(> 3 neTH ropHaTa AonyCcTuMa rpal-mua) cce Haﬁmonaaa.no I'lpH HAKOH MauHEeHTH, npuemaum
CUMBACTATHH. [IpH NpexbeBaHe MY CNHPAHE HA JICUESHHETO NPH TE3H MTAUMEHTH, HUBATA HA
TpchaMHHa.'}HTe 6aBHO ca B'b3Bp'bl.l.laJ'lH CTOHHOCTHTE CH OT ﬂpeJlH HAYanOTO HA Tepanmn"a.

[penopbUHTENHO € H3cNeaBale Ha yepHoapoOHaTa GYHKUUA Npeay HAYaNoTo Ha TEpanuUATa, KakTo U
Nno BCAKO BpeME MpPH KJIMHWYHH N0Ka3aHKUA 3a TOBa clieA HelHoTo 3anoyBaHe. [Ipu naumeHTH, npu
KOWTO ce Hanara NoBHiUeHHe Ha Ao3aTa A0 80 mg, Tpabea Aa ce NpoBeae NOMBAHKTEIHO H3CIEABAHE
HENOCPEACTBEHO MPEAH THTPUPAHETO, 3 Mecella Cliefl NOBHIIABAHE Ha Ao3aTa g0 80 mg u
nepHoaHYHO (Hamp. Ha BcekH 6 Mecela) Mo BpeMe Ha bpBaTa roauHa ot nedenuero. [Tauuenty, npu
KOMTO ce HabaKoaaea NOBHLLIABAHE HUBATA HA CEPYMHHTE TpaHCaAMHHA3H, H3HCKBAT CELHANHO
euuManme. [1pu TakuBa nauueHTH H3cneaBaHeTo 6u TpAOBa Aa ce nopTopH He3zabaBHO W citesl ToBa na
Ce H3BBLPLUBA MO-4ECTO. AKO CTOHHOCTHTE Ha CEPYMHHTE TPaHCaMHHAa3M MOKAa3BaT MOCTOAHHA
TEHAECHLIUA KbM NOBHLIABAHE, 0OCOOEHO KO ZOCTUIHAT 3 MBbTH HA/l rOpHaTa rpaHMLIa Ha HOpMaTa
NEPCHCTHPAT, MPHEMBT HA CHMBACTATHH TPsOBa na 6bae npekparen. Tpabea na ce uma npeasua, ve
AJIAT mMoske ga ce oTaens ot MyckyaHara TekaH. [lopanu ToBa, ako AJIAT ce noBuuiara
ennospemerno ¢ KK, ToBa Moxe Ja 03HauaBa Hanuuue Ha MHONATHA (BHXKTE NO-rope
Muonamua/Paboomuonuza).

Mo BpeMe Ha MOCTMAPKETHHIOBHSA ONTHT PAAKO ca chOOLIaBaHK Cy4aH Ha yepHoapoOHa
HENOCTaThYHOCT (MOHAKOra (paTanHa) NPH MALHEHTH, NPHEMALLH CTATHHH, BKIIOYHTETHO
CHMBACTaTHH. AKO ce MOABH TEKKO YepHOAPOOHO YBpeKAaHe ¢ KOPECTIOHAKPALH KITHHHYHH
CHUMNTOMH H/MNH XHNepOunupyOHHEMHA HIIH XBITEHHLA NO BPEME Ha NIeYEHHETO CbC CHMBACTATHH,
nedyeHneTo TpAOBa He3abaBHO Aa ce npekpaTH. AKO He Obae OTKpHTa ApYra €THONOTHS, He
3ar1o4BaifTe OTHOBO JIEYEHHETO ChC CHMBACTATHH.

HeKapCTBeHHHT npoaykr TpilGBa Oa ce npunara ¢ NOBHIUICHO BHHMAHHE NpH NAaUHEHTU, KOHCYMHpaUlH
3HAYUTENTHH KOTUUECTBA aNKOXOM.

Kaxro 1 npu apyrire aHTUXHNEPARNMIEMHYHH IEKAPCTBA, YMEPEHO MOBHILEHHE HA HUBATA Ha ‘
CEpYMHHTE TpaHCaMMHA3H (10 3 MbTH HAJ roOpHATa IPaHHila HA HOPMaTa) ca Ha6m011aBaHH no Bpéhw}
Ha HC‘{CHHCTO ChC CHMBACTATHH. T€31 AHOMAIIMH Bh3HHKHATH CKOpO ¢/1ea Ha4aloTo Ha Tepaqm K

JEYEHHETO.



Havarenda pynkuus na mpancnopmuume npomeuny

Hamanenara ¢yHkumusa Ha yepHoapoOHHTE TpaHCNOpTHH NpotedHn OCATP Moxe 1a yBenvuu
CHCTEMHaTa €KCMNO3MLMA Ha CHMBAcTaTHH W 1a YBEIUYH PUCKA OT MHOMaTHA 1 pabaomuoniia.
Hamanenara GyHxuma Moxe 1a HACTLIIM KATO Pe3yATAT OT HHXHDHpaHe Ha B3aUMOIeiCTBAallH CH
AexapcTsa (HanpuMep UMKIOCTIOPHH) MK MPH NALKEHTH, KOMTO ¢a HocHTeaH Ha renotvn SLCOIBI
c.521T>C.

[MaunenTture Hocurenn Ha rennus anen SLCOIBI1 (¢.521T>C), koaupalll No-MalKo aKTHBHHUA
npoteud OATPIBI1, ca c noBHLIEHA CHCTEMHA eKCNO3HLUUSA HA CHMBACTATHH M MOBHLIEH PUCK OT
muonaTtHa. PUCKBT OT CBbp3aHaTa ¢ BUCOKa A03a (80 mg) cuMracTaTHH MuonarHa obulo € okono 1%,
0e3 reneTHuHO H3cneasane. Bn3 ocHoBa Ha npoyusanero SEARCH, npn HocuTenuTe Ha
xomo3urotHus anen C (Hapuyanu cbio Taka CC), nexypaHu ¢ 80 mg, puckbT oT Muonarus e 15% B
PAMKHTE HA €JHA MONHHA, JOKATO PUCKLT NPH HOCHTENUTE HA XeTepo3uroTHua aen C (CT) e 1,5%.
Mpu nauueHTH, HOCHTETH HA Haii-uecTud reHoTHN (TT), choTBeTHUAT pHck ¢ 0,3% (BK. TOuka 5.2).
Kbaeto e Bb3MOXKHO, reHeTUHHOTO H3cnenpaHe 3a anen C TpaGea ga e yacT OT QLEHKATa Ha
CHOTHOLLEHHETO TNOT3a-PHCK, NPEIH NPEANHCBAHETO Ha CUMBACTaTHH B 103H oT 80 mg Ha Bceku
OT/EJIEH NALMEHT, KATO BUCOKHTE N03H TpADBa Aa ce U3DArBaT NpH NaiuMeHTHTE, KOMTO Ca HOCUTENH
Ha CC rexoruna. Jluncara Ha TO3H reH NpU FEHETHYHOTO U3CIEABAHE HE U3KIIIOUBA BEPOATHOCTTA 32
nosABa Ha MWOMaTH3.

Jaxapen ouabem

Hma naHnu, ye nekapcTBEHH OPOAYKTH OT KJ1aca HAa CTATHHHTE, NOBHILABAT KPbBHATA 3axap
NPHYHHABAT XHNEPTIIHKEMHUA {KOWTO U3HCKBAT CTAHIAPTHO JedeHHe Ha AHAGeT) NpH HAKOH NALKHEHTH,
KOHTO ca ¢ BUCOK PHCK OT pa3BuUTHe Ha IuabeT. To3H pHck o0aue ce KOMMEHCHpa OT NOHWKABAHE HA
CBHAOBHA PHCK NPH YNOTpedaTa HA CTATHMHH H MOPAAH TOBA HE € MPHUYHHA 32 NPEYCTAHOBABAHE HA
NIEYEHHETO Che ¢TaTHH. [Ipy pucKkOBHTE NauMeHTH (INKOKO3a Ha rnaaHo Mexay 5,6-6,9 mmol/l, BMI
>3(0 kg/m’, NOBHMILEHH TPHINHLUEPHIN WIH XHIIEPTOHHA) TPAGBA A4 Ce H3BLPLUBA KAKTO KIHHHYEH,
Taka H 6MOXMMHYEH KOHTPON, CbIIACHO HALHOHANHY NPENOPBKH.

Humepcmuyuanna beroopobua boaecm

Hma cnyvan Ha nHTepcTHUKaNHa GenoapobHa 60aecT NpH JleveHHe C HAKOW CTATHHH, BKJI.
CMMBACTATHH, OCOOEHO NPH ObJIbLI Kypc Ha fedeHHe (Bxk. Touka 4.8). CumnroMuTe Morar aa
BIUTIOYBAT 3a1yX, HETPOAYKTHBHA KallNHLA H BAOLWABAHE HA 0OWOTO cheTOAHKHE (YMOpa, 3aryda Ha
Terno W Tpecka). Ilpy cbMHeHHe 3a pa3BHTHE OT NMauHEHTa Ha HHTepcTHLManHa GenoapobHa Gonecr,
JIEUEHHUETO ChC CTATHH TpAGRa Na OBl NpeKkpaTeHo,

leduampuuna nonyrayus

Be3onacHocTTa M e)MKACHOCTTA H2 CHMBACTATHH ITPH NaUMEHTH Ha Bb3pacT oT 10 no 17 rogunu ¢
XeTepOo3HroTHa haMmIHa XHNEPXOJIECTEPONEMHS, CA OLEHEHH B €IHO KOHTPOJAHPAHO KIHHHYHO
npoyusaxe npy Mnaaex i1 crenen no TaHep u Harope K AeBOHKH NOHE €AHA FOAMHA Cied TbpBaTa
MeHCTpyauus. [auneHTuTe, NeKyBaHH CBC CHMBACTATHH, Ca HMaJTH npodua Ha Ge3onacHocT nogoben
Ha TO3H MPH NALHEHTH, NeKyBaHH ¢ nnauebo. JHo3n, no-Bucoku ot 40 mg, He ca GHJIH H3CAEABAHM
fIpH TA3H nonyaanus. B ToBa orpaHHucHO KOHTPOINPAHO NPOYYBAHE He € YCTAHOBeH 3a0eneikum
eheKT BLPXY pacTexka UITH CEKCYaTHOTO Y3PSBAHE HA MITAAEXKHTE HITH ACBOHKHTE KM KaKbBTO H [a
6110 edexT BbpXy NPOABIKHTENHOCTTA HA MEHCTPYATHHA LHKBA NP MOMHYETATa (BK. TOUKH 4.2,
4.8 u 5.1). 1o BpeMe Ha NeUEHHETO CBC CHMBACTATHH, Ha AeBoiikuTe Tpadsa Aa GbAaT NpeanoxkeHn
NoAXOAAILIM METOAH 3a KOHTpauenuus (Bx. Touxu 4.3 u 4.6). [1pu naunenTty noa 18 ronvwHa
Bb3pacT, 6e30nacHOCTTa H eUKACHOCTTA HE €a OLIeHABAHH 3a MEPUOA Ha NleYeHHe NO-Ibabr oT 48
CEIMHUM H ABIrOCPOYHHTE e(heKTH BbPXY PHIUHECKOTO, HHTENEKTYUTHOTO M NONOBOTO CH3PIBAHE HE
ca u3gecTHH. CHMBacTaTHH He € OWN NPOyHBaH NpH nawreHTH noa 10 roguiiHa Bb3pacT, KakTo H NpH
MOMHYETA, KOUTO HE Ca MMANH MEHCTPYaLHs.

