KPATKA XAPAKTEPUCTHUKA HA ITIPOAVYKTA |

1. MME HA JIEKAPCTBEHHUS MPOXYKT

Campacratan AL 10 mg duamapany tabneTkn
Simvastatin AL 10 mg film-coated tablets

| WIRBARWTENHA ATEHUWA NO NEKAPCTBATA
KP&arnKa xapaxkmepucinuxe Ha NDOGyxkma  TDuAoKenue 1

Cumpacratua AL 20 mg ¢puaMupann TabneTkH

Simvastatin AL 20 mg film-coated tablets Kom Pga. Ne M}/ﬂfd’?/gﬂ/?f
Paspswerue N /

Cumpacratu AL 40 mg gaamapans TabaeTku 70y o

Simvastatin AL 40 mg ﬂlm-coated tablets BG/MA/MP‘ :gi:(.ﬁ},—ﬁf/ZJ ..... .GL[E}ZB

2. KAYECTBEH H KOJIMYECTBEH CHhCTAB

Cumpactatun AL 10 _
Bceaka gpunmupana tabnertka cbabspxka: 10 mg cumBacTaTHH

[ToMOIIHO BELLIECTBO ¢ H3BECTHO ACHCTBUHE:
Bcaka taGnerka ceabpika 74,5 mg Ge3gonua nakrosa.

Cuameacraras AL 20
Bceaka punmupana tabnerka cuabpika: 20 mg CHMBAcTaTHH

TMoMoUIHO BEIHECTBO ¢ H3BECTHO AcHCTBYHE: _
Bceska Tabnerka ceaspika 149,00 mg 6e3pogHa nakrosa.

Cumbacratun AL 40
Besaka dunmupana tabnerka ceabpxka: 40 mg cHMBacTaTHH

[ToMOLLIHO BeiillecTBO C H3BECTHO AeiCTBHE:
Bceaka tabnerka coabpika 298,00 mg 6e3sonHa nakrosa.

3a MbAHUA CNHMCHK HA MOMOLHUTE BELECTBA, BHKTE TOYKA 6.1.

3. JEKAPCTBEHA ®OPMA
@unmupana Tabnerka

Cumpacratna AL 10

Benw, npogbaroBaTH, ABOHHO H3MBKHANH GunMupaHy TabneTky, ¢ Ae/IMTENHA YepTa OT eAHATa CTpaHa H
H3MbKHao penedHo o3HadeHue ,,SVT u ,10%, ¢ pasMepu qombxuna 8,5 -8,9 mm, mupouuda 4,2-4,.6 mm
BHCOYHHA 2,55-2,85 mm.

Campacratiua AL 20
Benu, npoasAroBatH, ABOHHO H3MBLKHANK QHIMHpaHH TabneTku, ¢ AENHTETHA YepTa OT eHATA CTPaHa U
H3ITBKHANO penedHo o3nauente ,,SVT 1,20, c pasmepu awikuHa 10.80 — 11.20 mm, wmpounna 5.30
—5.70 mm Beco4HHa 3.80 — 4.05 mm.

Campactaten AL 40 :
Benw, npoasnroBaTH, ABOHHO M3MEKHANH GHIMHpaHH TableTkn, ¢ NeTHTENHA YepTa
H3MbKHao penedHo o3Hayenne ,,SVT u 40, ¢ pasmepu apikuHa 13.60 — 14.20
—7.10 mm, BHcouuHa 4.65 — 4,95 mm.




4. KINHUIYHA JAHHH

4.1. TepanepTHHH MOKA3AHHUS

XunepxonectepoiemMus
CHMBaCTaTHH € NOKa34aH 3a JEYEHHE HA MEPBHYHA XHIIEPXOecTEPONeMHA WY KOMOMHMpaHa

JHCTUNHAEMHA B KOMOHHALIHA ¢ IHETHYHH MEPKH, KOTATO NOBIIHABAHETO OT CMAa3BaHE Ha JUETA WK
JApyrH He(hapMaKoJIOrHHHH MEpKH (Hamnp. ¢py3HYeCKo HATOBapBaHe HITH HaMAIABAHE HA TEMNIOTO) €
HEAOCTATBYHO.

CHMBACTATHH € NIOKA3&H 3a JieueHHe Ha XOMO3HToTHa haMunta xunepxonecreponemus (XodX) karo
NOMbIHEHHE KbM AHETa U APYTO THNUAC-TIOHMKaBamo nedeHne {Hanp. LDL- adepesa) unu ako TaxoBa
JIEYEHHE HE € MOAXOAALLIO.

[IpodunakTHka Ha ChpAEYHO-CHAOBH 3a00IIBaHHA

HamanspaHe Ha CBpAeYHO-CBAOBaTAa 3a00NEBAEMOCT M CMBPTHOCT MpPH TALMEHTH C H3ABEHO
aTepOCKIEPOTHYHO ChPAEHHO-CBHA0BO 3a00NaBaHe UM 3aXapeH NHAGeT ¢ HOPMATHH HIIH MOBHLUICHH HUBA
Ha XOJIECTepOsl, KaTo [OMBJAHEHHE KbM KOPEKUMATaE Ha [pYrH DPHUCKOBM GakTopd W Apyra
KapJHONPOTEKTHRHA Tepanus (Bx. T.5.1.). |

4.2, 1o3upoBKa H HAYRH HA NPAJIOKERAHE

[penopbunTenHa cxema Ha Jo3upaHe

Hosznpoekarta Moxe fa Bapupa oT 5- 80 mg/nHeBHO CHMBACTaTHH, MPHEMaHH NEPOPATHO,KATO
e[HOKpaTHa 1034 Beuep. AKO e HeoOX0AHMO aJanTHpaHe Ha 1o03aTta To TpgOBa Aa ce U3BbpPLIBA Ha
HHTEPBAIH He NO-MAJKK OT 4 CEAMHLIM 4O JOCTHIAHETO Ha MaKCHMAaJTHaTa eHoKpaTHa a03a oT 80 mg,
npHeMata eqHOKpaTHO Beuep. Jlozata or 80mg cHMBacTaTHH ce NpenoOpbYBa CAMO MPH MALMEHTH C
TEXKA XHIIEPXOJIECTEPOJIEMHSA H C BUCOK PHCK OT ChPAe4HO-ChOBH YCIOKHEHUA, KOMTO HE ca
MOCTHIHAJIH PE3YJITAT NP AEYEHHUE C MO-HUCKA 1032 M OYAKBAHMTE NOI3H OT NPHIAraHe Ha No-BUCOKH
71034 HAABHMUIABAT NOTEHLIMANHMTE pHcKoBe (BHkTe Touka 4.4 u 5.1).

XunepxonecreponeMus

IMauunentsT Tpabpa nga Oble NOCTABEH HA CTAaHOAPTHA XOJECTEPON-MOHKKABallla [HETa, MNpelaH
NPUIATaHETO HA CHMBACTATHH, W CMAa3BAaHETO HA Ta3W JMeTa TpAGBa a MPOAB/IKH M MO BpeMe Ha
neuenrero cue Cumpactatii. OOHuaiiHaTa HavanHha no3a € 10-20 mg AHEBHO, KOATO ce MpHEMa KaTo
€AHOKpaTHa mo03a eedep. [IpM nauueHTH, NMpH kouTo € HeobxoaHMO ronamo HamanssaHe Ha LDL-
xonecrepona (noseue ot 45 %) moxke Aa ce 3anouHe ¢ gos3a 20-40 mg AHEBHO, KOATO Ce npHeMa KaTo
€[HOKpaTHa [103a Bevep. AKO c¢ Hanarat KOpeKLWH Ha Jo3aTa, TpAbBa Ja ce HanpaBAT KAKTO € NOCOUYEHO
no-rope.

XOMO3HIOTHA éaMPIJ'lHa XHHAEPXOJECTEPOJEMNA

Ha 6azara Ha pe3ynraTi OT KOKTPOIHpPaHO KITHHKYHO NPOYYBaHe, MPEeNopbHHTENHATA HAYA/IHA 1033 NPH
MalMEeHTH C XOMO3HrOTHAa (aMiIHA XHMNEPXOoJecTeposieMHs € CHMBAacTaTHH 40 mg QHeBHO Beuep.
CumBacTatiit Tpa0Ba a ce H3NONI3Ba KaTo JONBJIHEHHE KbM APYTH THMUIONOHIKABAIIY TEPATIMH (HAND.
LDL adepesa) npu Te3u NALUMEHTH HIIH aKO TAKMBA TEPaNUH HE Ca HATHUHH.

[Mpu naitMeHTH, NpHEMALLH JTOMUTANKA efHOBPEMEHHO ChC CHMBACTATHH, 03aTa HA CHMBACTATHH HE
TpsGBa na npesvinasa 40 mg nHeBHO (8. Touku 4.3.4.4 u 4.5).

HpodHAakTiKa Ha ChbpIcUHO-CBIOBH 3a00naBaHus

0y
IS

el
OGHualiHata HayanHa fno3a € 20 mg no 40 mg AHEBHO, KOATO ce MpHema eAHORDHY
MALMEHTH C BHCOK PHCK OT KOPOHAPHO CHPIEHHO 3abonseaHe (KC3, ¢ unn Ge )‘(@




JlexapcTBeHaTa Tepamus Moxe Aa Obae 3aMmovHaTa eqHOBPEMEHHO ¢ IHMUIC-TIOHMMKABALIA IHETA U APYTH
HEMeIHKAMEHTO3HH MepkH (Hanp. QHU3HYECKH HATOBAPBAHMA}. AKO € HeoOXOAHMO ananTHpaHe Ha A03aTa
TO TpsOBa N1a ¢& H3BBPILBA MO OMUCAHKA NO-TOpe HAYHH.

Ipunpy>kasaiito neyeHue
CuMBacTaTUH € e(EKTHBEH CaMOCTOATETHO WIH B KOMOHHAlMA CBC CEKBECTPAHTH HA HUTHYHHTE

KHCENWHH (KonecTHpaMuH, konectunon) Ilpy eZHOBpeMEHHOTO feyeHHE C XOJECTepo/-NOHHKaBALIH
MEIHKAMEHTH KATO KONECTHPAMHH M KOJECTHIOJ, CHMBACTaTHH TpabBa fAa ce npuema Haif-mManko jpa
Yaca Npedd MM YETHPH uaca Cel MPUEMaHEeTO Ha Te3H JIEKapcTBa, 3a Ja ce uiderHe HaMandBaHe Ha
abcopbuMaTa Ha CHMBACTATHH.

[pH nauueHTH, NpHEMallld LHKIOCMOPHH, AaHa30d, ApYTH ¢ubpath (¢ W3KTOUeHHe Ha reMpUOpo3Hn
(BixTe Touka 4.3) win ¢eHodubpar, enHOBpeMEHHO CbC CHMBACTATHH, MAKCHMAJIHATA NpenopbLYBaHa
nosza € 10 mg CUMBacTaTHH AHEBHO. .

[IpH mauMeHTH NpHeMallly €JHOBPEMEHHO aMHONAPOH WJIH BepanaMuil WIH OWITHAa3eM HIIH NMPOAYKTH,
CbhAbpKaWK €n6acBUp WAM rpasonpeBHp, A03aTa Ha CHMBAcTaTHH He TpsbBa ma npeeuwasa 20 mg
OHeBHO (BHXK T. 4.4. 1 4.5.).

brbpeuno yepexaane

He e HeoGXoOMMO ajanTHpaHe Ha [o3aTa NpPH MallMEHTH ¢ ymepeHo OnOpeuno yspexaane. [lpu
nauHeHTH ¢ Texkko OBL6pevHO yBpexkpaHe (KpeaTHHHWHOB KIMpBHC no-HUCBK oT 30 ml/min) ao3m,
npesumasauiy 10 mg aHeBHO, TpabBa BHUMATENHO fa O6BLIaT OBCHLAEHH H AKO Ce MpHEME, ue ca
HeoOXoOuMH, Aa ObJaT NpuiaraHy ¢ ronsaMo BHHMaHHE.

Crapuyecka Bb3pact
He e HeoGxonumMo aganTtHpaHe Ha jo3aTa.

IenaTpryHa nooynauus

[1pu geua ronown {(Momdeta - 11 4 no-ropeH craauii no ckanarta Ha TaHep, MOMHYETA - €3Ha FOJHHA MOHE
cre/l HACTHIBAHE HAa MEHCTPYalleH LIHKLI, Bb3pacT Mexcay 10-17 rogunu) c xereposvrorHa damiiHa
XHMMEepXonecTepoieMus, NpenopbyBaHaTa AHepHa 1o3a e 10 mg BeAHBK NHEBHO, TPUEMAHA BeHep.
Jeuara u woHowMTe TpAdBa Aa GBOAT MOMIOKEHW HAa cTaHAApTHA, OelHA HA XOJlECTEpON NHeTa Mpeau
3arfoyBaHe Ha JIEYEHHETO ChC CHMBACTATHH M Ta3H AWETa 43 OBAE cra3BaHe N0 BpEME HA JICUEHHETO ChC
CHMMBACTaTHH.

IMpenopbuuTtenya nosa e 10- 40 mg gHeBHO, MakcMManHa fo3a - 40 mg nxesHo. Jlo3ata ce ompeaens
HHIKBUAYATIHO, 34 BCEKM MMALMEHT, B 3aBHCHMOCT OT LIENTA HA JICHSHHETO M ChINIACHO MPENOPBKUTE 3a
Ne4YeHHE HA MEAHATPHYHH NALHEHTH ChC CHMBACTATHH (BHATE TOUka 4.4  T.5.1).

[TpomanaTa Ha AO3MPOBKATa MOXKeE /14 CTaBa HA HHTEPBalH OT 4 CEAMHLM WM MO-IbArH.

OnUTLT CbC CHMBACTATHH NpH feua (noa 10 ronnHK) e orpaHuyeH.

HauuH Ha npuioxeHHe
TepopanHo npunoxeHue

4.3, IlpoTuBonoKkalanHn

— CPBpbXUYyBCTBHTETHOCT KbM AKTHBHOTC BEILECTBO HAW KbM HAKOE OT MOMOLUHHTE BELHECTBA,
nU30GpoeHH B Touka 6.1;

— AKTHBHO YyepHOoapoOHO 3a6onABane WIH HEW3ACHEHO MEPCHCTUPAILO MNOBHIIEHHWE HA CEPYMHMTE
TpaHCaMHHA3H;

— DBpeMeHHOCT 1 KbpMeHe (BHX T. 4.6. BpeMeHHOCT U KBpMEHE);

— EgnoBpemenHa yrnotpeta Ha citHH CYP3 A4 uHXUOHTOPH (TeKapcTBEHH MPOLY
nosuiaeaT AUC npHOAH3HTENHO 5 MbTH WIK NOBeYe) {Hanp. HTPaKkoHAa3o.l, Ke
nocakoHaszoJfl, popukoHaszon,HIV-nporeasuu nuxuburopH (Hanp. HendHHABUP
TeslanpeBHp, EPHTPOMHLMH, KNaPHTPOMHLIMH, TEAUTPOMHLHH H Heda3zodoH U
OPORYKTH, ChAbPHKALIY koOHLKCTaT) (BHXTE T.4.4 B 4.5);




— EnHoBpeMeHHO npHnoxeHHe Ha reMpuOpo3un, LMKIIOCTIOPHH WX AaHA30 (BXK. TOUKH 4.4 1
4.5);

- EnHoBpeMeHHO NPHIOKEHHE Ha JTOMUTAIMC CbC CHMBACTAaTHH B A03H >40 mg NpH NalLKeHTH C
Xo®X (Bx. Touku 4.2, 4.4 u 4.5).

