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CumBactatud Akopa 10 mg dunmupanu tabneTku
Simvastatin Accord 10 mg film-coated tablets

CumBactatin Axopa 20 mg Gunmupanu tabaerku
Simvastatin Accord 20 mg film-coated tablets

CumBactatun Akopa 40 mg duamupanu tabnetku
Simvastatin Accord 40 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Besika guamupana tabnerka ot 10 mg cbabpka 10 Mg CUMBACTATHH.

[TomMowIHO BeliecTBO ¢ U3BECTHO eiicTBHE:
Beska ¢puamupana rabnerka ot 10 mg cbabpika 70 mg nakTo3a MOHOXHpAT.

Beska ¢punmupana tabnerka or 20 mg cbabpaka 20 mg cuMBacTaTHH.

[lomouiHo BewecTBo ¢ U3BeCTHO nelicTRHeE:
Beska dunmupana tabnerka or 20 m g cbabpka 140 mg nakroza MOHOXHMapaT.

Beska ¢puwivupana tabnerka ot 40 mg chabpika 40 mg cMMBacTaTHH.

TTomoLIHO BEMmECTBO ¢ W3BECTHO AeiicTEUE:
Besaka Gpunmupana tabnerka ot 40 mg cbaspka 280 Mg JaKTO3a MOHOXH/IpAT.

3a MbJIHUS CIIUCHK Ha MOMOLLHHUTE BELLECTBA. BUIKTE TOUuKa 6. |

3. JIEKAPCTBEHA ®OPMA

Ounmupana Tabnerka.
CumBacratun Akopa 10 mg (uamupanu Tabnerku:

CBeT/10p030BH, KpbIiuy, ABOHHOM3IIbKHAIM, (PHIMHPaHK TabAeTKH. ¢ BATHOHATO penedHO 03HaueHue
"CS" or eaHaTa cTpana u rnaaku or Apyrara cTpaHa.

CumBacratun Akopa 20 mg punmupanu Tabnerkwu:

CBeTyI0p0o30BH, Kpbriu, ABOMHOM3MbKHANH, DUiIMUpaHu TabneTku, ¢ BAIBOHATO pesedHO O3HayeHuUe
"CT" or eaHara cTpaHa W rajiky ot Apyrara cTpaHa.

Cumsacratun Akopa 40 mg puamupann Tabnerku:

PO30BH, KpBIIIH, ABOMHOM3MBKHANH, ¢unmupanu tabieTky, ¢ BaLGHATO perne HQ ‘03ragenHe "Cl
eaHara d’r’paHa M ITagKH OT apyrara CTpaHa. gl e b
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4. K/IMHHAYHH JAHHHA

4.1 TepanesTuunn nokazanns

Xnnegxonemponemm

JledyeHne Ha mHpBUYHA XHIIEPXONECTEPONEMUA WIH CMECeHa AMCIHMMAEMHA, KATO NOMbAHEHHME KbM
AHCTATA, KOTaTO JICYEHHETO C JHMETa W APYrH He(hapMakodOrHYHH CpeacTBa (Hanp. ynpakHeHus,
HaMaJIiBaKe Ha TO/ICCHOTO TEIJIO) He Ca NOKA3A/IH e(EeKTHBHOCT.,

Jlevenue Ha xomozurorna damunua xunepxonecrepoieMus (XodX), KaTo JONMBAHEHHE KbM JHETATA W
ApYTO JIMITHAOROHHKABAILO JSYeHHE (Hanp. LDL-agepesa) unu B ciyuadi Ye TaKHBa TEPANEBTHUHH MEPKH
Ca HEMOAXOAALH. |

[Tpodunakruka Ha ChpAEHHOCHAOBH 3a00BaAHHA

3a HamansABaHe Ha 3360/eBaEMOCTTA M CMbPTHOCTTA OT CHPACYHOCHIAOBH 3a00NABAHHA NPU NAUHEHTH C
H3pascHH aTePOCKICPOTHYHH 3abonsBaHus Ha CbPACYHOCHAOBATA CHCTEMA WM 3axapeH auader, ¢
HOPMATHH WIH NOBUIICHH HUBA HA XONCCTCpONA, KaTO NOMBIHHTENHO JIEYEHHE 32 KOPEKLUHA HA CTPAHHYHY
PHCKOBH (HaKToOpH K Apyru KapaHONPOTEKTHBHK J1eYEeHHA (BX. TOuKa 5.1).

42  Mo3uponxa W HaYHH Ha OPHIOKEeHHe

ﬂosumnxa

Jlo3oBuAT UHTEpBan € MexcTy 5-80 m g CHMBACTaTHH AHEBHO, MPHEMAHH NEPOPAITHO KAaTO €AHOKPaTHA 032
BEUCP. AKO ¢ HEOOXOAHMMA KOPEKLMA Ha Aosata, T Tpa0Ba na ce npaBH HA HHTEPBANH HE NO-MAJIKH OT 4
CCAMHALH, N0 MakcHManHaTa 103a 80 mg aHeBHO, NpHEMaHa KaTo ¢AHOKpaTHA Jo3a Beyep. Tosata oT 80
Mg ¢¢ NpemopbYBa CaMO MPH MAUMEHTH ¢ TEXKKE XM MEPXONCCTEPONAEMHA M C BHCOK PHUCK OT
CHbPACTHOCBAOBH YCIIOKHEHHS, IIPH KOUTO HE ¢a NOCTHUIHAIH MPHUUETHHTE HHBA Ha XOJIECTEPONa MPH M0-
HHCKH A03H K KOTaToO Ce OYaKBa NON3NTE [a NIPEBHLLIABAT NOTCHUKATHHTE PHCKOBE (BXK. TOUKKH 4.4 1 5.1)

Xnnepxonec'teponem HA

IaunentsT cnepsa na 6Guae nocrasen Ha CTaHAapTHa XONeCTepoN-MOoHHXKaBalla JWETa, KOATO Aa
IMPOADKH TIO BpeME Ha JieuYeHHeTOo ¢b¢ CHMBACTATUH Axopa. ObuuaitHaTta HayasHa g03a e 10-20 mg
ARCBHO, MPHEMaHH KATO eAHOKPATHA 1034 Beuep. [TaunenTt, KouTo ce HY>KJAAT OT CEPHO3HO NOHKWKABAHE
Ha LDL-C (noseye ot 45%), MoraT na 3ano4Har ¢ Hauaieq npueM 20-40-mg/ aHeBHO, NpUeMaHH KaTo

CAHOKpaTHa J03a Bedep. AKO € HeoBX0nHMOo aJanTupaHe Ha no3ata, TO TpAOBA Ja ce NMPOBEXKIA, KAKTO ©
OITHCAHO TIO-Tope.

XOMO3UroTHA (dhaMHIHa XUNEPXONECTEPOICMHA

B13 ocHoBa Ha pesynrature or KOHTPOJIHPAHO KAHHHYHO MIPOYUBAHE, NPENOPHYBAHATA HAYANHA 71033 €
40mg auesHO Beuep. Ilpu Takuea RauvenTd, Cumsacratud Akopi TpabBa Ja ce W3N0A3BA KATO

AOHMBJIHCHHE KbM Apyra JHMMAONOHHKABAILA TeparuA (KaTo L.DL-agepesa) unu B cnyuai, ue Takopa
JICUCHHE HE € HATHYHO,

I1pu nauyenTs, npuemaim JOMUTANUN CHBMECTHO CBC CH MBACTaTHH, 103aTa Ha CHMBACTATHH He TpAGBa
Aa npesnasa 40 mg/nen (k. Touxu 4.3, 4.4 u 4.5).

IpodunakTika Ha ChpPACYHOCHAOBH 3a0019BaHNA

rope.




Kombunupana Tepanus

CHMBacTaTHH AKOpPA € e MKACEH MPH CAMOCTOATENTHO IPHITOMKEHHE HIH B KOMOHHALKSA CBC CEKBECTPAHTH
Ha ¥IHYHA KMCenHHa. [Ipnemanero Ha no3ata cneaea na ce npasu > 2 vaca npead wiK > 4 yaca caen
HPHEMAHETO Ha JICKAPCTBA, CEKBEHHPALK ATHUYHATA KUCETHHA.

Ilpy naumMeHTH MpHeMalM CHMBACTAaTUH €AHOBPEMEHHO C (GHOPATH, PasIMUHH OT remudposmn (B,
TouKa 4.3) i peHoduGpar, no3aTa Ha CHMBACTATHH He Tps#0Ba aa npesuwasa 10 mg/aen. [1pu nanuenTs,
TIPHEMallll aMMOZIAPOH, aMTOTHNHH, BEPaNaMui, JHUNTHAZEM WIH JICKAPCTBEHH MPOAYKTH, ChbAbPHKALIM
enGacBup WIH rpasonipeBHp, €AHOBPEMEHHO ChC CHMBACTATMH, 1038TA HA CHMBACTATHH He TpsabBa aa
npesHIllaBa 20 mg/arepno (BXk. ToukH 4.4 U 4.5),

bvbpeuno HapyLIeHHE

He ce nanara npomsHa Ha 203aTa NpH NALMEHTH C ymepeno 06peuHo HapyuieHue.

Ilpn mamueHTH ¢ Texxko GLOpeuHO HapyiweHue (kpeatHHHHOB KnupbHe < 30 mi/min), ao3u wag 10

mg/AHEBHO TPAORA 1a ce OOMUCHAT BHUMATENIHO U Aa CE NIPUNATaT C NOBHLLIEHO BHHMaHHe, aKO ¢e NPEUEHH
3a HeoOX0oauMoO.

Crapuecka BH3pacT

He ce Hanara Tutpupane Ha go3aTa.

[eauarpuyna NOMyAaLHs

IIpn neua u 1oHOWIM (MOMYeTa B ctaguit [l no Tanner u mo-ronemMu H MOMMYETa NOHE €aHA FrOAMHA CllEN
TBPBHS MEHCTpYaNleH UKKB, 10-17 roaniuna se3pact) ¢ xereposurotHa aMuiHa XHIIEPXOJecCTepONIEMuUd,
NpENopRYHTEIHaTa HaualHa no3a e 10 mg seaH®K AHeBHO, Beuep. Jeuara U I0HOWHTE TpsbBa 1a 6baat
NOMVIOKEHH HA CTAHAApTHA NMOHWKABALLUZ XONECTEPONA AMETa, NpPEAH HAYalOTO HA JNEUEHWETO ChC
CHMBACTAaTHH. Tasu nueta TpaGBa 1a NPOALIKH 1O BPEME Ha IEUSHHETO ChC CHMBACTATHH.

Ipenopbunrennara nosa sapupa mexay 10-40 mg/nueBHo. MakcHmanHaTa npenopbunTenHa go3a e 40
mg/anesHo. Jlosute TpsaGea na ce onpenensr HHAHBHAYaNHO CNOPEeA UENTa Ha TepanMATa, CbI/IacHO
TIPENOPBLKUTE 32 MEAUATPHYHO fieueHHe (BX. Toukn 4.4 W 5.1). AnanTHpaxe Ha nosara TpabBa jga ce
H3BBPLIBA MIPE3 HHTEPBAJIN OT 4 ceAMULMU HJIH NOBEYE.

OnHTET CBC CHMBACTATHH NPH Aeua, KOWTO HE Ca HABNEIH B nySepreTa, € orpaHHucH.

HauuH Ha MPUNQKEHHE

CHMBACTaTHH € NMpeaHa3HaueH 33 NepopatHo npunoxxeHre. Moxe na ce npunara KaTo eXHOKpaTHa 4034
BEe4ep.

4.3 IIpoTrHBONOKA3aNHEA

* CBPBXYYBCTBHTENHOCT KBbM AKTHBHOTO BELIECTEO HIH KBbM HAKOE OT NOMOLIHKTE BElLEeCTRA,
H30OpoeHH B Touka 6.1. - |

. AKTHBHO uepHOApoGHO 3a6onsBaHe MAH HEOBACHHMO NEPCUCTHPaHE HA MOBHILIEHW HWBA Ha
CEPYMHHWTE TPAHCAMHHA3H.

- bpemeHHOCT U KbpMeHe(Bxk. TOuKa 4.6).

0 EAHOBpeMeHHO npuitoxeHue ¢ MOLHH HHXHOHTOpH Ha CYP3A4 (BewecTna, KenTo 4yapat

AUC npubnuzurento neTokpatho uam noseue) (Hanp. HTpakoHa30, KETOo
BOpukoHasod, HIV npoteashun uuxuGuropu (Hanp. nendunasup), 60
CPUTPOMHLHMH, KAADHTPOMHUMH, TEIMTPOMHUMH, Heda3onoH U
CHABPAKALLM KOOHLIMCTAT) (BXK. TOUkH 4.4 1 4.5).

. EnnoBpemeHHO npriioxkenue ¢ reMpubposun, LMKJIOCIIOPHH WITH NaHa3
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. EnnoBpemerHo npunoxenue Ha JIOMHUTANUA CbC CHMBACTATHH B A03H Ha > 40 mg npu nauueHTH
¢ XodX (Bx. Touku 4.2, 4.4 u 4.5).

4.4 Crenma/min npexynpexaenns u npeanasum MEPKH npH ynorpeba

B Hakonko cay4as ce crobluasa, ue craTHHuTe U HpaT de novo WK BAOWABAT BEYE ChLIECTBYBAILA

MHACTEHIA rPABUC MM 0UHA MHACTEHUA (BX. Touka 4.8). MpunoxkerneTo na CaBMBacTaTHH AKopa

Tpa0Ba fa ce cnpe B CTyuali Ha Blomasase Ha cumnToMuTe, MMa chobiuenns 1a PELUMUAMB NpH
(IIOBTOPHO) NpHAaraHe Ha ChULHA WM PA3IMYEH CTATHH.

Muonatua/Pa6goMHoIH3a

llonobno Ha apyrure HMG-CoA penykrazuu HHXHOWTOpH, B pedKH Ciyyad CHMBACTATHH MOXKCE Aa
NPEAM3BHKA PA3BUTHE Ha MHOMATHA, KOSTO C€ NPOABABA C MYCKYJIHH GOJIKH, YyBCTBUTENHOCT WM CabocT
¥ TIOBHIIABAHE HUBOTO HA KpeaTHH kHhasata (CK) moBewe OT peceT MLTH Hal ropHaTa rpaHMuLa Ha
HopMmasHuTe croHHoCTH (ULN). Tlonskora muonatusra npotuya noa dbopmara Ha pabIOMHONM3E CBC HITH
6e3 ocTpa Gv6peyHa HenOCTATEYHOCT, pPa3BUBALLA CE BTOPHUYHO B CREACTBHE HA MUOTNODHUHYPHA U B MHOTO
PEAKH Clly4aun MOxe 0a € haTajHa 3a MaLMeHTa. PUCKLT OT MHONATHs Ce MOBMLLUABA OT BHCOKHTE HUBA HA
HMG-CoA peayxrasuu HHXHGHTOPH B Miia3maTa (T.€. NOBHLICHH NIa3MEHH HHBA HA CHMBACTATHH U Ha
CHMBACTATHHOBA KHCETMHA), KOETO MOJMKE J1a C& /KM OTHACTH HA B3aMMOAEHCTBALUM JIEKAPCTBA, KOHTO
TOBJIHABAT META0O/INIME HA CHMBACTATHH W/HNH TPaHCTIOPTEPHUTE MEXaHH3MHU (BXK. TouKa 4.5).