[MoMollHK BELLiECTBA
Cumeacratun [eneprkon 40 mg ¢punmupann Tabnerku cbabpkar 298 mg NAKTO33/




4.5 BsanMoaelcTBHS ¢ JPYTH JeKapCTBEHH MPOAYKTH H ApYrH opmH HA BiaumMoaeiicTBHe

MuoxecTBO MEXaHH3MH MOTAT 1a AOoNpHHEcaT 3a NOTeHUHaNHU s3anmoaedcTeus ¢ HMG-CoA
peAyKTazHU HHXHOUTOPH. JlekapcTBEHH WK PaCTHTENHH NPOAYKTH, KOWTO HHXHOHpaT
MeTabONMTHHTE MBTHILA Ha onpeaeneHd eH3umu (Hanp. CYP3A4) w/wnu tpancnoprepu (Hanp.
OATPI1B), morar na noBuLLAT T1a3MEHUTE KOHLEHTPALUMH H& CHMBAcTaTHH H CHMBaCTaTHHOBA
KHCeNHHA W MOTAaT J1a A0BeAaT A0 MOBHILEH PUCK OT MHONAaTHA/pabaoMHonusa.

Koncyntupaiite ce ¢ nHpopMaLMATa 32 NPeAIMCBAHE HA BCUYKH €HOBPEMEHHO NPHEMaHH
NEKAPCTBEHH NPOYKTH, 33 /1a NOMYUHTE JOMBIHUTENHA HHOOPMALHA 3@ TEXHHTE NOTEHUHANHH
B3aUMOJEHCTBUSA ChC CHMBACTATHH W/HJIM NOTEHUNANA 32 fIPOMEHH HA EH3IWMa WIH TPAHCNOPTEPa H 33
Bb3MONKHO KOPUIrMpaHe Ha 03aTa WM CXMEMATa Ha MpHaraHe.

[MpoyuBating 3a nexkapcTBeHH B3aMMOJEHCTBHS Ca NPOBEXKAAHH CAMO NPH BL3PACTHH.

DapmarKoOUHAMUYHE 83AUMO0CHCIMEUs

Bzauvooeiicmeus ¢ Opy2u AUnUOOROHUNCABALY U IPOOYKITH, KOUMO MO2am Od RPeOU3sUKAM
MUORGMUS, NPUEMAHU CAMOCMOAMETHO.

PHUCKBT OT pa3sBHTHE HA MMOMATHUA, BKJIOUMTENHO pabaoMHONN3a, ce MOBHILABA NPH AHOBPEMEHHOTO
npunoxenue ¢ dubparu. OceeH TOBa, CbILECTBYBA (apMaKOKHHETHHHO B3aMMOMESHCTRBHE C
remdHrbpo3na, KOETO BOAH 10 MOBHILIABAHE HA NNa3MEHHTE HHBA HA CHMBACTATHH (BHXKTE No-100y
DapmaKOKHHETHYHH B3aUMOOeiHCTBHA K ToukH 4.2 W 4.4). KoraTto cumBacTaTyH u eHodubpar ce
IpHiaraT eJHOBpeMEHHO, HIMA NOKA3aTe/ICTBO, Y€ PUCKLT OT Pa3BHTHE HA MHOMATHA € paBeH Ha
CyMaTa OT HHAMBHAYATHHS PHCK 32 BCEKH OT/ENEH NPOAYKT. 3a Apyr HpHOpaTH HAMA HAJIWYHH JaHHH
OTHOCHO JleKapcTBeHaTa Oe30macHOCT H papMakokUHeTHKa. Penku cayyau Ha
MHONaTHA/pabIOMHONN3A Ca CBBP3&HU C €THOBPEMEHHOTO NPUNTOIKEHHE HA CHMBACTATHH ¢ HHALMH B
aunuaoMoaHdHUnpaut oo3u (> 1 g/nen) (Bx. Touka 4.4).

Papmaroxunemuuni 83auUMOOCHCMEUA

B Tabnnuara no-gony ca 0000LEHN NPenopbLKUTE 3a NPeINHCBaHe Ha B3IRUMOAEHCTBAIUM CH areHTH
(monbnuuTENHA HHGOPMALMA € NPEACTABEHA B TEKCTA, BHIKTE ChUIO Touku 4.2, 4.3 1 4.4).




JlekapcTBenH B3aHMOAEHCTBHS, CBHP3AHH ¢ IOBHIIEH PHCK OT PAa3BHTHE |
HA MHONATHA/pabaoMHOIH3A
BiaumoaelcTaaiy areHTH [IpenopbkH Npu npeanuceaHe
Mowinu CYP3A4 unxubumopu, [TpoTHBONOKA3HKM CHC CHMBACTATHH
Hanpumep:
Hrpakonazon
Ketokonason
[ToszaxoHazon
BopukoHazon
EpuTpomuuyH
Knaputpomuuun
TeantpoMuuHH
XHB npoTeazHH HHXHOHTOPH
(Hanp. HendHHABHD)
Bouenpesup
Tenanpesup
Hedazonon
KoGuuucrar
[Iuxnocnopux
Janazon
Cemdubposun
Jpyru ¢ubpatn (oceen Ha ne ce npeeniuasa go3zara ot 10 mg
derodubpar) CHMBACTATHH Ha JIeH
dy3uaoBa KuceanHa CpNbTCTBALLOTO NPHIOKEHHE He ce
Nanbounkanb npenopb4Ba
Huauun (HUKOTHHOBA KHCETHHA) He ce npenopbuBa cbc CUMBACTAaTHH
(= 1 g/neH) NpH a3WaTUH
AMHOMAPOH Jla He ce npeeninapa gozara ot 20 mg
AMNOIHNHH CHMBACTaTHH Ha OcH
Bepanamun
Jrrnazem
EnBaceup
["pasonperup
Jlomuranug Jla He ce npeBuiiapa no3ata ot 40 mg
CHMBACTATHH JHEBHO NPH NMALHEHTH C
XodhX
HJanroMuumnn Tpsabsea aa ce 0GMHCAN BpeMEHHO
CMMpaHe HA CHMBACTATHH TIPH
MaLUUEHTH, NpHeMaIly JaNTOMHLIHH,
OCBEH KO TION3UTE OT €AHOBPEMEHHOTO
NPHIOKEHHE HE HAZIBHLIBABAT PHCKA
(Bxk. Touka 4.4)
Tukarpenop He ce npenopbuBa CHMBAcTATHH B 103H,
HaapHwaealy 40 mg AHeBHO
Cok ot rpeitn¢pyt CBbNbTCTBALLOTO NIPUNOKEHHE TPAOBa
PuGouuxnund pa ce u3barasa

Eghexmu na opyzu rexapcmeeHnu npooyKkmu 8bpxy CUMEACMAMmuH

Bsaumooeticmsun, sxnousayu unxubumopu na CYP 344
CumBacTaTuH e cyOcTpat Ha uutoxpoMm P450 3A4, CuntuTe HHXHOUTOPH Ha LIMTOXPO
MOBHLLIABAT PHCKA OT PA3BHTHE HA MHOMATHA M pabAOMHOMH3a Ype3 NMOBULIABAHE HA
koHueHTpaums Ha HMG-CoA peaykrasara B 11a3mara no BpeMe Ha JIEUEHHE ChC C
Takupa HHXHOHTOPH Ca HTPAKOHA30N, KETOKOHA30/1, MO3aKOHA30M, BOPHKOHA30/, edh‘r‘denutyﬂ?
KJIAPHTPOMMLIMH, TETUTPOMHLIMH, HHXHOUTOpHU Ha XM B-npoteasarta (kato Hen(bHHdBHP) PR

6ouenpepup, Tenanpesup, HeazoA0H U 1EKAPCTBEHH NPOAYKTH, CbAbpXKallH KOOH




EnHoBpeMEHHOTO NPHIOXKEHHE HAa HTPAKOHA30J BOIM A0 NoBeue oT | (-KpaTHO noBKLUIaBaHe Ha
EKCIIO3HUMATA HA CHMBACTATHHOBA KHCE/IHHA (AaKTUBHHAT MeTaboMHT OeTa-XHAPOKCHUKHCETHHA).
TCJ'[HTpOMHIJ,[dH ﬂpe)ll‘l?»BPlKBa | I-KpaTHO MOBHLWABAHE HA €KCNO3WLKWATA HA CUMBAaCTaTHHOBA
KHCEHHA.

