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CuMmsakop 10 mg dbuimMupaHH TabneTkH ‘} b
CHMBalcop 20 me ¢W1MHP&HH TabreTky
Cumpakop 40 mg punmypasn TabneTkn ~

Simvacor 10 mg.ﬁlm-coated tablets
Simvacor 20 mg film-coated tablets
Simvacor 40 mg film-coated tablets

2. KOMYECTBEH A KAYECTBEH CBCTAB

Bcska tabnerka cbabpika cboTBeTHO 10 mg, 20 mg unu 40 mg cuMBacTaTHH (simvastatin) .
[ToMOmHO BELWIECTBO ¢ H3BECTHO AcHCTBHE: Bedka TabneTka cpabpika 1aKkTo3a MOHOXHpAT.
3a ITHJIHKMA CITHCEK Ha TIOMOIHHTE BELISCTBa, BIKTE TO4YKa 6. 1.

3. JIEKAPCTBEHA ®OPMA

®unmupana TabdneTka.

4. KJIHMHHYHH TAHHH

4.1 TepaneBTHYIHHE NOKAZAHAA

XUnepxonecTeporeMns
CHMBakop € 1oKasaH 3a JICUCHHE HA ITbPBHYHA XHIIEPXOJSCTEPOIEMHA HWIH CMeCCHA JHCAUMHUACMMA,

KaTo AONBJIHEHHE KbM AHETa, KOTATO MOBIHABAHETO OT AHETaTa HE € JOCTaThYHO H OTTOBOPET Ha APYTH
He(dapMaKOJOTHUHH MEPKH (Hanp. (PH3NUYECKH YIPaXKHECHUS, HAMABaHE HA TErJIOTO) HE € a/ICKBaTeH.

CuMBaKkop € mokasaH 3a JIeUeHHE Ha XOMO3MToTHa (aMwiHa xunepxosecteponeMus (XodPX), Kato
IOMBJHEHHE KbM JHETa W APYTH JUMIMHACNOHMAKABAINK Tepanuu (Hanp. LDL adepesa) wnu ako TakuBa
TEpanui1 He ca NOAXOAALLIH.

[IpoduaaxTHka Ha CEPAEYHO CHAOBH 3a00NIBAHUA

HamanspaHe Ha CBpACUHO-CBHAOBATA 3a00M€BACMOCT H CMBPTHOCT TMPH MNALHEHTH C H34BEHO
aTepOCKIEPOTHYHO ChPASYHO-ChAORC 3a00/sBaHe WM 3axapeH AuaberT ¢ HOPMAaJIHH HINM MOBHIICHH
HMBA HA XOJECTEPONa, K4aTO JOIbJIHEHHE KbM KOpEKIUATa Ha APYrH PHCKOBM (DaKTOpH H Jpyra
KAPAHOMPOTEKTHBHA Tepanua (B>X. Touka 5.1)

4.2 [o3ApoBKa H HAYHH HA BPHJIOKEHHAE

Hosuposkara na CuMBakop Bapupa oT 5 go 80 mg Ha HeH, npueMaH BeJHBK AHeBHO Beuep. Korarto e
HEOOXOAMMO, KOPHTHPAHETO Ha 403aTa Ce mpaBH Npe3 MHTCPBail OT He NO- MAJKe OT 4 ceaMuiy, Ao
MakcHMa/lHata fo3a or 80 mg BexHBXK AHeBHO Beuep. Jozara ot 80 mg ce npenopruBa caMo NpH
NALMEHTH ¢ TeXKa XUINSPKOAECTEPOIEMHS H ¢ BHCOK PHCK 3a ChpAEYHO-CBR0BH YCJIOKHECHMA, NIPH KOHTO
TEPANeBTHYHHTE 11€/Id He ca NMOCTHIHATH ¢ NMO-HUCKU NO3U H B CiIydad, ye O4aKBaHaTa M0/f3a HaABHILABa
MOTCHLIHATIHUTE PUCKOBE (BXK. TOYKH 4.4 1 5.1).

Xunexonecmeponemin

ITaupenTeT TpaAGBa ma ObAEC mNOCTaBEH HA CTAaHAAPTHA XOJECTEpON-TIOHHKaBall
npunarasero Ha CHMBAaKop, KAaTO CHA3BaHETO Ha Task AMeTra TpAOBa 1a NPOAEIIK
JICYCHHETO CuC CHMBAKOP.