Kakro u npu npyrure HMG-CoA peaykrasuu HHXHOMTOPH, PUCKBT OT MuOnaTHa/pabaomuonusa e
AososaucuM. Ilpu mposesenn knvuuuny npoyusanua, 41 413 nauvenTu ca GHNK NIEKYBAHK CbC
CHMMBAacCTaTHH, OT KOHTO 24 747 (npuban3utenHo 60%) ca OWaH BKAKOHEHH B MPOYUBAHHUA CbC cpeneH
HICPHOA Ha NpociendBaHe OT NOHe 4 rOAMHK, YeCTOTaTa Ha MHONATHA € npubnusutenno 0,03%, 0,08% u
0,61% crotBeTHO NpM KO3 oT 20, 40 u 80 mg/aHesHo. B Te3aw npoyusaHus, nauMeHTHTE ca Guam
BHHMATEIHO  MOHWTODHPAaHH H  HAKOM NEKapCTBEHH NPOAYKTH, KOHTO OMXa npeaH3BHKAIH
B3aUMOJIEHCTBHA ca GHIH U3KIIOYeHH. |

IIpH KIHHHYHO M3NMTBAHE, B KOETC NMALMEHTH C aHAMHEa 38 HH(pAPKT Ha MUOKApAA, ca OuiH JieKyBaHu
Ch¢ cCHMBacTaTHH 80 mg/neH (cpenen NEPHOL Ha npocnieassale ot 6,7 roaHHH), YeCTOTATA HA MUONATHA e
Ouna npubnusurenHo 1,0% B cpasienne ¢ 0,02% 3a naumentn, npuemann 20 mg/nnesno. Oxono
TIO/TIOBHHATA OT T€3H CJTyuan Ha MUONATHA Ca CE CIIYUHIH npe3 MTbpBaTa rogdHa Ha JdeveHuero. Yectorata

Ha MHOMNATHA 3a BCAKA ClEABAIUA MOAMHA OT JieueHHeTo € 6uno npubamsurento 0,1% (Bx. Touxy 4.8 u
3.1).

PucksT oT MuonaTus € no-ronam npu nauuenTh, npuemalin cuMeacTaTii 80 mg B cpaBHeHuUe C TepanHu
C APYTH CTaTHHM ¢ NOAOOHA €PUKACHOCT pU noHMxasane Ha LDL-C. [Nopagn ToBa, fo3aTa or 80 mg
CHMBACTaTHH, Tps0OBa Ja ce M3NON3BA NPH NALKEHTH ¢ TEXKa XHNIEPXOAECTEPONEMHA H C BUCOK PUCK OT
ChbPACHHOCHAOBH YCIIOKHEHHS, KOHTO HE Ca MOCTUIHA/IN TEPANEBTHYHATA eHKACHOCT C NO-HUCKUTE 1031
4 KOTaTO NOJIINTE HAABUILIABAT NOTEHUHANHHUTE prckose. [lpu naukenTH, npreMaily cuMBacTaTHH 80 mg,
32 KOHTO € HYXXCH B3aHMOJCHCTBAlll areHT, TpalBa Ja ce NMpUNAara Mo-HUCKa 4034 CHMBACTATHH HIM
AITCPHATHBEH CTATHH, KOHTO HMa NO-MATbK MOTEHUHAN 33 JIEKAPCTBEHH B3aUMOACHCTBHA (Bxk. mo-gouty

~Mepru 3a namanasane na pucka om muonamus, NPUYURCHA OM AeXaAPCMEeH U e3aumodeticmsus’”’ W TOUKH
4.2,4.3 n 4.5).

B xIHHMYHO H3MUTBAHE, NPY KOETO NALMEHTH ¢ BUCOK PUCK OT CBPACHHOCHAOBO 3ab0AABaAHE Ca IEKYBaHH
¢bC cuMBacTaTHH 40 mg/eH (cpeieH neprona Ha npocreasBaHeTo 3,9 FOAWHH ), HECTOTATA HA MHOTRARYA €
6una npubnusurento 0,05 % npu Hekuraitum (n=7 367), B cpaBrenue 0,24 % npu X gﬁuﬁiﬁi’%&%_

Tl KaTo B TOBR KIMHHYHO W3NMTBAHE OT A3MATCKOTO HACE/NEHME ca OLiEHEHH ’mﬁ@z@;gﬂgy%

NPEAMHCBAHE HA CHMBACTATHH HA MALMEHTH OT A3us TpAGBa Aa Ce MOAX0KAA C NOBMIH IIOéE&ﬁHMQxy@ %

ce ynorpebapa Hai-HUCKaTa HeoBX0aMMA J03a.

TlonnxeHa dyHKiMg Ha TpaHCNOpTHUTE NPOTeHHH




[Tormkenara GpyHkuHs Ha uepHOAPOOHHTE TPaHCNOPTHH NpoTeHHH OATP Moxke aa yBenuun cucremHarta
CKCMOSMIMA KbM CMMBACTATHHOBA KHCENMHA M Na MOBHIUM PUCKA OT MHONATHS M pabaomuonuza.
IoHwkenara dynkuma Moxe 1a ce MOABH B pe3yaTar Ha WHXHOWpaHe OT B3aMMoeiCTBaLIN leKapeTBa
(HAIp. UMKIOCTIOPUH) WK NPH NALMEHTH, KOMTO Ca HOCHTENM Ha reHoruna SLCOIBI ¢.521T> C.

[Naumerrure, HocuTeny Ha renen anes SLCOIBI (c.521T> C) ¢ koanpaHe 3a no-cnaabo akrusedn OATP1B1
NPOTCHH, MMAT NOBHILUCHA CHCTEMHA €KCMO3MLIMA HA CHMBACTATHHOBA KHCCTHHA M NOBMILEH PUCK OT
MHONaTHA. PHCKBT OT MHomaTus, cebpsana ¢ Bucoka 103a (80 mg) CHMBACTATHH, € KaTo uAno, 6e3
FCHETHIHH H3CI€ABaHUA, OKOMO |%. B3 ocHOBa Ha pesynTaTuTe oT m3nuTBatero SEARCH, xOMO3UroTHH
HocHTenH Ha C anen (Hapuuanu cuuwo CC), nekyBaHu ¢ 80 mg, umart 15% pHck OT pa3BUTHE Ha MUOTIATHA
B PaMKHTC Ha CIHA rOAHHA, NOKATO PUCKBT NPH XeTepo3UroTHH HocuTeaH Ha C anena (CT) e 1,5%.
CrotBeTHuaT puck ¢ 0,3% fIPH NaLMCHTH, KOMTO UMAT HaH-4eCTO cpewannd reHotun (TT) (Bx. Touka
3.2). OnipeaensneTo Ha reHOTHNIA 22 IPUCHLCTBHETO Ha aneia C TPsOBa 1a ce CUMTa KAaTO 4acT OT OUEHKATA
Ha CBOTHOIICHHETO MON3A/PHCK, KBAETO € BBL3MOXKHO, MPEad NPeANHCBAHETO HA CHMBACTATHH Ha
OTACNHUTE MAUKEHTH U TPAOBA Na ce U3IOATBaT BUCOKH AO3H MPH OTKPHTH HocuTean Ha CC reHoTHI.
BurpekH ToBa, iMncaTa Ha TO3u rex MPH ONPEICAAHE HA FCHOTHIA HE U3K/TIOUYBA Pa3BUTHETO HA MHOTIATHA.

Hsmepsane Ha KpeaTHHKMHA3aTa

KpeatHukunasara (CK) He Tpa6Ba aa ce H3MepBa CNIEJ TEKKH (PHIKUECKH HATOBAPBAHHS WITH MPH HANHUHE
Ha JIpyrH BB3MOXHH TPU4MHH 33 NOBMILABAHETO U, Tbil KaTo ToBa M JOBENo A0 3aTPyaHEHa
HHTEPPETALHA Ha pe3yaTaTHTe. Ako HuBaTta Ha CK ca 3HaUUTEeTHO NO-BHCOKH OT HOPMAJHUTE CTOHHOCTH

(> 5 nag ULN), Tpa6ea ha ce nposeae MOBTOPHO W3MMTBAHE B PAMKHTE HAa 5 40 7 AiHH 3a NOTBbPKAABAHE
Ha pe3ynTaTuTe.

[Ipenw 3amoyBane Ha JieYeHHeTo

BeHukH NMauMeHTH, KOMTO 3ano4BaT JeueHue Che CHMBACTATHH, WK TaKuBa NPH KOMTO A03aTa Ha
CHMBACTATHH € yBe/MUCHA, TpAOBA fa 6bAAT yBeAOMEHM 33 PHCKA OT MHONATHS M 24 650aT NOCHBETRAHA
Ja chOOILABAT CBOSBPEMEHHO 33 BCAKA HEOOICHHMA MYCKYJIHa O0/IKa, HyBCTBUTE/IHOCT WKW ciabocT.

IIpu naumenTH ¢ npeapaznonarawm thakTOpH 3a paseuTHE Ha paGaoMuonH3a TpabBa Aa ce 0GbpHe 0coBeHO
BHHMaHHe. 3a J1a ce OMpeneny u3xonHa pedepenTHa cToiiHocT, HuBaTa Ha CK TpAGBa Aa ce H3cneaBaT
MIPC/IH 3aN0BaHe Ha JIEYEHHETO BLB BCAKA OT CICAHHTE CHTYALUHH:

IlaumenTn B crapuecka pw3pact (BB3pacT > 65 roauHH);

[lanmenTy ot »encku non;

bu6peuno yepexnane;

Hexkourponupan xunorupeonansnm;

JInuHa unv paMHITHa aHaMHe3a 3a HacNeACTBEHH 3a00IBAHNA Ha MYCKYJIHTE;
Ipenxoany nposBu Ha MycKynHA TOKCHUHOCT OT IEUEHHE ChC CTATHHH AN ¢pubpaty;
3noynorpeba ¢ ankoxo.

B TakuBa cHTyauuu Tpabea na ce o6chau PHCKa, CBBP3aH C MPOBEXKAAHE HA NIEUSHUE CAPSIMO Bh3MOXHHUTE
NIOJIGH 3a MALHEHTa, KATO C€ NMPenopbYBa KNHHHYHO MOHMTOPHpaHe., AKO MALMeHTLT MMa aHaMHe3a 3a
MYCKYJIHO 3aonsBaHe no Bpeme Ha npreM Ha GUOpaT UAKM CTATHH, JIEYEHHE C IPYr MPEACTABHUTEN OT
CBILUA KNac N€KapCTBEHH NMPOAYKTH TPsOBa Aa Gbae HA3HAYABAHO ¢ 0COBEHO BHMUMaHHE. AKO HHBATA Ha

CK ca 3sHa4YHTe1HO NO-BHCOKY OT HOPMAJIHHTE CTOHHOCTH (> 5 Hag ULN), noao6bHo neuen
Obae 3anoueano. -

[lo Bpeme Ha JeyeHueTo

AKO 1O BpEMeE Ha JIEYEHHE CbC CTATHHH CE NOSBMU MyCKy/1Ha Oonka, cnaboct
H3cielsaT HuBata Ha CK Ha naumenta. Ako ce ycTaHOBM, 4e HMBATA Ca 3



HopManuuTe (> 5 Han ULN), npu oTcheTBHE Ha U3MYECKO HATOBApBaHE, NEYEHHETO TpsabBa ga Obae
NPEYCTAHOBEHO. AKO MYCKYJIHMTE CHMIITOMH Ca CHITHH M [IPHYHHABAT €XEAHEeBEeH AMCKOMMOPT, A0PH H
HHBaTa Ha CK na ca nog 5 x ULN, TpaGsa ga ce noMuc/iM 3a NpeyCTAHOBABAHE Ha JICYSHHETO. AKO UMa
CBEMHCHHA 324 MHONATHA NOPAAH APYTH NPUYKHHU, NeueHHeTo Tpabea aa §bae npekpaTeHo.

ITo Bpeme Ha UNU chel NeYEHHE C HAKOH CTATHHH € UMAJIO MHOMO peAKH ChOOLICHNUA 33 HMYHOMEIHHPaHa
HEeKpoTH3Hpaila Muonatud (MMHM). Kmunnuno MMHM ce xapakrepusHpa ¢ nepcucTHpalua
MPOKCHMANMHA MYCKYJTHA C1A00CT W MOBHIUEHH CEpyMHM HMBA Ha KpeaTHH KHHa3aTa, KOMTO fEpCHCTHPAT
BBIIPEKH NPEKPATABAHETO HA JICUEHHETO ChC CTATHHY (BK. TOuKa 4.8).

AKO CHMIOTOMHTE H3ue3HAT U HuBaTa Ha CK ce BL3CTAHOBAT, MOXKE Aa c€ OOMHCAH NOJAHOBSBAHE Ha
ACHCHHETO CBC CTATHHA WK 3anO4YBaHE HaA JIeUeHHE C AITEPHATHMBEH CTaTHMH C Hall-HUCKa no3a H
HEMPEeKbCHAT MOHUTOPHHT.,

[To-Bucoka yecToTa Ha MHONATHS € HAGMIONABANA NPy NaUHEHTH, TUTPHPanK ¢ A03a 1o 80 mg (XK. TouKa
3.1). Ilepuopnunnte usmepranus Ha CK ce npenopuusar, Thil KaTo MOXKE 13 Ca MoJie3HH pyu OnpeaesiaHe
Ha CYOKIMHHYHHATE ClTy4aH Ha MHonaTHs. Binpeku Toa He e CHI'YpHO, Y€ TaKOBa MOHHMTOpHUpaHe e
NMPegOoTBPATH MUOMATUATA.

JleyeHHeTo cbe cuMBacTaTHH TpaGBa Na GbAe BPEMEHHO CTIPSHO HRAKONKO AHH Npeay IaHoga onepalus
i 8KO €€ MOABH CCPHO3HA MEAHLIMHCKA UM XUPYPruYHa HAMeca HiH ChCTOAHHE.

Mepxu 3a namanasane na pucka om muonamus, NPUYUREHA OM NEKAPCMBEHU 83AUMOCCUCINGUR (8IC. CHUYO
mouyxa 4.5)

PHckBT OT MHONAaTHA M pabaoMHONM3a ce NOBHLLABA 3HAYHTETHO NPy €XHOBPEMEHHOTO TIPUNOKEHHE HA
CHMBAacTaTUH C MOWHM HHXHOHMTOpH Ha CYP3A4 (karo HUTPAKOHA30/, KSTOKOHA30M, MNMO3aKOHAZ0N,
BOPHKOHa30JI, CPHTPOMHUKWH, KAAPUTPOMHUMH, TenuTpomuuuH, HIV-nporeasnu HHXHOWTOPH (Hanp.
HeJl¢uHaBup), GoLenpesup, Tenanpesup, Hea3oaoH, EKapCTBEHH NPOAYKTH, ChAbPHKALLM KOGHLHCTAT),
KakTO ¥ reMpubposnn, uMKNOCnopuH W AaHazon. M3nonseaHero Ha Te3w ACKApPCTBEHW MPOAYKTH €
NIPOTHBOMNOKA3aHO (BXK. Touka 4.3).

PucksT oT MHODAaTHA H paﬁnomumﬂsa C¢ NOBHIIaBa CBHINO H NPH €AHOBPEMEHHOTO TMPHIOXKEHHE Ha

aMHOAApOH, aMJIONIMITHH, BEpanaMun UK AUITHA3EM C ONPeae/iEHH A03H CUMBACTaTHH (BXK. ToukH 4.2 B
4.5).