KoMOuHMpaHeTo ¢ MTpakoHa30J1, KETOKOHA30/1, 103aKkoHa30J1, Bopukonaszon, XUB-nporeasnu
HHXHOWTOpH (KaTo HenduHaBup), GoLenpeBUp, TERANPEBUP, EPHTPOMHLHH, KNAPHTPOMKLHMH,
TEJIMTPOMHLMH, Haaz0A0H H TeKapCTBEHH NPOAYKTH, ChbIbPXKAWK KOOHLUHCTAT, € MPOTHROMIOKA3aHO,
KaKTo H ¢ reMpubpo3uA, UMKIOCIIOPHH M KaHa3on (Bx. Touka 4.3). AKO TEYEHHETO C MOLLHK
uHxHOuTopH Ha CYP3A4-nnxubutopu (BeltecTBa, kouTo noeHwasar AUC npuGanzuTenHo 5 nbtu
MM NoBeYe) € Hen3bexHO, NPUEMBT Ha CHMBACTATHH TPAOBa Ja Obae npeycTaHOBEH 3a Neproaa Ha
APYroTo JieyeHHe (M Aa ce oOMHUCIM ynoTpebaTa Ha anTepHaTHBeH cTaTHH). KoMOHHauuaTa Ha
CHMBACTATHH ¢ JPYrH HE TONKOBA MOLLHH HHXMOUTOPH Ha CYP3A4: dnykonazon, Bepanamun,
aunTHaseM (BXK. Touku 4.2 1 4.4) cblUO H3KMCKBA NIOBULLIEHO BHUMaHHE.

Daykonazon
Jownaasanu ca peiakd ciiy4ad Ha pabioMHONM3a, CBbP3aHH C SQHOBPEMEHHO NPHIOXKEHHE Ha
CHMBacTaTHH H dykoHazon (Bx. Touka 4.4).

Lurrocnopun

PHCKBT OT pa3sBUTHE Ha MHONATHA/pabaoMHONM3A Ce NOBUILARA OT €AHOBPEMEHHOTO NMPHIOMKEHHE Ha
UMKIIOCMIOPHH ChC CHMBACTATHH; MOPAAH Ta3H NpUYHHA ynoTpeGaTa ¢ UMKIOCMOPHH €
NMPOTHBONOKA3aHA (BK. TOUKH 4.3 1 4.4). BenpekH 4e MEXaHH3MBT HE € HAMBLIIHO H3ACHEH,
YCTaHOBEHO €, Ue ynoTpebara Ha LMKIOCNIOPHH BOIH A0 NOBHIUIABAHE Ha MUioiuTa nod kpusarta (AUC)
Ha uuxubutopure Ha HMG-CoA penyxrasara. [lopuuaBaneTo Ha nowra noa kpusara (AUC) na

CHMBACTATHHOBATA KMCEAHHA, BEPOATHO YaCTUYHO Ce AbJKH Ha uHXUOUpane Ha CYP3A4 w/unu
OATPIBI.

Hanazon

PucKbT OT pa3BHTHE Ha MHONATHA H PadAOMHONH3A Ce NOBHLIABA NPH €IHOBPEMEHHOTO NPHIOKEHHE
Ha JaHa30 CbC CUMBACTaTHH (Bxk. TOUYkH 4.3 K 4.4); nopaau Ta3H npH4KHHa ynorpebara ¢ naHazon e
NpOTHEOMOKa3aHa (B, TOUKH 4.3 u 4.4).

Femepubposun

lemdubposnn nopuwasa AUC Ha cumBacTaTHHOBaTa KHcenuHa ¢ 1,9 MbTH, KOETO BEPOATHO Ce
ABLIDKM HA MHXHOUpaHe Ha TbTA HA raokopoHHaauuaTa nw/unu Ha OATP1BI (Bk. Touku 4.3 1 4.4).
EaHoBpeMeHHOTO MpUNoXkeHHe ¢ reMHOPO3IT € NPOTHBONOKA3HO.

Pyzucosa xuceuna

PycxbT OT MHONaTHA, BKAOYHTENHO padIOMHONN3A, MOsKE Aa C€ MOBHLIM [IPH eHOBPEMEHHATA
ynotpeba Ha y3UA0Ba KKCeNHHA 32 CUHCTEMHO MPUNOXKEHWE H CTATHHU. ETHOBPEMEHHOTO
NPHIOKEHHE HA TA3H KOMOMHALMA MOKE 13 NPHYHHM MOBHILABAHE Ha NNIA3MEHUTE KOHLIEHTPaLKUH Ha
ABeTe nekapcTBa. MEXasH3MbBT Ha TOBA B3aHMOEHCTBUE (He3aBUCHMO A e (hapMaKOAMHAMHYEH
MM hapMaKOKWHETHYEH, WX M ABETE) BCE OLLE He € U3ReCTeH. [1pH MauHeHTH, KOMTO IPHEMAT TasH
KoMOHHauuA, ca cboOLaBaHH ciiyyan Ha pabaoMHoaH3a (BIJIIOUHTENHO HAKOM ¢ daTaneH Kpaif).

AKo nedeHHe ¢ Py3Ha0Ba KHCETTHHA € HeODX0IUMO, JledeHHeTo cbe Cumeacratut ['enepukon Tpabea
Aa 6be NpeKpaTeHo MO BpEME Ha JIe4eHHETO ¢ dy3naoRa kucenuHa. Binkre obiuo Touka 4.4,

Amuodapon
PHCKBT OT pa3sBHTHE Ha MHOMATHA K pabAOMHOMH3A CE MOBHILARA OT €HOBPEMEHHOTO MPUNOKEHHE
Ha aMHOAApOH CbC CUMBACTATHH {Bk. TOUKa 4.4). B x1MHHYHO W3NUTBaHe, 32 MHONIATHA Ce ChoOLIABa
npx 6% oT nauveHTHTE, NpUEMaLLH cumMBacTaTHH 80 mg W aMHOAapOH. DT
[Topaau ToRa, NMPH NALMEHTH, KOHTO CE JIEKYBAaT €HOBPEMEHHO C AaMHOJAPOH, ,uHeBHaTa ﬂosa'ua.:?
CHMBAcCTaTHH He TpAOBa fa npepuinasa 20 mg.

Broxepu na xaryuesume xanaiy (Katyuesu aHMAzOHUCMU)
. Bepanamun



PuUckbT OT pa3sBHTHE Ha MHOMATHA H PabAOMHONIN3A CE NOBHILABA NPH €IHOBPEMEHHOTO
NpUIOXKEHHE Ha BepanaMui cbe cumpactatd 40 mg unu 80 mg (Bx. Touka 4.4). [Ipu
(apMaKOKHHETHYHO NPOYYBaHE, €AHOBPEMEHHOTO NMPHIIOKEHHE C BEPanaMua BOAH A0
2,3-KpaTHO NOBHLIABAHE HA €KCMO3ZHLIMATA HA CHMBACTATHHOBA KHCETHMHA, KOETO BEPOATHO ce
IBJIXKHK OT 4acTH Ha HHxHOKpaHe Ha CYP3A4. [lopann Tosa, Npy NaLMEHTH, KOUTO CE NEKyBaT
€IHOBPEMEHHO ¢ BEpPanaMul, THEBHATa 1032 Ha CHMBACTATHH He TpAGBa aa npesnasa 20 mg.

* Hurmuazem
PHUCKDBT OT pa3sBUTHE Ha MHOMATHA M padAoOMHONN3A Ce MOBHILARA [TPH €AHOBPEMEHHOTO
NPHIOKEHHE HA AMNTHA3EM cbe cuMBacTaTHH 80 mg (. Touka 4.4). Ipn papmakokHHeTHYHO
NPOY4BaHe eNHOBPEMEHHOTO MPHIIOKEHHE HA AWITHA3EM BOAKW A0 2,7-KpaTHO MNOBHILABAHE Ha
€KCMO3ULMATA HA CHMBACTATHHOBA KHCEJIHHA, KOETO BEPOATHO C& Ib/DKH Ha HHXHOHpaHe Ha
CYP3A4. IMopaau ToBa Npu MaLIHEHTH, JIEKYBAHH €1HOBPEMEHHO C AUNTHA3EM H CHMBACTATHH,
JIHEBHATA 1032 HA CHMBACTAaTHH He TpAOBRa Ja npesuiwuasa 20 mg.

. Amroounun
[MaupeHTH, IpUEMalIH €1HOBPEMEHHO aMIOAUNIMH ¥ CHMBACTATHH, Ca C NIOBHLLUEH PHCK 34
pa3euTHe Ha MHonaTus. [lpH hapMakoKMHETHYHO TIPOYYBAHE, €AHOBPEMEHHOTO NPHIOKEHHE
Ha aMI0AHNHH BOAM 0 1,6-KpaTHO NOBHLIABAHE HA EKCIIO3HLMATA HA CHMBACTATHHOBA
kuceindua. [lopaau ToBa, Npy NALKEHTH, IEKYBAHH €JHOBPEMEHHO € aMIOAUIIHH U
CHUMBACTATHH, JHEBHATA [03a HA CUMBACTATHH He TpaOBa na npesuluasa 20 mg.

Jlovmumanuo

[Ips eOHOBPEMEHHO NMPHNOKEHHE HA IOMHTANHA CBC CHMBACTATHH, PUCKDLT OT MHOMNATHA H
pabnomuonusa MOKe Ja ce MOBHIIM (Bxk. Touxu 4.3 u 4.4). Cnenoratento, npu nauueHTH ¢ Xo®X,
1103aTa Ha CHMBACTaTHH He TpAdBa Aa HaaBHlnaea 40 mg AHEBHO MPH ChIOBTCTBALLA TEPANUA ¢
NOMMUTANKA.

Ymepeno mougnu unxubumopu na CYP3A4

[MaumeHTHTe, NPUEMALLH €IHOBPEMEHHO ChC CHMBACTATHH JPYTH JIEKAPCTBEHH NPOYKTH,
onpeneNaHy KaTo yMepeHo MoLHn nHxubutopu Ha CYP3 A4, ocobeno ako ca Ha BACOKa 103a
CHMBAacTaTHH, MOXE [a Ca ¢ NOBULIEH PUCK OT MHONATHA (BX. Touka 4.4).

Hweubanopu na mpericnopmuus npomeurs OATPIB1

CHMBACTaTHHOBATA KHCENHHA € cybeTpar Ha TpaHenopTHus npotenH OATP1B1. EnrospeMeHHOTO NpHiokeHHe
Ha /IEKAPCTBEHH MPOAYKTH, KOMTO ¢a HHXHOHTOpH Ha TpatcnopTHus npoterH OATP1BI, moske na aosenie no
[OBHLUIABAHE HA MUTAIMEHHTE KOHLIEHTPALIMH Ha CHMBACTATHHOBA KHOR/IMHA H MOBHLLEH PHCK OT MHOMATHS (B
Touku 4.3 n 4.4).