O6HuaiinaTa HavanHa Ao3a ¢ 10-20 mg aHeBHO, KOATO Ce€ NpueMa KaTo eAHOKpaTHa no3a Beuep. [lpu
NALMEHTH, [IP¥ KOHTO € HeoOXoauMo ronsamMo HaManasaHe Ha LDL-xonecrepona (mosede ot 45%) MOXe
aa ce 3anouHe ¢ nosa 20-40 mg qHEBHO, KOATO Ce NMpHeMa KaTo eJHOKpaTHa A03a Beuep. AKO Ce¢ HajarT
KOPEKLHMH Ha Ao3aTa, TpAOBa Aa ce HAMpPaBAT KAKTO € [IOCOUYEHO MO-TopE.

Xomozuzomna hamunua xunepxonecmeporemus

Ha 6a3aTa Ha pe3ynTaTH OT KOHTPOJHPAHO MPOYYBaHE, MPETIOPHUHTEIHATA HA4YalHa 1033 NPH NAaLHEHTH
¢ XOMO3MroTHa (haMHIHa XurepxoaecreponeMua ¢ CuMBakop 40 mg anerHo Beuep. CuMmBakop Tpabea
114 Ce U3MOJI3BA KATO JOITBIHEHHE KbM IPYrH JHnoJonoHwxkasaiy tepanuy (Hanp. LDL adepasa) npu
T€3W NalMEHTH WIH aKO TAKMBa TEPANHH He ca HATMYHH.

[Tpy maLMEHTH, MpHEMALIH JJOMHTAIMA, eAHOBpeMeHHo ¢b¢ CHMBaKop, mozata Ha CuMBakop He TpaOsa
Aa npeprmasa 40 mg aHeBHO (BXK. ToukH 4.3, 4.4 1 4.5).

Hpoghunaxmuxa na copoewno-cvoosu saborasanun

Obuuaiinata no3a Ha CumpBakop € 20 go 40 mg aHeBHO, mpHeTa KaTe €QHOKpaTHa 1033 Beuep NpH
TAUMEHTH ¢ BHMCOK PMCK OT ucxeMuusa Gonect wa cwpuero (MUBC, che wmm Ge3 xunepaunuaemus),
JlekapcTBeHATA Tepanmuid MOXKE 1a 3aI0YHE ¢IHOBPEMEHHO ¢ MeTa H PH3HYECKH YNpaXKHEHHA. AKO ce
HAJIAFaT KOPEKIMM Ha J03aTa, TpSOBa Ja ce HANPABAT KAKTO € MOCOMEHO [10-TOPE.

IIpudpyxcasawa mepanus

CHMBaKop ¢ ¢PeKTHBEH CAMOCTOATENHO HIH B KOMOHHALHUA CbhC CEKBECTPAHTH Ha JXTBYHHTE KMCETHHH.
[TpueMbT Ha Jo3aTa Tp4OBa na Obae MM > 2 yaca IpeH WIH > 4 yaca ciell MPUeMa Ha CeKBECTPaHTH Ha
KITBYHHTE KUCEJIHHU.

Ilpu nauneHTH, NpHeMainyd CUMBaKop eAHOBpeMeHHO ¢ GubpaTH, ApYrH ocBeH reMOUOPO3HA (BXK. TOUKA
4.3) wnu denodubpar, mozata Ha CuMBakop He TpsGea jAa npepumiaa 10 mg anesHo. TIpH namkeHTH,
npHemainy CUMBaKop 3a€HO ¢ aMHMOAAPOH, AMJIOGMITMH, BEpaUaMII, AWITHa3seM HAH MNPOAYKTH,
ChABPXKALIM eNbacBUp HWIHM rpa3onpesHp, Ao3ata Ha Cumeakop He Tpabea na npepuitapa 20 mg JHEBHO
(BXK. Touku 4.4 n 4.5).

Hayuenmu c 6vopeuno yepexcoarne

Tlpn naupenTy ¢ ymepeHo 650peuHo yBpeKkIaHe He e HeoOxoauma KOpeKIIHs Ha A03aTa.

[Ipy naupeHTH ¢ TekKOo OBGpeyHo  yspekaaHe (KpeaTHHuHOB KiupbHC <30 ml/min) n03m,
npeuwasamu 10 mg gHEBHO, TpsOBa BHHMaTeNHO Aa OBAaT OOCBACHU H aKO ce MPHEMe, 4He ca
HeOOXoaMMM, Aa 6BAAT NPHAraHy ¢ roJJAMO BHAMAHHE.

Hayuenmu ¢ cmapvecka ev3pacm
He e Heobxonuma kopekims Ha 103aTa.