PHCKBT 0T MHODATHA, BKIIOYHTENHO pabaoMHONIN3a MO3KE 1A C€ TOBHULLM [IPH EXHOBPEMEHHOTO
MPHIOKEHHE Ha (Py3HIOBa KHCEMKMHA H CTATHHH (BX. TOUKA 4.5). [Tpu nauuenTn ¢ Xo®X, PHCKBT MOXKE
Aia CE NOBHLIK NPH €HOBPEeMEHHATa ynoTpeba Ha NOMUTANHA H CHMBACTATHH.

CnenoBarenHo, no otHoweHue Ha CYP3A4 HHXUOHTOPHTE, YNOTpeDaTa Ha CUMBACTATHH €AHOBPEMEHHO
¢ MTPaKOHa30J]l, KETOKOHa30/, I103aKOHa30M, BopukoHason, HIV-nporeasun wnxuGutopu (Hamp.
HeNipHHaBHD), GOLENpPEBHp, TeNaNpeBnp, EPHTPOMHLHH, KNapUTPOMHUKH, TETHTPOMHLUKWH, HEDA3OZOH H
JICKaPCTBEHH NPONYKTH, KOHTO CLABPKAT KOGHUMCTAT € NPOTHBONOKA3aHa (BX. Toukn 4.3 1 4.5),

B cayyaii, ue ce Hanara neueHHe ¢ MoLIHU HHXHOuTOpH Ha CYP3 A4 (cpencTsa, kouto nosumasat AUC
MPHOMH3HTENHO 5 TBTH WK MOBEYE), NPUEMBT HA CHMBACTATHH TpAOBa Ha ce npeycTaHoBHM (M na ce
H3IOJI3BAT APYTH ANTEPHATHBH HA CTATHHHTE) 3a NEPHOAA HA APYroTo AeueHHe. OcBeH TOBA € HEOBX0AHMO
NMOBHIICHO BHHUMAHWE NPH KOMOHHHMpaHe Ha CHUMBACTATHH ¢ ApPYrH He ToakoBa mowHu CYP3A4
HHXHOHTOPK: GITyKOHA3041, BEpanamMu, muiTHa3eM (B, Toukna 4.2 u 4.5). T T

Koncymaumsta Ha cok or rpefndpyT Tpabea Aa ce u3BArea no ppeMe Ha NEUSHHETO
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¥notpeGata Ha cuMBacTaTHH ¢ rempuEPOIWI € NPOTHBONOKA3aHa (B, TouKa 4.3), W IOBALICA PUCHE, |
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Mg AHEBHO ipH [/

OT MHONaTHs H pabiOMVONH3a, N03aTa HA CHMBACTATHH He TpabBa aa npesnmaky 3‘ g AHEBH
MAHCHTH, [TPHCMALIH CHMBACTaTHH ¢ ApyrH QubpaTH, ¢ M3KAIOYEHHE Ha denodubpas (8. Totikn 4.2:H i
"-,"-. * ™., T S

B




4.5). Heo6xoamuMo e nosuiieHo BHUMaHMe pH npeanvceaHe Ha GeHoPHOPAT Cbe CHMBACTATHH, TLH KaTO
BCAKO OT TE€3H CPeACTBA MOXE Ja NPHYMHH MUONATHSA, KOFATO Ce Mpuaara CaMoCTOATENHO.

CHMBacTaTHH He TpaGea aa ce fIpHIara €AHOBPEMEHHO CbC CHCTEMHO-AeHCTBaIM dopmH Ha dy3unoBa
KHCCIMHA HIH B PAMKHTe HA CEAEM [HH CIIE[ CTIMPAHETO Ha NEYEHHETO C ¢ysnnosa kucenuna. Ipn
AINCHTH, IPH KOUTO NPUEMBT Ha (y3ua0Ba KHCENUHA CE CYMTA 38 ChILECTBEHO HEOOXOUM, JIeYeHHETO
CBC CTATHHH TPAOBA Jla CE TIPEYCTAHOBH 33 BPEMETO HA NCUCHHE C ¢ysnzosa kucennra. UMa crobenns
33 cry4ad Ha pabnoMHonu3a (BKIIOYMTETHO H C JleTa el W3XON) NIpH MAUHEHTH, NpHeMain Py3HIoBA
KHCE/IHHA H CTATHHU B kOMOKHauMA (k. Touka 4.5). [NauneHTsT Tpabsa na 6nae nocbeeTsan HesabaBHO
Aa NOTBPCH JIEKapCKa KOHCYNITALIMA, aKO U3NHTBA HAKAKBH CHMIITOMH Ha MYCKyHa caaboct, Gonku wm
1YBCTBHTENTHOCT. JIEYEHHETO C1C CTATHHH MOXKe 13 Sbiie NOAHOBEHO CeAEM AHH CJiel nocheaHaTa 103a Ha
bysunosata kuceauna. Ilpu MIKMIOUYUTENHHK OOCTOATENCTBA, HANpHMEP B KOMTO € HEOBXOAHMO
HPONLIDKMTETHOTO CHCTEMHO NPHIIONKEHHE Ha (y3MAOBA KHCENHHA 33 JICNEHHE HA TENKM HHEKLWH,
HEO0XOAMMOCTTA OT eAHOBPEMEHHOTO PHIIOXKCHHE HA CHMBACTaTHH W PY3HMAOBA KHCEAMHA TpAOBa aa ce
PasTAIERNA OTACMHO 32 BCEKH Cliydak H N0A CTPOro fiekapcko HaBIIoAeHHE.

KoMbunupanata ynorpefa Ha cumsactatun s fio3¥ no-BUCOKH oT 20 mg AHEBHO ¢ amHOAApOH,
aMJIOZHIIHH, BepanaMHl HITH IHJITHA3eM TPAGBa aa ce u3BaTea. ITpu naumentn ¢ Xo®X, enHoepemennata

ynorpeba Ha CHMBACTATHH B 03U NMO-FONEMH oT 40 Mg AHEBHO C JIOMHTANHI € MPOTHBONOKa3aHa (BiK.
TOUKH 4.2, 4.3 u 4.5).

Haumenture, npuemawy cumpactatiy (0coGeHO BBE BHCOKH AO3H) CAHOBPEMEHHO ¢ JIPYrH ACKapcTBa, 3a
KOMTO € H3BECTHO, Y€ HMAT YMEPEHO HHXUOHpaill ekt Bbpxy CYP3A4, ca c NOBHLIEH pUCK OT MUONATHSA.
Ipu ycnopeaHoTo npunokeHHe Ha CHMBACTATHH C ymepen utxubutop Ha CYP3A4 (arent, koMTo
nosxmasatT AUC npubnnaurento 2 1o SmbTH), MoKe 4a Ce HaIomKH KOpeKLiHA Ha 103aTa Ha CUMBACTATHH.,
3a Hakoun ymepenu CYP3A4 MHXHOMTODH, KaTo HanpuMep AHATHA3EM, C€ NPENOPhYBA MAKCHMAHA 034
0T 20 mg cUMBACTaTHH (Bx. TOUKA 4.2).

CHmBacTaTiH e cy6eTpar Ha epyKCHHS TpaHcnopTep Ha MpOTEHHA HAa PE3UCTEHTHOCT Ha paka Ha rbpaaTa
(Breast Cancer Resistant Protein, BCRP). Eanospemenno NPUJIOKEHHE HA NPOAYKTH, KOHTO ca
HHXHOHTOPH Ha BCRP (hanp. €N0acBHp M rpasonpeBHp), MOXKE Aa AOBELE A0 MOBHLUCHW niasMeHH
KOHUCHTPALIMU HA CHMBACTATHH M MOBHLIEH PUCK OT MHONATHA, CRel0BaTENIHO TpabBa Ja ce obmucau
KOpPHTHpaHe Ha Jo3aTa CHMBACTaTHH B 3aBHCHMOCT OT npeanucaHara aos3a. Eanoepemennorto
MPHIOKEHHE HA en0acBHp M IpasolpeBHp CbC CHMBACTATHH He e MPOYYEHO, BCE MaK A03ATA WA
CHMBACTATHH He TPAGBA Ja HAABHINARS 20 Mg AHEBHO NPH MANHEHTH, NOJYYABAIH CHN'LTCTBAILO
ACHEHAC ¢ DPOAYKTH, CHALPAKANH eJ6acBHpP HAM rpasonpesnp (BX. To4Ka 4.5).

Penxn cnyuan ma muonatha/pabaoMuonusa ca Gimm aCOUHHPaHH C €HOBPEMEHHOTO MPHUAOIKEHHE HA
HMG-CoA penykrazuu MHXHOMTOPH H HHAUHH (HHKOTHHOBA KHCEJIHHA)} B THNHAOMOAHPHLIMPALINA J03H
(2 1 g/nHeBHo), Beeku enuu oT KOHTO MosKe 1a MPHUYHUHA MUONATHUA, KOraToO Ce TNPHJIAra CaMOCTOATENTHO.

B xnurMuHO H3nuTBane (MeauaHa Ha npocneassaneTo 3,9 FOAHHK), BKIHOUBALLO MAUHEHTH ¢ BHCOK PHCK
34 ChpACHHO-CHA0BO 3abonaBane W ¢ no6pe KOHTpOJiHpanu Hus8a Ha LDL-C, nexyBanu cbe cumBacTaTuH
40 mg QHEBHO CBC MK 6er €3eTuMHO 10 mg, He € umano aonbLaHUTERA NoA3a BbPXY ChPACHYHO-CHAQBHTE
PE3YIITaTH py 100aBIHETO HA HHAUMH (HHKOTHHOBA KHCENHHA) B AMNKHAOMOAHQHLUMpay 1034 (= ]
g/nHeBno). CrienoBaTenHo, ACKAPUTE, KOMTO NNAHNPAT KOMOMHUPaKHA Tepanus CbC CHMBACTATHH M HHALWH
(HMKOTHHOBaA KHCENHHA) B AMITHAC-MOAHBHLMPpaLIU 1031 (2 | g/nHEeBHO) UM NPOAYKTH, KOMTO ChALPXKAT
HHAUHH, TPAGBA BHUMATENHO g OLCHAT OTCHUWANHHTE MOM3H U PHCKOBE H BHUMATE/THO 4a npocjaeassar
NAalHEeHTHTE 3a NPU3HAUH MM CHMIITOMHU Ha MYCKYJHa Oonka, GOJIe3HEeHOCT HiH cnaboer; Gcobeyo no
BPEME Ha MBPBHTE MECELW OT TEPAnWATA ¥ KOraTo A03aTa Ha HAKON OT JeKkapcTBeH Hmnponylf;}jﬁ}ce
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OcBeH TOBa, 4eCTOTaTa HA MHONIATHA B TOBA W3NMTBAHE 6 npubnusurento 0,24% HpE krraifiis, TEKYBaHY

ehC CHMBAcTATHH 40 mg UK ¢ eseTHMUG/cumBacTaTHH 10 mg/40 mg, cpaBHeHO ¢ +,24% npu_Kurratiu, |

ICKYBAHH CBC CUMBAcCTaTHH 40 Mg WK ¢ eseTHMHG/cumBacTaTul 10 mg/40 mg, K KouTO € TipuokeHo
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CAHOBPEMEHHO HHMKOTHHOBA KuceauHa/naponunpant 2000 mg/40 mg ¢ yawmxeHo ocBoGOkaaBaHe.
Bnnpeku ye B TOBa KINTHHWYHO M3TMTBAHE OT a3MaTCKOTO HaCeICHHE €& OLIEHEeHH CaMO KHTaHUH, Thil KaTo
AcCTOTaTa Ha MHMONATHA € MO-BMCOKA NPH KWTAHLM, OTKONKOTO NPH HEKHTAMLH, eaHOBPEMEHHOTO
HPHI0KCHHE HA CHMBACTATHH C IMIMAONOHKKABALLM K03H (=] g/neH) HuauHH (HHKOTHHOBE KUCETMHA) He
C€ NpenopuYBa NpU a3HaTHM. |

AKTHBHOTO BEILECTBO AUMNMMOKC € CTPYKTYPHO CBbP3aHO C HHALHH. Bonpeky 4e alMnuMokc He e
NpOYHBAH, PHCKET OT MYCKyJIHA TOKCHYHOCT MO3e a GbJIe CXOACH ¢ TO3K NPH HHALMH,

Ei_lﬂ"l‘UMHHHH

Crobwarann ca cayyay Ha muonaTus wwnu pabnomuonnsa npy HMG-CoA peayxTasuu mHxuGuTOpH
(Hamp. cHMBAcTaTHH) CLHOBPEMCHHO NpunaraHy ¢ aantoMuudH. Heobxoawmo e nosrineHo sHuMaHue,
koraro ce mpeanuceaT HMG-CoA peayTasui MHXHGUTOPH B KOMOMHALMA C JANTOMMUMH, Thil KATO
BCCKH OT TAX MOXC Na MPHYHMHH MHONATHA W/WAH pabAOMHONK3A, KOraTo ¢e NMPHAAraT CaMOCTOSTENHO.
TpabBa na ce obmucnM BpeMenHo CIHPAHE Ha CMMBACTATHH MPH MALHEHTH, NPHEMALLY JANTTOMHLHH,
OCBEH aKO MOMSHTE OT CAHOBPEMEHHOTO MNPHUAOKEHHE HE HAAXBBLPIAT pHcka. Kowcyirvpaiite ce ¢
HH(OpPMaLMATA 32 NPeANHCBaHE HAa JANTOMMLKMH, 3a A2 MONyuHTe OONBJIHHTENHA HH(OpMaLIKG 3a TOBA
MOTeHUHanHO B3auMoneHcTewe ¢ HMG-CoA penykrasHu HHXHOHTOPH (Hanp. cUMBACTATHMH) H 3a
AOITLIHHTEIHH YKA3AHHUA, CBBP3aHN ¢ MOHUTOPHPAHETO (BHXKTE TO4Ka 4.5).

Yepuonpobuu edextH

B WIHHHYHH POYUYBaHHS NPH HAKONKO Bb3DacTHW NAUWEHTH, APHEMalllH CUMBACTATHH, Ca HabmonasaHu
TMOCTOAHHO MNOBHIUCHH HUBA Ha cepyMHMTe TpaHcamuHasH (1o > 3 x ULN). [Ipy cnupaHe wiw
NIPCYCTAHOBABAHE Ha NICYEHHETO CbC CHMBACTATHH HHUBATA HA CEPYMHHTE TPAHCAMMHA3ZM OOMKHOBEHO
DaBHO Ca ce MOHIKABANH IO U3XOAHHTE CTOHHOCTH,

Ilpean 3anouBaHe Ha JIEYSHUETO U Cled TOBA Ce MpenopbHBa H3CACABaHE Ha YepHOAPOOHATA DYHKLUI U
OCOOEHO KOraTo € KIHHWYHO MOKA3aHo. I1pn naunentH, kouto npuemar nosm Ao 80 mg TpaGea na ce
NPOBEXAAT NOMMBIHUTEIHU H3CNERBAHMA NPEIH THTPUPAHE Ha A03aTa, 3 MEceLa chen THTPUPAHE Ha J03aTa
o 80 mg, u nepuHoaAMYHO clen Toma (Hanp. BeAHLX Ha MONOBHH FOAHHA) npe3 MbPBaTa rofIMHa OF
neyeHneTo. CneuHanHo BHUMaHH e TpaOBa 1a ce 00bpHE HA NALMEHTHTE, [IPH KOKWTO HUBATA Ha CEPYMHHUTE
TPaHCAMHHA3H C¢ MOBMILABAT, KaTO MPH TAX W3MEPBAHETO TpAOBA ga Ce [IOBTOPH BEAHAara M ga ce
pOBEXKAa MO-4eCTO. AKO ¢e HamonaBa TEHAGHUMA 3a MOBHLUIABAHE HA HMBATA HAa CEPYMHHMTE
TPAHCAMHHA3H ¥ 0COOEHO, aKO MOBULIEHHETO UM € TIOBEYE OT TPH MbTH HAA ropHata rpaHdua Ha ULN y e
TPaHHO, IEYEHHETO CbC CUMBACTATHH TpsdBa na 6bae npeycranopeno. Caeaga na ce uma npeasua, ue ALT
HMa MYCKYJICH IIDOH3XO[, CNEeIOBaTEIHO yeejuuyasaHeTo Ha ALT ¢ KpeaTHHKHHAa3aTa Moxe da Opae
MHIAKANKA 32 MHOTIATHA (BXK. no-rope ,,Muonamus/Pabdomuoruza™).