4.4. ChelHaIHE npelynpexkaeHHs H NpeANasiH MepKH NPH ynoTpeba

Muonoarua/Pabnomuonnsa

CumBacTaTHH, noaobHo Ha Apyrw uHxuOutopu Ha HMG-CoA peayktazara MOHSKOTa NpHUHHABA
MHOMATHA TIPOABABAUIA C€ C MYCKyJHa Gonka, Gone3HeHOCT WM cnaGocT, CBBP3aHM ¢ NOBHIIABAHE
HHBaTa Ha KpeaTHH docdokuHazaTa noseye or 10 METH Haj ropHaTa AOMYCTHMA paHMLa Ha HOPMATa.
MuonartuaTa noHskora ce npespblla B pabaomuonusa ¢ wiH Oe3 octpa ObOpewHa HegocTaTBYHOCT
BOAELIA 0 MHOrNODHHYPHA W MHOro paako A0 ¢araneH K3XoA. PHCKBT OT BB3HMKBAHE HA MHOMATHA
HapacTBa ¢ yBenuuaBaHe Ha HuBaTa Ha HMG-CoA penykrasHa WHXHOHMTOpHAa aKTHBHOCT B IJ1a3MaTa
(kaTo NOBHMIUECHH IUIA3MEHH HMBA HA CMMBAcCTATMH M CHMBACTATHHOBA KHMCENHMHA), KOMTO MOXE ja Ce
JMBJDKAT OTYACTH HA B3aMMOJIEHCTBALM NEKAPCTBEHH NMPOAYKTH, KOMTO MOBNHABAT MeTabonmu3Ma W/Himn
TPaHCMOPTHHTE MBTHILA HA CHMBACTaTHH (BXK. TouKa 4.5).

KaxTto u npu apyru nuxubutopn Ha HMG-CoA peaykTasata, pHCKBT OT MHOTIaTHA/pabnoMuonu3a
M0Ka3Ba 3aBHCHMOCT OT fo3aTta. B 6a3a jaHHW OT KIHHHYHO W3NWUTBaHe, B KoeTo 41413 nauuedTH ca
NleKyBaHH CbC CHMBACTAaTHH, 24 747 (npubnuzutenno 60 %) oT TAX ca BIIIOUEHH B MPOYyYBaHHA C
MeIHaHa Ha MPOCEASBaHETO OT MOHE 4 rOJHHH, YeCTOTaTa Ha MHoNaTHa € npubansurento 0,03 %, 0,08
% u 0,61 % 3a nozure ot 20,40 u 80 mg AHeBHO CHOTBETHO. B Te3u KIMHHUYHK H3NHTBAHKA NALMEHTHUTE
€A BHUMATEITHO TIPOCNEIIBaHK H HAKOH JICKapCTBEHH NPOLYKTH, YHacTBaLIH B JIEKAPCTBEHH
B3aMMOZCICTBHA, C4 M3KIKOUESHH.

B kAMHHUYHO H3NWTBAHE, B KOETO MALIMEHTH C aHAMHE3a 32 UHOAPKT HA MHOKAPAA CA JIEKYBaHH Che
caMBacTaTHH 80 mg nHeBHO (MeOHaRa HA MPOCNEAABAHETO 6,7 rOOMHH), YECTOTATA HA MHOMIATHA €
npubnusurento 1,0 %, cpasieno ¢ 0,02 % npu nauMeHTHTE Ha JieyeHHe ¢ A03a oT 20 mg AHEBHO.
[TpHOAM3UTENHO TONOBHHATA OT TE3H CNTy4aH Ha MHOTIATHA CA HACTBITHIIK Mpe3 MBPBATA FOAHHA OT
neyeHHero. YecToTaTa Ha pa3BUTHE Ha MUOMATHA Tpe3 BCAKa CleABallia FoJMHA OT JIEYEHHETO €
npubausutento 0,1 % (Bx. Touku 4.8 v 5.1).I1pn naumenTH Ha neyeHue cbe cuMBacTaTHH 80 mg pHCKBT
OT MHOMATHS € MO-BHCOK, OTKONKOTO MPH MaLHEHTH HA JIEYUEHHE C APYTrH CTATHHH ChC CXOHA
edHKacHOCT MO OTHOLLEHKE Ha noHWxkaeaHeTo Ha LDL-C, Cnenosatenno nozara Cumpactathy 80 mg
TpsaGBa a ce M3MOJI3Ba CaMO MPH MALMEHTH € BUCOK PUCK OT ChpAEYHO-CBAOBH YCIOXKHEHHA, NPH KOHTO
C NO-HHUCKH JO3H He €a MOCTHIHATH TEPaneBTHYHHTE LIE/H B B CTy4al, 4e O4akBaHaTa No/j3a HaJBHIUaBa
NoTeHUMaNHUTe pHckoBe. [IpH nauieHTH, npHeMalld cumpacTatid 80 mg, Mpu KOUTO ce Haara NpHeM H
Ha fIeKapCTBEH NPOAYKT, YYaCTBALL B IEKAPCTBEHH B3aMMOIEHCTBHs, TpAGBaA a ce H3MOM3Ba NO-HHCKA
7032 HA CHMBACTATHH WX ANTEPHATHBHO JIEYE€HHE C APYT CTATHH, KOHTO € C MO-HUCHK NOTEHLMAT 3a
AeKapCTBEHH B3auMoaeicTeus (Bx. no-nony: Toukk 4.2, 4.3 u 4.5).

Mo epeMe Ha WM cCleX JieYeHHE ¢ HAKOM CTATHHH € #HMall0 MHOTO pelkH cbhobuieHus 3a
HMyHOMeauWpaHa HekpotusHpawa muonatus (UMHM). Knuanuno UMHM ce xapaktepusmpa c
NepCHCTHpalla NMPOKCHMANIHa MYCKY/Ha cnabocT M TMOBMINEHU CEpyMHH HHBAa Ha KpeaTHH KHMHA3aTa,
KOHTO MEPCHCTHPAT BENPEKH NPEKPATARAHETO HA IEUEHHETO ChC CTATHHH.

B KkIMHMYHO H3NHMTEaHE, NPH KOETO MAaHEHTH C BHCOK PUCK OT CBPIEYHO-CHLAOBO 3a00nABaHE ca
JIeKyBaHM CbC CHMBacTaTHH 40 mg nHeBHO (MeauaHa Ha npocneisBaHeTo 3,9 roAMHM), HecToTaTa Ha
muonatua e npubamsutendo 0,05% npu Hexwraiium (n=7 367), cpasHeno c¢ 0,24% npwu KHTaHLIPI
(n=5 468). TsH KaTO B TOBa KIWHHYHO H3IUTBAHE OT a3HATCKOTO HAaceNeHHe ca OlleHEHH
MpH MOpeinMcBaHE HAa CHMBACTATHH HAa naudeHTH oT Azna tpabsa na ce noaxo
BHUMaHHE W J1a ce ynoTpebsaBa Hal-HHCKATA 1033, aKO € He00XOIUMO.

Nonmxkena GyHKUHA Ha TpaHCOOPTHUTE GeNTHIN

BLal M"‘t4/- :



IMonwxena ¢QyHxkuMa Ha depHOApoOHHTE TPAHCNOPTHH MPOTEHHM KATO OPraHMYHWA AaHHOHeH
TpaHcnopTHpawl noaunentHa (OATPs) Moxke 1a MOBHLIM CHCTEMHATa €KCMO3MLKA HA CHMBACTATHH H
YBENMYH pHCKA OT Muonatus M pabaoMuonusa. Hamanenarta (yHKUHS Ha CHMBACTATHH MOXKE Ja
HAacTBNY B pe3ynTaT Ha WHXMOHpaHe oT B3aWMoJeiicTBalH JieKapcTRa (HanpuMmep UHKIOCNIOPHH) HNH
NPH NaLHeHTH, KOUTO ca Hocutenu Ha renotun SLCOI1BI1 ¢.521T> C.

IMaunenrure, Hocewn SLCO1BI1 anen (¢.521T> C), kogupaw no-cnabo akrueHusa nporend OATP1BI
HMaT MOBMLICHA CHCTEMHA EKCMO3HLMA Ha CHMBACTATHH M TOBHMLICH PHCK OT MHOMATHA. PHckbT oT
BHCOKa a03a (80 mg) cuMBacTaTHH M CBBpP3aHa ¢ TOBA MHONATHA € 0KoNo 1% kato nano, 6e3 reHeTHUHH
TectoBe. Bb3 ocHoBa Ha pesynrature ot npoyusaHeto SEARCH, xomozurothu Hocurenn Ha C anen
(Hapuuan cbiuo CC), nekysanu ¢ 80 mg umar puck 15% oT pa3sBHTHe Ha MHOMATHA B PAMKHTE Ha €HA
rOJHHA, 2 PHCKBT NPH XeTeposuroTHH Hocutend Ha C anen (CT) e 1.5%. CroteeTHoTO pHCKBT € 0.3%
NpY NIALMEHTH, KOUTO UMAT Haii-uectud redotun {TT) (BHx Touka 5.2). KnaeTo e BE3IMOXKHO, reHOTHNA
3a Hanu4ue Ha anen C TpaGRa ga ce pasriexaa KaTo 4acT OT OLEHKaTa Ha ChOTHOWIEHHETO MOM3a-pUHCK
npeau npeanuceade 80 mg CUMBACTATHH 3a OTOENHHTE NALMEHTH W BHCOKH A03M Ce W30ATBAT MpH Te3n,
npu Kouto e Hanvue CC reHotun. Benpekn ToBa, NHMRcaTa Ha TO3M I'eH NpH FEeHOTHIW3HpaHE He
H3KTIOYBa MHONATHA.

H3MepBaHe HAa KPEeATHHKMHAA

H3MepBaHeTO Ha €H3UMa KpeaTHHKHHA3a He TpAOBa 4a ¢ M3BBPLIBA HEMOCPEACTBEHO CIET TEWKH
(I)HE!H'-ICCKH HaToBapBaHHA HIIH MNPH HANHYHE Ha APYrd TpHYHHH, IMTOBHLLIABALLIH HHBATa Ha
KpeaTMHKMHA3aTa, T.K. TOBA 1€ 3aTPYAHH NPAaBHIHOTO HHTEPIPETHPAHE HA TIONYUYEHUTE CTORHOCTH.
Axo maxomnvre croiiHocH Ha CK ca 3HaunTenHo noeuiteHH (> 5 msti [ TH), onpenensHeTo Ha CToiHocTHTE
creqBa 1a Obie NOBTOPEHO B PAMKHTE Ha 5 00 7 OHM NO-KBCHO 33 NOTBEKIECHHE HA HOTY4EHHTE PesyITaTH.

{Ipedu navanomo na 1euenuemo
BCHYKKM MAUMEHTH 3al04BALLH JIGYSHME CBbC CMMBACTATHH, HAM NALMEHTH, NIPH KOUTO €€ NOBHLLABA
703aTa HA CUMBAcTaTHH, TpabBa 1a ObAaT NpeaynpekAaBaHH 3@ PHCKa OT MHOMATHA M CHBETBAHH Ja
HHGOpPMHpAaT BeJHara JeKyBallHA JeKap B Cioy4ail Ha HeoOACHUMAa MYCKyTHa 4yBCTBMTENIHOCT,
GonezHenocT unu cnabocT.
Ocobeno Buumanuwe TpaOBa na ce oObpHE HAa MAUMEHTHTE C npegpasnonaramd ¢akTopd 3a
paGaomuonusa. C ornen ycraHoeapaHe Ha pedepeHTHata 0asMcHa CTOHHOCT Ha KpeaTHHKHMHA3ATa,
CTOMHOCTHTE K TpAOBA Na ce HIMepBAT NMpeH HAYATOTO Ha JIEeYEHHETO MMPH CIENHHTE ClIyHau:

~ MauHeHTH B CTap4yecKa BB3pacT (> 65 rogHHu)

—  JKeHHU

— OnOpeyHa HeOOCTATEYHOCT

—  HEKOHTPOJIHPAH XHIIOTHPEOHIH3IBM

— JIAYHA WK PaMuIHA aHAMHE3Aa 32 HACNIeICTBEHH MYCKY THY 3a0019BaHHA

~ MpOfABABaHZ B MHHAJIOTO MYCKYJ/IHA TOKCHYHOCT KbM CTaTHHH WiH pubpatn

— anoynotpela c ankoxoln
IMpyu TakMBa cUTyaluu TpAOBA Aa ce NpeLeHH ChOTHOLLIEHWEeTO OMaKBaHa NO/13a/BbIMOXKEH PHCK, KATO ce
NpenopbLYBa KIHHHYHO HabnoaeHHe.
[Mpy nmaiMeHTH WManK Beye MYCKYJIHH CMYLIEHHS [0 BpeMe Ha neueHue ¢ (pubpar WAM CTaTHHA,
JIEYEHHETO C PYro AEKapCTBO OT ChILMA Kiac TpabBa Aa ce 3anouBa ¢ oco0eHO BHHMaHHe.
AKO CTOHHOCTHTE Ha KpeaTHHKHHA3AaTa €a yBenH4eHH 3HauuTenHo (> 5xULN) Han 6a3oBHTe CTOHHOCTH,
neyeHHeTo He TpabBa aa ce zanoysa.

Ilo speme Ha revenuemo
AKO [0 BpeM¢ Ha JIEYSHHETO ¢ MOABAT MYCKYITHH OONKH, MyCKYNHa ¢nalocT KIH cna3sMi, Tpabea aa ce

H3MEPAT . CTOMHOCTHTE Ha Kp€aTHHHH KHHAa3aTa. AKO CTOHHOCTHTE ca 3HAYHTENIHO YBENHYEHH B

OTCLCTBHETO HA TeXKH dUsHuecky HatoBapBaHus (>5xULN), neuenunero rpabBa Aa ce NpeycTaHOBH.AKO
—

ce MOAO3Hpa MO HAKAKBa MPHYHHA MUOMATHSA, JIEYEHHETO TPAOBA Aa Ce NpeKpaTy.

Hma MHOro penku AOKNanH 3a HMYHOMEIHHPaHa HEKPOTH3Hpala Muonatua (MM
€€ XapaKTepH3WpPa C IePCHCTUPALLA MPOKCHMANHA-MYCKY/IHA C1adocT M MoBHIUEH
BPEME Ha JICUCHHUETO HIIH CNIE] CMHPAHE HA CTATHHHTE, BKIKYHTENHO CHMBACTAaTHH.
Ce XapaKTepH3upa C NepcHCTHpALla MPOKCHMAHA MYycKyJ/iHa cnabocT v noBHLIEH



KpeaTHH KMHA3aTa, KOUTO MEePCHCTHPAT BLIPEKH NPEKPaTABAHETO HA JICYEHHETO CbC CTATHHH (BX. TOYKA
4.3). '

AKO CHMNTOMHTE OTWYMAT H HHBaTa Ha CK ce BB3CTAHOBAT A0 HOPMANTHHTE, BB3IMOXKHO € Ja Ce 0601:}114
NOBTOPHO NEYCHHE C TO3H WX AJITEPHATHBEH CTATHH NMPH Hal-HUCKA 1034 K CTPOTO MOHHUTOPHPAHC.