Ileouampuuna nonyrayusn

3a aeua u oHowH (MoMueTa Il crened nmo Tanep W Harope U MOMHYETa, KOMTO Ca MOHE ¢AHA roguHa
cel MmbpBATA MM MEHCTpyanus Ha Bb3pacr 10-17 roguHu) ¢ xereposurorHa aMHIHa
XHIIepXoiecTeponeMns, NpenopruHTeElHaTa obudaiina HayanHa j103a € 10 mg BeAHbK AHEBHO Beuep.
Jlenara H 10HOWKTe TpAOBa ga OBJAAT NOCTABEHH HA CTAHJAAPTHA XOIECTEPOI-NOHIKABALIA JHETA NPEaH
3aIOYBaHe HA JICYEHHETO ChC CHMBACTATHH, Ta3H Juera TpaOBa Aa MPOAWIKH H 110 BpeMe Ha JICYCHHETO
ChC CHMBACTATHH.

l'[penopmm‘enmm no3os HHTepBan € 10-40 mg nHeBHO, MAKCHMAJTHATA NPENOPhUYHTEIHA ;[03 & 40 mg

CHITIACHO MPENOPHKHTE 32 NEAHATPHYHO JeUcHHe (BXK. TOUYkH 4.4 H 5.1). Kopnmpaﬂ
A4 CC MpaBM Npe3 MHTepBan oT 4 CeAMMIIM WIH NoBeve. -

Onuter cbe CHMBaKoOp NMPH AeLia Mpeay ynotpedara e orpaHHucH.



HauMH Ha NpWIOKEHHE
CuMBakop € rnpeaHa3Ha4YeH 3a NEPOpalHO NMpHIokeHHe. CHMBAKop MoOXKe Aa Onac npuwiaraH xaro

CAHOKpATHA 1034 BEYED.

4.3 IIpormBonoka3zaHHA

. CBpBXYYBCTBHTEIHOCT KbM AKTHBHOTO BEIIECTBO WM KBM HAKOE OT TMOMOUIHHTE BEIIECTBa,
H30opeHH B To4Ka 6.1,

° AKTHBHO 4epHOApOOHO 3a00N4BaHe WIH HEH3ACHEHO MEPCHCTHPALIO NOBHIICHHEC Ha CEPYMHHTE
TpaHCaMHHA3H. |

BpeMeHHOCT B kbpMeHE (BXk. Touka 4.6).

EnnoBpeMesHO mpuiokeHHe Ha MoulHH MHXxHOUTOpPH Ha CYP3A4 (cpeacTBa, KOMTO MOBHIIABAT
AUC ppubnuaprenso 5 mopTH WiM noOBeue) (HaANp. WIPaKOHA3ON, KETOKOHA30J, TIO3aKOHA30I,
BopukoHazon, HIV-nporeassn uHxuOmropn (Hanp.nendHHapup), OoLENpeBHp, TeNanpeBUp,
CPUTPOMHIIMH, KIADHTPOMHLHAH, TEAHTPOMHUHH, He(a30d0H M JICKAPCTBEHH IPOAYKTH,
ChABPKALIM KoOHLMCTaT) (BK.TOUKHK 4.4 H 4.5).

EnHoBpeMeHHO npHIokeHHE Ha reMpuOpo3wI, LHKIOCTIOPHH KM AaHa30m (BXK.TOUKH 4.4 1 4.5).

. EnnoBpemenHo npwioskeHne Ha JoMuTarmy c¢b¢ CHMBakop B 103d > 40 mg NOpH NAMEHTH €
Xo®X (Bx. Toukn 4.2, 4.4 u 4.5).

4.4 CroenmaiHn npeayIpexIcHHS H NpPeaANaZHH MePKH NpH ynoTpeda

Muonarus / pabaomuoJnsa

CHMBACTATHH, KAKTO H APYTH HHXHOHTOpH Ha 3-xunpoxch-3metwirayrapui-koeHsum A (HMG-CoA) -
peAyKTazaTa NOHAKOra NPUUHHABAT MHOTIATHA, KOATO ¢& MaHH(pecTHpa ¢ MyCKY/IHA 6oliKa, 601€3HEHOCT
MK ¢naboCT, CBBP3aHK ¢ MOKauBaHE HAa HMBATAa Ha kpeaTHH kuHasara (CK) noseue ot 10 mbTH Hax
ropuara rpanaua Ha Hopmata (ITH). Muonarusta nonskora npuema dopmara Ha padaomMuonnsa, ¢be
wiH 6e3 octpa 6nOpeuHa HemOCTATBYHOCT BCJIEACTBHE HAa MHOIMIOOHHYDHA, H B PeIKHA CITydaH €
HacTHIBAT (aTaleH H3XoA. PUCKBT OT MHONATHA MOXeE 2 CE YBe/IM4H NnpH BACOKH HMBAa Ha HMG-CoA
— peAyYKTa3HO HHXUOWTOpHATA AKTHBHOCT B IUIa3MAaTa.