Huxubumopu na npomeuna na pezucmenmuocm Ha paxa Ha 2vpoama (BCRP)

EaHOBpeMEHHO NPUICKEHHE Ha JIEKAPCTBEHH MPOYKTH, KOHUTO ca HHXHbutopu Ha BCRP,
BKNHOUMTENTHO MPORYKTH, ChABPKALIN e16acBHp WIH rpasonpesup, MoXe Ja JOBEAEC IO NOBHIIEHH
nna3MeHH KOHLEHTPALHH HA CHMBACTATHH H MOBHLIEH PHCK OT MHOTATHA (BXK. TOUkH 4.2 1 4.4).

Huayun (nuxomunosa xucenuna)

Penku cnyuyan Ha MHonaTys/pabaoMHOH3a ca CBbP3aHH € €1HOBPEMEHHOTO NIPHIOKEHHE Ha
CHMMBACTATHH M HHAUMH B nunuaomMoanduuupalitn 1o3u (> 1 g/oeH) (HHKOTHHOBA Kucenuna). Ilpn
($hapMaKOKHHETHYHO MPOYYBaHe, €1HOBPEMEHHOTO NPHIOKEHHE HA €AHOKPATHA N03a 2 g HHKOTHHOBA
KHCEJIMHA C YABDKEHO 0cBobo1aBaHe ¢ 20 mg CUMBACTATHH BOAH O YMEPEHO YBENH4aBaHE Ha
nnowra noa kpusata AUC Ha CHMBacTaTHH ¥ CHMBAcTATHHOBATa KHceaHHa M Ha Cmax Ha
n1a3MeHaTa KOHUEHTPaUKa Ha CHMBacTaTHHOBATA KHCEIIMHA.

Tuxazpenop

AUC na cumeacTtatuH choTBeTHO ¢ 81% 1 56%, kakTo W Ha noBriuaBaHe HA Crpax U AUC Ha
CHMBACTATHHOBATA KHCEJIMHA CBOTRETHO ¢ 64% W 52%, KaTo B OTAENHH CiTyvaH ce nocmra 2\510 3-
KPATHO NOBULIABAHE.




EaHOBpeMeHHOTO MPHIOKEHHE Ha THKarpenop U CHMBAacTaTHH B 103K, HaaBuIaBaud 40 mg qHeBHo,
MOJKE /1a IOBE/E 10 HEXENaHH PeaKkLUdH Ha CHMBACTATHH W TpAOBa Aa ce NpeLeHH crnpamo
NoTeHUHaNHKTE NoA3H. CHMBACTATHH HE OKa3Ba BNHAHME BbPXY MJIA3MEHHUTE KOHLUEHTPALIMH HA
THkarpenop. He ce npenopbusa eqHoBpeMeHHa ynoTpeda Ha TUKArPEop ChC CUMBACTATHH B 103H,
Haneuwasauiy 40 mg.

Cox om cpetmppym

Cok ot rpedndpyT nHx1ubupa uitoxpoM P450 3A4. ENHOBPEMEHHHAT NPHEM Ha rofeMH KONHYECTBA
COK OT rpeHndpyT (Han | TUTLP AHEBHO) M CHMBACTATHH BOIM A0 7-KpPaTHO YBEAH4eHHe HA
€KCTO3HLMATAa Ha CHMBACTAaTHHOBA KuceaHHa. [IpuemsbT Ha 240 ml cok or rpeiingpyT cyTpHH H
CUMBACTaTHH BeYep BOAM 10 1,9-kpaTHO yRenuueHue, 3aTOBa MPHEMET Ha COK OT rpeiindpyT no
BpEME Ha JieueHHe CbC CHMBACTaTHH TpsOBa Aa ce u3barea.

Koaxuyun

HMa ciyyau Ha MuonaTusa ¥ pabaoMHoiH3a NpU eJHOBPEMEHHOTO MPHIIOIKEHHE HA KOXHIHH ChC
CHMBACTaTHH NpPH NAUKEHTH ¢ yBpeaeHa OnOpedHa yHkuua. [penopbyBa ce CTPUKTHO KIHHHYHO
MOHHTOpHpPAHE Ha MaLUMEHTH, NPHEMALLH Ta3u KOMOHHALKS.

Hanmomuyun
PuckbT oT MHONaTHa W/unM paGaoMHonu3a Moxe Aa 6bae ROBHLLIEH NIPH eAHOBPEMEHHO TIpUiaraHe
Ha HMG-CoA peaykrasHid MHXUOMTOPH (Hanp. CHMBACTATHH) W JANITOMHLMH (B3, Touka 4.4).

Pudpamnuyun

Tri kato pudamnuumy e MoweH uaayktop Ha CYP3 A4, npu nauueHTHTE, KOHUTO Ca Ha
NPOIBIKUTENHO NieueHHe ¢ pudaMIHUKH (Hanp. neueHue Ha TyOepKynosa), Moxe 1a WMa 3aryfa Ha
edekTa Ha cuMBacTaTHH. [IpH hapMakOKMHETHYHO NPOYy4BaHe MpH 34paBH JOOPOBONLM, NIOLUTA NOX
KpuBara Ha nnasmeHata kosueHTpauns (AUC) 3a cHMBacTaTHHOBATA KHCeNHHA e Hamanena ¢ 93%
NPH €AHOBPEMEHHOTO NPHJIOKEHHE Ha PH(PAMNHLIMH.

Edhexmu na cumgacmamun 8vpxy (hapMakoxunemuxama Ha opy2u lexapcmsenu npooyxkmu
CHMBacTaTHH He npuTekaBa HHXUOUpaw edexT cnpamo uartoxpom P450 3A4. CnenoeatenHo, He ce
0YaKBa CHUMBACTATHH /14 MOBJHAE [U1a3MEHHUTE KOHLIEHTPAUHH Ha BELIECTBA, KOHTO ce MeTabonuaupar
ype3 P450 3A4.

Hepapannu anmuxoazyraumu

[Ipu ABe KNTHHHYHM NPOYYBAHUA — €HO NPH 3APaBH AGOPOBOILH W APYTO MNPH MALHEHTH ¢
XMNIEPXONECTEPONIEMHS, € YCTAHOBEHO, Y€ CHMBACTATHH B 103H 20-40 mg nHeBHO npeav3BUKBa J€KO
YBEJIMUEHH Ha eeKkTa Ha KyMapHHOBHUTE AHTHKOATYJIAaHTH: NPoTpoMGHHOBO Bpeme, uipasdeHo B INR
enuHHLM (International Normalized Ration), ce noByuIaBa oT M3XOAHOTO HUBO OT 1,7 Ha 1,8 nipu
NPOYYRAHETO NMPH AGGPORONLM H OT 2,6 Ha 3,4 MpH NMPOYUBaHETO ¢ NaUMeHTH. Cly4an Ha NOBHILEHO
INR ce cbobiasat MHoro paako. [1pH nauneHTyH, U3NON3BALIY KyMapHHOBH aHTHKOArY1aHTH,
nporombruHOBOTO BpeMe TpabBa na ObJe OnpeaeneHo NpeaH 3anouBaHe Ha JIEYEHHETO Cbe
CHUMBACTATHH H AOCTATBHHHO YECTO CJIE] TOBA B HAYANlOTO HA NEYEHHETO, 3 14 ce rapaHTHpa JIuncara
Ha 3HAYMTENHH NPOMEHH B NpOTOpOoMOHHOBOTO BpeMe. Cnea KaTo ce YCTAHOBAT CTaOHITHH HHB&E Ha
MpOTOMOMHOBOTO BpeMe, CTaBa BL3MOMHO TO3M N0OKA3aTeN Ja ce MOHUTOpHpa Ha oOuuakinnTe
HHTEPEAH, NPenophUBaHH OOMKHOBEHO HA MALMEHTH, H3NOA3BAUIH KYMAPHHOBH aHTHKOAryNAaHTH.
AKO 103aTa Ha CHMBACTAaTHH € MPOMEHEHA WITH JIEYEHHETO CE NpeKbcHE, € He0OX0aHWMO Aa ce NOBTOPY
cblara npouenypa. [py nauMeHT™, KOHTO He Ca W3NOM3BAMH AHTHKOATYJIAHTH, JIEUEHHETO CbC
CHMBACTaTHH He Ce CEBP3Ba C KbPBEHE WX NPOMEHH B NPOTOMOMHOBOTO BpeME.

4.6 @epTHAHTET, OpEeMEeHHOCT H KbpMeHe

bpemennocm -
CuMBacTaTHH € NPOTHBONOKA3aH N[O BpeMe Ha OpeMeHHOCT (BXK. Touka 4.3). A

bezonacHocTTa pH 6pe~1eHH1«| HE € YCTAHOBECHA. He ca MPOBCIKIAAHH KOHTDPONTHPAHH KJIHHHY

Hit
NPOYYBaHMA ChC CUMBACTATHH MpK SpeMeHHH eHu. [TonyueHH ca peaku choOLeHHs 3!1\\ﬁponeﬁru

Y \‘%
\‘};\\q ,



aHOMaJIHK cned WHTpayTepuHHa ekcnoznuua Ha HMG-CoA penykraznu uHxubutopu. Ipu aHanus Ha
OaHHHTeE, NnonyyeHd ot npubnusutento 200 npocneneHn 6peMeHHOCTH, KOMTO ca BHITH H3JI0KEHH
1ipe3 NbLPBOTO TPHMECEUHE HAa CHMBACTATUH HAK Apyr noaoden HMG-CoA peaykraseH uHxubuToOp, €
YCTaHOBEHO, Y€ YECTOTaTa Ha BPOAEHUTE aHOMAIMH € CpaBHHMa ¢ Ta3u, Habnionasana B ofwara
nonynauua. bposaT Ha 6peMeHHOCTUTE € CTaTHCTHYECKH NOCTAaThYEH, 3a Ja Ce M3KIOUH 2,5-KpaTHO
HIIH [10-TOAAMO YBEIMYEHHE HA BPOJCHHTE AHOMAIUH CMPAMO OOLLUAT WM Gpoii.