Fima pesKH nocT-MapKeTHHroBH ChobLIEeHHS 3a aTanHa ¥ HedaTanHa HePHOAPOOHa HEXOCTATBYHOCT TIPH
MALUCHTH, NPHEMAILH CTATHHH, BIHOYHTENHO cHMBacTaTkH. [1o BpeMe Ha JeueHHeTo Cbe CHMBACTATHH,
4K0 YBPEKNAHETO Ha YepHHA Apob € CepuO3HO C KIMHHYHH CHMITTOMH Ha XUnepOmwnupyOUHeMN W/HIH
ACHITCHULA, He3a0aBHO npekwvcHere nevenviero. JopH ako He ce OTKpHE Apyra ETHONOFHATA, HE
3aM04BAlTE OTHOBO JIEYEHHE ChC CUMBACTATHA,

HpoayxrsT TpAbBa na ce HasHauasa ¢ BHHMaHMe MPH NAUHEHTH, KOHTO KOHCYMHMpAT 3HAYUTENHU
KOJTHYECTBA alKOXO0J1.

Kaxrto 4 npH npyru nMnuao-noHmwkasam CPEACTBA H FIPH ICYEHUE CbC CHMBACTATHH MMa CbOOLLEHHA 3a
YMCEPCHO IOBHIIAaBaHE Ha CepyMHHTE TpaHcamuHasn (< 3 x ULN). Tesu NMpOMEHH ca B’bawﬂ’&'ﬁi}”‘
CIIE/L 3an0UBaHE HA TEPanust ChC CUMBACTATHH 4eCTO ca DM NPEXOLHH, He ca BUNM Moaany

KIIHHHYHH FIDOABH M HE Ca M3HCKBATH NPEKBCBAHE HA JIEYEHHETO.




KOCTO € AOAXOAALLO Aa €€ MPUNOkKK aHTHAHaOeTHO neveHHe. To3u puck obaue ce KOMMEHcHpa OT
HaMaJIBaHE Ha CLAOBHS PUCK CbC CTATHHH K 3aTOBA He TpAORa Aa Obae NpUYKHA 32 CMpaHe HA JICYEHHUEeTO
ChC CTAaTHHH. [lanuenTuTe B puck (rmokosa Ha ragHo ot 5,6 40 6,9 mmol/L, UTM> 30kg/m*, nosuLLEHH
TPUTTTHUCPHIH, XUNIEPTOHHA), TpAOBA Na 6BbAAT KITHHUYHO K GHOXHMHYHO NPOCIEasBaHH B CbOTBETCTBHE
¢ HallHOHAMHUTE PbKOBOZCTBA.

Hurepcruunanna Genoapobua Sonecr

Ilpu HAKOH CTATHHM, BKIIOUYMTENHO CHMBACTATHH, OCOGEHO MpPH IBArOocpoYHa Tepanua (BXK. Touka 4.8) ,
ca CLOOINEHH CIY4aH Ha MHTepCTHUManHo GenoapoSuo 3aGonssane. [TPOSBHTE MOraT aa BKIIOYBAT
AHCIIHCA, HEIIPOAYKTHBHA KAllIMLA W BIOLIABAHE HA OOLWOTO CHCTOAHKE (OTNAAHANOCT, 3aryda Ha Terno
H BHCOKAa TeMmreparypa). AKO €€ NOAO3HPa, Y€ NAUMEHT € Pa3BHiI MHTEPCTHUHANHO OeaompobHo
3a00/IABaHe, TEPANUATA CbC CTATHHH TPAGSa 1a ce NPeKpaTH.

IlegnaTpyu4Ha nonmynanus

besonacHOCTTa M e(eKTUBHOCTTA HA CHMMBACTATHH NPM MALMEHTH Ha Bb3pact 10-17 roauHm ¢
XETEPO3HIOTHA aMUIHA XHNEPXONECTEPONEMHS Ca BUNH OLIEHEHN B KOHTPONIMPAHO KNMHUMHO W3TTUTBAHE
Ha MomueTa Il cTaguii unm noseue no Tanner u MOMKUUETA NOHE €AHE FOAKHA Chel NBLPBHA MEHCTPYAIEH
UHKBA. JlauseHTHTe, NEKYBAHHM ChC CHUMBACTATHH Ca MMand NPO(HA HA HEXENaHH PeaKLHH KaTo LANo
MOAODEH Ha TO3W NPH MAaUMEHTH, NEKYBaHM ¢ Niauebo. Ho3u, no-Bucokn ot 40 mg, He ca OuIH
NpOyYBaHH B TA3H MonmyJanHda. B ToBa OrpaHMYeHO KOHTPOIIMPAHO H3NUTBAHE, HAMA 3a0eneKHM eeKT
BBPXY PACTeXa HIIH CCKCYalIHOTO Ch3pABAHE HA HOHOLIMTE M JCBOHKHTE WM HAKAKBE €(eKT BBPXy
NPOAL/DKHTCNHOCTTA Ha MEHCTPYaJTHHA LIMKBA HA IEBOAKHTE (BXK. ToukH 4.2, 4.8 u 5.1). Jlepoiikure TpaGea
fa GBAAT MOCHBETBAHH 33 NOAXOAALIY KOHTPAUCITTHBHY METOAM, AOKATO ¢4 MOMLI0KEHH Ha TEPanHiA ChC
CHMBACTaTUH (BX. Toukd 4.3 u 4.6). Ilpu nauneHTu Ha Bb3pacT noA 18 roaMHH, ePpuxkacHOCTTa M
GesomacHocTTa He ca GuM IPOoyYBaHK 33 MEPHOIH Ha NeyeHue, NO-AbArH oT 48 ceaAMMLY U ABAFOCPOYHHTE
eEeKTH BbPXY PUIHUECKOTO, HHTEAESKTYAIHOTO H CEKCYQTHOTO Ch3pABAHE HE Ca W3BECTHH. CHMBACTATHH
He e OW NPOoyYBaH NpPH NaUMEHTH HA BB3PACT 1oa 10 roauHK, HHTO npy Aeua, KOWTO HE Ca HaBJIE3JH B
myGepTeTa ¥ MOMHYETA, KOUTC HE Ca MMaJlH BCE OLLE MEHCTPYAJIEH LUMKDJL.

TIoMoIIHK BewecTna

Tosn npomykT cuabpxa naktoza. [lauuedTd ¢ peAKH HACAEACTBEHM npobieMM Ha ranaxkTo3da

HEMOHOCHMOCT, Lapp nakrasen aeuuUT MK rioko30-ranakTo3Ha ManaGeopbauua He TpadBa Aa npuemar
TOBA JIEKAPCTBO.

4.5 BsaumoneiicTBre ¢ IPYrH JIeKAPCTBEHH NPOAYKTH H ApYrH GpopmMa HA B3aHMOJeHcTBHE

Muorobpoiinn MexaHu3mMH MoOrar na JOMpUHECAT 3a TIOTSHUMaNHU B3aumoacHcTsuis ¢ HMG Co-A
PeAYKTa3HMTe HHXHOHWTOpH. JlekapcTBa Wian GWIIKOBH NMPODYKTH, KOMTO MHXMOHpPAT HAKOM CH3HMHH
(nanpumep CYP3A4) w/unn Tpancroprepnu (uanpumep OATP1B) meTHina, MoraT Aa nNoOBHLAT
IJIa3MCHHTE KOHUCHTPALMK HA CHMBACTAaTHH ¥ HAa CHMBAaCTATHHOBATA KMCE/TMHA H Aa A0BEAAT 10 NOBHLIEH
PHCK OT MHONaTHs/paGaoMHONH3a.

Hanpaserte cnpaeka ¢ kpatkute XapaKTePHCTHKH Ha BCHYKH €AHOBPEMEHHO MPUNAraHy JeKapCTea, 3a Aa
NIONyYHTE NONBAHUTENHA HUHPOPMaLMs 3a TEXHHTE MOTEHUMAAHM B3aUMOACHCTBUA CbC CHMMBACTATHUH
H/WIH BBE3MOXKHOCTTa 38 SH3UMHH WK TPAHCTIOPTHH U3MEHEHHA, U BB3MOXKHHUTE KOPEKLHK Ha go3ata M
TCPANCBTHYHHTE PEAHMH. |

ITpoyuBaHus 3a B3aHMOACHCTEBHA Ca U3BBLPLIBAHK CaMO NpH Bb3PACTHH.

DapMakoIHHAMHYHY B3aUMONCHCTEBNA

Biaumoodeisicmeun ¢ Opyeu  nunudononuscasauu JCKAPCMEERU  NPOOYKMU,
CAMOCIMORMENHO, MO2am 0a NPeou3cUKaAm MUONamus




PHCKBT OT pazBuTHe Ha MHONATHA, BKIIOUKTETHO pabAOMHON3a, Ce NOBUILABA NPH €AHOBPEMEHHOTO
NpunoxkeHne ¢ pubpatn. OcBeH TOBa CLILECTBY BA (hAPMAKOKHHETHYHO B3aHMOACHCTBME ¢ rempubposnn,
KOETO BOJM A0 NOBUWIABAHE HA MIA3MEHMTE HMBA HA CUMBACTATHH (BIK. no-10.1y, ,,Papmaxorxunemuuny
83aumodeucmsun” U TOMKN 4.3 v 4.4), Koraro cMMBAaCTaTHH u ¢enodnbpar ce npunarat egHospeMeHHo
HAMd OKA3ATENICTBA, e PUCKBT OT PA3BUTHE HA MUONATHA € PABEH HA CYMATa OT HHAH BUAYaNHHSE PUCK 34
BCCKH JickapCTBEH npoayxr. 3a apyrute (ubparv HAMA HANHYHM JAHHM OTHOCHO JleKapcTBeHaTa
besonacHocT H papmaxokuHeTHKATA. Penky Ciy4au Ha MHONaTHs/pabaoMuonusa ca OUIH aCOLMMPAHH ¢
€NHOBPEMCHHOTO MPHIOXKECHHUE HA CHMBACTATHH H aunuaoMoaAubunMpally no3u (2 | g/aHeBHO) HUALMA
(Bx. TOuKa 4.4).

PapMaKOKHHETHYHK B3aUMOOEHCTBHS

Ilpenopekure 3a npeanwcease s Cllyuan Ha B3aWMOACHCTBHA ¢ APYIM NIEKApCTBEHH MPOAYKTH ca

06061enn B TabiHuaTa N0-201y (ROTbAHKTEAHA HH(OpMauKa moxe Ja Obe HamepeHa B Toukn 4.2, 4.3
H44). |

Bianmopnekcreun ¢ aekapcrBenn n POAYKTH, CBbP3AHM C NOBHMINEH PHCK OT Pa3BHTHE HA
Muonarusn/pabaomuonsa
BiaumoneiicTBam Jiekapersen IlIpenopbxu 3a npeanuceane
NPOAYKT
Mowinu unxubumopu na CYP3A4 xamo:
Hrpako”azon
Kerokonazon IIpoTHBONOKA3aMK CHC CHMBACTATHH
[1ozakoHazon
Bopukonason

EputpomMuimn
| Knapurpomuuun
TeaurpoMunmn
HIV nporeasnu unxuGuropu (Hanp.
HeApHHABUP)
Hegazonon
Kobuuucrar
Bouenpueup
Tenanpesup
Huxnocnopun
HaHazon
I'eMpubpozun
Apyru ¢pubpatv (¢ M3koueHHE Ha Aa He ce HagBHIaBa NHeBHE A03a OT 10 Mg cuMBacTaTHH
deHobubpaT)
| Py3UI0Ba KHCETMHA He ce npenopsyBa ynorpebara & cbc CHMBACTATHH
Huauwmn (wukoTHsoBsa kucen HHa(> | He ce npenopvysa cbe CHMBACTATHH NPH NALMEHTH OT
' g/aeH) a3HaTCKH POU3X0]
AMHopapon Ma He ce HaaBMWaBa AHeBHA A03a OT 20 Mg CHMBACTATHH
Bepanamun
Auntuazem
AMIOAHNUH
EnbGacenp
FPMUHPGBHP e ST
JloMuramig Ha ne ce npesuinasa gosara ot 40 mg cum BACTATHH;
AHEBHO NpH NauueHTy ¢ Xo®X 4;‘?'_;_,,_;-:*‘-‘- " e, “
JlanroMuuuH Tpabea na ce o6Mucan Bpemenno crnup @”{E g;‘f%"*“
CHMBACTATHH NPH NaUHEHTH, NpHeMaudl SAHTOMMIHN, <. ,
OCBEH aKo NOA3HTE OT €AHOBPEMEHHO \ri:ﬁ - D)f(e“HHeHefﬂ > ]
HAAXBBLPJIAT pHCKa (BK. TouKa 4.4) AL L i

|




Tukarpenop He ce npenopwusar no3u no-sucoku ot 40 mg
CHMBACTATHH JHEBHO.

Cox ot rpeiingpyT Ha ce n3barsa KOHCYyMaUKaTa Ha cok OT rpeindpyT no
BPEME Ha JIEYEHHE CbC CUMBACTATHH

Edexrn na Apyra Jekapcreenn nPpOAYKTH BHPXY CHMBACTATHR

Bsaumoleiicmeun, sxovsaugu unxubumopu na CYP3A4

CuMBacTaTiH € cyGerpar Ha umrtoxpoM P450 3A4. Mowmure HHXHWOMTOpH Ha uwToXpom P450 3A4
TIOBHINABAT PHCKA OT pasBHTHE HA MHONATHA M pabAOMHONH3A YPE3 NOBHIABAHE HA KOHLIEHTPALMATA Ha
HMG-CoA peaykrasna HHXHGHTOpHA aKTMBHOCT B T7a3MaTa 10 BPEME Ha JIEHEHHETO ChC CHMBACTATHH.
TakuBa HHXHOMTOPH ca MTPaKOHA30Jl, KETOKOHA30n, NO3aKOHA30N, BOPHKOHA30/l, EPHTPOMHLIHH,
KJIAPHTPOMHLMH, TeUTpoMHLUMH, HIV-npoTteasnn unxuburopw (Hanp. uendunasup), Gouenpesup,
TCNANPeBHP, HEDAIONON M NEKAPCTBEHHM NPOAYKTH, CHLAbPXKALM KOGHIMCTAT. EAHOBPEMEHHOTO
TIPHJIOEHAC HAa WTPakoHa3on BOOW A0 noseue oT 10-kpaTHO MOBWIIABAHE HA €KCNO3HUHMATA Ha
CHMBAaCTATHHOBA  KHCCIHHA (aKTHBHUAT MeTabonuT  0eTa-XHAPOKCHKMCENHHA).,  TeTHTPOMHULMH
NpeAH3BHKB2 | 1-KpaTHO NoBHIIABaHE Ha EKCTIOZMUMATA HA CHMBACTATHHOBA KHCETHHA.