Ako MYCKYJTHHTE CHMIITOMH Ca TEXKH H NPHYHHABAT €KEIHCBCH IlHCKOM(bOpT, JAOPH H aKoO CTOHHOCTHTE
Ha KpCaTHHKHHa3aTa <a 1oj SXULN, MOXE 4a C€ BICME pCLICHHUE 3a IPEYCTAHOBABAHE HA JICHEHHUETO.
Ako ce noao3dpa WIH JHarHOCTHUHPA HATHYHETO Ha MHONATHA JICYEHHETO CbC CHMBACTATHH TPHGBB aa
Ce MpeyCTaHOBH. AKO CHMITOMHMTE H34Ye3IHAT H CTOHHOCTHTE Ha KpeaTHHKHHA3aTa C€ BBPHAT OO0
HOpMaJ'IHHTe, JIEYEHHETO CBC CHMBACTATHH HIH AOTSPpHATHBEH CTATHH MOXKC HA CC€ NOOHOBH C Haii-
HHCKaTa 003a H NMpH LWAaTe/IeH KOHTPOJL.

JleyeHnero cbe CHMBACTAaTHH, Tpaﬁna na 6’b,£le BPEMECHHO CNPAHO HAKOJKO OHH MIpP€dH IrojieMH ITIAHOBH
onepalHd W NMpPH HACcTBIBaHE HA HAKAKBO CBHLUCCTBCHO OCTPO XHMPYPrHYHO HIAH APYro MEAHUMHCKO
CBECTOAHHC.

Mepky 3a HamangeaHe PUCKBT OT MHOMATHA NPHYHHEH OT NEKAPCTBEHH B3aHMOMEHCTBHA (BXK. ChILO
1.4.5)

PucKBT 0T MHONATHA ¥ palAOMHOITH3A € 3HAYHTE/THO MOBHILIEH, KOraTO CHMBAaCcTaTHH CE TIpHAara
€IHOBpEeMEHHO ¢ MOIIHHA HHXHOUTOpH Ha CYP3 A4 (KkaTo HTpakoHa307, KETOKOHA30/1, 103aK0OHAa3011,
BOPHKOHA30/1, EPUTPOMHLIMH, KIZPHTPOMHLUMH, TeTUTpoMHLIMH, HIV-npoteazin uHxubuTopH (Hanp.
HenthuHaBup), Golenpesup, Tenanpesup, HehasonoH, IEKAPCTBEHH NPOAYKTH, ChIbPIKALIH KOOHLHKCTAT),
KaKTO H remuOpo3HN, UHKIOCHOPHH H AaHason. Ynorpebara Ha Te3 NeKapcTBEHH NMPOLYKTH €
NpOTHBONOKA3aHa (BK. Touka 4.3).

Puckbt or MHONaTHa M pabaoMHOIN3a CILIO HAPACTBA NPH eHOBPEMEHHa YnoTpeda Ha aMHOAAPOH,
aMIOJMNHH, BEpAnaMHii WK AWITHA3EM ¢ OfIpeaeieHH A03H CUMBACTAaTHH (BX. ToukH 4.2 U 4.5). PucksT
OT MHUOTIATHSA, BKJIKUHTENHO pabaoMHONM3a, MOXKe Aa C€ YBETHYH NPH eXHOBPEMEHHO JIeUeHHE C
(y3uI0Ba KUCENHHA H CTATHHH (B, Touka 4.5). pu nauneHTH ¢ Xo®X, pUCKBT MOXKeE Aa ce MOBHLIHN
npH eZHOBPEMEHHATA yNoTpeba Ha IOMHTANU CbC CHMBACTATHH.

CrnepoeatenHo oTHOocHO CYP3 A4 uaxuburopuTe, ynotpedaTta Ha CHMBACTATHH €THOBPEMEHHO C
HTPAKOHAa30J1, KETOKOHA30J1, No3aKoHason, sopukoHason, HIV-nporeasun waxuburopu (Hanp.
HenduHapup), boLienpeBup, TenanpeBUp, EPHTPOMHLIMH, KITAPHTPOMHLIMH, TENHTPOMHLKH, He(azoaoH U
JleKAPCTBEHH MPOAYKTH, ChAbpKAUIH kOOHIIMCTAT € NPOTHROMNOKa3aHa (Bxk. ToukH 4.3 1 4.5). Ako
nedenneto ¢ MoluHu CYP3A4 uaxubutopu (CpeAacTea, KOMTO NMOBHINABAT rnoluTa nog kpusata (AUC)
NpHOJIM3UTENIHO 5 MBTH HAU TOBEYE) He MOKe J1a ce u3berne, IeYeHHeTo CbC CHMBACTaTHH TpAbBa fa ce
cnpe (¥ Aa ce obMucnM ynoTpebarTa Ha anTepHATHBEH CTATHH), IOKATO NPOSL/KABA IPUEMBT Ha TE3H
JlexapcTBeHH npoaykTH. OcBeH ToBa TpabBa fa ce BHMMaBa, KOraTo ¢& KOMOHHHpa CHMBACTATHH C APYTH,
HE TONKOBa MOLWHH HHXHOHTOpH Ha CYP3A4 karto ¢aykoHazon, BepanamMui, JHITHa3EM (BXK. TOUKH 4.2
u 4.5). EnHOBpeMeHHHAT NpHeM HA CHMBACTATHH H COK OT rpeHndpyT Tpabea na ce uz6Area.

EaHOBpeMEHHOTO NMPWIOKEHHE HA CHMBACcCTATHH C remMgpudpo3un Tpabea na ce u3bArea, OCBEH ako ce
OuaKBa NoJs3ara Aa NpeBuilaBa pucka oT kKOMOHHHpaHara ynoTpeba Ha Te3u 1eKapcTRa.

[MonzaTa or komMOHWHMpaHOTO npunaraHe Ha cumpacTaTHH 10 mg/nHerHo ¢ apyru ¢ubpatu (c
H3KNYeHHe Ha peHoduOpaT), HHAUWH HAM UHKITIOCHOpHH Tpabra da ObIe BHHMATENHO MpelicHeHa Mo
OTHOLUEHHE HA MTOTEHLHATHHA PHCK OT M3MON3BaHETO HA Te3H KoMOuHauuu (Bxk. T.4.2. H 1.4.5.).

Tpabea na ce 00bpHE BHUMaHKE NIPH NpPEANHCBaHe Ha ¢eHoPUOpaT eAHOBpEMEHHO CbC CHMBACTATHH, T.K
BCEKH OT [ABATA JIEKAPCTBEHH MPOAYKTa MOXKE A2 AOBEJAE 10 MHONATHA W MPH CAMOCTOSTETHOTO HM
NPUIIOKEHHE,




CTaTHHH B KOMOHHauMA (BxK. Touka 4.5).IlauuenTture Tpadea na 6vaat npeaynpeaeHn oa NOTLPCAT
He3abaBHO Nekapcka MoMOoLLL aKo MOMTyYaT CHMITOMH Ha MYCKyJ/THa crabocT, 60MKka MK YyBCTBUTETHOCT
Ha MycKymnuTe. JleueHHETO CbC CTATHHHU MOKE 1a 6bJle OTHOBO Bb3CTAHOBEHO CEAEM AHH clel
NoCeAHATa MPHIoKeHa 103a (Qy3naoBa kucenvua. JIpH n3knrounTenHn oOCTOATeICTRA, KBAETO Ce Hanara
NIPOAB/DKATENHA CHCTEMHA ynoTpeda Ha (y3HI0Ba KHCETHHA, HAMP. MPH IeUEHHE HA TEXKH WHPEKLHH,
HeoOX0AMMOoCTTa OT eJHOBpeMeHHaTa ynoTpeda Ha CUMBAcTaTHH M Qy3HIORa KHCeHHA TpAOBa Aa Obae
obMuUCNeHa Ha HHAKMBUAYANTHE OCHOBA M CaMO NOJ BHUMATENEH JIekapcky KOHTPOI.

Tpabea na ce u364rea NpHeMbT Ha CUMBACTATUH B J03H NO-BHCOKH oT 20 mg ¢ aMHOOapoH,
aMJIOJMNHH,BepanaMil, WK AuITHaseM (BiokTe Touka 4.2 u 4.5), IlpH naumenTd, NpueMani1 JTOMUATANHT
€1HOBPEMEHHO ChC CUMBACTATHH, J03aTa HA CHMBACTaTHH He Tpabea aa npepuwasa 40 mg JHEBHO (BXK.
Touku 4.2.4.3 u4.5).

[NaupeHTHTE, NPHEMALIM EQHORPEMEHHO ChC CHMBACTATHH APYTH JIEKAPCTBEHH NPOAYKTH, ONpeAeNiHH
KaTto ymepeHo MoutHH HHXHOHTOpH Ha CYP3 A4, ocobeHo BBB BUCOKH 103H CHMBAcTaTHH, MOXKE 1a €a ¢
MOBHILICH PUCK OT MBONAaTHA. Moxke 1a ce HANOXW KOpPUTHpaHe Ha /103aTa Ha CHMBACTATHH [pH
€/IHOBPEMEHHO TIPHJIOKEHHE HA CHMBACTATHH C YMEPEHO MOILHK HHXHOHTOPH Ha CYP3A4 (aredTH,
yeennyapa AUC npudnusutenno 2-5 nbTH). 3a HAKOH onpejeneHH YMepeHH HHXUOMTOpPH Ha
CYP3A4 kato aunTHazeM, MakcHMaHaTa NpenophYMTe/THa 1038 Ha CHMBAcTaTHH € 20 mg (BX. Touka
4.2).

CumBacTaTHH € cyOcTpaT Ha eyKCHHS TPAHCTIOPTED Ha NPOTEWHA HAa PE3HCTEHTHOCT Ha paka Ha
repaara (Breast Cancer Resistant Protein, BCRP). EnHospemenHO npunoxeHHe Ha MPOOYKTH, KOUTO ca
HHXHGUTOpH Ha BCRP (nanp. enbaceup 1 rpasonpeBup), MOXe 1a JOBele A0 NOBHLUIEHH [1a3MeHH
KOHLIEHTPALHH Ha CHMBAcTaTHH H OBHUIEH PHCK OT MHOMATHS, CIIEKOBATENHO TpAOBA na ce 0OMHCIH
KOPHIrHpaHe Ha f03aTa CHMBACTaTHH B 3aBUCHMOCT OT NpeAnycaHara ao3a. ExHospemenyoro
NpHAOKEHHE Ha eNGACBHUP H rPa3oNpeBHP CbC CHMBACTATHH HE € NMPOYYEHO; BCE NaK A03aTa Ha
CAMBACTATHH He TpEOBA 12 HagBHIAaBa 20 mg AHeBHO NPH NANHEHTH, NOJNY4YABAIH CHILTCTBALIO
Jie4eHHe ¢ MPOJYKTH, ChbAbPKAIIH e10acBHp HAH Ipa3onpeBup (BK. Touka 4.5).

Panko ciy4an Ha MHonmaTHa/pabnoMHONH3a ca CBbP3BaHH ¢ eJHOBPEMEHHOTO Npuioxkerre Ha HMG-
CoA penykTazHH MHXHOHTOPH ¥ HHALHH (HUKOTHHOBA KHCENHHA) B JIMNHAOMOAM(HLMpalL Ao3K (> 1 g
IIHEBHO), BCEKH €IHH OT KOWTO MOXe Ja NPUYHHN MHOMNATHS B Cy4ai Ye ce Mpuiara CaMoCTOATEHO.

B KIWHHYHO H3NWTBaHE (MEIMaHA HA MpocliefaBaHeTo 3,9 roAnHH), BIUIIOYBAILO MALMEHTH C BHCOK PHCK
3a ChPAEYHO-CHIORO 3abonaBaHe U ¢ nobpe koHTponupanyu HHBa Ha LDL-C, nekyBaHH CbC CHMBACTaTHH
40 mg gHeBHO cbe MK Oe3 ezeTiMKb 10 mg He € UMAIO AONBITHUTEIHA NON3a BbPXY CbLPAEUHO-
CbJOBHTE PE3YNTATH MpPH A00aBAHETO HA HHALMH {(HHKOTHHOBA KHCETHHA) B THMUAOMOAM(PHLIHpALIH
ao3d (> 1 g aHeBHO). CleNoBaTeNHO, JeKapHTe 0OMHCIALIM KOMOHHHPAHO JIEYeHHE ChC CHMBACTATHH H
HHALUWH (HUKOTHHOBA KHCENHHA) B TUNHAOMOIUGHLIMPAIIH A03H (> 1 g JTHEBHO), HITH MPOAYKTH,
CBIBPKALIH HHALHMH, TPAOBa BHUMATENTHO 1a OLEHAT NOTEHLUMAIHUTE MO/I3H H PHCKOBE # Tpabaa
BHHMATEJIHO J1a NpOoCcesABaT 1alHeHTHUTE 3a NIPU3HALK M CHMITOMH Ha MycKyJiHa Gonka, GonesHeHocT
wiK ¢cnaboct, 0cobeHO Mo BpeMe Ha MbPBHTE MECELIM OT JIEHEHHETO M KOraTo J03aTa Ha HAKOM OT Te3H
MPOAYKTH ce yBesnu4yasa. OcBeH TOBA, YECTOTaTa Ha MHOMNATHS B TOBA H3NWTBaHE € nprOnusuTenno 0,24
% NpyW KWTaMLH, TEKYBAHH HITH b cHMBacTaTHH 40 mg, unu ¢ ezeTiMub/cumBactatu |0 mg/40 mg,
cpaBHeHO ¢ 1,24 % npn kuTaiuy, JiekyBaHH cbe cumBacTaTHH 40 mg, HnH ¢ e3eTuMub/cHmBacTaThr 10
mg/40 mg, Ha KOUTO € MPUIIOKEHO EAHOBPEMEHHO HHKOTHHOBA KHCeNMHa/ maponunpant 2 000 mg/40 mg
C yab/keHO ocBoGoxnaBare. Brnpeks ue B TOBa KAMHHYHO H3MHTBAHE Ca OLEHEHH CaMO KHTaHUH OT
a3UaTCKOTO HACEICHHUE, Thif KATO UECTOTATA HA MHOTIATHA € MO-BHCOKA NPH KUTAaHLUM, OTKONKOTO ApH
HeKHTal L1, eAHOBPEMEHHOTO MPUITOXEHHE Ha CUMBACTATHH C HHALIMH (HHKOTHHOBA KHCENHHA) B
aunuaomoauduUMpaluy 1034 ( | g AHEBHO) HE CE TIPENOpPbYBA NPH a3UaTIH.
ALHNMMOKC € CTPYKTYPHO CBbp3aH ¢ HHAUMH. Bbnpeku, ye anunuMokc He € mpoy,
MYCKY/IH2 TOKCH4HOCT MOXKE 2 € CXOMeH € TO3H NPH HHALMH.




gaITTOMHgHH

CwoOmaBanu ca cnyyad Ba MuonatTes wunu pabpomuonuza npu HMG-CoA peaykTrazHu HHXHGHTOPH
(Hamp. cHMBACTaTHH) eAHOBPEMEHHO NpHIarany ¢ AanToMuiiH. HeobxonuMo e NoBHILIEHO BHUMAaHHKE,
korato ce npeanucear HMG-CoA pegykTasHi HHXMOUTOpPH B KOMOWHALIMS C AANTOMHLIKH, Thil KATO
BCEKH OT TAX MOXKe Na NPHYHUHA MHOMATHA H/unu pabaoMHOAM3a, KOTaTo Ce MPHAAraT CaMOCTOATEITHO.
Tpabea na ce obMHucH BpeMeHHO cripade Ha CuMBacTaTiH AJl npH NalUeHTH, NpHeMalux
JANTTOMHLIKH, OCBEH aKO MON3HUTe OT €1HOBPEMEHHOTO NPIIIOKEHHE He HAAXBHLPAAT PUCKA.
Koncynmrupaiite ce ¢ uHGopMauuaTa 3a MpeAnUcBaHe HA JANITOMHLIMH, 3a Ja MOTyY|Te JOMBIHHTETHA
nudopMalng 3a ToBa noreHUHanHo BlauMoaeiicteHe ¢ HMG-CoA penykrasHun UHXUOHTOPH (Hanp.
CUMBACTATHH) W 33 JOMBIHHTENHH YKa3aHHsA, CBbP3aHH C MOHHTOPHPAHETO.