BLnpeku ye HAMA JOKA3ATENCTBA, Y€ HECTOTATA HA BPOAEHUTE AHOMAIHMH B NIOTOMCTBOTO Ha
NAaUMEHTKH, NPHEMALLHN CUMBAcTAaTHH UK ApyrH cxonid HMG-CoA penykrazHu HHXHOHTOPH, ce
paznvyasa ot Habniogasanara py o0WATA MONYNALKHS, JIEUEHHETO HA MAiKH CbC CHMBACTaTHH MOMKE
Ja AoBene [0 HamansBaHe Ha GeTanHWTE HYWBA HA MEBANOHOBA KHCEIIHHA, KOATO € [IPEKYPCop Ha
GuocuHTe3aTa Ha xonecTepos. Thil KaTo aTepockiiepo3aTa € XPOHHUEH NPOLEC, NPEKLCBAHETO Ha
TEPANHATA C NOHKABALIYM JIMITHAMTE TEKAPCTBA MO BpeMe Ha OpEMEHHOCT MMa MANKO BAHAHHE BbPXY
IBITOBPEMEHHHUSA PHCK, CBBP3aH ¢ MbPBHYHATa XHUnepxonecteponemua. [lopanun Te3u npuunnm
CHMMBAcCTaTHH He TpAGBa Ja ce H3NOJI3Ba NPH OPEMEHHH XKEHH, MPH XKEHH, KOMTO Ce ONUTBAT Aa
3a0peMeHEAT WiH NMPH TE3H, 32 KOHTO ce Mpeanonara, ue ca opeMeHHH. JIeUeHHETO ChC CHMBACTATHH
TpabBa Aa ce NpeycTaHOBH Npe3 nepyioaa Ha OpeMEeHHOCTTa MIIH JOKATO He Ce YCTaHOBH, Y€ JKEHATa
He € OpeMeHHa (BiK. ToukH 4.3 1 5.3).

Kvpmene

He e u3BecTHO nany CHMBACTATHH WK HEFOBHTE META0ONIHTH €& EKCKPETUPAT B MaitYHHOTO MITAKO.
TobH KaToO MHOrO JleKkapcTBa ce eKCKPETHPAT B KbpMaTa M opaiH MOTEHUHATHUS PUCK OT CEPHO3HH
HeXeNaHH peaklMH NpH KbpMEHH HOBOPOAEHH, sxeHHTe, npuemawty CumeactaTiH ['eHepHKOH, He
6uBa na xepMAT (BxK. TOukH 4.3).

Depmurumem
JIMncear KIMHHYHH JaHHH OTHOCHO €EeKTHTE Ha CHMBACTAaTHH BbPXY DepTHIMTETA NIPH XOpa.
CuMBacTaTHH He € uMan edekT BbpXy (epTHIHTETA NPH MBXKH H JKEHCKH NTbX0BE (BXK. TOUKa 5.3).

4,7 EdexTH BEpXY cnocobHOCTTA 32 ModHpaHe H pafoTa ¢ MAIIUHH

CumBacTaTiH HAMA WIH MMA HE3HAYMTENIHO BIIMAHWE BLPXY cniocebHoCTTa 3a WwodHpaHe W paboTa ¢
mMalIMHH. Burpeky ToBa, npu wodupate wiK pabora c MallHHK TpaOBa Aa ce ¥Ma ApPEeABHA, He MMA
pedKH chOSLIEHHS 33 CBETOBLPTEXK B [IOCTMAPKETHHIOBUTE NPOYUYBaHHA.

4.8 Hexenann NekapcTBeHH peaKUHy

YectoTaTa Ha A0NyH3OpOEHHTE HEKENAHHTE JIEKAPCTBEHH PeaKkLMH, KOUTO ca ChoGLUAaBRaHH 10 BpeMe
Ha KIHHHYHH H3NMUTBAHUA W/ MM NOCTMAPKETUHIOBHA MEPHOJ, € ONpeeNieHa B3 OCHOBA Ha OUCHKa
Ha YEeCTOTaTA HM MO BPEME HA FONEMH H APOABIKHTENHU Malueb0-KOHTPONKPaHH KITHHHYHH
H3INUTBaHWA, BilouuTenHo HPS (Heart Protection Study) v 4S (Scandinavian Simvastatin Survival
Study), B xouto y4yactear ceoTBeTHO 20 536 1 4 444 naumenTa (8. Touka 5.1). ITo Bpeme Ha HPS
H3MHTBAHETO ca OTOENA3BAHH CAMO CEPHO3HH HEXeNaHH PeaklHH, KakKTO W MHAJITHA, NOBHILEHW HHBa
Ha cepyMHuTE TpaHcamuHaiK i KK. [1o BpeMe Ha 4S WINHTBAHETO ca YCTAHOBEHH BCHUKH HeXKelaHH
peakyuMH, OMHCaHU MO-10Y. AKO 4ecToTaTa MpH CHMBacTaTHH e GHIIa ¢ No-Manka WK nogobHa Ha
Ta3M MpH Naauedo B Te3W U3NIMTBAHHA U € UMAJO Nofo0HH, O0ACHHMM NMPHYHHHO-CBbP3aHH
CTMIOHTAHHO QOKTAABAHH CHOMTHS, T€3W HEXKENAHYU JIEKAPCTBEHH PEakUMH C€ KaTETOPH3HPaHH KaTo
“penKu”.

Mo Bpeme Ha npoyusaneTro HPS (k. Touka .5.1), Brmousawto 20 536 nauueHTa, nekysaHu ¢ 40 mg
cUMBacTaTHH aHeBHO {n = 10 269) wiu nnaueto (n = 10 267), npodunsT Ha GezonacHOCT HA

NalMEHTHTE, Noy4asany 40 mg CHMBaCTaTHH M Ha TE3H, NOJy4asanu rauedo, € CXoeH Mo BpeMe. -

Ha NPOABLIKHUTENHOCTTA HA KIIMHHYHOTO npoysiBaHe (Okono 5 rognuu). YectoTarta Ha npemcﬁaﬁe ua r.: L
TEpafnMATA NOPAAH HEKENAHH IEKAPCTBEHH PEAKLIMM NPH ABETE MPYTH ChUIO € CXoaHa (4, 8/ Jﬁm '
MaLuHEHTHTE, nonyyasanu 40 mg cuMBacTaTHH ¥ 5,1% npH nauMeHTUTE, NONyYaBanu mlaueﬁo)
YecroTara Ha MMONIAaTHATA NP NaLHeHTHTE, nonyyasany 40 mg cumeacratut e 0,1%. Hbsnmenn

HHBA HA CEPYMHHTE TPAHCAMHHA3H (>3 N'bTH roOpHaTa AOMYCTHMA [PAHHLIA, ITOTBLPACHH; npu .




NMoBTOpeH aHanu3) ce Habmoaaear npu 0,21% (n = 21) oT naumeHTUTe, Nony4und 40 mg CUMBACTaTHH
1 0,09% (n = 9) oT NnauMeHTHTE, NONYYHIH Nnauedo.

YecToTaTa HA HEXKENAHUTE NEKAPCTBEHH PEAKLMH Ce ONpenens CbrNacHo cleaHaTa KnacHuKauus:
MHoro uecty (>1/10), yectn (>1/100, <1/10), nHeuectu (=1/1000, <1/100), peaxu (=1/10000,
<1/1000), muoro peaku (<1/10000), ¢ Hen3BecTHA 4eCTOTA (OT HANUYHUTE JAHHH He MOXe Aa Dbae
HanpaBeHa OLEHKaA).

Hapyluedus Ha KpbBTa ¥ JHMQpHATA CHCTEMA:
Peoru: anemus.

Hapytuexus Ha uMyHHaTa cucTEMa:
Mruozo peoru: anadunaxcus.

TMcHXHYHH HApYLIEHHA:
Muozo peoru: 6escbiine
C Heuzsecmna wecmoma: NENpPecus.

Hapyiienus Ha HepBHaTa cHcTema:

Peoxu: rmasobonue, napecresms, 3aMasHOCT, nepudepHa HeBpONaTHs;
Mruozo pedru: yBpexaane Ha NameTTa;

C neuzgecmua vecmomd: MKRACTEHUS MPABHC.

PecnHpaTopHy, TpbAHA W MEAHACTHHANHK HAPYLIEHHUA:
C Heuzsecmua yecmoma. WHTepCTHLIMANHA GenoapolbHa GonecT (Bi Touka 4.4).

CToMaluHO-4YpeBHH HAPYLIEHHA:
Peoxu: xoHcTunanus, Kopemua 60/1xa, ra3oBe, JUCTIENCHS, AWapUd, raeHe, NOBPLILaHe, MAHKPeaTuT.

XenaToOuaHapHH HapyWeHH:
Peoxu: xenaTut/ HKTEp;
Mnozo pedxu: viepHoapobHA HENOCTATLYHOCT, B HAKOM CNy4aH tartaiHa.

HapyuieHra Ha KoxaTa H IOJKOXKHHTE ThKAHH:
Peodxu: koxeH 00pHB, NPYPUTYC, ANICNIELHA;
Muozo pedku: NHXEHOHWAHH NIEKAPCTBEHH €PYTILHH.

Hapywenus Ha oumre:
Pedxu: 3aMBraeHo 3peHHE, HAPYLLEHO 3peHHe;
C Heuzgecmna vecmoma: OMHA MHACTEHA.

Hapyinenns Ha Mycky/HO-CKENETHATa CHCTEMA U CHEIUHUTENHATA THKAH:

Peodxu: muonatus* (BKIHOUMTENHO MHO3UT), pabaoMuonn3a ¢ wid 6ez octpa 6vOpeuna

HENOCTaThYHOCT (BK. TOUKA 4.4), MHANTHA, MYCKYJIHH CMA3MH;

Mhuoeo peoxu: Mycky/iHa pyniTypa;

C HeuzgecmHa vecmoma: TEHAWHONATHA, MOHAKOrA YCI0XKHEHA C PYNTYpa, MMyHOMEAHHPaHa

HGKpOTHSHpaLHa muonatua (MMHU) **
B €4HO KIHHWUHO NpOy4BaHe, MHONATHA ce pa3BHRa OOMKHOBCHO NPH NALUHEHTH, JIEKYBAHH ChC
cumBacTaTHH 80 mg Ha AeH B CPaBHEHHE C MALIMEHTH, JIEKYBaHH cbe ciMBacTaTHH 20 mg Ha
neH (1,0% cnpamo 0,02%) (Bx. Toukd 4.4 n 4.5).

**  MHOro pamKo ca choOUIARAHH CITyYaH Ha UMYHOMEIMHpaHa HekpoTHaHpaiua muonats (MMHM),
2BTOMMYHHA MHOTIATHSL, MO BPEME HA WIH CJIe]] IEYEHHE C HAKOH cTathHH. KnuHuuHo I/IM%;}\

XApaKTepH3Hpa €: NEPCHCTHPALLA NPOKCHMATHA MYCKYJIHA C1a00CT H NOBHLLIEHH CEPYM
KPEATHH KHHA3ATA, KOUTO NIEPCHCTHPAT, BLITPEKH MPEKPATABAHETO HA JIEYSHHETO ChC
OuorncHs, MoKa3BalIA HEKPOTH3HpaLLA MuonaTHa O3 3HAUUMO BE3NANEHHE; noaoGpe
MMYHOCYNPECHBHH cpeacTea (B, Touka 4.4).