KomOuHauuaTa ¢ HTPaKkoHa30J1, KETOKOHA301, NO3aKOHA30, BOpHKOHAa304, HIV-npoTeazun uHXHOHTOpH
(nanp. HendMHasWp), GouenpeBup, TENanpesHp, ePUTPOMMUMH, KIAPHTPOMHLMH, TEINTPOMHL{MH,
He()a3040H H NIEKAPCTBEHW NPOIYKTH, CbAbpxallH KOOHLMCTAT € NpPOTHBOMOKA3aHa, KakKTO M
reMpubpo3ni, UMKIOCIIOPHH W AaHa30n (Bk. Touka 4.3). AKO NCUEHHETO ¢ MOLLHM UHXUOMTODPH Ha
CYP3A4 (cpeactra, kouro nosriasat AUC NPUONH3HTENHO 5 NBTH HITH NOBEYE) € HEH3BEKHO, NPHEMBT
Ha CHMBACTATHH TpAbBa na Onae rnpeycTaHoBeH (M Aa ce WINOA3BAT ANTEPNIHATUBH HA CTATHHHTE) 34
nepHona Ha Apyroro jeuyeHne, KomOunauvara Ha KoMOHHauHATa HA CHMBACTATHH C APYTH He TOJKOBA

MOWIHH HHXHOMTOpH Ha CYP3A4: ¢uykouason, Bepanamun win auiThasem (Bx. ToukH 4.2 U 4.4) cblIo
H3HCKBA INOBHILIEHO BHUMAaHHE.

Dnykonazon

JoknanBain ca peaxd ciyuyam Ha paGaoMHONH3A, CBbp3aHa ¢ €JHOBPEMEHHOTO UPHIQKEHWE Ha
CHMBACTaTHH H PNyKoHa30:a (Bxk. Touka 4.4). .

Luxnocnopun

PrcxbT oT paseuTue Ha mMuonaTha/pabioMmuonusa ce MoBMiIABA OT eAHOBPEMEHHOTO NPUIOKEHHE Ha
UHIJIOCTIOPHH CBC CHMBACTATHH, NMOPAAH KOETO W3NOJI3BAHETO C LUKIIOCTIOPHH € NPOTHBOMNOKA3aHO (BIK.
Touka 4.3 u 4.4). Benpekn, ye MeXauu3MbT He € HAILIHO H3ACHEH, YCTAHOBEHO €, Y& LUKIOCNIOPHH BOAM
A0 NOoBMIaBaHe Ha nnowra noxn kpusata (AUC) va HMG-CoA penykrasuu mnxuburops. [ToBuinasaxe

Ha AUC Ha CMMBAcTaTHHOBATA KUCENHHA BEPOATHO C& NBAKHM OT MACTH HA HRXHOHupaneTo Ha CYP3 A4
nunm OATPIBI.

Hanazon

PHCK®BT 0T pasBuTHe Ha MHONaTHS M paBIOMHONM3A ce yBENH4aBa NPH €OHOBPEMEHHO NPHJIKEHHE Ha
AaHA301 CbC CHMBACTATHH, 3aTOBA H3I0/I3BAHETO € aHa30 € MPOTHBOINOKA3aHO {BX. TOUKH 4.3 1 4.4).

Tempudposun

I'emdmbposun nosuiasa AUC Ha CHMBACTATHHOBATA KHCENMHA C 1,9 mor

HHXUOHPAHETO Ha MBTA Ha INTIOKOPOHUAaUMATA W/ OATP1BI (BX. Toukn 4.3 M
NPHIIO)KEeHHE C reMpHOpPO3H € NPOTHBONOKA3aHO.

Dy3ud08a xuceruna



PHCKBT OT MHODATHA, BIIIOYHTENHO pabaomuonusa, Moxke ga GbAE NOBHINEH OT €AHOBPEMEHHOTO
CUCTEMHO NPHJIOKCHHE Ha ¢y3naoBa KHCENMHA 3a€JHO CbC CTATHHH. MeEXaHW3MbT Ha TOBa
B3aUMOJIEHCTBHE (HE3ABHCHMO DAy € apMakoQMHaMHYEH, (hapMaKOKMHETHYEH, MAM H ABETE) € BCE OLUe
HensBecTeH. Mma chobuieHHs 3a cnyuau Ha pabromuonu3za (BKHOYHTEIHO M C fETANeH U3X04) MpH
NauHCHTH, IPHEMALIH Ta3H KOMOHHALHA.

CBBMECTHOTO NMPHIOKEHHE HA TA3W KOMOHMHALIMS MOKE 0a MOBMILH MNasMeHNUTE KOHLIGHTpPaUMY Ha ABaTa
NPOAYKTA. AKO JIEYSHHETO C PY3MI0BA KHCENMHA CbC CHCTEMHO ACHCTBHE € HANOKUTET HO, JICYEHHETO CbC

CHMBACTaTHH TpAOBa Na Ce NPEKPaTH 3a NEPHOLA Ha ACHEHHE ¢ DY3MAOBA KHCEAUHA. BuiTe ChILo TOYKA
4-4*

Amuooagpon

PrckbT o MHONaTUs M pabGaomuonnsa ce yeenuuasa MpH eTHOBPEMEHHO NPUIOKEHHE Ha AMHOAPOH ChC
CHMBaCTaTHH (BXK. TOMKH 4.4), B xiMuMuHO NpoyvBaHe 332 MHONATHS OWIO CHOGLICHO npu 6% or
NALHMCHTHTS, NpyUeMalln cHMBacraTud 80 mg u amuonapon. CneaoBaTenHO 03aTa HA CHMBACTATHH He
Tpabpa Aa HapBuwaea 20 mg aHeBHO Npy NauUeHTH, KOKTO MNOAY4YaBaT €AHOBPEMEHHO JIEUEHHE C
AMHOAAPOH.

bnoxepu Ha kanyueeume xananu

* Bepanamun
PHCKBT OT Muonarus u paaomnonnsa € noewiLeH NPH €AHOBPEMEHHOTO MPHACKEHHE Ha
Bepanamuit ¢ 40 mg unn 80 mg cumBacTatTHH (BX. TOUKa 4.4) . B eano dpapMaKkOKHHETHYHO
HPOY1BaHE CIHOBPEMEHHOTO NPHIIOKEHHE Ha BEPANaMHIl BOAK A0 2,3-KpaTHO NOBHILABAHE HA
CKCIIO3HLIMATA HA CHMBACTAaTHMHOBATA KHUCEJIMHA, KOSTO BEPOATHO C€ IbAXKH OT YacTH Ha
uHxHOHpaHeTo Ha CYP3A4. 3atosa npu nauueHTH, nonyvasalild €AHOBPEMEHHO JICUEHHE C
BEpanaMii, IHEBHATa 1032 HAa CHMBACTaTHH He TPsGBa na Hanswinasa 20 mg.

o Tunmuazem
PHCkbT OT MHOmartus W paGmomMHonusa € MOBHILEH OT - €QHOBPEMEHHOTO MPHIOMKEHHE HA
aunTHaseMm ¢ 80 mg cumBacTaTaH (BX. Touka 4.4). B eano (apMaKOKMHETHYHO NPOYYBAHE,
CAHOBPDEMCHHOTO MpPUIOKEHWE Ha AWITHa3eM BOAM 10 2,7-KpaTHO HapacTBaHe Ha
CKCIIO3NUMATA HA CHMBACTATHHORAE KHCENHMHA, KOETO BEPOATHO C& Ab/KH HAa HHXHOHpaHeTo Ha
CYP3A4. 3arosa npu nauneHTH, nekyeaHm €AHOBPEMEHHO C AMITHA3EM, JHEBHATA J103aTa Ha
CHMBACTATHH He Tpg6Ba 1a naaBuaea 20 mg. |

o Amnocounun

TlaumnenTn Ha amnoaMnuH, NekyBaHK eAHOBPEMEHHO Che CUMBACTATHH Ca B NOBHLUEH PHCK OT
MHOMaTHA. BbB  hapmMakOKMHETHHHO [rIpOy4BaHE, E€JHOBPEMEHHOTO TDWIOKEHHE HA
AMJIORHNHH € NPHYKHUAO |,6 NbTH NOBHLIEHHE B EKCNIOZHLUNATA Ha CHMBACTATHHOBA KUCETHHA.
CneaoBaresnHo no3ata Ha CMMBACTATHH He TPAGBa fa Haaskwasa 20 m g AHEBHO NpU NAUHEHTH,
NIEKYBAHH €HOBPEMEHHO C aMACAHNUH.

o Jlomumanuo
Ilpu enHoBpeMeHHO npunoxkeHne Ha JIOMHUTANKA CbC CHMBACTATHH, PHCKBT OT MHONATHS H
pabaomMuoniza Moxe 1a ce MOBUILH (BHxKTe TONKH 4.3 U 4.4). Crenosarenro, p¥ NAUHMEHTH

¢Xo®X, n03aTa Ha CUMBACTATHH He TPAOBA 13 HagBHIaBa 40 Mg JHEBHO NMpPH ChITETCTBRALLA
TePaNHA C IOMHTATIHA.

Ymepenu unxubumopu na CYP3A4

I[TauneHTHTE, NpHEMalIUH pyry JICKapCTBA, U3BECTHH C YMEPEHO HHXMOHpaWua cu ede r
CAHOBPEMCHHO CbHC CUMBACTATHH, MO-CAEUMANTHO C N10-BUCOKH A03H CHMBACTATHH, MOAK
PHCK OT MUONaTHA. (BxK. Touka 4.4),

Huxubumopu na mpancnopmuua npomeun OATPIB]



CuMBacTaTHHOBaTa KkHCcenHHa e cyBerpar Ha TpaHcnopraua nportedH OATPIBI1. ExnospemeHnHOTO
TIPHAGKEHHS Ha JICKapCTBEHH NPOAYKTH, KOMTO €a WHXMOHTOpH Ha TpaHcnopTHus npotenn OATPIBI,
MOXC N1a NOBCAE N0 MOBHLIABAHE HA NIA3MEHNTE KOHLEHTPALHW H8 CUMBACTATHHOBA KHCETMHA H MOBHLLEH
PHCK OT MHONATHA (BXK. TOYKH 43 W 4.4).

Huxubumopu na npomeuna na pe3ucmenmuocm ua paka xa cvpoama (BCRP)

EnsoBpeMeHHO punoxeHne Ha nekapcTaeHu NPOAYKTH, KOHTO ca HHXMOHTOpH Ha BCRP, sxmounrento
OPOAYKTH ChABPKAUlKM el0acBHP WK rpasonpeBup, MOXe Aa AOBEAE A0 MOBHIICHH MIa3MEHM
KOHUCHTpPallHK Ha CUMBACTATHH ¥ NOBHILEH DHCK OT MHOTIaTHA (BX. TOUKH 4.2 1 4.4).

Huayun (nuxomunoea xucenuna)

Penxyu cnyvanm Ha Muonatua/pabaomuonmsa ca Gunu aCOUMKpPAaHH C €JHOBPEMEHHOTO NpuaraHe Ha
CHMBACTATHH H NHNUAOMOAMHUMPAUH 103K (= | g/AHeBHO) HHALHH (HHKOTHHOBA KUCe/IMHA). BeB
(hapMakOKUHETHHYHO POy YBaHE, eHOBPEMEHHOTO MPUNOXKEHHE HA €AHHHYHA 1032 HHKOTHHOBA KHCEJTHA
2 g ¢ yapnkeHo oceroboskaasane ¢ 20 mg CHMBACTATHH, € JOBENO A0 YMEPEHO YBEIHYaBaHe Ha IIoUITa
non KpuBaTa n03a-etext (AUC) Ha CHMBACTATHH M CHMBACTATHHOBA KUCENUHA M Ha CMmax Ha NIa3MEeHHTe
KOHUCHTPALMHK HA CHMBACTaTHHOBE KMCENHHA.

THkarpenop

EAHOBPEMEHHOTO NpHIOKEHHE Ha THKarpenop ¢uC CHMBAcTaTHH BOAW A0 noeviuasaHe Ha Cmax u AUC
Ha CHMBaCTaTHH ChOTBETHO C 81% 1 56%, kakTo W Ha nosuwasaxe Ha Cmax ¥ AUC Ha CHMBACTATHHOBATA
KHCEITHHA CBOTBETHO € 64% 1 52%, kaTto B OoTAeAHM Ciyyanm ce AOCTHra 2- 0 3-KpaTHO MOBHHIABAHE,
EanoBpeMeHHOTO fpunokeHHe Ha TAKArpeaop H CMMBACTATHH B A03KM, HaaeMilaBawy 40 mg AHEBHO,
MOXC 212 NOBEE /10 HEXKENAHH PeakUMH Ha CUMBACTATHH U TpsGea Aa ce APELCHU CIIPAMO MOTEHHHAHHTE
non3d. CHMBACTATHH HE OKAa3Ba BIIMSHME BbPXY MUIa3MCHHTE KOHUEHTpalwmu Ha Ttvkarpesop. He ce
Npenopeyea €1HOBPEMEHHATA yoTpeda Ha THKArpesop ¢bC CUMBACTATHH B 103K, HaaBHWwaeawy 40 mg,

Cox om zpetingppym

CoksT oT rpelingpyr HHXuOnpa uutoxpom P450 3A4. EAHOBpeMEHHHAT NpHEM Ha rofieMH KOJIMYECTBa
COK OT rpeindpyT (Han | INTHp AHEBHO) H CHMBACTATHH BOAH 0 7-KpPaTHO yBENHYEHHE Ha eKCITO3HLMATA
Ha CHMBACTaTHHOBA KHCENMMHA. [IpnemsT Ha 240 ml cok oT rpefindpyT CyTpPUH H CUMBACTATHH BEYEP CHIIO

BOAH A0 1,9-kpaTHo yBesnuueHHe. 3aTOBa NPHEMBT HA COK OT rpedngpyT No BpeMe Ha NEYEHHE CbC
CHMBACTATHH TPAOBA Ja ce u3bArea. |

Komxuyun

HmMa cLobimenns 3a Muomatua u paBaomuoamnsa MPH €AHOBPCMEHHOTO NPHAOKEHHE HA KOJXHLHH H
CHMBACTATHH NpH nauveHTH ¢ ObOpeyHo Hapywenue. [lpenopruBa ce BHUMATENHO KIHHHYHO
HAO/IONICHHE HA NALIHEHTUTE, IPHEMALLW Ta3H KOMOUHALMS.

Hanmomuyun

PuckpT OT MUONATHA WHAM pabaomMuEONK3a MOXKeE 13 Gbae NOBHIICH NpyU €QHOBPEMEHHO NpunaraHe Ha
HMG- CoA peaykrazuu HHXHOHUTOPH (HAND. CHMBACTATHH) U JANTOMHUMH (B, TOYKa 4.4).