YepHoapobuu edexTu

[Npyu xnHHHYHKE Mpoy4BaHKA ca HabmoaaeaHK nepcHCcTHpalIy nokayeauus (10 > 3 neTH [TH) Ha HiiBaTa
Ha CepyMHHTE TPaHCaAMHHA3H NP ManbK Opoit BL3PAaCTHH MALMEHTH, KOHTO C& NOMYYaBasid
cumMeacTaTHH. Korato TepanusTa e 61una npexbCBaHa WM CIIMPaHa NMpH TE3H NMALMEHTH, HUBATa Ha
TPAHCAMHHA3HTE €a CTIAAANH NMOCTENEHHO X0 NpeaTepaneBETHUHUTE,

TIpenopsYHTENHO € MPOBEXNAHETO HA BYHKLIHOHATHH YepPHOAPOOHN HICHENBAHKHA NPEAH 3ANOYBAHE HA
JIEYEHHETO U CNEJ] TOBA, KOTATO € KIMHHYHO NoKasaHo. [1py NauHeHTHTE, NPH KOHTO [03aTa € yBeHuUeHa
no 80 mg, TpaGpa Ja ce HanpaBW ACIBLIHHTENHO H3CNEIBAHE TMpead YBEJIH4EHHETO, 3 Meceua chen
yeenuvenuero Ao 80 mg, ¥ crnen ToBa MEPHOTHYHO MO BpEME Ha JleuyeHUeTo (Hanp. Ha 6 Meceua) npes
NLPBATA rOHHA HA NedeHHeTo. CnenManto BHUMaHKe TpadBa Aa ce o0LpHe HAa MALWEHTH, NPU KOHTO ce
Ha0mogaBa MoKayeRaHe HA CEPYMHHTE HHBA HA TPAHCAMHHA3KTE, W MPH TAKHBA NALUMEHTH, H3CAEABAHETO
6u Tpsabsano ga ce MOBTOPH CBOEBPEMEHHO W CHEN TOBA Ja C€ M3BBPILBA [10-4€CTO. AKO HHBATA Ha
TPAHCAMHHAIMTE NOKA3BAT TeHJEHLHA 33 MOBMILABAHE, OCODEHO AKO Te ¢e MNOBWILABAT A0 3 MBTH HAL
ropHaTa rpaHuiia Ha HOpMaTa ¥ MEPCHCTHpAT, NPHIaraHeTo Ha CHMMBACTATHH TPA0Ba 1a ce MpeKpaTH.
. Tpabea na ce uma npeneua, de AJIAT Moxe 1a MpoU3X0XAa OT MYCKYJIHTE, €T0 3all0 MOBHIIABAHETO HA
AJTAT n CK moxce na o3Ha4yaBa HAMTHYHE Ha MHOMATHA.
[lo BpeMe Ha MOCTMAPKETHHFOBUA OMMUT pAAKO ca choOLIaBaHK ciyvau Ha daranHa M e daranHa
uepHOAPOGHA HEAOCTATLYHOCT NPH NALIMEHTH, NPHEMALLH CTATHHH, BKTIOYHTEIHO CHMBACTaTHH. AKO ce
NOABH TEAKKO 4epHOAPOGHO YBpekAaHe ¢ KIIHHHYHH CUMITOMH H/WITH XHMepOMnupyOHHeMHE WK
*KBITEHHLA NO BPEME Ha NIEYeHHe CbC CHMBACTATHH, He3abaRHO npekpareTe eveHHeTO. AKO He Obae
OTKPHTa ApYyra €THONOTUA, HE 3alouBaifTe OTHOBO NEUYEHHETO ChC CHMBACTATHH,

neKapCTBOTO TpﬂGBa Aa cc H3NoI3Ba BHUMATC/IHO OpH AAalKHCHTH, KOHTO ynomeﬁﬂBaT 3HAYHUTEITHH
KOJIHYeCTBa anKOXO0Il.

KaKTo ¥ NipH ApyrH TMNHACTIOHIKABAILM NPOAYKTH, Ce chobIwaBa 3a ymepenH (< 3 notu I'TH)
MOKAYBAHUA Ha CEPYMHHTE TPAHCAMHHA3H CNEJ, TEPArHA CbC CUMBACTaTHH. Te3u NpoMeHH HacThNBaT
CKOPpO CNeA HAaYanoTo Ha TepantATa CbC CHMBACTATHH, YECTO Ca PEXOAHH, HE ca NPHAPYKEHH OT APYTH
CHMIITOMH W HE HanaraT NpeKLCBaHE Ha JIEHEHHETO.

Jaxapen duabem
Hsaxou nauun nipeanonarar, ye CTaTHHHTE, KaTO Knac, MOBHILABAT KPLBHATA 3aXap H MpPH HAKOU
MaUHEeHTH, ¢ BHCOK PHCK OT pa3BHTHE Ha AWMA0eT, MOraT Aa Ch3Aa]aT HHBO Ha XHUIMEPTIHKEMHS, NPH KOETO
€ niokazaHa rpika 3a auabera. Toau puck obaye ce KOMNEHCHPa Ype3 MOHWKABAHE HA ChIOBHS PHCK ChC
CTaTHHH H CJIEIOBATENHO He TpAGRa fa Obae NPHUYKHA 3a MPEYCTAHOBABAHE HA NEYEHHETO CBC CTATHH.
[MauueHTHTE ¢ pHCK (MNKOKO3a HA raaso 5,6 1o 6,9 mmol/1, uHaexc Ha TenecHa Maca (BMI) > 30 kg/m?,
NOBUIUEHHN TPHITHLEPKH, XUNICPTOHMA} TpaOBa na 6bAaT MOHHTOPHPAHH KINHHHUHO H GHO
CBIIACHO HALMOHAITHHTE MPENOPBKH.

Humepcmuuuaino 8e100pobuo 3aborreane
Hma cvobuienus 3a uuteperuumante GenoapobHo 3abondaeane npy ynorpeba Ha HA



HENpOAYKTHBHA KalllJIHLa ¥ BAoLIaBaHe Ha 00moTo cheToAHHE (YMOpa, 3aryba Ha Terno, Tpecka). [Ipu
NOAO3peHHE 3a HHTepCTHLMANHO Oenoapobno 3abonssaHe, TepanuaTa che cTaTHH TpAGBa Aa ce cnpe.

Muacmenun zpacuc/Ouna Muacmenus
B Haxonko cinydas ce cboOlaBa, 4e CTaTHHHTE HHOYLMPAT de #ovo WIN BAOILABAT BeYe CHILECTBYBALLA

MHACTEHHS PaBHC WK OYHA MHACTEHHA (Bx. Touka 4.8). [lpunoxkeHuero Ha cumsactaTuH Tpabea aa ce
crpe B ciay4a# Ha BICLIaBaHE HA CHMNITOMHTE. HMiMa chobierns 3a peLMaue npu (noaTopl-lo) NipUNaraHe
Ha CbLUHA HIH pa3NiHYeH CTaTHH.

IMeanaTpuyna nomyJiauun

BesonacHocTTa M edHKaCHOCTTA HA CHMBACTATHH NPy nauuenTH ot 10 1o 17 ropuinHa BB3pacT, ¢
X€TEPO3HroTHa (amMHIIHa XHIEPXONECTEPONEMHA, ¢ OHIa OLEHEHA B €IHO KOHTPOIHPAHO KIHHHYHO
‘poyuBaHe npu mnaaexH I crenex no TaHep K Harope U AeBoOliKH NOHE €AHA FOOMHA CNE TBPBAaTa HM
MeHcTpyauus. [lanueHTHTe, NeKyBaHH CC CHMBACTATHH Ca MMaiu npodun Ha GezonacHocT nopobed Ha
TO3M NPH NALHEHTHTE JIeKyBaHH ¢ riauebo. Jo3u no-eucoku ot 40 mg He ca Gunu U3CNEABAHH NPH Ta3H
nonynaauua. B ToBa orpaHH4eHO, KOHTPOJIMPAHO NPOYYBAHE HE € YCTaHOBEH 3a6enexxum edexT BLpXyY
pacTea WK CEKCYaHOTO Y3pABaHE Ha MNAJCAKHTE HITH ABOMKHMTE WIH KaKbBTO M Aa Ouno edexr BbpXy
OpPOABL/DKHTENHOCTTa HA MEHCTPYAIHHA LMK NpH MOMHueTaTa (Bxk. To4kH 4.2; 4.8 u 5.1) Io BpeMe Ha
JleyeHHeTo CbC CHMBACTATHH, Ha AeBoHkuTe TpabBa na ObaaT npenoXKeHH NOJXOAALLH METOH 3a
KoHTpauenums (Bx. ToukH 4.3 1 4.6), EdpukacHocTTa H 6e30MacHOCTTa He ca OWITH H3C/IeaBaHH MPH
MaLMEHTH Ha Bb3pacT < 18 roAnHH 3a neproa Ha neveHue ¢ NPOIbMKKUTETHOCT > 48 cenMULM 1 He €
U3BECTEH ABITOCPOYHHA ePeKT BbpXY GHIHHECKOTO, HHTENEKTYATHO H CEKCYaTHO pa3BHTHE.
CumBacTaTéH He e OWI MpoyYBaH MpH nauMeHTH noa 10 roguiliHa Bb3pacT, KAKTO H NP Jeia npeau
my6epreTa ¥ MOMHYETa, KOHTO HE Ca HMAMH MEHCTpPYaLIKA.

IHomomuu BemecTBA

To3u JICKApPCTBEH NPOOYKT CHAbPAKA JIAKTO3A.

[TauuenHTu ¢ PCAKH HACACOACTBEHH HpOﬁﬂBMH Ha HETIOHOCHMOCT KBbM rajlakTo34a, [IbJICH

JIAKTa3CH IlerPll.llflT HJTH TNIOKO30-ranaKkrosdia Maﬂaﬁcopﬁuml HE TpHGBa Aa NMpHEMAaT TOBA JIEKapCTBO

4.5. B3anmopeiicTeHe ¢ APYrH JeKAPCTEEHH NPOAYKTH B Apyru GopMu HA B3auMoaelcTBHE

MHOECTRO MEXaHH3MH MOTAT Jja IOMpHHECAT 33 NOTEHIHATHH B3anmoneticTus ¢ HMG-CoA
peayKTa3HH HHXHOMTOpH. JlekapcTBEHH WIH PaCTHTENHK NPOAYKTH, KOUTO HHXHOHpaT MeTabonUTHHUTE
HbTHLIA Ha onpefeneHH eHsuMH (Hanp. CYP3A4) w/unu tpancnoprepu {(vanp. OATP1B), morar ga
MOBUILAT IIA3MEHHTE KOHUEHTPALHH HA CHMBACTATHH H CHMBACTaTHHOBA KHCEAMHA U MOTAT Ja JoBeJaT
J0 [IOBHILIEH PUCK OT MUONAaTHA/pabaomMuonusa.

Koncyarapaiite ce ¢ andpopManEaTa 312 NpeANACBaAHE HA BCHYKH eIHOBPEMEHHO NPHEMAHH
JIEKAPCTHA, 34 13 MoJIy4HTe JONbIHHTEIHA HHPOPMALHA 3 TEXHHTE MOTEHIHAIHH
B3AHMOAEHCTBHS Ch¢ CHMBACTATHH H/HJIH NOTEHIHAJA 32 NPOMEHH HAa eH3HMA HJIH TPAHCIOPTEpa,
'H 33 Bb3MOXKHO KOPHTHPAHE Ha 103aTA HJIH CXeMaTa HAa MPHIarane.

[NpoyuBanus 3a B3aHMOLEHCTBHATA Ca NPOBEXIAHH CAMO NPH BB3PacTHH.

dapmakoIMHAMHUYHH BIAHMOASHCTBUA
B3aumodeiicmeus ¢ aunuoo - NOHUIICABAIYYU JeKAPCMGEHU NPOOYKMU, KOUMO mMozam 0a npedussuxam
MUORAMus nPU CAMOCMOAMENRHOMO UM NPUNOIICEHUE.

PUCKBT OT MHonaTHA, BKI. pabaoOMHOMN3a HapacTBa 1O BpeMe Ha €HOBPEMEHHOTO Ip

HT4.2. HT4.4)
Korato cumBactati U ¢eHopuOpaT ce npuiarat eNHOBPEMEHHO HAMA JAOKa3aT

JEKAPCTBEHHTE NPOAYKTH CAMOCTOATEIHO.

-
e
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Penku cmyvyaw Ha wmuomnatds /paGaoMuonus3a ca CBbP3aHH € €JHOBPEMEHHOTO MPWIOKEHHE Ha
CHMBACTATHH H JAMIIHA0-NIOHIKABAILH 103H (> 1g/IHeBHO) HHaLHH (BHXKTe ToUKa 4.4).

CboTBeTHH (apMakOKHHETHYHH JAaHHM H NaHHHW 32 NekapcTBeHaTa 6e3omacHOCT He ca HallM4HW 3a
apyrurte ¢ubparu.