Kaxto u apyru urxuburopn Ha HMG-CoA peaykrasara, pUCKbT OT MHOTIATHA/pabaoMHOJIH3a, OKa3Ba
3aBUCMMOCT OT A03aTa. B 6a3a 7aHHM OT KWIMHHYHO M3rNMTBaHe, B KoeTo 41 413 nauueHTH ca neKyBaHH
cse CuMmBakop, 24 747 (npubnusurenso 60%) ot T4X ca BKIWYEHH B MPOY4YBAaHMA C MeaHaHa Ha
NpocaeAdBaHETO OT OoHe 4 TOAHHH, YecToTaTa Ha MHonatusa e npubnusurento 0,03%, 0,08% u 0,61%
3a gosute o 20,40 u 80 mg AHEBHO CHOTBETHO. B T€3H KIMHHYHH H3NHMTBAHHA TALHCHTHTC ca
BHHMATEITHO TMPOCHENABAHH W HAKOH JIEKAPCTBEHH NPOOYKTH, Y4acTBallM B JIEKApPCTBEHH
B3aUMOCHCTEHA, C2 USKITIOUCHHN.

B xn1uHMYHO W3NWTBaHe, B KOETO MNMAallHEHTH C aHaMHe3a 3a WH(ApKT Ha MHOKapzaa Ca JICKYBaHH CBC
CumBakop 80 mg aueBHO (MeauaHa Ha IpPOCAEOABaHETO 6,7 INOAMHH), YE€CTOTATa HA MHMOIMATHA €
npubnusutenno 1,0% cpapredo ¢ 0,02% npu naupeHTHTe Ha feucHue ¢ no3a or 20 mg AHEBHO.
[IpuGnH3uTENHO TONOBHHATA OT TE3HM CIydMaH Ha MHUONATHA ca HACTBIMIM Npe3 NbpBaTa roAHHa Ot
neuyenuero. YecToTaTa HA pasBHTHE HA MHONATHA npe3 BCAKAa CleABalla FOJHHA OT JICYSHHETO €
npubmusuresiaoe 0,1% (Bx.Touku 4.8 1 5.1).

IIpu naupeHTH Ha JeueHHE Cbe cUMBAcCTaTHH 80 mg , pHCKBT OT MHONIATHA € NO-BHCOK, OTKOJIKOTO NMpHU
NalMeHTH Ha JIeUeHHE ¢ JIPYTH CTaTHHH CBHC CXOAHA e(PHKACHOCT MO OTHOLUIEHHME Ha IOHES EQ_Ha
LDL-C. Cnenosarenno nosata CuMBakop 80 mg Tpgbpa na ce m3nonsea caMo NpH, prauderrth '&/mp: i
XHIEPXOJIECTEPOIEMHA H ¢ BHCOK PHCK OT CEPASUHO-CHAOBH YCIOKHEHHS, [IPH KOMIQYC HOMHCKH {33

HE Ca MOCTUrHATH TCPANCBTHYHHMTE LIEJIM H B CJTy4aH, 4e O4aKBaHATa NOJI3a HaJABHHIE resiERs

puckose. [Ipu naumeHTH, npueMamy cuMpacTaTHH 80 mg, NIpH KOMTO ¢¢ Hajara g




MPOAYKT, YYACTBalll B JICKAPDCTBCHM B3aUMONCHCTBHA, TpadBa Oa ce H3NOM3BA NO-HHCKa J03a Ha
CHMBACTATHH WIH aJTCPHATHBHO JIYEHHE C ApYr CTATHH, KOHTO € ¢ MO-HUCHK [MOTEeHLHan 3a
JIEKApCTBEHH B3auMoASHCTBHM (BK. MO-A0my Mepku 3a HaMasiiBaHe Ha PUCKA OT MHONATHA, MPUYHHECHA
OT JICKAPCTBCHH B3aHMOACHCTBUA HA MPOAYKTA H ToukH 4.2, 4.3 u 4.5).