Puhamnuyun T
f Do "Lf*t JO ,: _
Trit kato pudamnuumn e mowen uHaykTop Ha CYP3A4, npu nauMenTH Ha abA ACROY 4. TepR
PHQaMNHLKH (Hanp. siedeHne Ha TyGepkono3a) Moxe 4a ce HaBIOAABA saryba fa€ u&ﬁcu?@m )
CHMBAcTaTiH. Bes dapmaxokuneTnuno npoyupane Npy HOpMaNHK AoOpoBoALy, (LD e ﬂﬁﬂﬂi}ﬂﬂa o
noza-edext (AUC) 3a cuMmBacTaTiHOBa KHCENHHA Ce e noHuwxuna ¢ 93% I HHO

TIPHIOKEHHE Ha PUAMITULHA. WE TR




Edpexmu na cumeacmamun evpxy gapmaxoxunemuxama na APy 2u NeKAPCMBEHU NPOOYVKMU

CHMBacTaTRH He NpuTeKARa HHXHOUpaL edeKT BLPXY urToxpom P450 3A4. CneaoearenHo He ce 04YakBa,
Y€ CHMBACTATHH OH MOBAHAN NNA3MEHNTE KOHLEHTPALMH Ha BELIECTBATA, KOMTO Ce MeTaboAM3HpAT upe3
HTOXpoM P450 3A4,

Ilepopannu anmuxoazynanmu

B NnBC KIMHHYHM NpOYuBAaHMA, eAHOTO Npu 3APaBH AodposonuM, a JApyroto npud OGolHH ©
XHIIEPXOICCTEPONCMHA € YCTAHOBEHO, Y€ CHMBACTATHH B 403K 20-40 mg/AHEBHO yMEPEHO MOTEHLHpa
eeKTa HA KyMapHHOBHTE aHTMKOAryJaHTH: NPOTPOMGHHOBOTO BpPEMe, OTUMTAHO Kato Infernational
Normalized Ratio (INR), € HapacTano oT W3XOAHW CTOHHOCTH OT 1,7 no 1,8 n ot 2,6 no 3,4 pecnekTusHo
npH 206poBonunTe M NpH Gonnure. ChobiieHuaTa 3a cayyad Ha nosueno INR ca MHoro peaxu. [Tpn
RallHCHTH, NpHEMaLKd KyMapHHOBH aHTHKOAry/JaHTH NpOTPoMOMHOBOTO Bpeme TpsbBa ja ce onpenens
Tpein 3aM0YBAHE Ha NEYCHUETO CHC CHMBACTATUH U AOCTATBYHO YECTO B PAHHMSA €TaN OT JIEUEHHETO, 33
7ia Ce rapaHTHpa JIMACATa Ha 3HAUUTEIIHH [IPOMEHM Ha TO3M Mokasaren. Beanbxk cien NOKyMEHTHpaHe Ha
CTaGHTHO CHCTOAHNE HA NPOTPOMOHMHOBOTO BpeMe, TO MOXKE Aa e MOHHTOpP#pPa Ha OOHYaliHHTE UHTEPBANU
NPH NALKEHTH, TIPHEMALIH KYMAPHHOBH AHTHKOAryaaHTH,

B ciyuaii, ye no3ara Ha cMMBacTaTHH ce MPOMEHH WIH NMPHEMBLT €€ MPEKpaTH, TpAOdBa na ce NOBTOPH
ChLIATA Mponeaypa. JieueHHeTO ¢bC CHMBACTATHH He Ce CBbp3Ba ¢ NOBHLICH PHUCK OT KbPEECHE WIH C

IPOMCHH B MPOTPOMOHHOBOTO BPEME NpPH MALMEHTH, KOHTO HE NPHEMAT aHTHKOAry/1aHTH,

4.6 PePTHANTET, GPEMEHHOCT U KbpMeHe

bpemenHoct

CHMBACTaTHH € NPOTHBOIOKA3aH [0 BpeMe Ha GPEMEHHOCT B3k, TOUKA 4.3).

besonacHocTTa npu GpemeHHM keHn He e yeranosena. He ca NPOBEXKAAHH KOHTPOJIHPAHH KIMHHYHH
HPOYHBAHHA CBC CUMBACTATHH MPH OpemeHHH keHH. Tloayuenu ca peaku choOuleHns 3a BPOICHH
aHOMAJIHK Ciiel uHTpayTepuHHa ekcnosuims Ha HMG-CoA peaykrasnu uuxuGutopu. INpu aHanus Ha
npHOAM3KTEnHo 200 mpocneaeHu GpeMEHHOCTH, KOHTO ¢a OWIM HIJI0KEHH pe3 MbpBHUA TPHUMECTBP Ha
CHMBacTaThH Wi Apyr onnsek HMG-CoA peanykraseH WHXMOMTOpP, € YCTAHOBEHO Y€ 4eCTOTATa Ha
BPOACHHTE AHOMANHMH € CPaBHUMA ¢ Ta3u npy obuara nonynaumus. bposr na GpemensocTuTe €
CTaTHCTHYECKH NOCTATBYEH, 32 N4 CC U3KIOYH 2,5-KPaTHO WIH MO-FOAAMO YBEAMYEHHE HA BPOACHHTE
aHOMaIiH CipAMO o0IHA UM Opoii.

Brrpeku ye HaMa nokasaTencrea, ye uyectoraTa Ha BPOACHHUTE aHOMANHH B MTQTOMCTBOTO HA NALHEHTKH,
NIpHEMALL CHMBACTATHH WAM ApyTh Gnmskn HMG-CoA penyxrasHm mexubuTOpH ce pasaHyapa OT
HaO/onaBaHata npu oflaTa NOMyaums, JEYEHAETO Ha MaHk¥ CbC CHMBACTATHH MOKe na 1OBEeRe OO
HaMaJIsABaHe BbB (peTyca Ha HUBATA HA MEBAJIOHAT, KOWTO e MpeKypcop Ha GHOCHHTE3a Ha XONeCTepoll.

ATepoCKIepo3aTa € XPOHHMYEH Npouec M OBHMKHOBEHO NPEeKbCBAHETO HA JIHMHAC-NOHWIKABALIHTE
JICKAPCTBCHH  NPOAYKTH NO BpeMe Ha OpemeHHOCTTa OM WMano MHOrO MalKO BAMAHHE BLPXY
ABATOCPOYHHA PHCK, CBBP3BH ¢ MbPBHYHATA XHNepXxonecTeponemus. ITopaay Te3H NPUHNHKM CUMBACTATHH
He TpAGBa na ce W3MON3Ba OT GPEMEeHHH KeHH WM TAKHBA, KOWTO CE ONMTBAT Aa 3abpemeHesT wiu
MoAO3MpaT, ye ca GpemenHu. JleyeHneto cbe cumBacTaTHH TPAGEa a2 Gbae NPEYCTAHOBEHO NPeE3 NEpUoaa
Ha OPEMEHHOCTTa WITH JIOKATO HE CE YCTAHOBH, Y€ XKeHaTa He e Gpemenna. (Bik. Touxy 4.3 4 5.3).
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He ¢ u3BecTno nanu cuMBacTHH HTH HeroBHTe MeTABONHTH Ce EKCKPETUPAT B Maiiu
MHOTI'Q JICKapCTBCHH NPOLYKTH Ce €KCKPETHPAT B KbpMAaTa i NOPail Bb3MOKHOCT



HENCCTAHN NICKAPCTBEHN PEAKLHH, HKCHHTE, KOUTO MPHEMAT CHMBACTATHH He TPAGBA Aa KbpMAT (BXK. TOYKA

4.3).

QepTHanTeT

JINCBAT KNMHWYHKM JAHHU OTHOCHO eeKTUTe HA CHMBACTATHH BBHPXY (epTUAHTETa NpPH xopa.
CuMBacTaTun He e uman eekr BLPXy (PEPTHINTETA MPH MBKKH ¥ IKEHCKH IUTbXOBe (BIXKTE TOYKA 3.3).

4.7 Edextn BLpxy ¢nocoGHocTTa 32 wopupane H paboTa ¢ MamIHAH

CHMBACTaTHH HAMA MY UMa HEIHAYUTENHO Bb3ACHCTEHE BbPXY COCOOHOCTTA 3a twodHpare v pabora ¢
MallMHH. Benpeku Toea, npu wodupaye nin pabota ¢ maiu HHH, TPADBA A3 Ce UMA NPEABUA, YE UMa
PEAKH CHOOLIEHHS 38 CBETOBBPTEN B NOCTMAPKETUHFOBH NpoyYsaHus,

4.8 Hexenann nekapcrBenn peaknun

HecrotHTte Ha HemenauuTe nekapcreenu PCAKLIHH, KOMTO €3 CbOOWEHU MO BPEME HAa KIHHHYHM
MPOYYBAHHS H/WIH MOCTMAPKETHHIOBY HAGIOACHHS Ce KaTeropmsupar Ha 0azara Ha OLUEHKA Ha TAXHATA
4€CTOTA B OOWHPHH, ABITOCPOYHH, Anauebo-KOHTPONIHPaHH KIIHHHYHH NPOYYBaHUS, BIunourtenso HPS
H 45, pecniektrBHO ¢ 20 536 u 4 444 naumeHTH (BK. TOYKA 5.1). Ilpn HPS ca 3anucanu camo TexkuTe
HCXKC/IAHH JICKAPCTBEHHM PEAKLMH KATO MHATHS, YBEIHYCHHE HA CEPYMHMTE TpancamuHasu v CK. Ilpu 485
BCMTKH OTIMCAHN M0-110JTy HEXKE/aHH JISKAPCTBEHH peaKLMH ca 3anHcBand. B ciyuaute koraro uectorata
Ha HEXKC/IAHUTE NICKApCTBCHU Peakunik € NO-HUCKa A0 WK NnogobHa Ha rwiauebo B Te3H NPOYYBAHUA H €
Ouna Hanube cXoxHa NPHYWHHO-CEACTBEHA BPB3Ka NPH CNOHTAHHUTE CbOOLIEHHMA, Te3w HEKenaHH
PC2KIUHH Ca KATErOPU3HPaHH KATO ,,peaKn’”.

Ilpa HPS (Bxk. Touka 5.1) sxmousawo 20 536 NauWeHTH, neKysaHd ¢ 40 mg/nHEeBHO CUMBACTATHH
(n= 10 269) wm nnauebo (n=10 267), OpOUAHTE Ha GE30NaCHOCT MeXAY fALIMEHTHTE, EKYBAHH Che
CHMBACTaTHH 40 mg M nauuenTw, npuemanu niaueto ca CPABHUMH Chie]l CPEAHO HAA 5 rOAMHH OT
POYYBaHETO. CTEMEHTA HA NPEKLCBAHE HA JIEUSHHETO nopaay HEXKENaHH JIEKapCTBEHU peakuHy e 6una
CPaBHUMH Npu ABETE rpynH nauxeHTH (4,8 % npu naudenTHTe, NEKyBaHH CbC CUMBACTATMH 40 mg, B
cpaBHeHKe ¢ 5,1 % npu naumenTw, npuemalum nnaue6o). YecToTaTa Ha MHONATHA € Guna < 0,1 % npwu
HALHEHTHTE, IEKyBaHH Cbhe cumBacTaTrH 40 ng. [loeuiwenn TpaHcamunazn (> 3 x ULN NIOTELPACH OT
NOBTOPeH TeCT) ce Habmonasa npu 0.21% (n=21) or naunenTuTe, JIeKyBaHu ¢bC cuMBacTaTud 40 mg, B
cpasHeHue ¢ 0,09% (n=9) ot naumenTuTe, Nekysanu ¢ nnauebo.

YecroTata Ha dexenanure ACKAPCTBCHN DEAKUHKU € OnpeleneHa o CheAHus HavduH: MHOTO 4ecTH
(> 1/10), Hectu (= 1/100 <1/10), Heuectu (= 1/1 000 <1/100), Peaxs (> 1/10 000 <1/1 000), Muoro peaku
(<1/10 000), ¢ HeH3BecTHA YecTOTA (OT HANMYHHTE JaHHW He MOXe A3 Bbae HanpaseHa OLECHKA).

Hapyiienua na kpbBTa u AMMQHATa CHCTeMa!
Peoxu: aHemus

Hapyiwienus ua umyHHara cucrema
Mno20 pedxu: anabunakcus

[ICHXHYHU HapylueHus:
Mnoeo peoxu: 6e3cbHue
C neussecmua wvecmoma: penpecus

Hapymeuns na HEPBHATA CHCTEMA:

Peoxu: rnaBoGonue, napectesus, CBETOBLPTEN, NEpH(IepHA HEBpONaTHs
Mnozo peoxu: wapyuienne Ha nameTTa
C neussecmna uecmoma: MHacTeHus I'paBMc

Hapymenus na ounre:




Peoxu: saMbrneHo spenue, HapYIEHO 3peHUe
C neuzgecmna wecmoma: OMHA MHACTEHUS

PecnupaTopHH, FpbAHY ¥ MEAUACTHHATHH HapYLUEHHS:

C neussecmna wecrmoma: vitepcTuumMaHo GenoapobHo 3a6onseake (B3k. TOUKa 4.4)

CToMatliHO-4YpeBHY HaPYIIEHHS:
Pedxu: KOHCTHMAaUWdA, KOpPeMHE OGOnkH, (naTyneHuus, NMCNENCHA, AWAPHA, rajeHe, [OBPBUIAHE,
MTAaHKPEATHT

XenaToOWIHAPHU HAPYIDEHUS:
Pedxu: xematurH xeiarennua

Mrnozo pedxu: datanna u nedatanHa 4epHOAPOGHA HEAOCTATLYHOCT

Hapyiuenns Ha koxara o IOJAKOKHATA ThKAH:

Peoxu: oOpMB, NpYPHTYC, anoneius
Mro20 pedxu: NMXEHOWHN NEKAPCTBEHH €pYNLHH

HHE!HJEHHH Ha MYCKYJTHO~-CKCJICTHATA CHCTEMA H CHEAHHHTENHATA ThLKAH!

Peoxu: myonarus® (BKIHOMHTENHO MHO3MT), pabaOMHO/IN3E ¢ MW Be3 ocTpa 6bOpeyna HeJOCTATBHHOCT
(B2k. TOUKA 4.4), MHANTHA, MYCKYHH KpaMiu
* B wiMHW4HO NpoyUBaHe, MHONATHA CE € MOABABANA YECTO MPH NALMEHTH, JIEKYBaHH ChC CHMBACTATHH

80 mg/aeH, B cpaBHeHHE C naLMeHTHTe, NekyBanu ¢ 20 mg/nen (cvotBerHo 1,0% cpewmy 0,02%,) (Bx.
TOUKK 4.4 u 4.5).

Mrnoe2o peoxu: MyckysiHa pynTypa

C Heusgecmna vuecmoma: TEHAMHONATHA, NOHAKOrAa YCIOXKHEHA OT pynTypa, HMYHOMeJIHHpaHa
HEKpOoTH3Upawa myuonatus (UMHM y* *

** Muoro pazko ca c¢poflyaBaHu ciyuan Ha umyHOMeAWHpaHa HekpoTu3Hpatua muonartua (MMHM),
4BTOMMYHH& MHOMATHA, NO BPEME HA WNM CReA JieueHHe ¢ HAKOH ctaTuHH, Knumuumuno UMHM ce
XapaKTCpH3Hpa C: MEPCHCTHPALLA NMPOKCHMANHA MYCKYJHa caboCT ¥ NOBHILEHH CEPYMHH HHBA Ha
Kp€aTHHKHHa3arTra, KO4HTO nepcut:’mpaT, BLNPCKH APCKPATABAHETO HA JI€UYEHHUETO CHC CTATHH;, MYCKYJ/IHa
OMONCHA, TIOKA3BAlA HEKPOTH3MPALIA MHONATHA 0€3 3HAUMMO  Bb3NANEHHE: noxobpeHHe ¢
HMYHOCYIIPECHBHH CpeAcTBa (BXK. Touka 4.4).