DapMaKOKHHETHYHH B3IAUMONEHCTRHA
Egexm na dpyeu aexapcmsenu npooykmu 8bpxy CUMeAcmamum

.Hel{apCTBCHH BSaI/lMO,[leifl(.‘.TBl’lﬂ_2 CBEpP3aHH C MOBHUICH PHCK OT Muonama/paﬁnonmonma

Jexapcmeenu npooyxmu IlpenopbkH 3a NpeanUHcBaHe

Mot “HxHOHTOpH Ha wuTOXpoM P450 3A4,
HanpHMep llporHBonoKkazaHa €  €IHOBPEMEHHOTO MM
HTPAaKOHA30. NpHIOKEHHE CbC CHMBACTATHH

KETOKOHA30M

No3aKoHa30M

BOPHKOHA30N

€PUTPOMHULIHH

KJIAPHTPOMHLIHH

TEHTPOMHLIHH

HIV-npoteasnn uHxHOHTOPH, OoLenpesup
Tenanpesup

Hedazoaon

Linknocnopux

Hanazon

Tempubposun

Adpyru pubpat {c H3KnoueHHe Ha PpeHopHOpar) Jo3aTa Ha CHMBacTaTHH He TpAOBa 1a NpeBHIABA

10 mg/aHeBHO

@®y3unopa KHUcenuHa He ce nmpenopbuBa €NHOBPEMEHHOTO MPHIOKEHHE
CbC CHMBACTAaTHH

HuaupH(HHKOTHHOBA KHCENTHHA) (> | g AnesHO) He ce npenopbyBa ChC CHMBACTATHH NPH a3HATLM

AmHozapoH Ho3ata Ha CHMBacTaTHH He TpAORa Ja npepMlIaBa

AMAOIUIHH 20 mg/oHeBHO

Bepanamsn

Junrnazem

EnGaceup

I'pazonpeBrp

JlomuTtanun Jda He ce nmnpepumasa pgozata ot 40 mg
CHMBACTATHH JAHEBHO NpH nauyeHTH ¢ XodX

JanToMHUKH TpaGea na ce oOMHCNM BpeMEHHO cIiMpaHe Ha
CHMBACTATHH  TPH  MALMEHTH,  TpPHEMAaLH
JanTOMHLMH, OCBEH  aKo  MOM3WTE  OT
€HOBPEMEHHOTO NPWIOKEHHE HE HaAXBbPJIAT
pucka (BX. Touka 4.4).

Cox ot refingpyT Tpabea na ce u3bsrea cok ot rpeiindpyT no Bpeme
Ha JleyeHHe ChC CHMBACTATHH

[Mabnounknub ChObTCTBAOTO NMPHIOKEHHE HE CE MPENOphUBA.

Pubounknud CBLOBTCTRAIMOTO NpHiOokKeHHe TpadBa Ja ce
u3bsrea.

BzaumoneiicTBug BraouBauln uHxubuTopu Ha CYP3A4 ‘
CumpacTaTHH e cybcTpar Ha uutoxpoMm P450 3A4. CunHWTe MHXHMOMTOPH Ha LMWT
YBE/IHHABAT PUCKA OT MHOTIATHSA H PAGIOMHONH3A YPE3 YBEIMYABAHE HA KOHLICHTPALW TR G

penoyKTa3HaTa HHXHOMTOpHAa aKTHBHOCT B IUIa3MaTa Mo BPEME Ha TEPANHATA ChC C
HHXHOMTOPH  Cca:  MTPakOHas’oN, KETOKOHA30/,  IOCAKOHA3oNl,  BOPHKOHA3MML
KnapuTpoMHUMH, Tenutpomuuun HIV-nporeasun vuxuOutopu (Hanpumep HenpuHIBH



TenanpepHp, HeasonoH). EAHOBpeMEHHOTO MpHIaraHe Ha HTpakoHa3on BoaM A0 mosede oT 10-kpaTHo
yBEAHHABAHE HA IUIA3MEHHTE HHBA HA CHMBACTATHHOBA KHCENWHA (AKTHBHMAT metabonut Gera-
. XWJAPOKCHKHCENHHa). TenuTpoMHUMH Npean3BHkBa |!-KpaTHO yBelHuYaBaHe Ha MIa3MEHHTE HHMBA HA
CHMBACTATHHOBA KHCEITHHA.

KoMOHHHpaRreTo ¢ HTPaKOHA30/1, KETOKOHA30:, M03aKoHa30l, BopHkoHason, HIV-nporeaznu
HHXHOUTOPH (Hanp. HenguHaBHP), OoLENPEBUp, TENANpPEBHP, EPHTPOMHULINH, KIAPHTPOMHLIKH,
TEJMUTPOMHLIKH, He(a300H H JIEKAPCTBEHH NPOAYKTH, ChAbP ALK KOGHLMCTAT € MPOTHBONOKA3aHO,
KakTo ¥ ¢ reMpubpo3il, UMKIOCNIOPHH W naHa3on (Bx. Touka 4.3). B cnyuauTe, korato 1eyeHHeTo ¢
MowHH HHXuOHTOpK Ha CYP3 A4 (cpeactra, kowto nopuwagat AUC npHOGIHIHTENHO 5 MBTH WK
NIoBeYe) He MOJke Ja ce u3berte» TepanuaTa ChC CHMBACTATHH TPAORA Aa ce NPEeKpaTH 110 BpEME Ha
TepaneBTHYHHA Kypc (M na ce oOMucaH ynotpebara Ha anTepHaTHBEH cTaTHH). Tpabsa aa ce moaxoxaa
BHHMATETHO H NPH KOMOWHHPAHETO HA CHMBACTATHH C APYTH, no-ciadn nHxHGHTopH Ha CYP3A4:
¢dnykonason, BepanaMun uny onTHazeM (Bx. Touku 4.2 u 4.4).

dnykoHazon
PEJlKH cnyqan Ha paGJIOMHO.TlHL'Sa, CB’bp3aHH C eIIHOBpCMEHHOTO NPHI0XEHHE HA CHMBACTATHH H

$UKOHA30N Ca NOKJTaNBaHU (BHXKTE TOYKa 4.4).

uﬂKJIOCI'IOQHH

PuckbT OT MUONaTHA/palI0MHONH3A ¢¢ YBE/THYABRA MPH €IHOBPEMEHHOTO MPUIOKEHHE HA LIMKNOCTIOPHH
0cobeHO C BUCOKH 1031 HAa CHMBAcTaTHH (Bx. T.4.3. 1 T.4.4.). [lopaaH ToBa J03aTa Ha CHMBACTATHH HE
TpAGBa na npesHwasa 10 mg AHEBHO NpH AALHEHTH NOAYYaBaLlM CHITLTCTBALLA TEPANHI C
LHMKJIOCNIOPHUH.

Bbrpeky, ye MEXaHM3MBT HE € HAMBIHO ACEH, UHKIocnopHH nosumasa AUC Ha cHMBacTaTHHOBaTa
KHCEJIHHA BepOATHO 4pe3 HHXHOHpaHe Ha CYP3A4 wwm OATPIBI.

aHa3on
PHCKBT OT M#ONaTHa/pa0aoMHONN3A C€ YBEMHYABA NMPH €IHOBPEMEHHOTO MPHIMKEHHE HA JaHa3on ¢
BUCOKH /1034 Ha cHMBacTaTHH (Bxk. T.4.3. n 1.4.4.). '

Iem¢ubposun

lempubpozun nosHwasa AUC Ha cHMBacTaTHHOBaTa kuceldHa 1,9 NbBTH, BEpOATHO MOpaiM
HHXHOHpaHe Ha ITBTA Ha TMOKopoHHaupaHe (BX. T.4.3. U T.4.4.). EqHOBpeMeHHOTO MpUIOKeHHe Ha
cHMmBacTaTHH H rempubposnn wwim OATPIBI e npoTuronakazaHo.

Dy3HI0BA KHCEIHHA:
IMpyu nauueHTH, NMpHEMALLK eAHOBPEMEHHO (PY3HA0BA KHCENHHA W CTATHHH MOXE J1a HMa MOBHLIEH PUCK

oT Muonatusa/pabaomuonusa. EJHOBpEMEHHOTO UM MPHIIOKEHHE MOXeE Ja AOBEE J0 NOBUILEHH
NIa3MeHH KOHLIEHTPALMH W Ha [iBaTa NPOAYKTa. MexaHW3MbT Ha TOBa B3aHMOAEHCTBHE (TanH €
(papMaKoAHHAMMYHO WK (apMAKOKHHETHYHO,HIH H JBeTe) € HensecTeH. MimMa noknaznu 3a
pabnoMuonK3a (BKITIOYMTETHO H PeAKH (haTasHO CHOUTHA) NPH NALHEHTY, NPUIaraly TasH KoMOHHALIHA.
Ako nedyeHueTo ¢ $hy3Ha0Ba KMCENHHA CE CHMTa 3a KpaiiHO HeoOX0AUMO, TeYEeHHETO ChC CHMBACTaTHH
TpaOBa 1a Obe NpeKbCHATO, JOKATO CRLPILM NIeYeHHeTO ¢ Py3uA0BA KucenHHa (BikTe Touka 4.4).

AMuonapoH
PucksT oT MHonarua/pabnoMuonuza ce yBenWvaga NpH eQHOBPEMEHHOTO NPUNIOKEHHE HA AMHOAAPOH

Ilpy kIMHHYHO NpOyuYBaHe, MHOMAaTHA ¢ OMna gokTaaBaHa npH 6% OT NaUMEHTHTE NpHEMAalTH
cHmBacTaTHH 80 mg U aMHOAapoH.

[Topann TOBa, no3aTa Ha CHMBAacTaTHH He TpAGBa na npesuwasa 20 mg/aHEBHO NpH DaLMEHTH
TNOy4aBallid ChITBTCTBALLO IEYEHHE C AMHOJAPCH.

biokepH Ha KasllHeBHUTE kKaHANH

Bepanamun
PuckbT oT MHONaTHs/pabaoMHONM3a Ce YBENHYaBa NPH eJHOBPEMEHHOTO MPUIION




EKCMO3HLMATA Ha CHMBACTATHHOBA KHCENWHA, BepodaTHO nopagd HHxuOupade na CYP3A4. 3arosa
[03aTa Ha CHMBACTaTHH He Tps#0Ba aa Hagehwaea 20 mg AHERHO NMPH MALHEHTH, KOUTO €IHOBPEMEHHO
MpHeMaT Bepanamidl. ‘ ‘

EHJ'[THEBGM

AHanM3 Ha HAIHYHMTE KJIHHHYHW HW3cneABaHus coud 1% HHUMAEHTH TPH MaUHEeHTH NpHEeMaty
cumeacTatid 80 mg u nunTHaleM. PUCKBT OT MHOMNATHA NpH MNaLMEHTH NpUeMamiy cumpacTatia 40 mg
HeE € OHIT YBEJHUEH MPH €IHOBPEMEHHO NMPUIIaraHe Ha MWwiTHazeM (Bx. T.4.4.).

IMpu npoBeneHo GapMakOKMHETHYHO H3CNEABAHE, €AHOBPEMEHHOTO TIPHIOKEHHE Ha AHJITHA3EM BOAM 0
2,7-KpaTHO yBenHuYaBaHe Ha NAa3MEHWTEe HHBA Ha CHMBACTATHHOBA KHCEN#HA BEPOATHO 4pe3
uHxubupare Ha CYP3A4. Tlopanu ToBa, 103aTa Ha CHMBAacTaTHH HE TpsORa Aa npepuliasa 20 mg/nHEBHO
MpY NaUMEHTH NONYHaBallX CBNBTCTBALIO JIEYEHHE C MNTHA3EM, OCBEH, AKO OYAKBAHATA KIHHHYHA
noJi3a NPEeBHLIABA YBENHYESHUA PHCK OT MHOTIATHA W pabroMHOMH3a.

AMIOAKIIHH
Ilpu mauMeHTH Ha JieHEeHHE € AMJIOJMIHMH, NeKyBaHH €AHOBPEMEHHO ChC CHMMBACTATHH HMA MO-TONAM

PHCK OT pa3BHTHE HAa MHONATHA. BbB (PApMaKOKMHETHYHO MpPOY4YBaHE, €AHOBPEMEHHOTO NCYEHHE C
aMIIOAMNHH yBenu4aea ¢ 1,6 MbTH eKCo3HLIMATA HA CHMBacTaTHHOBA KucenuHa. Ilopanu Topa, 1o3aTa Ha
CHUMBACTATHH He TpaAGBa na npesuiuiasa 20 mg/aHeBHO MNpPH MALMEHTH NOAYYABAIIH CBHITLTCTBALLO
JieyeHHe ¢ aMJIOTUNHH (BUXKTE TouKa 4.4).

Jomumanuo

IpH eAHOBPEMEHHO NMPUITONEHHE HA JTOMHTATH/ CBC CHMBACTATHH, PHCKBT OT MHONATHSA H
pabnomuonuza Moxe na ce moBuiH (Bx. Touku 4.3 u 4.4). CnenoBartendo, npH nauuenT ¢ XodX,
Jo3aTa Ha CHMBacTaTHH He Tpabsa Ja HaaeHwaea 40 mg AHEBHO NPH CHITLTCTRALIA TEPAIHA ©
JIOMUTANKA.

YmMepeno MowHy uexubuTopu ra CYP3 A4

MMaugeHTHTE, NpHEMALLM eIHOBPEMEHHO ChC CHMBACTAaTHH APYrH IEKAPCTBEHH NMPOAYKTH, ONpeAcnaHH
KaTo yMepeHO MoulHM BHXUOuTOpH Ha CYP3A4, ocofeHo ako ca Ha BHCOKA 1032 CHMBACTATHH, MOXKe 113
ca ¢ MOBHUICH PHCK OT MHONIATHA (BXK. Touka 4.4),

Huxubumopu na mpancnopmuus npomeun OATP1B1

CuMBacTaTHHOBATa KHCeHHA € cyOcTpar Ha TpancnopThusa npoteHd QATPIBI1. Ennoapementoro
NpHICKEHHE Ha JIEKApCTBEHH NMPOAYKTH, KOWTO €a HHXHOUTOPH Ha TpaxcnopTHHA npoteuH OATP1BI,
MOJKe Ja JOBeNe [0 NOBULIABAHE HA TUIA3MEHUTE KOHLIEHTPALMHM Ha CHMBACTATHHOBA KUCENHHA H
MOBHLIEH PUCK OT MHONATHA (BXK. TO4KHK 4.3 1 4.4).

Huxubumopu na npomeuna Ha pesucmeHmHoCcH Ha paka Ha zepoama (BCRP)

EnHoBpeMeHHO NpUIIOKEHHE Ha IeKapcTBeHH NPOAYKTH, KOMTO ca MHxuOuTopu Ha BCRP, sriounTteiHo
MPOXYKTH ChIbpKall enbacBHp WK rpa3onpeBHp MOXe 1a A0Bee A0 NOBHILEHH M1a3MeHH
KOHLEHTpaUWH Ha CUMBACTATHH M MOBHLIEH PHUCK OT MHONIATHA (BxK. ToukHd 4.2 u 4.4).