HapywieHHs Ha Bb3NPOUIBOMTENHATA CHCTEMA U THp/AATA!
Mrnozo pediiu: THHEKOMACTHA;
C Heuzgecmna wecmoma: epeKTUIHA THCDYHKIINA.

OO6LH HapylIeHHs H edeKTH Ha MACTOTO HA NPHAOKEHHE!
Peoru: acrenus.

CbobLuaBa ce 3a peiKkH cly4an Ha CHHIPOM Ha CBPBXUYBCTBUTEIHOCT C €AMH HH NOBEYE OT
CNeJHUTE CHMNTOMK: aHFMOHEBPOTHUEH eAEM, JYNYC-TIoA00eH CHHAPOM, PEBMATHUHA NOJUMHANTHA,
NEPMaTOMHO3MT, BACKYJINT, TPOMBOLMTONEHHA, eo3nHodunus, nosrwena CYE, apTput v aprpanrus,
YPTUKapua, (POTOUYBCTBUTENIHOCT, TPECKA, 3a4ePBABAHE, JUCTIHER ¥ OTNAJHANOCT.

Hscnenpanus:
Peoku: noBuInaBaHe HMBATa Ha cepyMHUTe TpaHcaMuHazu (ALT, AST, y-GT) (Bx. Touka 4.4),
ankanHara (octartasa u cepymuara KK (sx. Touka 4.4).

[Mosninasarie Ha HbA 1c M cepymMHHTE HHBA HA IMIFOKO3a HA MAAHO ¢a CbOOWABAHU MPH CTATHHH,
BKJIIOUMTENHO CHMBACTATHH (B. TouKa 4.4).

[Tpu NOCTMAPKETHHIOBHA ONKMT PAAKO ca CbOOLIABAHK CTy4aH HA KOTHUTHBHO yBpeskaaHe (Hanp.
3aryda Ha nameTTa, pa3ceAHOCT, AMHE3HA, YBPEXIaHe HA MAMETTa, OOBbPKBAHE), CBBLP3AHH ¢
ytioTpebaTa Ha CTATHHH, BKIIIOUHTENIHO CHMBACTaTHH. CboOILeHNnATa OBHKHOBEHO He Ca CEPHO3HH H
ca oOpaTUMH NMpPH NPEKBLCBAHE HA IEYEHHETO CbC CTATHH, € PANIHYHO BPEME HA NOABA HA CHMOTOMHTE
{1 aeH o0 roaMHa) M OT3BY4aBaHe HA CUMIITOMHTE (MEOHAaHA 3 CeOIMHLIN).

CrenHuTe HeXeaHH peakliHi ca Habnoaasany npu ynorpedara HA HAKOH CTATHHH:

. HapyLlIEHHS HA CbHA, BKJIIOUBALLM HOLUIHH KOLIMApH;
. ceKCyalHa AHChYHKLIMS;
. 3axapeH AMabeT: 4ecToTaTa My 3aBHCH OT HAUTHUMETO MH OTCBCTBHETO HA PHCKOBH GakTopH

(cTolHOCT Ha KpBbBHA 3axap Ha raagHo >5,6 mmol/l, HHaekc Ha TenecHaTa maca (BMI)
>30 kg/m?, NOBHIIEHH TPUINHUEPHAH, AHAMHE3A 33 XHTIEPTOHUS).

[leanaTpruHa nonyaauus

B 48-ceaMHuHO nNpoyyBaHe, BKIOURALIO Nela ¥ oHomH (MnanexH Il crened no TaHep v Harope u
NeBOHKH MOHE €H2 roJWHa cliej MbpBata MeHcTpyauus) ot 10 no 17 roaniuxa Bw3pacr ¢
xeteposuroTna gamunna xunepxosecteponemus (n = 175), npodunsT Ha 6€30MaCHOCT H NOHOCHMOCT
Ha rpynara, JiekyBaHa ChC CHMBACTaTHH, € MoA00eH Ha TO3M NpH rpynara, 1eKysaHa ¢ nnaue6o.
Jbarocpounnte eekTH BPXY (DH3HYECKOTO, HHTENEKTYATHOTO H NOAOBOTO Ch3PABAHE HE ca
u3BecTHU. Hama 3an0B0NIHTENHH DaHHH Cield €dHa roauHa Tepanus {ex. Touku 4.2, 4.4 n 5.1).

CroblllagaHe Ha MOZO3NPAHH HEKENAHH DEAKI[HH

CpoliiuapaHeTo Ha NOJO3HPAHH HeXKellaHH peaKLMH cllel paspellaBane 3a ynotpeba Ha AekapcTBeHus
NPORYKT € BaxKHO. TOBa NO3BONABA Aa NPOALIKH HAOMOAEHUETO HA CHLOTHOLIEHHETO 110N3a/pHCK 2a
NeKapcTeeHusa Npoaykr. OT MeAHLMHCKHTE CNELMATMCTH CE H3HCKBA Aa ChoOaBaT BCAKA
NoA03MpaHa Hexenana peakuus 4ped M3nbnnurenua areduus no nekapcreara yi. ,.Jamas pyer”

Ne 8, 1303 Codua, Ten.: +359 2 8903417, yebeaiit: www.bda.bg.

4.9 Ilpenoinpane

Jocera nMa crobLueHns 3a HAKONKO Cllydas Ha npeos3vpane. Makcumannara npuera no3a e buna
3,6 g cumBacTaTun. Berukn nauvenTy ca ce Bu3cTaHoBHAH Oe3 mocneacTeusa. Hama cncumjmlmo

NCYCHHE B cnyqau Ha Mpeao3npaHe. L :'."_, , .\\.‘

B cnyuait Ha npeno3upaHe e HeOOXOAMMO A C€ NMPHIOKAT NOAAbPKALUH MEPKH W 11@. ce- A1pi
CHMITOMAaTH4YHH CpPeACTRa.




5. ®APMAKOJIOTMYHH CBOMCTBA
5.1 ®dapmakogHHAMHYHH CBOJicTBA

MDapmakoTepaneBTH4Ha rpyna: UHXu6uTopy Ha HMG-CoA penykrazara
ATC kon: C10A AQI

MexanuasM Ha geifcTBHE

Cnen nepopaiHo NPUNOXKEHHE, CHMBACTATHH, KOHTO € HEAKTUBEH NaKTOH, C€ XMAPOIH3HPA B HEePHHUA
Apob 10 cbOTBETHATA P-XHAPOKCHIHA KHCeMHA, KOATO € MoweH HHxubuTop Ha HMG-CoA
peayxrasara (3-xuapokcu-3-meTiuirytapua CoA peaykrasa). Tosu eH3uM KaTanKiupa
koHsepTipateTo Ha HMG-CoA B MeBanoHar, paHHHMA CKOPOCTOONpeRensll eTan B OHOCHHTE3aTa Ha
XOJIecTEpOIA.

CHMBacTaTHH NOHHXKAaBa KAKTO HOPMANTHHTE, Taka M MOBHLIUEHUTe KOHUeHTpawwu Ha LDL
xonecrepona. LDL xonecrepontt ce dopMHpa OT AHNONPOTEMHHTE C MHOTO HHcka mvbTHOCT (VLDL)
v ce katabonu3upa npesumuo ot LDL peuentopute ¢ Bucok apuuuTer. [loHwKkaBaHeTo HHBaTa Ha
LDL oT cHMBacTaTHH MOe 1a BKJIICYBA KAKTO NOHHXABaHe HA KOHUeHTpauuaTa va VLDL
XONEcTepoa, Taka W HHAYLUHpane Ha LDL-peuenTtopa, koeTo BOAW A0 NMOHWKEH CHHTE3 M 3aCHiEH
kaTaboan3nM Ha LDL xonectepona. Hueata Ha anonunonpoTtenH B chblio ce NOHWKABAT 3HAUUTENTHO
NpH JieyeHHe CLC CHMBACTATUH. B fonbanenre, cHMBACTATHH YMepeHo NOBHILaBa HHeaTa Ha HDL-
XOJIECTEPONIa W MOHMKABA HUBATA Ha TPUrITHUepHAHTE. B pe3ynTar oT Te3an NpoMeHH, OTHOLICHHATA
mexay obwus 1 HDL-xonectepona v mexay LDL w HDL-xonectepona ca peayunpasu.

KnunnuHa edukacHocT u He3omacHocT
[losuuen puck om xopoHapHo cbpdeyno 3aborasane (HBC) utu chiyecmayeauo KOpoHapHo
Cchpoeyno 3aboaneane

Mo Bpeme Ha HPS-npoyusaremo (Heart Protection Study), edekTsT OT NeYEHHETO CbC CUMBACTATHH €
oueneH npu 20 536 nauuenTa (Ha Bb3pacT Mexay 40 1 80 romuun), ¢ wiu Oe3 XxunepaunuoeMua v
KOPOHapHO ChpaeyHo 3aboAABaHe, CbAOBA OKITy3MBHA BonecT nau 3axapeH auabert. B Tora
npoy4BaHe, NPOALMKUIO 5 roauHu, yyactear 10 269 nauveHTa, npHemallid CHMBACTaTHH B
noskposka 40 mg Ha aeH H 10 267 nauvenTa, nonyyasawm miauebo. 6793 nauventa (okono 33%)
uMmar HuBa Ha LDL-xonectepona noa 116 mg/dl; 5 063 nmaumenTa (25%) ca ¢ HuBa Mexay 116 mg/dl
u 135 mg/dl, a 8 680 naumenTa (42%) ca ¢ uuBa, no-sucoku ot 135 mg/dl.