HapylieHns Ha BL3NPOU3IBOAMTENHATA CUCTEMA U MbPAATA:
Mrno20 peoku: rHHEKOMACTHS
C neuzsecmuna vecmoma: epeKTHAHA ANCHDYHKLKS

QOLIH HAPYWIEHHA ¥ ¢)EKTH Ha MACTOTO HA NPHIIOIKEHHE:
Peoxu: acteHHn

Panxo ce chobluiaea 3a u3paseH CHHAPOM Ha CBPLXYYBCTBHTE/HOCT, BKIIOYBALL HAKOH OT CJIGAHMTE
[TPOABH. AHTHOCAEMA, JTyNYC-NOAODEH CHHAPOM, PEBMATHYHA MOAUMHANTHA, 1EPMATOMKO3UT, BACKYHT,
TPOMOOLWMTONEHHA,  cozuHOQuAWs,  yckopena CVYE, aptpur  # apTpanrus,  yprdxapui,
(POTOTYBCTBHTEHOCT, TPECKa, 3aUEPBRBAHE, IUCTIHEN H PHIHUECKO HEPA3NONOKEHNE.

HscnensaHus:

Peoxu: NOBMWEHMA B CEPYMHMTE  TPaHC3BMHMHA3M (anaunn-amuHOTpaHc(gepasa, acnaprar
aMHHOTpaHchepasa, y-rnyTaMun TpaHcnenTHaasa) (Bxk. Touka 4.4 , Yeprodpobuu egexmuy ), napHlleHa
aIKanHH ocdarasa, nopHieHue B cepymMuuTe Hiea Ha CK (BX. Touka 4.4). - G

Crobimasany ca ysenmuenus Ha HbAlc, H cepymMHHTE HUBA Ha MIOKO3aTa HA T
BKJIFOYHTEIHO CHMBACTATHH. '




Hma penku NMOCT-MApPKETHHIOBH CHOOLIEHHUS 38 KOCHUTHURHH Hapylierus (HanpuMep 3aryba Ha namer,
3abpaBsne, aMHesua, amuesus, 0OBPKAHOCT), CBLP3aHM ¢ YNOTpeBaTa HAa CTATUHH, BKJTIOYHTENHO
CHMBAacTaTHH. Jownaasanute cboblLeHHs B o6utHa cayuait He ca CEPHO3HH M ca oDpaTHMH npu
fpeKpaTagaHe ynotpebara Ha cTaTHHa, ¢ pasinueH NEpPHUOA 00 roasara Ha cHMnToMure (or | aeH oo
FOIMHH) U ¢ Pa3/IMuHa MPOIb/HKHTETHOCT Ha CHMNATOMHTE (CPEAHO 3 ceamuLm).

Ilpu HAKOH cTaTHHM ca Gyl KoOKNaABAHY ChenHMTe AOTbAHUTEITHH HEXKENAHH PEaKUHH

. Hapyiiennsa Ha cbHs, BRIIOUYHTENHO KOLIMapH;

t Cexcyanna anchyHxuus;

. 3axapeH Anabet: uecToTaTa LUE 32BHCH OT HATMYMETO HIH JIHNCaTa Ha PUCKOBH GAKTOPH (KpBBHA
3aXap Ha rnanHo 2 5,6 mmol/L, MTM> 30kg/m2, nosumeny TPUIIHUCPHAH, aHamHe3a 3a
XHIEPTOHMHA).

Ilenmatpuuna nonyiauus

B 48-cenmuuno npoyusane Ha neua 4 toHOWM (Momueta [l cTanuii wnu nosewe no Tanner ¥ MOMHUeTa
TIOHC €1HA rOIMHA CIeA TLPBUA MEHCTPYAIEH LIMKDBA), HA Bb3pacT mMexkay 104 17 ronunu c xereposurorna
¢paMmIHA XHiepxonecteponemus (n=173), npopunsr Ha 6e30MACHOCT H MOHOCHMOCT Nnpy rpynara,
CKyBaHa CBC CHMBACTATHH € OMA KaTO UANO NOJOBEeH Ha TO3M NpH rpynara, fnexKyBaHa ¢ nnaunebo.
Awnrocpounnte egekry BLpxY (PH3HYECKOTO, HHTENEKTYATHOTO H NONOBOTO CBh3PABAHE HE Ca U3BECTHH.
IToHacTOAWEM HAMA 1OCTATBLYHO NAHHM CJICZL MLPBATA FOAMHA OT NEUEHHETO (8. Toukd 4.2, 4.4 u 5.1).

Crobmarane Ha TOAO3UPAHH HEWKENAHN PEaAKLUK

Crobmasanero Ha nopo3upanm nexcenaHu PCaKUMK Cien paspeliaBaHe 3a ynoTpeba Ha JeKapCTBEHUs
MPOAYKT € BaXKHO. 10Ba MO3BONABA A NPOALAKH HAGIIOJEHHETO Ha CBOTHOUICHHETO NON3a/PUCK 3a
JICKAPCTBEHKA MPOAYKT. OT MEAMUMHCKHTE CNIELHAIMCTH Ce HIHCKBA 113 Cho0laBaT BCAKA NOAO3HpaHa
HEXKEIaHa pEaKUHA YPe3 HAUHOHATHATA CHCTEMA 32 CHOBLLIABaHE:

HsmbnHuTenna areHuua no nexapcTeara
ya. ,Jlamau I'pyes™ No §

1303 Codun

Tes.: +35 928903417

yebcalT: www.bda.bg

4.9 IIpeaosupane

Hocera uma ugkonxo Clyqas Ha CboOWEHO npeao3upaHe. MakcuMmanHaTta npHeTa no3a ¢ buna 3.6 g.
BeHyku nauHenTH ca ce Bb3cTaHOBHIH HANBAHO. HaMa cneundmyHo aeuerue B CNy4ai Ha npeaosxpaxe.

B TakuBa cnyyau TpaGea aa ce [IPCANPHEMAT NIOAABPKALUM MEPKH W Ja Ce MPUAaraT CHMNTOMAaTHYHH
CpencTna.

5, PAPMAKOJIOI MYHM CBOMCTBA

3.1 PapMakoANHAMHYHE cBOficYBA
PapmakoTepaneBTH4HA rpyna; HMG-CoA-peayxrazuu HHXHOUTOPU

ATC xon: C10A A01

MexaHu3LmM Ha ACHCTBHE

Crien mepopaneH npueM, cuMBacTaTHH, KOHTO € HEAKTHBEH JTAKTOH, C& XMAPONH3HPA B-YEPHHT PO § '
Kopecrionupaina Gera-XuapoKCHKHCceNa POpMa, KOATO € MHOTO aKTHBHA B Huxuﬁupgfégp;;aa’ |

penykrasara (3 XMAPOKCH ~ 3 METHArTYTapHa-CoA-peaykrasa). Tosu enzum KﬂT&ﬂj upa‘ipespt
Ha HMG-CoA peayxrasara no MEBANOHAT, paHeH CKOPOCT-TMMUTHPAIL eTan B GHOC Eﬁsﬁﬂﬁmﬂea
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YCTaHOBEHO e, e CHMBACTaTHH HAMAISBA EAHAKBO HOPMATHUTE W NOBULICHHTE HHBA HA KOHLEHTPALIMHTE
Ha JIMMONIPOTECUHHTE ¢ HUcka mrbTHOCT (LDL-C). LDL ce o6pa3syBa or npoTeHH ¢ MHOFO HHCKA IIBTHOCT
(VLDL) u ce karaGonusupa rnasvo ot LDL peuentopu ¢ BuCOK apuHuTeT. MexanuzmeT Ha LDL-
MOHHXABAIOTO NIEHCTEHE HA CHMBACTATHH MOMKE 14 BKJIFOMBA KAKTO HAMAsisBAHE HA KOHLEHTPALMATA Ha
VLDL-xonecrepona (VLDL-C) u uuaykuma ma LDL peuenTopa, KOeTo BOAM 10 HamalgBaHe Ha
TIPOM3BOACTBOTO H CTHMynupane katabonusma wa LDL-C. Anonmmonporemn B cwhuio Hamanssa
CBIIECTBCHO MO BPEME HA NEUEHHETO Cbe CHMBacTaTUH. OCBEH TOBA CHMBACTATHH YMEPEHO MOBHILUABA
KoHNeHTpauuaTa Ha HDL-C u namanssa nnasmenute Tpurnuuepuau. B pesyntar xa Te3u npoMeHH
ChOTHOLICHHUETO Ha 06WwHA W HDL xonectepona n LDL kM HDL XojecTepona HaMansaea.

Kannngna epuxacHoct i GesonacHocT

Bucok puck _or KoponapHo cepaeunc 3aGongsane (CHD) wnwi ChUIECTBYBAIIO KOPOHAPHO ChPAEYHO
3afongpane

B Heart Protection Study (HPS), eekTuT OT neUeHHeTo ¢be CHMBACTATHH € OLEHEH npy 20 536 nauneHTH
(Ha pw3pact 40-80 roauun), cue vinn Bes XHNIEPINNKAEMHA H KOPOHAPHO CBLPACHHO 3abonsBaHe, Apyra
OKITy3HBHA aprepuanta Oonect unM 3axapeH auaber. B toea npoyusane 10 269 nauueHTy ca NeKyBaHH
CBC CHMBacTaTHH 40 mg aHeBHo n [0 267 naumeHTH, KOWTO ca npuemand mnhauebo cue cpeaHa
MPOAB/DKMTENHOCT OT 5 roansu. B Hauanoro Ha npoyusaneto 6 793 naupenTu (33 %) ca Gunm ¢ HUBA Ha
LDL xonecrepona nox 116 mg/dL; 5 063 naumentu (25 %) ca 6wid ¢ HuEa mexkay 116 mg/dL u 135
mg/dL; 8 680 maumenTH (42 %) ca Gutu ¢ HMBA NO-BHCOKH OT 135 mg/dL.

Jleqenuero che cumBacTaTy 40 mg qHeBHO, CPABHEHO C pUeM Ha Mauebo 3HAYHTENHO NOHKUKABA PHCKa
oT cMbpTHOCT (1328 [12,9 %) npn naumenture, npueManu cHMBacTaTHH cpewy 1507 [14,7 %] naumenTs,
nprHeMany wrauebo; p = 0,0003), abmkawo ce Ha 18 % HaMansBaHe Ha CMBPTHOCTTA NPH KOPOHAPHH
MHUHACHTH (587 [5,7 %] cpewy 707 6,9 %]; p = 0,0005; HamanapaHe Ha abCOMOTHHA puck ¢ 1,2%).
HamanssaHero Ha CMBPTHOCTTA OT W3BLHCHAOBH MPHYHHH HE AOCTHra CTATHCTUYECKA 3IHAYUMOCT.
CHMBACTATHH CBIUO TAKa HAMAAABA PHCKA OT TEHKKH KOPOHapHH HHUKRIAEHTH (CHCTaBHA KpaiHa TOUKAa,
CECTOALLA C€ OT HepaTaNeH HHGAPKT Ha MMOKAPAA WK CMbBPT OT KOPOHApHO cbpaeyHO 3abonaBaHe) ¢ 27
% (p <0,0001). CuMBactaTvn namManssa Heo6XOLHMOCTTA OT MPOUEAYPH 38 KOPOHAPHA PEBACKYIAPHU3ALIHA
(BKXIOUMTENIHO KOpOHapeH Galinac nin nepkyTaHHa TpaHcly MHHAHA KOPOHapHAa AHMMOILIACTHKA), KAKTO
H NEPHPEPHH H APYTH HEKOPOHAPHH PEeBACKYNapH3HpaLiLy mpoueaypu ¢ 30 % (p <0,0001) u pecnektusHo
¢ 16 % (p = 0,006). CumsacraTun HamaaBa PHCKa OT MO3BYeH yaap ¢ 25 % (p <0,0001), koeTo 61 Morno
Aa ce 0bacHu ¢ 30 % peayumpaHe Ha HCXEMUUHMTE vHCYATH (p < 0,0001). B aonbiHeHne kbM TOBa, B
MOATpYNaTa Ha MauUMEeHTH ¢ AMabeT, CHMBACTATHH HAMANABA PHCKA OT Pa3BHBAHE HA MAKPOBACKYJAPHM
YCIOKHEHNA, BIITIOYMTENHO NEpU(BEPHA PEBACKYAapH3NPALLM TPOLIEAYPH (ONepaTHBHM MHTEPBEHLMH UIH
AHrMOIIACTHKA), HAMANABA YECTOTATA HA AMNYTALMA HA KPAHHHLA MM yalepaudy Ha noabeapuuuTe ¢
21 % (p = 0,0293). TIponopunoHantoTo Hamanenue Ha YeCTOTATA Ha ChOMTHATA Gelle noaodHO npu
BCHUKH MpOyuBaHH HAOAIPYTM MALMeHTH, BKIKOWHTENHO TakuBa 6Ge3 kopoHapHo 3afonssaHe HO ¢
HepebpoBackynapHO MM NEpH(EPHO apTepuaiHo 3a6019BaHe, MbIKE 1 ’K€HH, TRKHBA HA Bb3pacT NoJ WiK
Han 70 POAMHU NO BPEME Ha BIJIOUBAHE B NPOYYBAHETO, HATWYME WM OTCHCTBHE Ha XHUIIEPTOHHA, H
ocobeHo Te3u ¢ huBa Ha LDL xonectepos noa 3,0 mmol/l APH BKIOYBAHETO.

B Scandinavian Simvastatin Survival Study (48), e(PEKTHT OT ICUEHHETO ChC CHMBACTATHH BLPXY 06waTa
CMBPTHOCT € OMN oueHeH NpH 4 444 nauuenTy ¢ KOPOHApPHO ChpaAe4HO 3a00naBaHe W U3X0AHH CTOHHOCTH
Ha o6 xonectepon mexay 212-309 mg/dL (5,5-8,0 mmol/L). B ToBa MyNTHUEHTPOBO, PAHAOMH3UPAHO,
IBOHHO-CIIANO, NNanebo-koHTPONHpaHo ApoyuBaHe, NALUCHHUTE ¢ aHPHHA WK C MpekapaH MHpapKT Ha
MioKapsia (Mi) ca iekyBanm ¢ auera, CTaHAAPTHH FPHXKK, H HAK CbC CHMBACTATHH 20-40 Mg AHEBHO (N =
2,221) unu nnaue6o (n = 2,223) 3a CpeaHa APOABKUTENHOCT OT 5,4 roaurd. CHMBACTATHH HaManspa
pHCKa OT CMBPT ¢ 30 % (abcontoTHO HaManerue Ha pucka ¢ 3,3 %). PUCKDBT OT cMBPT, KaTo, CIEACTEME-H
KOPOHapHO 3abongpaHe, e Ouil peayuupan ¢ 42 % (abcomoTHO HaMalleHHe Ha Pu‘k:t{aci_ls ;Bj,‘\
CHMBACTaTHH ChILO HAMANABA PHCKA OT TEMKH KOPOHAPHH HHUHACHTH (CMBPT OT Kopgﬁaﬁ@ﬁ'ﬁ;a@ﬂg_g é}%ﬁ
33CHOC C MOTBLPACH B OOnHMUA ‘THX' HedarateH MHPAPKT Ha MHOKapaa) ¢ fl%ﬁa}ﬁg&e}ﬂfmﬁh 3,
CHMBACTaTHH 3HAYMTENHO HAMANKBA pHCKa OT (patanHu v HedaTaaHn uepebposac ( “HH ‘H! o
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(MO3BYeH HHCYNIT ¥ NpeXOAHH McxemuunHHd arakv) ¢ 28 %. [lo oTHolueHue Ha CMBPTHOCT OT
HCCBPACYHOCHAOB XapakTep, He € Ouna yCTaHOBEHA CTATUCTHYECKH 3HAYMMA pasfinKa MeXKAY rpyIHTe.