B KIHHMYHO H3NMTBAaHE, MPH KOETO MALMEHTH ¢ BHCOK PHCK OT CHPAEYHO-CHAOBC 3a0o0ngBaHE ca
NEKYBaHW CBC CHMBacTaTHH 40 mg AneBHo (MeQMana Ha NpPOCHeAiBaHeTo 3,9 roaMHM), YeCTOTaTA HA
muonatia ¢ npubmasurendo 0,05% npu Hekwutaiti (n=7 367), cpaBHeno ¢ 0,24% npu kuTaiIM
(n=5 468). Tnii KaTO B TOBa KIIMHHYHO H3MHTBAHE OT a3HATCKOTO HACENECHHE Ca OLIEHEHH CaMO KHTaHLH,
NpH TpeAnicBaHe Ha CHMBACTATHH Ha NAUWEHTH oT Asmus TpabBa Ja ce MOAXOXKAA C MOBHIIEHO
BHUMaHNe H 12 ce ynotpedaBa Hali-HBCKaTa 1033, ako € HeoDXomuMmo.

Honuxcena yuxyus na mpaxcnopmuume npomeuny

IToHwxkeHata ¢(GyHKUHA Ha gepHoapoOHMTe  TpaHcmopTHH nporedHH OATP Moxe na yeennun
CHCTEMHATA CKCIIO3HIMSA KbM CHMBACTATHHOBA KHCeJIHHAa M [a YBEIM4YH K PHCKAa OT MHONATHA H
paGaomuonu3a. TloHwkeHata ¢YHKIMA MOXKE Ja ce NpoABH B pe3yiraT Ha HHXMOWpaHe OT
B3AUMOACHCTRAINM JEeKapcTBa (Hanp. LMKJIOCNOPUH) WIA Npd TMNALHEHTH, KOHTO HOCAT I'CHOTHII
SLCOIBI1 ¢.521T>C.

[Mammenture, Hocemy redenen anen SLCOIBI1 (e.521T > C) ¢ koaupaHe 3a NO-MAJIKO AKTHBEH
OATPI1B1 nporeuH, HMAT NOBUIICHA CHCTEMHA EKCIO3HIIMA KbM CHMBACTATUHOBA KMCEMHA 1 NTOBHILICH
pUCK OT MuonaTus. PUcksT ot MuonaTs, ceppiana ¢ sucoka aoza (80 mg) cumsacraTuy, € ofmo okono
1% ©Oe3 npoBeneHH reHeTHYHH TecToee. Bb3 ocHoBa Ha pesyrratute of SEARCH HanuTBaHeTo,
XOMO3HTOTHH HocuTend Ha C anen (Hapwuyanu cbimo CC), nekysann ¢ 80 mg, mmar 15% puck or
pa3BHTHE Ha MHOIIATHUA B PAMKHTE HA €/IHA FOJHHA, JOKATO PHCKLT NPH XET€PO3HTOTHH HOCHTENH Ha C
anena (CT) e 1,5 %. CroreeTHnat puck € 0.3 % npy nanyMeHTH, KOWTO MMAT HAH-vYeCTO CpelaHmns
redotHn (TT) (Bxk. Touxa 5.2). OnpenendHeTo HA reHOTHNa 3a NPUCECTBHETO Ha anena C TpaGra na ce
CYMTa KATO HacT OT OLCHKATA Ha CBOTHOLICHHETO MNOJA3a/pHCK, KBIAETO € BB3MOXKHO, MPEOH
NpeANHCBAHEeTO Ha cHMBacTaTiH 80 mg 3a OTAENHH MALMEHTH H TPAOBa da c€ M30ArBaT BHCOKM AO3H
npH OTKpUTH HocuTend Ha CC reHoTHN. BwhOpexku ToOBa, JUIcaTa Ha TO3W I'EH IIpH ONpeAengHe Ha
reHOTHUNA He H3KTIOYBA PA3BUTHETO HA MHUOMATHA,

Onpeodenane A Kpeamur KuHazama

Kpeatun kuHazata (CK) He TpadBa ja ce ompenens cnel Texkud (pH3MYECKH HAaTOBAPBAHHMA WA INpH
HaJIMYHUETO HA APYTH BEPOATHH ANTEPHATHBHM NpHYHHH 3a noBHiueHue Ha CK, Thi KaTo B Te3H CIIy4aH
HHTEPHPETAIMATA HA YCTAHOBEHHTE CTOMHOCTH € 3arpyaAHeHa. Axo uzxoasHre croiiHocTd Ha CK ca
sHauuTeTHO nosuwieHH (> 5 meTH ITH), onpeaensHero Ha cTofiHOCTHTE cnenpa Ja Oble MOBTOPEHO B
paMKHTE Ha 5 10 7 AHH NO-KBLCHO 3a NOTBBPYKACHHE Ha TNOJYUYSHUTE PE3YJTATH.