Huayun (nuxomurosa xuceauna)

Panko ca csOOIIABAHH cliy4aH HA MHONATHA/pabaOMHONH3a, CBBP3aHU C eJHOBPEMEHHOTO TNIPHNMKEHHE
Ha CHMBACTATHH € NHNHAOMOAR(HUHpaLH B03H | g IHEBHO) Ha HKALMH (HMKOTHHOBA KHce/nHa). B
enHo GapMaKOKMHETHYHO OPCYYBAHE EIHOBPEMEHHOTO MPHIOKEHHE HA €AHOKPATHA 8034 0T 2 g
HHKOTHHOBA KHCENMHa C YAB/DKEHO OCBOGOKAaBAHE ¢he cHMBacTaTHH 20 mg ¢ noseno A0 yMepeHo
yBetueHHe Ha AUC Ha cHMBAcTaTHH M CHMBACTATHHOBA KHCENHHA H B Cye Ha TUIA3MEHHTE o=

KOHLIEHTPALUHH Ha CHMBACTaTHHOBA KHCEITHHA.

Cox om zpetinghpym
CoxsT 0T rpeiindpyt nExHOupa untoxpom P450 3A4. EnHOBpeMEeHHHAT npyHeM Ha
(Hax | NKTHP THEBHO) COK OT rpedndpyT U CHMBACTATHH BOAM IO 7-KPaTHO MOBHILL



€KCMO3HLMATA KbM CHMBACTaTHHOBA KHcenuHa. [lpuemsT Ha 240 ml cok ot rpefindpyT cyTpuH u
NpHEMBT Ha CHMBACTATHH BEUEp CHULO ca NpeAu3BHKamv |,9-kpaTHo yeenuueHue. Tpabsa na ce usbarea
' IpHEM Ha COK OT rpeiingpyT no BpeMe Ha NeveHHe CbC CHMBACTaTHH.

Komnxwun

[Tpu naumenTtH ¢ 6b0peuHo yBpexIaHe, NpUeMallH € THOBPEMEHHO KOJMIXHLUHH H CHMBACTATHH, HMa
cpoOLIeHud 3a MuoniaTHA K pabaomuonuza. [pu nanuedTy, npueMainy Tazu komMbHHALMA, ce
Mpenopbysa CTPHKTHO KIKHUYHO NpoCcnensBaHe.

JHanmomuyun
PHCKEBT OT MHONIATHA H/HITH pabaoMHONH3a MOke Aa ObJe MOBUILEH NP €JHOBPEMEHHO NpHIIarale Ha
HMG-CoA penykrasHH HHXHOWTOPH (HanpMMep CHMBACTaTHH) H TANTOMHUKH (BXK. Touka 4.4).

Pughamnugun

Tobii kato pudaMnuLuH e Moltied uHAYKTOp Ha CYP3 A4, edukacHoCTTa Ha CMBACTATHH MOXeE J1a Ce
3aryOM npH NauMeHTH Ha NPOALIKHTENHO neyeHHe ¢ pudaMnuuKuH (Hanp. neyeHue Ha TyOepkynosa).
BbB dhapMakOKHHETHYHO MPOYUBaHE TIPH 3ApaBH JOOPOBOILIM, UTOLTA NMO/i KPHBATa Ha NJIa3MeHaTa
koHueHTpaums (AUC) Ha cHMBAcTaTHHORA KHCENHHA € MOHKXKeHa ¢ 93 % npH eaAHOBpEMEHHOTO
NpHACKEeHHE Ha pUHAMMHLHH.

EdexTn Ha cuMBacTaTHH BbpXY (papMaKOKHHETHKATA Ha IPYTH NEKAPCTBEHH MPOAYKTH
CuMBacTaTuH HAMa WHxHOHpaml edekr Bbpxy uuroxpom P450 3A4. Eto 3amo He ce ouvakea

CHMBACTATHH [a MOBMMABA TINA3MEHATA KOHLEHTPALMA HA JIEKapcTBa, MeTabonu3HpaiM ce upes
uuroxpom P450 3A4.

[lepopalH{ AHTHKOArYJaHTH

B nBe KNMHHYAH NPOYUBaHHA, €AHOTO NPH 34paBH AOOPOBOILM, a APYroTO MPH NALMEHTH C
XHNEPXONECTEPONEMHSA, NMPHIACKEHHETO HA CUMBACTATHH 20-40 mg AHEBHO € MOTEHLIMPATIO B yMEpeHa
cTeneH edeKTa Ha KyMapHHOBHTE aHTHKOAryaHTH: NPOTPOMOUHOBOTO BpeMe, OLIEHEHO NOCPEACTBOM
MEXAYHapOIHOTO HopManu3upaHo oTHolleHHe (INR), e HapacHano cnpamo usxoaHotroot 1,7 10 1,8 1
ot 2,6 a0 3,4 cBOTBETHO B rpymnara Ha AOOPOBONLMTE W rpynara Ha nauueHTHTe. B MHOrO peaxu cmyuaun
ca Ounu goknageaHu NeBUIIEHH ¢ToHHOCTH HA INR, Tlpu nanuedTy, KOHTO NPHEMAT KyMaPHHOBH
aHTHKOAryNnaHTH, NpoTpoMOHHOBOTO BpeMe TpAORa [la ce onpelens Mpean Aa ce 3aroyHe NpHemMa Ha
CHMBAcCTaTHH M JOCTATBYHO HECTO CJIE] TOBA B HAYANOTO HA JIEUEHHETO, 3a [a € CUTYPHO, Ue HAMA
3HAYHTESTHH IPOMEHH B NIPOTPOMOUHOBOTO Bpeme. Cnen ctabumn3upaHe Ha NpoTPOMOHHOBOTO BpeMe,
MHTEpBANTHTE 34 NpOCcieAABaHe Ha NpoTpoMOMHOBOTO BpeMe MoraT Aa 6baaT o0uuaitHHTe, KOMTO ce
npenopbYBaT MpH NalMEHTH Ha JleMeHHe ¢ KYMapHHOBH aHTHKoarynanTH. ChluaTta npoueaypa ce
MOBTap#, B C/lyyaii 4e A03aTa Ha CUMBACTAaTHH Ce IPOMEHH HIIH Jle4eHHeTo 6bae npekpateno. JleueHnero
CbC CHMBACTATHH HE ¢€ aCOLIMHPA C KbpBEHE WM ¢ MPOMEHH B MPOTPOMOHWHOBOTO BpEME TIpH
NALHEHTHTE, KOWTO HE B3UMAT AHTHKOATYAHTH.

4.6. PepTHAHTET, OPEMEHHOCT H KbpPMeHe

bpemeHHOCT
CHMBACTATHH € MPOTHBOIIOKA3aH MO BpeMe Ha OpeMeHHOCT (B T.4.3.).

. BezonacHocTTa npu OpeMeHHH >XeHH He e ycTaHoBeHa. HaMa NaHHM 33 NpOBefeHH KOHTPONHMPAHH
KIMHHYHH [IPOYYBAHHA CHC CHMBACTATHH NPH OpeMeHHH KEHH.
Hma peaku cboOLIEHHA 32 BPOACHH 8HOMAITHH MOCTIEABAIH BbTPEMATOUHO YBEIHIABAHE Ha TU1A3MEHHTE
HuBa Ha HMG-CoA-penykraznu unxuburopu. [lpu HanpaseH aHanu3 Ha nputansuTenHo 200 6pemenHU
AKCHH M3NOXKEHH MO BpeMe Ha MbpBHS TPHMECTbP OT GPeMEHHOCTTa Ha CHMBACTATHH WAH APYr CXOAeH

TE3H cpeLalny ce B obluara nonyaaums.

BpoaT Ha npocneneHHTe OPEMEHHOCTH € O CTATHCTHYECKH 3HAYMM, 3a [a ¢ H3KJI
No-roJiIMO HapacTBaHe HA BPOIEeHH AHOMAIWH Hal (POHOBOTO pa3npoCcTpaHeHHE. i :’
Bce nak, Hama [10Ka3zaTencTsa, Y€ pa3npOCTPaHEHHETO HA BPOJACHHTE aHOMAIHH ‘B Fd
NALMEHTH MPHEMATH CHMBACTATHH 1M Apyr cxoneH HMG-CoA-penykTaleH MHXHOYTE



0T TOBa HaOIOJABAHO NMPU HOpManHaTa nonynanus. JleueHHETO HA MalikaTa ChC CHMBACTATHH MOXE Ja
JOBeAe IO peAyLHpaHe Ha HHBATA Ha MEBAJIOHAT, KOHTO € MpeKypcop Ha xojecTeponosara OHOCHHTE3a
NpH 3apoauila.

ATepocknepo3aTa € XpOHWYEH [MPOLEC M MpPEKbCBAHETO HA NIEYEHHETO ¢ TMOHWXKABALLW JHMHIUTE
JIEKAPCTBEHN MPOAYKTH MO BpeMe Ha DPeMEHHOCT HMA MAJIKO BIIHAHHE BLPXY ABITOBPEMEHHHS DUCK,
CBBP3aH C IbPBUYHATA XHITEPXOJIECTEPOAEMUA.

[Mopaau Ta3H NpHYMHA CMMBACTATHH He TPsOBa fa Ce M3MONI3Ba NPH KEHH, KOHTO ¢4 GPEeMEHHM ONHTBAT
Ja 3abpeMeHeAT WIH noao3upar OpeMeHHOCT. JledeHHeTo cbe CHMBAcTaTHH TpAOBa Aa ce NpeyCcTaHOBH
110 BpeMe Ha OpeMEHHOCTTa HITH JOKATO Ce MOTREPIH, Y€ AeHaTa He € OpemeHHa (B T.4.3 M T.5.3.).

Kbpmene
He e u3BeCTHO Jany CHMBACTATHH WITH HETOBUTE MeTaOOIHMTH CE€ EKCKPETHPAT B MaHYHHOTO MITAKO. Tl

KaTo MHOTO JIEKapCTBa Ce eKCKPETUPaT B MaifYMHOTO MIIAKO M AOPaJH NOTEHLHANIHHSA PHCK OT TEXKH
HeXeNaHW NeKAPCTBEHW PEaKLHH BbPXY [ELATa, JKeHUTE NPHeMAllld CHMBACTATHH He TPIOBa a KbpMAT
cBOHTe Oena (BkK. T.4.3.).

Deprunirer
JIMmCBAaT KITHHAYHH JAHHH OTHOCHO e()eKTHTE Ha CHMBACTATHH BHPXY (epTHIHTeTa Mpd Xopa. CHMBACTaTHH HE €
HMal eheKT BLpXY (epTIHTETa NMPH MBXKKH H JKEHCKH [UTEXOBE (B, To4Ka 5.3).

4.7. EdekTH BbpXY cniocofHocTTa 3a modupaHe H paboTa ¢ MAIIAHA

CHMBacCTaTHH HAMA WIH HMa HE3HAUMTENHO BIHAHHE BBPXY cnocoOHOCTTa 3a wodupaHe Wi paboTa ¢
mawuHH. Bce mak npu wodupane wiu pabora ¢ mawuHH TpaAGBa Aa ce WMa MpeiBHO, “e€ TpH
NOCTMAPKETHHIOBUTE HAOMIOACHHA TIPH JieueHHe ChC CHMMBACTATHH B pPeakd cliyyau e cwodiiaBaHo 3a
3aMasHOCT.

4.8, Hexenand JeKapcTBeHH PeaKnHA

YecToTaTa Ha HEKENAHHTE JICKAPCTBEHH PEAKLMH, KOWTO ca OMIIH JOKIAaJBaHH MO BpeMe Ha KIHHUYHH
W3NWTBAHWUA U /WU MOCTMAPKETHHIrOBHM HaOnroOeHHA, ca Kareropu3upadd Ha 0Gazata Ha oLEeHKAa Ha
TAXHATa CTENEH HAa pasfipOCTPaHEHHE NPH FONEMH, ABATOCPOYHH, TUIauebo KOHTPOJNMPAHH KIHHUYHH
npoyusaHus ikntousaiiy HPS (Heart protection study) u 48 (Scandinavian Simvastatin Survival Study) ¢
20,536 v 4,444 nauuentd (Bk. T.5.1). [lpn HPS ca Gunu perucrpupaHH camo CEpHO3HHM HEXENaHH
JIEKAPCTBEHW peaKUHM, KATO MHAIrHA, MOBHIUEHH HWBa HA CepyMHWTe TpPaHCaMHHAa3H H
KpeaTHMHKHHA3aTa. 3a 4S BCHUKM HeXeNaHd JIeKapCcTBeHH peakuud W30poeHW no-gony ca Gunu
3aNMCBEHMA. AKO MpH Te3M H3cNeBaHWA CTEMNEHTAa Ha pa3MpOoCTpaHEHHe MPH CHMBACTATHH € No-Manka -
uaK nogobHa Ha nnauebo W ca OUIM Handile NoAOOHH CpaBHUTENHO NPHUYMHHO CEBBP3aHH CIIOHTAHHH
cboblEHN, TE3W CTPAHHHHH PEAKLHH CE€ KATErOPU3HPAT KaTo ,,pEaKH" .

IMpn HPS (8. 1.5.1.) pimousawo 20,536 naunenTH nekysBanu ¢ 40 mg/nHEeBHO CHMBACTATHH (=
10,269) wunu mnanebo (n= 10,267) nmpoguinure Ha 6e30macHOCT ca CPAaBHMMH MEXIY MALHEHTH
NeKyBaHH ¢bC CHMBAcTaTHH 40 mg ¥ rauueHTH JeKyBaHH ¢ mnauedo B NpoAbLKeHHe Ha 5 TOJULIHOTO
nicneaeare. TlpouerTHTe Ha NpeyCTaHOBABAHE HA JEUEHHETO B PE3YJITAT HAa CTPaHH4YHH eekTH ca
cpaHumu (4,8% npu nauueHTH nexyBaHM cbe cumpactatHH 40 mg cpaBHeHw ¢ 5,1 % maudeHTH
nexyeaHu ¢ mnauedo). PaznpoctpaHeHueTo Ha muonaTtuara ¢ 6uno < 0,1% npH nauMeHT# NeKyBaHd ChC
cumpactatiH 40 mg. Yeennuernte tpaHcaMuHasu (>3 ULN noteepaeHn ¢ NOBTOpEH TECT) Ceé Cpeilar
npu 0,21% (n=21) or nauMeHTHTE NEKyBaHH cbCc cuMBacTaTHH 40 mg cpasHeHH ¢ 0,09% (n=9) npu
NALUEHTH eKyBaHu ¢ rauebo.

UYecToTaTa Ha HexellaHUTE JEeKApCTBEHH peakluWH e kiacH(uuupaHa kakTo creapa: MHOro 4ectH
(<1/10000); BxN. H30MHpPAHH CYYAH

Hapviuenua na xpvema u numnama cucmema
Peaxu: anemMusn

-
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Hapywenun na umynnama cucmema
MHoro peaku: aHadHunakcHs

Heuxuunu napyuienus
MHuoro peaku; 0e3cHEHE
C HeH3BecTHA 4ECTOTA: AEMpecHs

Hapywenua na nepgrama cucmema .