[TpoyusaneTo 33 eekTHBHOCTTA HA AOMLAHUTEHU OHHIKEHUS HA Xosecreposia u XoMouMcTerHa (Study
of the Effectiveness of Additional Reductions in Cholesterol and Homocysteine, SEARCH) e ouennno
etekra OT AeueHHe cbe cumaacTaThH 80 mg cn pamo 20 mg (cpeaeH neproa Ha npocneassane 6,7 rofuHMu)
HPH TOJIeMH CbA0CBH uHUKHACHTH (MVES, onpenenenn kato daranun CHD, nedarannu MM, npouenypa
110 KOPOHAapHa peBacKy1apu3auus, HedataneH wan QaraneH HHDAPKT, MAK npouedypa no nepHdepHa
peBacKynapusaums) npy 12 064 nauneHTH ¢ aHamHe3a Ha WHQAPKT Ha MMoKapaa. Hamano e 3HauuTeHa
padiika B noseara Ha MVE mexny neere rpynu; cumsactaTtir 20 mg (n = 1553; 25,7 %) cnpamo
camBacTatHH 80 mg (n = 1477, 24,5 %); RR 0.94, 95 % CI: 0.88 no 1,01. ABcomoTHarta paznuka B LDL-
C Mexny asete rpynu no speme Ha npoyuBaHeTo € 6una 0,35 + 0,01 mmol/L. [Tpoduaure Ha GesonacHocT
OWIH noa06HH MeXAy /BETE rpyMH Ha JieUeHHe, OCBEH Ye NOABATA HA MHONATHY € 61ia MpHOJHU3UTEITHO
1,0% 3a naumenTu Ha cumBactatun 80 mg, B cpasuenne ¢ 0,02 % 3a naumerTd Ha 20 mg. ITpubnusurenno
TIOIOBHHATA OT TE3H C/Ty4an Ha MHOMATHS Ca CE NOSBHITH TIPE3 TLPBATA MOANHA OT fNeueHnerto. [lossata Ha
MHOTIaTHA NO BPEME Ha BCAKA CNIE/IBALLA TOAMHA OT NeveHueTo e 6una npubnusurento 0,1 %

[IbpBHUHA XHICPXONECTEPOAEMHA M KOMOMHUPaHA XUNEPIUIIUACMHUS

B npoyusanus, cpaBHABaLM ePHKACHOCTTA 1 5€30NACHOCTTA HA CHMBACTATHH 10, 20, 40 u 80 mg aHeBHO
TpH HALHEHTH C XUTICPXOICCTEPONEeMH, CpeinoTo HamaneHne Ha LDL xonectepona e 610 ¢bOTBeTHO
30, 38, 41 n 47 %. B npoyuBaHus ¢ NaLHeHTH ¢ KOMOHHHpaHa (CMECEHa) XHNEPHMTUACMHSA HA JICUSHH e
CbC cUMBACTATUH 40 mg 1 80 mg, cpeaHOTO NOHKIKEHHE HA TPHIIHLEPHANTE € B0 CHOTBETHO 28 1 33

% (rwrauebo: 2 %), a cpeanoTo noeuienue na HDL xonecrepona e 6uno croreerHo 13 u 16 % (nnaueo:
3 %).

Heouampuuna nonynayus

B npofiHo-cnano, nnaueGo-koHTponnpano npoyusase, 175 naupeHTH (99 momuera I cTagii wiu noseue
no Tanner 1 76 MOMHuETa NOHE €HA rOAMHA cAes MbPBYA MEHCTPYAJIEH LIMKEBJI) Ha Bb3pacT Mexay 10 u
17 roguuu (cpeasa Bv3pact 14,1 rogunm) ¢ XeTepo3uroTHa QpamunHa xunepxonecreponemus (heFH) ca
OMJIM PaHIOMM3HPAHU CHC CHUMBACTaTHH MAKM Niaue6o za nepuon oT 24 ceaMulM (6a30BO M3MHTBaHE).
BrmouBaHeTo B H3NMHTBAHETO € 3MCKBANIO 633080 HUBO Ha LDL-C mexay 160 u 400 mg/dL v nowne egun
poanren ¢ LDL-C uuBo > 189 mg/dL. Jo3ara cuMBacTaTuH (BeNHBK HEBHO BeuepTa) ¢ Guna 10 mg 3a
mepBUTe 8 ceamuuy, 20 mg 3a sTopuTe 8 ceamuum n 40 mg cnea ToBa. [lpn 24-ceaAMuYHO yABMKABAHE,
144 naumenT ca u36pany na NPOABIUKAT NEYEHHETO H ca npremany cumsacTatii 40 mg uan nnauebo.

CHMBACTATHH 3HAYUTENHO € HAMANMA [NA3MEHUTE HUBA Ha LDL-C, TG n Apo B. Pesyarature or
YAB/DKABAHETO Ha 48 ceAMMUN ca GUAK CPABHUMH ¢ Te3u, HabNIOAABAHH B OCHOBHOTO npoy4sane. Cnen
24 ceamuuM neveHue, cpeanata aocthrHata LDL-C cToiHoCT Gele 124,9 mg/dL (ob6xsat: 64,0 -289,0
mg/dL) B rpynata Ha cumeacratuu 40 mg B cpasnenue ¢ 207.8 mg/dL (o6xsar: 128,0-334,0mg/dL) B
rpynara Ha niaue6o. |

Cren 24 ceAMHUM JIeUEHHE CHC CHMBACTATHH (¢ Ao3K, KOHTO ce yBenuvarat ot 10, 20 u a0 40 mg AHeBHO
Ha 8-CeIMHYHHM HHTEPBANM), CHMBACTATHH € HaMalM cpeaHata LDL-C ¢ 36,8 % (nnauebo: 1,1%
YBCIHUABAHE OT H3XOAHOTO HUBO), Apo B ¢ 32,4 % (nnauebo: 0,5 %) u mexannnn TG HuBa C 7.9 %
(nnauebo: 3,2 %) u noemwenn cpeann HDL-C uuea ¢ 8,3 % (mnauebo: 3,6 %). JIwnrocpounnre nomsu Ha
CUMBACTATHH BBPXY ChPACHHOCHIOBUTE HHUMASHTH nipy Aeua ¢ heFH ca HenseecTHH.

besonacHocTTa U edukacHocTra Ha Ao3u Ham 40 Mg AHEBHO He ca OHWJIM NMpoyYBaHH NpH Jeua ¢
XCTEPO3NrOTHA QamniHa XxurepxonecTeponemus. JbArocpouHara e(GUKacHOCT Ha M::repanua’ra?mc\
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CHMBACTATUH B ACTCKA Bb3PACT 32 MIOHWXKABAHE Ha 3a00/1€BaEMOCTTAa M CMBPTHOCTTA B 3
YCTaHOBEHA.




3.2 PapmMakOKHHETHMHH CBOHCTBA

CHMBACTaTHH € HeaKTHBEH NAKTOH, KOHTO He3abasHO ce XHAPOMH3HKPA in vivo 10 CbOTBETHATA DeTa-
XUPOKCHKUCEHHA, MOuIeH HHXHOMTOp Ha HMG-CoA peayxrasara. XuaponnsaTta NpoTHYA riIaBHO B
4EPHUA AP00; CKOPOCTTa Ha XMAPOAN3a B HOBELIKATA ML1a3Ma € MHOTFO HHCKA.

DapMakOKMHETHYHHTE CBOMCTBA ca GUIN OLEHEHH ApH BBb3pacTHH. HaMa HATHYHKN GapMaKOKHHETHYHH
JaHHH MPH JEUa ¥ Bb3PACTHH.

Abcopbumus

Ilpu xopa cumBacraTuH ce abcopbupa MHOrO A00pe H NpeMHHaBa WHpPOKa firsi-pass uepHoapoOHa
excTpakuus. Tosu mpouec B 4epHus Apo6 € 3aBUCHM OT 4SPHOAPOGHHS KPBBOTOK. Yepuuar apob e
TTIABHOTO MACTO Ha JCHCTBHE Ha aKTHBHara (opma. YCTaHOBEHO e, 4Ye HaNMYHOCTTa Ha bera-
RHIPOKCHKHCENHATA B CUCTEMHOTO KpbBOOOpalleHHe Clea NEpopaneH NpPHEM Ha CHMMBACTaTHH € MO-
MaJIKO OT 3% Ao3arta. MakcuManuaTa onasmeHa KOHLUCHTPALUHA HA aKTHBHHTE UHXHOMTOPY ce N0CTHIa
NpHONU3UTENHO 1-2 Yaca chel NPUEMAHETO Ha CHMBACTATHH. EaHOBpEMEHHOTO MpHeMaHe Ha XpaHa He
MOBAHABA CTENEHTa Ha abcopbuus.

QapMaKOKHHETHKATA HA €AHOKPATHA M HA MHOTOKPATHY A03M CHMBACTATHH NOKa3Ba, 4e cien
MHOTOKPATCH MPUEM Ha ICKapPCTBEHHA NPOAYKT He ce HaGnlonasa edekT Ha HaTPyNBaHe.

Pasnpenenexue

CHMBACTaTHH H aKTUBHHAT MYy MeTaGoHT ce CBbP3BAT C I1A3MEHHUTE NPOTEHHH B > 95%.

Envumupane

CrMBacTaTv € cy6erpar Ha CYP3A4 (g3, Touky 4.3 1 4.5). Hali-paxxnunTe metabonuth Ha CHMBacTaTHH,
HAIMYHH B U1a3MaTa, Ca 0eTa-XMAPOKCHKUCENHHA ¥ OLIe ETHPH aKTUBHH MeTabonuTa. Cres nepopaita
A032 PAAHOAKTHBOH CUMBACTATHH, MNPHETA OT MbX, 13% OT pagHOaKTHBHOCTTA CE H3/TbUBA C YPHHATA H
60% c¢ odeueca B pamkuTe Ha 96 uaca. Hamupauure ce BbB (pelieca KOAMMECTBA NpPEACTABIABAT
abcopOHpaHH eKBHBAIGHTH Ha JTeKapCTBEHHS NPOLYKT, HATBYCHH B XKTBHHHUS COK, KAKTO U HeabcopbupaH
JIEKAPCTBEH MPOAYKT. (ned HHTPABEHO3HO FPUIONKEHHE HA GeTa-XMAPOKCHKHCE/IHHA, BPEMETO Ha

NOMYXHBOT € cpeaHo 1,9 yaca. Cpeano camo oxono 0,3% ot HHTPABEHO3HA [1033 C€ M3/bYBa ¢ YPHHATA
KaTo HHXUbuTopu.

CHMBACTATHHOBATA KHUCEMHA CE NI0EMA AKTHBHO OT XeNaTOLUWTHTe upes Tpacnoprepa OATPIBI.
CuMBacTaTiH e cyGeTpar Ha euiyKCHUA TpaHe noprep BCRP.

CrnenmanHy nomnynauus

SLOCIBI1 nonumopduznm

Hocurenute na rena SLCOIBI ¢ ¢.521T>C anen wmar no-nucka OATPIB! aKkTHBHOCT. Cpentara
ekcrnosuna (AUC) Ha oCHOBHMS akTvBeH MeTabONHMT CAMBACTATMHOBA KHcenuna e 120% ApH
XCTCPO3UroTHute Hocurenu (CT) na C anena u 221% npu xomosurotHure (CC) HOCHTENH, ChOTHECEHA
KBM Ta3H Ha NALHEHTHTE C Hak-vyecTo cpewuanua reHotun (TT). Aneawt C e ¢ uectoTa 18% B eBponeiickara
nomynauad. Ilpu mausentv ¢ SLCOIB1 nonumoptussm uma PHCK OT ITOBHMIIEHA EKCIO3HIHA Ha
CHMBACTATHHOBA KHCCITHHA, KOHTO MOXe & A0BEAE 0 NOBUILEH PHCK OT PabIoMHONIM3a (BXK. TOUKA 4.4).

3.3 IpeaxanHAYHA AaHny 3a Ge30nacHoeT

Ha 0asa wa koHBEHUMOHANHUTE U3NMTBAHMS BLPXY JKHBOTHY 110 OTHOLUEHHUE HA
TOKCHYHOCT NMPH MHOTOKPaTHO NPU/IOKEHHE, FEHOTOKCHYHOCT M KAHLEPOreHHO
PHCKOBE 33 NMAUUEHTHTE, KOWUTO 1a C€ ABMKAT Ha (PAPMAKOMOTHUHM MEXaHU3




K

.

MOHOCHMMW NI03H NPH NUWTBXOBE, KAKTO H NPH 3aHUH, CHMBACTATHH He BOAM 10 deranHu mandopMaisy, u
HAMA e)eKT BbPXY HEePTHIHOCTTA, PENPOAYKTUBHHTE BYHKLMA WIH HEOHATATHOTO PasBHTHeE.

0. DPAPMAINEBTHYHHA NAHHHA
6.1 COHCBK HA NOMOUIHHUTE BELlIeCTBA
Crpyesuna na mabremrxama:

Bytun xvapokcuanuson (E 320)
AckopOuHoBa kucenvna (E 300)
JlumoHeHa xucenuna Monoxuapar (E 330)
Lemynosa, MuxpokphcTanta (E 460a)
[IpexenaTHHH3MPAHO LAPEBUYHO HULLECTE
JlakTo3a MOHOXHApAT

Marneanes creapar (E 470B)

Durmoso noxpumue:

Xunpomesnosa
XuapokcHnponwiuenynosa (E 464)

Twranoe amokcka (E 171)

Tank (E 553Db).

XKenesen oxcup, xbat (E 172) ~ (camo 3a 10/20 mg)
Kenesen okcug, uepeen (E 172)

6.2 HecunBMecTumocTh
Henpunosknumo.
6.3 Cpox HA rogHoCT

baucrepu: 3 roaunm.
byTunku: 2 roaunu.

6.4 CnenEa/iHg YCIOBHA HA ChXPaHeHHe

To3u JICKAPCTBCH NPOAYKT HE MIUCKRBA CMIELUAIHH YCA0OBHA 384 CbXPaHCHHE.

6.5 HaHHH 32 ONAKOBKATA

Tabnerkure ca onakosanu 8 PVC/PE/PVAC/anyMuHuesy nnm PVC/PVAC/anymunuern Savctepu no 10,
14, 28, 30, 50, 56, 84, 90, 98 u 100 Tatnerkn.

CumBacratun Akopa 10 mg, 20 mg, 40 mg dpunamupann TabaeTky Cuilo Taka ce npeanarat 8 HDPE
OyTHIIKH, chabpxawn 250, 500 u 1000 Tabnetku (32 6oAHHYHA ynorpeba).

He Bcuuky BUIIOBE ONakoBKH Morat na 6w1aT MycHaTH B Npoaak6a.

6.6 Crmennantn npeanasnu MepKn NpH H3XBbLPJISHE

CBOTBCTCTBHE C MECTHUTE U3HCKBAHHY.
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7. IIPHTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA
Accord Healthcare Polska Sp. z 0.0.,

ul. Tasmowa 7,

02-677, Warszawa, Mazowieckie,

[Tormua

8. HOMEP HA PA3PEIIEHHUETO 3A YIIOTPEBA
CuMBactatun Axopa 10 mg cpunnmpaﬂn Tabnetkn Per.Ne 20090223

CumBacrathi Akopna 20 mg (puaMHpann Tabneticu Per.Ne 200902233
CumBactarun Akopa 40 mg dun Mupahy TabieTkn Per Ne 200902234

9. JAATA HA ITILPBO PASPEHIABAHEMIOAHOBABAHE HA PA3PEIIEHHETO 3A
¥TIOTPEBA

Hata Ha repeo paspewasane: 21.05.2009 1.
Hara na nocneano nonHosasane: 08.10.20 12r.

10. AATA HA AKTYAJIMBUPAHE HA TEKCTA

Maii 2023 r.