Ilpeou nauanomo na neyenuemo

Bouuky nmanjenTH, KOWTO 3alOUBAT JICUEHHE ChC CHMBACTATHH, KAKTO ¥ TE3H, NMPHM KOMTO [03aTa Ha
CHMBACTaTHH € OHNO yBeNTHYeHa, cnieipa Aa 6baaT yBeOMeHH 3a CHINECTBYBalUa PHCK OT MHONATHA,
KaKTO ¥ Ja MM C€ pasfacHH, Ye e HeoOXoauMo He3abaBHO Ja choOmapaT 3a BCAKA HEOBACHHMA DOJKA B
MYCKYJIHTE, O0I€3HEHOCT HIH cnabocCT.

Ocobeno BHMMaHume TpaOBa Jna ce oOOBpHE Ha NALMEHTHTE ¢ Tpeipasnojaraind (axkTopd 3a
pa6aomuommsa. C 1en na ce ycraHoBH M3xonHata cToiHocT Ha CK 3a pedepeHTHa oueHka, T4 Tpabea na
Oble H3MEpeHa IIpeaH HAYaIOTO HA JIEYEHHETO TPH CIeJHHUTE CITyYaH:

ik
%

e
o

i e

.‘;'; ";IE&:? LRy
LY
257

Ji
i
};F-l

HexoHTponupar XHIIOTHPEOHIUIBM;
[Tpemxoxnaina HHAMBHAYaIHA WM (PaMHJIHA AHAMHE3a HA MYCKY/IHM HAPYLI

. INaumeHTH B cTapyecKa BB3pACT (BB3pacT = 65 roaMHn); e
° Kencku non;

° brlpeuno yepexjane; .}if %

® AP

[

; LT
e -
1 ' '&:-',_
)

SR
A U




. Tpeaxox1alia aHAMHE34 38 MYCKYJIHA TOKCHYHOCT APH H3MO/I3BaHETO HAa CTATHHH HIH QHOpaTH;
- 3noynorpeba ¢ ankoxon.

[Ipn Te3m curyaumy, pHMCKbT OT TPOBEXNAHEC Ha JeveHue TpaOBa Na ce OLECHABA BHB BPB3Ka C
BEPOSTHUTE OJIArONIPHATHH Pe3yNTaTH, KaTo ¢e NpenopbuBa KIHHHYHO MOHMTOpPHpaHe. B ciayuaH, ue
NpH NALMEeHTH ¢a HabmoaasaHy MpobieMH ¢ MYCKYIHTE NPH NPEAXOKAalio MpuiaraHe Ha Gguopar wiu
CTAaTHH, TO JIEYSHHETO C JPYr NMPEeACTABHTEN HA TO3H Kjac Tp4aOBa a ¢e 3ar0uHe ¢ MMOBHINEHO BHHMAHHE,
Ako croiinocrute Ha CK ca sHauurenHo nosuileHd B Hauanoro (> 5 metu [TH), ne tpadsa pa ce
3ano4yBa JNeUCHHE,

Ilo epeme na nevenvemo

Croiisocrure Ha CK TpabBa na ce onpeaensar, B Ciaydail ye Npyd nalueHTa ¢€¢ NOABAT OTUIAKBAHHSA OT
601Ka B MyCKYJIUTE, CRaboCT WiIH KpaMITH N0 BPEMe HA JICYEHHETO ChC cTaTHH. JleyeHueTo Tpabsa aa ce
MPeKpaTH, aKo ce YCTAHOBH 3HAYHTEIHO nopHieHue Ha ¢toitnoctiure Ha CK (> 5 neTi I'TH) 6e3 na uma
TEXKKH (PHINYESCKH HATOBapBAHHA. AKO MYCKYJHHMTE CHMITTOMH Ca TEXKKH U NPEIH3BHKBAT €XEAHCBCH
nuckomdoprt, aopu ako croiinocTrte Ha CK ca < 5 neti ITH, Tpabea na ce 0OcbaM NMpexpaTaBaHe Ha
JIEYCHHETO. AKO Ce MOA03Hpa N0 HAKAKBA PHYHHA MHOMATHS, IEUEHHUETO TpAOBa Ja ce npekpaTH.