Penxu: rmaBoGonue; napecres3us; 3aMasHoCT; nepudepHa HeBpoMnaTHs
MHoOro peaku: HapylleHHA Ha MaMeTTa

C HEM3BeCTHA YECTOTA: MHACTEHHSA TPABHC

CmoMauno-4ypesnu HapyieHus
Penin: KOHCTHNALMA, KOpEMHA Gomca; METCOPH3IBbM, FAACHE, THAPHA, MACHE, NOBPBUIARE, NAHKPECATHTH

Xenamo-buauapru HapyuieHus
PC,HKHI Xel'laTHT/ KBJATCHHLA )
MHoro penku: dparaiHa 1 HedaTanHa 4epHOIPoOHA HEAOCTATHLYHOCT

Hapyuwenun na koxcama u RoOKoXiCHamMa mbKau
Penku: o0pHB; NpypHTYyC; aloNeuus

Hapyuienus na MyCKYAHO- CKeAeMHATNG CUCIEMd U CbeOUHUMEeIHAmMA MbKaH

Penku: muonaTHs *(BKJIIOMHTENTHO M MHO3WT); paboomuonu3a ¢ Wnd Oe3. octpa OnOpeuHa
HeIOoCTaTBHHOCT (BXK. T.4.4.); MHaNIr1A; MyCKY/IHA KpaMIH

*B KIMHHYHHK NPOYYBAaHHA MHOMATHA CE NOABABA YECTO MPH NAaUMEHTH, JIEKYBAHH CBC CHMBacTaTHH 80
mg/IHeBHO, B CpaBHEHHE ¢ NAUMeHTH NeKyBadH ¢ 20 mg/aHesHo (1,0% vs. 0,02%)(BuwxkTe 1.4.4. 1 4.5).

C Heu3BecTHA 4YecTOTa: TeHAWHOIATUA, YCIIOXKHEHA MOHAKOra ¢ pyntypa. HmyHomenuupasa
HEKpOTH3Hpallla Muonatus** (Bx. Touka 4.4)

**MHoro paako ca cho0LaBaHH cly4ayd Ha HMyHOMeaHHpaHa HekpoTu3vpalsa Muonatus (MMHM),
aABTOMMYHHA MHOMATHA, NIO BPEME Ha WITH CNET NIEUEHUE C HAKOH ¢TaTHHH. Knunuuro UMHM ce
XapaKTepH3npa C: NEPCHCTHpALIA NPOKCHMATHA MYCKY/1Ha ClabocT M MOBHLIEHH CEPYMHH HHBa Ha
KpeaTud KuHazaTta, KOMTO NepCcUCTHPAT, BIpeKH NPeKpaTABAHETO Ha JleueHHETO ChC CTATHH; MYCKY/IHA
OGHoncud, nokasealla HEKPOTH3Hpalla MHoNaTus Ge3 3HaUHMO BB3naieHue; logobpetne ¢
HMYHOCYTIPECHBHHU CpeacTra (B, Touka 4.4).

Hapyuwenua na evanpouzgodumennama cuicmema i 2bpdama
Penxu: epekTiiHa aucyHKLNA

Obwu napyiieHua U epexmu Ha MACIMOMO HA NPWIONCEHUE
Penxu: Acrenus

[IpennonaraemM CHHAPOM Ha CBPBXYYBCTBHTENHOCT € OUI JOKJIANBAH PAZIKO H BKJIIOYBA HAKOH OT
CNIEHUTE NPH3HALIM: aHTHOEEM; NYTNyC - TOA00EH CHHAPOM, MOTUMKAITHA PEBMATHKA, 1EPMATOMHO3HT,
BACKYJIHT; TPOMOOUHTONEHHA, €O3HHO(HIHA, YBEIHYEH NOBHIIEHH HHBA HA C-peaKTHBEH NPOTEHH,
apTPHUT ¥ apTPaNTHA, YPTHKapHA, GOTOYYBCTBHTENHOCT, TPECKA, 3a4ePBABaHE, AUCIHEA, HH3HUECKO
HepasnonoxeHue.

Hscaedeanun

YBEIHYEHHE B CEPYMHMTE HHBA HA KpeaTHHKHHA3aTa (BK. T. 4.4.);

INosuinapane Ha HbAI ¢ M cepyMHUTE HIBa Ha FAFOKO3a HA IVIAGHO ca ChOOILABAHM TIPH
CHMBACTaTHH.

HOCTMapKC’THHFOB OTIHT




CnenHKTe JOMBAHHTE/HH HEXeTaHH PeaKuHHA ca C’]:OGLU,CHH MPH NOCTMAaPKETHHIOBA yn0Tp66a Ha
CHMBACTATHH HIIH 1O BpEME Ha KIIHHHYHH NpoYyYBaHH:A, HIH MPH NOCTMAPKETHHI'OBA yn0Tpe6a.
CHCTaBKaA.

Mp1 NOCTMApKETMHIOBHA OMMT PAIKO ca ChOOLIABAHH CTy4aH Ha KOTHHTHBHO YBpeskaaHe (Hanp. 3aryba Ha
nameTTa, pascesHOCT, aMHeMs, yBpeskiaHe Ha naMeTTa, O0bpKBaHe), CBbPBaHH © yrioTpebara Ha CTaTHHH,
BKTFOUMTETHO cHMBACTAaTHH, CHOOLICHHATE OOHKHOBEHO HE ¢ CEPHO3HH H Ca 00paTHMH NMPH NPEKBCBaHe Ha
JIeHEHHETO ChC CTATHH, C PaxMHO BPEME Ha NoABa Ha CUMITTOMMTE (1 IeH 10 roMHK) 1 OT3BY4aBaHe Ha
CHMITTOMHTE (MEIMAHA 3 CenMHLIK).

Hapywenua na ouume:
Penku: 3aMbrieHo 3peHHe, HapyWEeHO 3PeHHE
C Heu3BECTHa Y€CTOTa: OYHA MHACTEHHA

Hapyviuensl na koxcama u ROOKOJCHAMA MbKAH.
MHOrO peaKH: THXEHOHHH JIeKapCTBEHH EPYIILMH

Hapywenun na Myckyano-cxeaemuama Cucmema U CoeOUHUMEIHama Mvkau.
MHoro peaku: MycKynHa pynTypa

Hapywienvun na sbanpouzsodumenriama cicmema u zepoama:
Mmuoro pPEAKH: THHEKOMACTRA

Crednume Hesceranu peaxyty ca coboduwent nPpu HAKOU CIMAMUKY.
HapyineHus Ha CBHS, BKITIOHHTETHO KOUIMApH

CexcyanHa aHchyHKLHS

3axapeH AnabeT: YecToTaTa iU 3aBHCH OT HATHYHETO HIIH OTCBCTBUHETO HA PUCKOBH (akTOPH (Imoko3a
BKPBBTA Ha rAaaHo > 5,6 mmol/l, BMI > 30 kg/m?, nosulueHu TpUriHuepuay, aHaMHe3a 3a
XMITIEPTOHHUA).

IeagHaTpH4YHA NORYIALHSA

B 48 ceamHuHO nMpoyyBaHe, BKIIOYBALIO AL H 10HOMH (MnaaexH I1 crenen no TaHep u Harope
NeBOHKHM, KOMTO ¢a NMOHE €1HA rOAMHA CNejl MbpBaTa UM MeHcTpyauus) ot 10 go 17 roaliiHa sb3pacT, ¢
XeTepo3HroTHa gaMunHa xunepxonecreponemus (n= 175), npo¢unsT Ha 6€30MACHOCT U MOHOCHMOCT Ha
rpynara ieKyBaHa ¢bC CHMBACTaTHH € 6un noao0beH Ha TO3H MpH rpynaTa NekyeaHa ¢ rauebo. B
AbIArocpoveH ruiad eeKTsT BbpXY (PH3HYECKOTO, HHTEJIEKTYATHO M CEKCYATHO Pa3BHTHE HE € H3BECTEH.
B mMomeHTa HAMA AOCTATBYHO HAHYHH AaHHH cAel €IHa roJHHa Ha NedeHHe (B, ToukH 4.2, 4.4 1 5.1).

CrofmapaHe Ha HOJ0IAPARE HEOKEIARH PDEAKIIHH ‘
CrobGuwaBaHeTO Ha MOZO3MPAHH HEXKENAHK PEAKLMH CJie] pa3peLuasase 3a ynorpebda Ha nekapcTBeHHS

NPOAYKT € BaXKHO. ToBa NO3BONABA A3 NPOALIKM HabNOAEHHeTO Ha CHOTHOIEHHETO NO/N3a/PHCK 3a
NeKapeTBeHHs MpodyKT. OT MEAMUHHCKHTE CMEIHANKCTH Ce H3HCKBA I choOlUaBaT BCaKa NoJ03HpaHa
HexKeNlaHa peakLud ypes3

M3nbiHHTENHA areHUMA 10 fekapcTeara, yAa. ,.Jamsa [pyes" Ne 8, 1303 Codus, Ten.; +35928903417,

yebcaiiT: www.bda bg.

4.9. Ilpeaozmpane

HWma noknaapaHu HAKOJKO CHly4aH Ha NpcAO3HpaHe; MAKCHMallHATa NpHeTa Jo3a € Gun
NalMeHTH ca ce BbacTaHOBHIH Oe3 nocnencTeud. He e HanvuHo C[IellHC])H‘-{HO JIEYEH
npeno3vpaHe. B raknB cnyqaﬁ ce Mpujarat CHMINTOMaTHYHH H NNOAABP>KALIH MEPK|
6&boar afganTHpadH KbM CBECTOAHHETC HA MalHEHTA.




5. DPAPMAKOJOITHYHH CBOMCTBA
5.1. @apMakoAHAAMHYHH CBOHCTRA

dapmakotepanesTiuHa rpyna: HMG CoA peaykTa3zHn HHXHOUTOPH.
ATC-Code: C10AAQ]

MexaHu3bM Ha JeficTBHE

Cnen nepopaneH npHeM, CHMBACTaTHH, KOHTO € HEAKTHBEH NIaKTOH, CE XM/IPOJAM3Hpa B YEPHHUA Kpob a0
CbOTRETHATA aKTHBHA ¢(opMa - GeTa-XMAPOKCH KHMCENWHA, KOATO MpPHTEXapa CHIHA AKTHBHOCT TpH
unxubupane Ha HMG-CoA peaykrasara (3-xuapokcu—3 MeThn riytapun CoA penykrasa). To3d eH3um
katanusupa npeepeumadero HAa HMG CoA s MeBanoHat, paHeH M CKOPOCTONHMHTHpALl CTAAMH B
OMOCHHTE3aTa Ha XOJecTepor.

CuMBacTaTHH NOHMWKABA HOpManHuTe H nosuilernd LDL-C konuenrpauun. LDL ce o6pa3ysa or
MPOTEHH ¢ MHOTO HHcka mTeTHOCT (VLDL) u ce karabonusupa ocHoBHO oT LDL peuenTop nputexasam
Bucok auHuTeT. Mexann3MbT Ha LDL noHuxkaBauius edekt Ha CHMBAcTaTHH MOXKeE [1a BK/IIOYBa KaKTO
dHamanenve Ha VLDL - xonecteponosara (VLDL-C) xoHUeHTpalKg Taka M MHAYKLUS Ha LDL
peuenTopa, BOAEILO IO MOHHKEHO NPOM3BOJACTRO H MOBHILEH kaTabonusztM Ha LDL-C.
AnonuMnonpoTeHH B cblUio NOHMKABA 3HAHMTEHO CBOHTE CTOHHOCTH MO BpEME Ha JISYEHUETO ChC
chmBacTaTHH. B no6aska cuMBacTaTUH yMepeHo yeennyasa HDL-C n nonwkasa mnasmesure TG. B
PE3YNTAT HA TE3H NIPOMEHH CHOTHOLUEHHATA Ha 06LMs xonectepon kbM HDL-C u LDL keM HDL-C ca
MOHHMEHH.

KnuanuHa epukacHocT B 6e3onacHoCT

Bucok prck ot nexemuuna 6onect Ha copuero (MBC) wian nokazaua UBC
TMo speme Ha Heart protection study (HPS), edexTHTe Ha TepannaTa b CHMBACTATHH ca MMM OLIEHEHH
npu 20,356 nauuentd (Ha Bb3pact ot 40 1o 80 roguuu), ¢ Wik 6e3 XUNEPITHIHAEMAS ¢ KOPOHAPHO
cbpAeyHo 3abondBaHe, APYro OKITY3HBHO apTepHanHo 3abonaBaHe MM 3axapeH auabert. [Ipn ToBa
uscneasane 10,269 naupenTH ca OMTH NeKyBaHH ¢be cumBacTaTHH 40 mg/anesHo u 10,267 ca npuemanu
rwraueGo npu cpeaHa MPOAB/LKATENHOCT 5 rOAHHH.

Ha 6azorara nuHug 6,793 naumenty (33%) umatr LDL-C 1uBa noa 116 mg/dL; 5,063 naunenTy (25%)
umat Huea Mexay 116 mg/dL w 135 mg/dL u 8,680 naunentu (42%) HMar HHBA NO-BHCOKH OT 135
mg/dL.Jleuenurero cbe cumpacTaTHH 40 mg/AHEBHO CPaBHEHO ¢ NUiauefo 3HAUUTETHO NIOHMKABa pHCKa
ot obwa embeprHOCT (1328 [12,9%] 33 nauueHTH nexysaHu cbe ciMBacTaTHH cpeuty 1507 [14,7%] aa
nauMeHTH npremMany mauebo; p=0.0003), Boxn 1o 18% noHwkasane npu koponaphata cmbprHocT (387
[5,7%] cpeuty 707 [6,9%]; p=0.0005; noHnxaBane Ha aGcoatoTHua puek ¢ 1,2%). [lonnkasaneTo Ha He-
. KapaAHOBacKynapHaTa CMBPTHOCT HE A0CTHra CTATHCTHYECKA 3HAYHMOCT, CHMBACTATHH NMOHHMARA ChLLO
pHcka OT nosBa Ha roieMd KopoHapHu HHUMAEHTH UBC cmbpTHOCT M HedaTaneH MuokapaeH HHapKT) ¢
27% (p<0,0001).

OcseH TOBa CHMBACTATHH HAMANABa PHCKA OT KOPOHAPHH PEBACKYAPH3ALHOHHE POy pH (a0pTHO-
KOpOHapeH apTepHalieH Dalinac WM NepKyTaHTHA TPaHCTYMEHAIHA KOPOHApHA aHTHOMJIaCTHKA) H
nepudepHH U Ipyry He - peBackynapuzalHoHHH npoueaypH ¢ 30% (p < 0.0001) u 16% (p= 0.006),
pecniexTHBHO. CHMBACTATHH NOHIDKaBA pHCKa oT UHCYAT ¢ 25% (p= 0,0001), oGgcHasaiuo 30%
MOHHKEHHE B YECTOTATA HAa MCXeMHYHHS WHCynT (p<0,0001). '

B nofaeka npu noarpynara Ha nauMeHTH cTpanaiily OT 3axapeH quaber, CHMBACTaTHH MOHIKAsa pucKa
OT pa3BUTHE HA MAKPOBACKYNAPHH YCAOXKHEHHS, BK1. IepH(iepHH peBacKyIapH3allHOHHH NPOLIEAYPH
(XHUpYprHA WIIH aHTHOIUIACTHKA), AaMITYTALHA HAa AOJIHUTE KpalHHLIM, HIH A3BH Ha Kpakata ¢ 21% (p=
0.0293).