Jleuennero ¢ 40 mg KHEBHO CMMBACTaTHH CPaBHEHO C NJaleto 3HA4YMUTENHO MOHHAKARAa CMBbPTHOCTTA
(1 328 [12,9%]) npu nauMeHTHTE, NONYYaRallH CUMBAcTaTHH, cpewty 1 507 {14,7%] oT nauueHTHTE,
nony4asawiu ruiauedo; p = 0,0003), nopaau noHuxarane ¢ 18% Ha cTeneHTa Ha CMBPTHOCT B
pesyatar oT cbpaeuHo 3abonasaHe (587 [5,7 %] cpewy 707 [6,9 %]; p = 0,0005; abconroTHaTa
peaykuus Ha pucka e 1,2%). [loHnkeHaTa CMBPTHOCT B CiTy4anTe 6e3 ChpAEHHO-CHAOBA €THOIOTUS
HAMA CTATHCTHYECKO 3HAYEHHE.

CHMBACTATHH CBLIO TAKA HAMAIABA PHCKA OT rOJICMH KOPOHAPHH MHELIMAEHTH (ChCTaBEH KpaeH
noKa3aTesi, BKIIOYBAIL HedaTaTHua HH(apKT Ha Muokapaa uin cmupt npu UBC) ¢ 27% (p<0,0001).
CumBacTaTHH Hamanasa HeoOXOAHMOCTTA OT NPOBEKAAHE HA KOPOHAPHH peBacKy1apy3allMOHHN
npouenypH (BKJIIOMHTENHO apTepuaneH Haiinac MM nepKyTaHHA TPaHCIYMEHHA KOPOHapHa
aHrvoractdka) ¢ okoso 30% (p<0,0001), kakto ¥ o1 nepudepHH U IPYTrH HEKOPOHAPHH
peracKynapHzalHOHHH npoueaypH ¢ 16% (p=0,006). CuMBacTaTHH NOHKKABA PHCKa OT HHCYAT ¢
25% (p <0,0001), kaTo PUCKBT OT HACTLNBAHE HA HCXEMHYEH HHCYNT € no-HHcbK ¢ 30 % (p <0,0001).
B nonbaHeHue, npu noArpynara nauMdeHTH, CTpajalld ot AHabeT, CHMBACTaTHH NOHHKAaBa PUCKA OT
NOSABA HA MaKPOBACKYJJapHH YCIOKHEHHS, BKJ1. Nepr{epHU peBacKyIapH3aUuMOHHH NpoLenypH
{XUpypryusa HHTEPBEHUHA MM aHIHOIACTHKA), aMNYTAUHUA HAa JONEH KPaWHUK WU NOsSBa Ha
yauepaum ¢ 21% (p=0,0293). [1ponopLHOHATHOTO NOHHKABAHE HA YECTOTATA HA Te3H ChOUTHA e
NOA0GHO MPH BCHUKK H3CNEABAHH NOATPYNH NAUMEHTH, BIJIIOUHTETHO U Te3H 5€3 KOPOHAPHO, HO ¢
uepebpoBackynapHo 3a6015BaHE WK TaKOBA Ha NEPH(EPHHTE aPTEPHH, MBXKE H JKEHN HA. B1>3pac1-
noA Wiy Haa 70 r. pH BKJIIOYBaHE B MPOYYBAHETO, HANTHYHE HTH JIHTICA HA XUTIEPTOHHA, H ocoﬁe'
Te3H, nipu kouto LDL-xonecteponsT € noa 3,0 mmol/l npu 3ano4saxe Ha npquBaHeTo 5




B knuneuuHoTO npoyusane Scandinavian SimvastatinSurvival Study (45), etexTsT BRpXy 00ilnarta
CMBPTHOCT Ha TepPanusTa ChC CHMBAcTaTHH e oueHeH npH 4444 naunentn c IBC ¢ u3xoneH obwy
xonectepon Mexay 212-309 mg/dL (5,5-8,0) mmol/L. I1px ToBa MyNTHUEHTPHYHO, PaHIOMHU3MPAHO,
ABofiHO cnano, nnaueto KOHTPOAHPAHO NPOYUBaHE, MALHEHTHTE C aHTHHA NEKTOPHUC WIH NpeKapaH
muokapaeH uHgapkt (MH) ca noanoxkeHH Ha AueTa, CTaHAADPTHH FPHXH H/HIH CHMBAcTaTHH 20-

40 mg aueeno (n=2221) unau nnauebo (n=2223) 3a nepuoa ot 5,4 roauHy. CHMBACTATHH HAMANABa
pHcka oT obwa cMupTHOCT ¢ 30% (abcoMmoTHOTO HaManeHue Ha pUcka ¢ 3,3%). PUCK®BT OT cMBPT
KaTo CleACTBHe HA KopoHapHo 3abonaBaHe e peayuupaH ¢ 42% (abconmoTHoTo HaManeHHe Ha pycKa e
3,5%). CHMBACTATHH CbLIO NOHWKABa PUCKA OT TONAM KOPOHAPEH HHUMIAEHT {CMBPT OT KOPOHApHO
3abonasane 3acaHo ¢ NOTBbPAEH B DonHUUa “THX™ HedaTaneH HH]apkT Ha MHokapaa) ¢ 34%. Ocsen
TOBa CHMBACTATHH 3HAYUTENHO HaMaNABa PHCKa oT daTanHuTe N HebaTaTHUTE MOIBUHO-ChAOBH
MHUHAEHTH (MHCYIT TPAH3UTOPHH HCXeMHYHH aTakH) ¢ 28%. He ca oTkpuTH cTaTHCTHYECKH 3HAMHMH
PazTHKH MeXIy FPYNHTE NO OTHOLLEHHE HA HEKAPDIMOBACKYIapHATa CMBPTHOCT.

[MpoyusaneTo Ha e(heKTHBHOCTTA OT AOMBIHUTENHO MOHWKABAHE HA XONECTEPOa H XOMOLIMCTEHHA
(The Study of the Effectiveness of additional Reductions in Cholesterol and Homocysteine, SEARCH)
oleHABa edekTa Ha AeveHUeTo ¢bC ciMBacTaTiH 80 mg cnpamo 20 mg (MennaHa Ha npocnenABaHETO
6,7 ronMHy) sLpxXy roneMH cbAoBH cbOUTHA (MVE; nepunupanu kato MBC, HedartaneH nigapkT Ha
muokapaa (MH), kopoHapHa pepackynapuzalMosHa npoueaypa, HedaTtaneH U paraneH Mo3IbueH
HHCYJIT HNH NepudepHa peBackynapH3alMoHHa npoueaypa) npu 12064 nauueHTH ¢ aHaMHe3a 3a
uHbapkT Ha Myokapaa. Hama 3Hauuma painuka B yectotata Ha MVE mexny asere rpynu;
cumpacTtaTHH 20 mg (n=1553; 25,7%) cnpamo cumeactatuH 80 mg (n=1477; 24,5%); oTHOCHTENEH
puck 0,94; 95% noseputened nutepsan: 0,88 no 1,01. AGconioTHara paznuka B LDL-xonectepona
MEXAY ABETE MPYNy No BpeMe Ha Kypca Ha npoy4usaneto e 0,35 + 0,01 mmol/L. I[podunsr Ha
0€30MacHOCT € CXOAEH B JIBETE IPYIIH HA JIEYEHHE C HIKIIOYEHHE HA YECTOTATa HA MHOMATHA, KOATO €
npubnusutento 1,0% npu nauxeHTH Ha neveHHe cbe cumBacTaTHH 80 mg cnpamo 0,02 % npu
NALHEHTH HA JIeYEHHE ChC CHMBACTATHH 20 mg. TIpHOIU3MTEHO NOAOBHHATA OT TE3H CIy4YaH Ha
MHOMATHR Ce CPELLAT MO BpeMe HA IbpBaTa rofiMHa oT JedeHHero. YecToTaTa Ha MHONATHA Npe3
BCAKA CefBallA IO/IHHA Ha Jieverue e npubnmniutento 0,1%.

Hvpeuuna xunepxoaecmepoiemus u KOMOUNUDAHG XUREDIUNUOEMUR

B npoyusaHus, cpagHABalUM edUkacHOCTTa ¥ Ge30nacHoCTTa HA cuMBacTaTHH 10, 20, 40 1 80 mg
AHEBHO MPH NALMEHTH ¢ XMIIEPXONECTEPONEMHS, CPEAHOTO HamaneHke Ha LDL xonectepona e
ceoTeeTHO 30%, 38%, 41% u 47%. [1pu npoy4Bane ¢ nauMeHTH ¢ komOHHHpaHa (cMeceHa)
XUMEPAHNHANMHSA HA NeYeHHe cue cHMBAcTaTHH 40 mg, cpeaHOTO NOHMKEHUE HA TPUTITHLICPHAUTE €
c¢boTReTHO 28% 1 33% (nnauebo 2%), a cpeasoto noeuweHue Ha HDL xonectrepona e cbOTBETHO
13% u 16% (nnauebo 3%).

IMeavarpyyuHa nonynauus

B eano asoiHo-cnano, nnauebo-koHTponupano npoyusate, 175 naunenra (99 mnazexu II crenen no
Tanep 1 Harope n 77 neBolKH NOHE €1HA NO[IHHA CAEA NbPBATa MEHCTPYaLMa) Ha Bb3pacT ot 10 a0 17
roauHM (cpeaHa Bb3pact 14,1 roonHu), c xeTeposHroTHa damunHa xunepxoecreponeMus (XedX),
ca pasnpeaeseHy Aa Nojly4aBaT CHMBAcTaTHT HiH Niauebo B NpoabkeHHe Ha 24 ceAMHLH (OCHOBHO
Npoy4BaHe). 3a BKIIOUBAHE B MPOYYBAHETO CE € HIMCKBAO MbPBOHAYANHO HHBO HA LDL-C mexay
160 1 400 mg/dL » none enur poauren ¢ HuBoO Ha LDL-C >189 mg/dL. osupoekara Ha
CHMBACTATHH {BeJHLXK NJHEBHO, Bevep) e Ouna 10 mg npes nbupBuTe 8 ceamuuy, 20 mg npes Bropute 8
ceaMHuUM 4 40 mg cnen Tora. B npoavmkenne Ha 24-te ceamuuM, 144 nalMeHTa ca npeanodyent aa
MPOABLIKAT TEpPanuATa | ca noay4vasanu 40 mg cuMBacTaTHH MM nauebo.

CHMBacTaTHH 3HAUYHTENHO HAMANSABA NIa3MeHUTe HMRa Ha ofwusg LDL-C, Tpurnuuepuny v ano-B.
PesyntaTuTe oT yabAKaBaHe Ha npHema 10 48 cenMUUM ca GUNH CPaBHUMM C MOMYHYEHHTE NPH
OCHOBHOTO MIpOYH4BaHe.