[To BpeMe Ha WIH CACH JICUEHHE ¢ HAKOH CTATHHH € HMaJio peAKd ChoOlLIEeHHA 32 HMYyHOMEAHMpaHa
Hexpornaupama Muonatia (UMHM). Knuanuno HMHM ce xapakrepusiipa ¢ nepCHCTHpalla
NPOKCHMANTHA MYCKYITHA CNabocT U NOBHIIEHHU CEPYMHHA HHBA Ha KPEaTHH KHHA3aTa, KOMTO NEPCHCTHPAT
BBIPEKH NPEKPATABAHETO HA JIEYEHHETO CBC CTATHHH (BK. TOYKA 4.8).

AKO CHMIITOMHTE OTIIYMAT H HMBaTa Ha CK ¢e BBICTaHOBAT 0 HOPMAaJIHHTE, BE3MOXKHO € Jia ¢& 00ChAH
MOBTOPHO JIEYEHHE ¢ TO3H MITH ATTEPHATHBEH CTaTHH IIPH Hail-HHCKA 1034 U CTPOro MOHHTOpPHPAHE.

[To-BHCOK NPOLIEHT Ha MHOMAarHsd € HaGmoaapaH NpH MALMEHTH ¢ THTPHpaHe Ha Aoc3ata Ao 80 mg
cHMBAcTaTHH (Bx. Touka 5.1). [IpenopbuBa ce nmepHogM4HO onpezeiane Ha cTodiHocTHTe HA CK, THi
KATO Te MOTaT Ja ObJaT NMone3’H Npu MACHTH(ULHMpaHe Ha CyOKMMHHYHM CTyuad Ha MHonaTHA. Hama
AOKA3aTeNCTBO, Y€ TAKOBA MOHHTOPHpaHE 1€ NMpeJoTBPaTH MHOMIATHI.

JleueHHETO ChC CHMBACTAaTHH TpAOBa jJa Objae NpeKkpaTeHO BPEMEHHO 3a HAKOAKO AHH NpeaM niaHupaHa
rojiiMa ONEPAaTHBHA MHTECPBEHLMSA, KAKTO M B CIyYaWTe Ha TIOCJAEBAIIH IOJEMH MCAHLMHCKH HIH

XMPYPrH4HH MHTEPBCHLIMH.

Mepxu 3a noHudiCasane HQ pucka om A36a HA MUORAMUA, NPeOUIBUKAHU Om g3aumooleticmeue ¢ opyau
AeKapCMeen RPOOYKMU (8#C. Cvi0 mouka 4.3)
PuckeT OoT Muomatua M pabnoMMONH3a € 3HAYMTEJHO TOBHILIEH, KOraro CHMMBACTATHH ¢¢ TpHiara

enHOBpeMeHHO ¢ MomHM mnxuOuroBu Ha CYP3A4 (xaTo HTpakoHa30ll, KE€TOKOHA30/, MO3aKOHA30JI,
BOPHKOHA30J, €PHTPOMHLMH, KIAPHTPOMHKLMH, TeimuTpoMuimH, HIV-nporeasHH wHxuOuTOpH (Hamp.
HeaduHaBup), Ooulenpesup, TenanpeBHp, Heda3oAOH, JEKapCTBEHH MNpPOAYKTH, CbABPIKALIH
KOOHLMCTAT), KakTO H TeMdpHOPO3MI, LHKIOCIIOPHH H JaHa3zon. Ynorpebara Ha TesH JEKApCTBEHH
NPOAYKTH € NPOTHROTIOKa3aHa {BX. To4uka 4.3).

PHCK®ET OT MHONATHA H pabAOMHOIM3a CHINO HApacTBa NpPH €JHOBpPEeMEHHa ynmoTpeba Ha aMHOAApPOH,
AMJIOIMITHH, BEpanaMuJl WK JWITHA3EM ¢ ONpeNecHH A03H CHMBACTaTHH (BX. Touku 4.2 H 4.5). Pucker
OT MHOMNATHSA, BKMOMHTENHO pabaoMHonu3a, MOXKE Na €€ YBEIWYH MPU €IHOBPEMEHHO NEYCHHe ¢
dy3uI0Ba KHCeMHHa H CTaTHHH (BXK. Touka 4.5). [Ipn mauueHTH ¢ XoPX, pPUCKBT MOXKE 12 C€ MOBHINH
NpH eJHOBpEeMEHHAaTa ynorpeba Ha JIOMUTAITIHI ChC CHMBACTATHH.