[TponopuHoHaTHOTO HAMATABAHE HA HECTOTATA HA MHLIMIEHTHTE € NoAo0Ha NMPH BCAKA H3C/eBaHa
noarpyna nawuHeHTH, BKI. Te3d 6e3 kopoHapHo 3a0onaBaHe HO CTpafauld oT uepebpoBackylapHO WIH
nepudiepHo apTepHanHo 3aGonsBaHe, MbKe H XEHU Ha BB3pacT Moj  Haj 70 roavHH, Hes,

H3CIEABAHETO.
B knuHH4HO npoyy4eaHe Scandinavian Simvastatin Survwal Study (48S), edexTbT O
CUMBACTaTHH BLPXY 00LHATA CMBPTHOCT € oLeHeH Npy 4 444 nauuenta ¢ KC3 u u3



xonectepon 212 go 309 mg/di(5,5-8,0 mmol/1). Tlpu ToBa MYATHLIEHTPOBO PaHAOMHU3HPAHO, IBOMHO-
caAno, nnauebo-KoHTponrpaHo npoy4eane naudeHTH ¢ UBC unn nokaszaH KMHHHYHO NpeaxIleH
MHOKapeH HH(papKT ca 6K leKyBaHH ¢ AHeTa, CTAHAAPTHO JIeUeHHE H JieueHHe ChC CHMBACTaTHH 20-
40 mg/aneBHo (n=2221) wk nnauedo (n=2223) cbe cpeaHa NPOIB/DKHTENHOCT Ha Jie4eHHeTo 5,4
rOIHHH.

CHMBACTaTHH € MOHIKHKII pHcKa oT cMBpT ¢ 30% (Hamanapare Ha abcomoOTHHA pUcK ¢ 3,3%). PHCKET oT
KC3 e 611 noHwkeH ¢ 42% (HamaassaHe Ha aGCONIOTHHA PUCK ¢ 3,5%). CUMBACTATHH MOHHIKABA CHLIO
H PUCKa OT HOABA HA roJIEMH KOPOHApHH HHUKIEHTH (cMbpT oT KC3 mioc KINTHHHYHO I0Ka3aH U
HedaTaneH muokapaeH HHpapkT) ¢ 34%.

OceeH TOBa CHMBACTaTHH 3HAYHTETHO HAMAIABA PHCKA OT daTtanuy 1 RedatanHu uepebpoBacKynapHU
WHUHAECHTH (MHCYIIT H NMPEXOAHH HCXEMHYHH aTakH) ¢ 28%. He e Hanmune ctatucTHYecKka 3HAYHMA
paznMKa Npy rpynuTe MO OTHOIUEHHE Ha He-KapAHOBAaCKy/lapHaTa CMbPTHOCT.

IpoyusaHeTo Ha edeKTHBHOCTTA OT JONMBJIHHTENHO NOHWKABAHE HA XoNecTepona H XxoMouucterHa (The
Study of the Effectiveness of Additional Reductions in Cholesterol and Homocysteine, SEARCH)
olLicHsBa eieKkTa Ha ieueHHeTo cke cHMBacTaTHH 80 mg cnpamo 20 mg (MeanaHa Ha npocneAaBaHeTo 6,7
roa1HU) BbpPXY ronieMu cbaoBu cebutHs (MVE; nedunupanu kato HBC, HedaTanen HHPapkT Ha
mHokapaa (MH), kopoHapHa pesackynapH3aLHOHHa Npoueaypa, HedartaneH u ¢araneH MO3bUYeH HHCYNT
HIH neprdepHa peBacKynapr3auHOHHa npoueaypa) npu 12 064 nauueHTH ¢ aHaMHe3a 3a HHapKT Ha
MHoxapaa. HaMa 3HaurMma pasnnka B wecToTaTta Ha MVE mexay npete rpynu; cumBactatiH 20 mg (n =
1 553; 25,7 %) cnpamo cumBactatud 80 mg (n =1 477; 24,5 %); oTHocureneH puck 0,94, 95 %
noseputeneH unrepean: 0,88 no 1,01. A6comoTHara pasnuka 8 LDL-xonectepona Mexy nBeTe rpynu
no BpeMe Ha Kypca Ha npoyuaHero € 0,35 + 0,01 mmol/1. :
[TpohuibT Ha Ge30MaCHOCT € CXO/EH B ABETE FPYNH Ha JIEYEHHE C H3KITIOYEeHHE Ha YECTOTaTa Ha
MHOMAaTHA, KOATO ¢ npubau3uTenHo 1,0 % npH nauMeHTH Ha Ae4eHue Che cHMBacTaTiH 80 mg cripamo
0,02 % npu NauMeHTH Ha JieyeHHe ¢bC CHMBACTATHH 20 mg. [Tpubnn3anTenHo NOAOBHHATA OT TE3M
CTy4aH Ha MMOMATHA CE CPELLAT 110 BPEME Ha ITbPBATA FOOWHA OT JICYEHHETO. YecToTaTa Ha MHOTIATHA
npes BcAKA cneApallia roqHHa Ha aedeHueto e npubnuzurento 0,1 %.

[TepeHYHA XHNepxonecTeponeMHs U KOMOHHHpaHa XUNepAHIHAEMHS
ITpu uscnenpanus cpaBHABaLLH edHKacHOCTTa H OesonmacHocTTa Ha cimBacTaTvH 10,20,40 1 80 mg

AHEBHO MPH MAaLHEHTH ¢ XHNEPXONECTEPOIEMHS CpeaHOTO noHwxkasaHe Ha LDL-C e 6uno 30, 38,41 n
47%, pecniektuBHO. [1pu u3cnenBanMsa Ha NauMeHTH ¢ KOMOHHUpaHa (CMeceHa) XUNEePIUNUIEMHS CBC
cuMBacTaTHH 40 W 80 mg, cpeaHOTO NOHUAKABAHE HA TPHIHLIEPHAHTE € OMA0 choTBeTHO 28 1 33%
(nnaue6o 2%), a cpearoro HapacTBave Ha HDL-C e 6uno cvoreetHo 13 M 16% (nnauebo 3%).

Heouampuuna nonyrnayus

B enxo asokKo-cnano, nuanebo-KoOHTPONHpaHo npoyyusaHe, 175 naunenTtu (99 mnanexw Il crenen no
TaHep W Harope H 76 AEBOHKH, KOWTO ca [TOHE €1Ha FOAWHA CJie] MbPBATa KM MEHCTPYALIKs) Ha B3pPacT
ot 10 ao 17 rogvHH (cpenHa Bb3pact 14,1 TOOHHK), ¢ XE€TEPO3HToTHA (PaMHITHA XKIIEPXOJIECTEPONEMHA
{Xe®X), ca paHAOMH3IUPAHH [a MOMY4YaBaT CHMBACTATHH WM IU1auebo B NpoIb/DKEHME Ha 24 ceqMHLHM
(ocHOBHO NpoyuBate). 3a BIJIIOYBaHE B Mpoy4BaHeTo ce H3nckBa LDL-C mexay 160 1 400 mg/di Ha
M3XOAHOTO HWBO W NOHE eAuH poauTen ¢ HuBo Ha LDL-C > 189 mg/dl.

Jo3MpoEKaTa Ha CUMBACTATHH {B&IHBXK OHEBHO, Bedep) ¢ 10 mg npes nepeure 8 ceamuum, 20 mg npes
BTOpHTE 8 ceamuun, U 40 mg cnex Tora. B paswmpennero ot 24 ceamuiy, 144 nauuenTy ca npeanoyent
Ja NpoOLDKAT TepanuaTa H ca nojiyyasand 40 mg cMMBacTaTHH HIH niauebo.

5.2, PapmMaKoKHHETHYHH CBOHCTBA

CKOpPOCTTA Ha XHAPOJH3a B HOBELIKATA [U1a3iMa € MHOro HHUCKa.

AbcopOuus
IMpu xopa cumsacratuH ce abcopbupa agobpe M nperbpnsasa excreH3nseH fi

MeTaGonn3MBT B YepHUs Apol 3aBHUCH OT YEPHOIPOOHHA KPBBEH TOK. YepHHAT




Ha feficTBMe Ha akTHBHaTa dopma. BUoHanWuyHOCTTa Ha OeTa - XHIPOKCHKMCENHHATA B CHCTEMHOTO
KpBBOOGpaIleHHe Creq TiepopaneH NpUeM HAa CHMBAcTaTHH € NMo-MajJko oT 5% oOT npHerata Ao3a.
MakcuManHaTa Ia3MeHa KOHLEHTPAUNS HA aKTHMBHHA HHXUOUTOp ce JocTHra npubnusurenHo 1-2 yaca
cnea npunaraneTo. EAHOBpeMEHHOTO NpHeMaHe HAa XpaHa He noeiHAsa abcopbumsra.
@dapMakOKWHETHKATa Ha €JHOKPaTHO M MHOTOKPATHO AO3HMPaHe Ha CHMMBACTATHH MOKa3Ba, Y€ HAMA
AKyMynMpaHe Ha 1eKapcTBeHUa MPOAYKT ABABALIO ¢€ CIe] MHOMOKPATHO J03HpaHe.

Paznpenencuue
Cr1p3gaHeTo ¢ N1asMeHUTe APOTEHHH HA CUMBACTATHH H HEFOBHA akTHBeH MeTabonuT e Han 95%.

EnnmMunnpane
CumactaTiH e cyoctpat Ha CYP3A4 (Bx. T.4.3. u 1.4.5.). [naBHUTE MeTabONHTH HA CHMBACTATHH B

YOBEIIKATA MNa3Ma ca CHMBACTATHH 0eTa-XHAPOKCHKHCENMHA K HeTHPH IpPYrH M0-MAJKO aKTHBHH
metabonutu. Cren nepopaned npueM Ha paXHOAKTHREH cMMBacTaTUH 13% ce ekckpeTupar B ypHHaTa U
60% BbB GekamuuTe 3a 96 uaca crned npwnaraHeto. PaguoakTHBHHTE CHEOWHEHHS, OTKPUTH BBHB
dekanuuTe ce CHCTOAT INABHO OT MIBYHO EKCKPETHPAHH META0OIMTH M HENPOMEHEH JIEKapCTBEH
NpoAykKT, kakTo H oT HeabcopGHpad nekapcTBeH npooykT. Cnea MHTPaBEHO3HO MpuiaraHe Ha Oera -
XHAPOKCHKHCETMHUAT MeTabOMUT, HEroBOTO BpeMe Ha MOJY:KMBOT € npubnuautenHo 1,9 uzaca. Camo
okono 0,3% oT npuaocKeHaTa WHTPAaBEHO3HO A03a Ce eKcKkpeTupa ¢ ypuHaTa fnoa ¢opmara Ha
HHXUOUTOPH.

CuMBacTaTHHOBATA KHCEAKHA CE MOEMa aKTHBHO B xenatouuTHTe upe3 OATPIB] tpancnoprepa.

CumMBactaTuH e cyberpar Ha ediykcHuUA Tpchnprep BCRP.

Creyuannu nonvaayuu SLCOIBI nonumopgdusem

Hocurenu va SLCOIBI ren C.521T > C anen umar no-uucka OATP1B1 aktusHoct. CpeaHarta
excnosnuud (AUC) Ha rnaBHua akTHBeH MeTaboJIMT CUMBACTATHHORATA KucenuHa e 120 % B
xeTepo3uroTiu HocuTenn (CT) Ha anen C 1 221% B xoMo3urotiu (CC) HocUTeNM B cpaBHEHHE ¢ Ta3H Ha
NaMeHTH, KOWTO UMaT Haii-uecto cpewanus reHotun (TT). Anenst C uma vectora ot 18 % cpen
Haceneunuero Ha Eppona. [Tpu naunentd ¢ SLCOIBI noaumMopdu3sM HMa pHCK OT NOBHILEHA
SKCTIO3HLMA HAa CHMBACTATHHOBA KUCE/HHA, KOETO MOKE Ja A0BE/E A0 MOBHLIEH PHCK OT pabloMHONIH3a
(mK. Touka 4.4).

5.3. lIpenkaHHHTHY NaHHH 32 GelomacHocT

lMpeaKIMHWYHH JaHHH OT KOHBEHLMOHAIHU NPOYYBAHHA BbPXY 'KHBOTHH OTHOCHO (hapMakoAHHaMHKa,
IOBArOCPOYHA TOKCHYHOCT, TEHOTOKCHYHOCT, KapUWHOTE€HHOCT COYaT, Y€ HAMAa JAPYrH pHCKOBE 3a
nauMeHTa, KOUTO TpAOBA Ja ce OUAKBAT W B3eMar (Ipeasua GapMakoNOrHYHU MEXaHH3bM.

[punokeH B MakCHMalHO AOMYCTHUMH JIO3H MPH TUTBXOBE W 3aiild CHMBACTATHH HE € MpeaU3BHKaN
mandopMalMy Ha 3apofnilia W He € HMal edeKT BbpXy $EpPTHIIHOCTTA, PENPOAYKTHBHATA QYHKLUMA WK
HEOHATAITHOTO PA3BHTHE.

6. PAPMAIIEBTUYHU JAHHH
6.1. CniuceK HA NOMOIIHHTE BEeHIECTBA
Anpo Ha TabneTkaTta

.HaKTOBa, MHKpPOKpPHCTaIHA LENYI103a, MpEXKENATHHH3IHPAHO UapeBHYHO HHLIECTE,
6yTHJ'IXHI[p0KCH3HH30.I’I, MArHe3rMeB CTeapar, TalkK.

Obeueka Ha TabneTkarta
XHIpOKCHNPONUILENYo3a, XHNpoMeno3a, THTaHoB AHokcuA (E171) .

6.2. HecLBMECTHMOCTH



Henpunoxumo.

6.3. Cpok Ha rogHoct

3 roamMHu.

6.4. CienHAJIHH YC/IOBHA HA ChXPAHEHHE

Hsama cneuyanHu W3MCKBaHHS

6.5. lanAH 33 ONaKOBKATA

Anymunues Onucrep ot [IBX /TIE / TIBAX / anyMHHHA

Cumpacratun AL 10/ 20/40
Opurunanay onakobkt ¢ 30 u 50 ¢punmupann tabnerku.

6.6. Cienna/IHH npeana3NA MEPKH [PH H3XBbLPAAHE H paloTa

Hama cneumanuy u3nckeadus. Beekn HeMzmon3san NpoayKT WK OTNALb4eH mMaTepHan tpabea na Guae
YHHLIOKEH B CbOTBETCTBUE C M3HCKBAHHATA H2 MECTHOTO 3aKOHOJATEJICTBO.

7. IPHTEXATEJI HA PASPENIEHHETO 3A YIIOTPEBA

ALIUD®* PHARMA GmbH
Gottlieb-Daimler-Str. 19
D-89150 Laichingen
['epmManns -

Tel. 0049-7333-96510

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA

Cumsacratud AL 10: 20040689
Cumeacratun AL 20: 20040690
CumpactatuH AL 40: 20040691

9. JATA HA IIBPBO PA3PENIABAHE/ NMMOJHOBABAHE HA PA3PEIIEHMETO 3A
YINOTPEBA .

Jlata Ha mhpBO paspewiapane; 22.12.2004
Jlata na nocnegHo nogHoeaeawe: 25.02.2010

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

04/2026
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