Cnep 24-ceAMMYHO NEUeHUE ce € AOCTHIHaNO cpefiHo HHBo Ha LDL-C 124,9 mg/dL (rpa
289,0 mg/dL) npu rpynara nekysana ¢ 40 mg cHMBacTaTHH, oTHeceHO KkbM 207,8 mg/ @aﬁu
128,0 — 334,0 mg/dL) npu nnauebo rpynara. NS /oe




Cnean 24-ceAMHYHO NEUEHHE CBC CMMBACTATHH (C A03M, noBxwaeanu ot 10, 20 no 40 mg aHeBHO Ha
MHTEpBAN OT § ceaAMHLM), CHMBACTATHH MOHKXKABa cpeasoTo HMRO Ha LDL-C ¢ 36,8% (nnauebo:
1,1% yBenuueHue oT nbpBOHaYanHui), ano-B c 32,4% (nnaue6o: 0,5%), cpenHarta cToiiHocT Ha
Tpurauuepuaute ¢ 7,9% (nnauebo: 3,2%) u cpeanure nuea Ha HDL-C ¢ 8,3% (nnauebo: 3,6%). B
ABATOCPOUEH NNAH e(PUKACHOCTTA OT JIEHEHHETO CbC CHMBACTATHH NPH CbPAEYHO-CBHAOBH CHOWTHA
MpH J€UA C XHNEPXONECTEPONEMHA HE Ca YCTAHOBEHH.

BesonacuocTTa M ¢QHKACHOCTTA Ha A03H, HaaBHLIarawM 40 mg AHEBHO, HE € NpoyYeHa NpH Aeua ¢
XeTepOIUroTHA paMUIHa XunepxonecteponeMusa. B abarocpoven niaH eukacHOCTTa OT JIeYEHHETO
CbC CMMBACTATHH B JIETCKA Bb3pacT 3a HaMalaBaHe Ha 3aboneBaeMOCTTa H CMBPTHOCTTA B 3pana
Bb3pacT He e OMna ycTaHOBeHa.

5.2 dapmMakoKHHETHYHH CBOMCTRA

CuMBAacTaTHH € HEaKTHBEH J1aKTOH, KOMTO in vivo ce XHAPONH3HPpa A0 ChOTBETHATA B-XHIPOKCH
KHCenHHa — molueH HHxHOHTop Ha HMG-CoA peaykra3zara. Xvaponuzara ce ocblIecTBiABa OCHOBHO B
yepHHa Apob, KaTo CTeNeHTa Ha XHAPONH3a B MJ1a3MaTa € MHOTO MaJTKa.

(apMaKoKHHETHUHHMTE CBOMCTBA C& W3CJEABAHU NPH Bb3pacTHH. HamMa HanuuHu PapMakoKHHETHYHH
JaHHH 32 Jlela H FOHOLLH.

Abcopbuus
[Tpu xopa cumBacTaTHH ce abcopOupa Muoro aobpe ¥ nperbpnaBa 3HaYHTeNeH “first-pass”

MeTaboNM3bM B HepHHA ApoD, B 3aBUCHMOCT OT YepHOAPOOHHA KpbBOTOK. YepHHAT npod € rnarHOTO
MACTO Ha IeHCTBHE HA aKTHBHATA (hopMa. Y CTaHOBEHO €, 4e HATHYHOCTTA Ha 6eTa-XHAPOKCH
KHCeNHHaTa B CHCTEMHOTO KpbBooOpallesue ciiel nepopaseH NpueM Ha CHMBACTaTHH € NO-MaJiko oT
5% ot po3ata. MakciManHaTa nmia3MeHa KOHLICHTPAIMA Ha aKTHBHHUTE HHXHOMTOPH ce JocTHra
npubanzkTento 2a 1-2 yaca cnen npueM Ha cumeactaTHH. EaHoBpemMeHHUAT npueM ¢ xpaHa He
noBnusABa crenenTa Ha abcopbuma.

(DapMakOKHHETHKATA Ha eJMHH4HA W MHOMOKPATHH [103H CHMBACTaTHH MOKA3Ba, Y€ HE HAaCTbNBa
KyMYJIMpaHe Ha IeKApCTBeHMS NMPOLYKT cllell MHOrOKpPaTHO J03MpaHe.

Paznpenenetue
CHMBACTATHH U AKTHBHHMAT My MeTabOo/IMT CC CBBLP3BAT C [U1a3MEHHUTE NIPOTEUWHH > 95%.

EauMmunupane
CumsactatH e cyOctpaT Ha CYP3A4 (Bx. Touku 4.3 u 4.5). OcHoBHHTE MeTabONHTH Ha

CHMBACTATHH, HAJTMYHH B Ma3Mara, ca 6eTa-XHAPOKCH KHCeaMHa K owe 4 akTHRHH MeTabonuTa. Cnen
nepopaiHa 103a Ha paJMOaKTHEHO Oensa3aH CHMBACTaTHH € YCTAHOBEHO, Y€ B paMKHTe Ha 96 vaca
13% ce oTaensar upes ypuiara, a 60% upes dpekanuute. Hamupalure ce BbE QeKanHUTE KOTHUECTBA
NpeACTABNABAT EKBHBANEHTH Ha abcopOupaHUAT NeKapcTBEH NPOAYKT, HITBUYEHH B HUTBYHHS COK,
KaKkTo u HeabcopOupan nekapcreeH npoaykT. Clien HHTpaseHo3Ha HHKEKTHpaHe Ha meTabonuTa
feTa-XHIPOKCH KUCENTHHA, HETOBHAT MONYKHBOT € cpenHo 1,9 waca. Cpeano okono 0,3% ot
BEHO3HATA 032 Ce MIbYBA C YPHHATa KaTo HHXHOHTODH.

CHMMBaCTaTHHOBATA KUCE/IMHA Ce 10eMa aKTHBHO B XenatouuTute upes OATP1BI1 TpaHcnoprepa.
CumMBacTaTiH € cyOcTpar Ha ednykcHus Tpadcnioptrep BCRP.

Cneyuannu nonynayuu

SLOC1BI norumopgpuzvm

Hocurenn Ha SLCO1B1 ren c.521T>C anen umar no-Hucka OATPIB1 aktuBnocT. Cpeanara
excno3nuudg (AUC) Ha rnaBHHA aKTHBEH METaDONUT CHMBAcTaTHHOBA KucenuHa e 120% 8
xeTepo3urotHu Hocutenu (LIT) Ha anen C v 221% B xoMo2urotHd (CC) HOCHTENIN B CPaBHEHHE C Ta3H
Ha MaUMEHTH, KOUTO MMAT Hak-uecTo cpewanus reqotun (TT). Asenst C nma yectora ot 18% cpe):[
HacenenHero Ha Espona. [pu naunentu ¢ SLCO1B1 nonumMopgu3bM MMa pUCK OT nomdmeHa
€KCIO3HLMA HA CHMBACTATHHOBA KHCETHHE, KOETO MOXKE 1a JOBEME N0 NMOBHILEH pucx o*r
pabaomuonuia (Bx. Touka 4.4). Lo h




5.3 IlpeIkIHAHYHH JAHHAH 3a Oe30NacCHOCT

an KOHBEHUHOHAIIHN H3NMHATBAHKSA TIPH 2KHBOTHH MO OTHOLUCHHE Ha (bapMaKOJIHHaMPIKa, TOKCHYHOCT
MPH MHOTOKPATHO NPHAOKEHHE, TEHOTOKCHYHOCT H KaHIIEPOTEHHOCT, He €a YCTaHOBEHH APYTH
PUCKOBE 3a IALIMEHTHTE, OCBEH T€3H, KOMTO MOTAT [la CE& OYaKBaT Bb3 OCHOBA Ha (hapMaKoNOrHYHUS
MCXAaHH3IbM. an MAKCHMAIHO NOHOCKHMH OO3H IMPH IU1bXOBE H 331‘:1].1“, CHMBACTATHH HC BOJH OO
¢eTanuu mandopMauun v HAMa edekT BbpPXY HEePTHNHOCTTA, penpoayKTHBHATA GYHKLHA WK
HEOHATATHOTO Pa3BUTHE.

6. OAPMAIIEBTHYHH JAHHH
6.1 ChnHcbLK HA NOMOIHHTE BELECTBa

Anpo na Tabnerkara

nakTo3a, 6e3soaHa

LIeNY1033, MHKPOKPHCTANTHA

LiapeBHYHO HULLECTE, NMPEXKeNaTHHH3IHPAHO
Oy THAXMAPOKCHAHH30A

MarHe3ueB cTeapar

TanK

MPUAMOBRO NOKPHTHE
XMIPOKCHIPOMMILETY 033
XMIpOMEeNo3a

Tank

TUTaHOR Auokeua (E171)

6.2 HecnLBMecTHMOCTH

He ca n3gectun.

6.3 Cpok na rogHocT

3 roaunH

6.4 Cpenna,jHH YCJIOBHA HA CLXPAHEHHE

Ja ce cbxpaHaBa B OPUrHHANHATA OITAKOBKA.

6.5 Buau chabpxaKHe HA ONAKOBKATA

PVC/PE/PVDC/ anymundesu 6ancTepu

KaproHena kyTus ¢ 3 wiu 5 6pos 6nucrepu, 6 Tabnerku B Sauctep.
He Bcuuky BUAOBE ONAaKOBKH Morat da ObaaT MycHATH Ha na3apa.
6.6 CpoenHanHH NpeARaIHH MEPKH NPH HIXBLPJIAHE
Heuznoassatus NpoayKT WiK 0TNaAb4HHTE MATEPHAJIH OT Hero TpabBa Aa ce U3XBLPIAT B
CBHOTBETCTBHE C MECTHHTE M3HCKBAHHA.

7. IIPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA
Genericon Pharma Gesellschaft m.b.H.

Hafnerstrasse 211, A-8054 Graz,
AgcTpHs




8. HOMEP HA PA3SPELHIEHHETO 3A YIIOTPEBA

Per. Ne 20060501

9. JATA HA ITBPBOTO PA3PEIIABAHE/ ITOJJHOBABAHE HA PA3ZPEHIEHHETO 3A
YIIOTPEBA

Jarta Ha nbpBo paspelaBane: 27.09.2006

Jarta Ha nocienHo nogHoBaBaHe: 22.12.2011

10. JATA HA AKTYAJIMIHPAHE HA TEKCTA
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