Crenoparenno oTHOCHO CYP3A4 nmxuburopure, ynorpebara HAa CHMBACTaTHH LAHOBDEMEMRQ C
WTPAKOHA30J, KEeTOKOHA30J, [I03aKOHa3ol, Bopukonason, HIV-nporeasnu
ne/KpuHABHD), OOLENPEBHp, TEIANPEBHP, EPHTPOMHLIMH, KIAPHTPOMHLIMH, T
JIEKAPCTBEHH TNPOAYKTH, CBIBPYKAIIM KOOHMIUACTAT € MPOTHBONOKA3aHA (BiK.
nedeHueTo ¢ MoiHH CYP3A4 uaxuburopu (cpelcTBa, KOMTO NMOBHIIARAT IO




NpHONH3HTEHO 5 MbTH WIM MOBEE) HE MOXKE Ja ce H3BerHe, eueHUETO Che CHMBACTaTHH TpAOBa Aa ce
cnpe (M Ja ce oOMHCAH ynorpebara Ha anTEpPHATHBEH CTATHH), JOKAaTO NMPOAbJDKABA NPHEMBT Ha TE3H
nexapcTBeHd npoaykTH. OcBed ToBa TpsaOBa Ja ce BHUMABA, KOraTo ¢¢ KoMOMHHPa CHMBACTaTHH ¢ APYTH
He TOJNKOBA MOLHK MHXMOUTOpH HAa CYP3A4 kato ¢aykoHa30m, BepanaMwi, JWITHa3eM (BX. TOYKH 4.2
1 4.5). EaHOBpeMEHHHUAT IPHEM Ha CUMBACTATHH H COK OT rpeindpyT Tpsadaa Aa ce H30ArBa.

VnorpebaTa Ha cMMBacTaTHH ¢ reMGHOpo3u e nipoTBoniokasaHa (BkK. Touka 4.3). [lopaau nopuineHHs
PUCK OT MHONATHA U pabaommonu3a, 103aTa Ha CHMBACTATHH He Tp#OBa Aa Haaeuumasa 10 mg aHeBHO
NpH NaLUMeHTH, MPHEMAllH CHMBACTATHH 3aeHO ¢ Ipyrd ¢ubpaty, ¢ uskmodyeHne Ha deHopuopar (BxK.
ToukH 4.2 u 4.5). IlpeanicBaHeTo Ha CHMBacTaTHH ¢ peHOPUOpaT TpAOBa Aa Ce M3BBPINBA C MOBHLICHO
BHHMAHKE, ThH KAaTO BCEKH €AMH OT T€3H Ar¢HTH MOXKE Aa MPHYHHH MHOMNATHA, KOraTo ¢e MpHeMa
CaMOCTOATETHO.

CuMBacTaTHH He Tpabpa Aa ce npHeMa eJHOBPEMEHHO ¢ Qy3MI0Ba KHCETHHA 33 CHCTEMHA ynoTpeba WiH
B PaMKHMTe Ha 7 JHU OT NPEKpaTABaHE Ha JIEYSHHETO ¢ (Py3HAOBa KHceluHa. 11pH nanuMeHTH, NpH KOUTO
CHCTeMHAaTa ynoTpeba Ha Gy3HmoBa KHCEIHHA € CUMTAHA 33 KpaiHO HeoOX0aUMa, JICYSHHETO ChC CTaTHH
Tpa6Ba na GBAE MPEYCTAHOBEHO MO BpeMe Ha JedeHHeTo ¢ (y3noBa kucennHa.Hanuue ca cbobmenn 3a
pabaoMuonuza (BIUTIOYMTENHO W CMBPTHM CAY4YaH), IPH MAUMEHTH, npueMamy ¢y3ugoBa KHCEMHHA H
CTaTHHM B KoMOHHauumd (Bx. Touka 4.5). IlaimueHTnTe TpsibBa He3zabaBHO Aa MOTHPCAT MEAMUMHCKA
OMOI, aKO TNOYYBCTBAT HIKAKBH CHMITOMH KaTto MycKyaHa cnaboct, 6omka wiM Gone3HEHOCT.
JleueHHneTo ¢BC CTATHH MOXKE A3 Ce MOAHOBH 7 OHE ciel nochegHarta jgoza ¢y3uaosa kucenuHa. Ilpw
MAKTIOUMTENHN OOCTOSTENCTBA, KBASTO ¢ Hajlara NPOARDKUTENHa CHCTeMHa ynorpeba Ha ¢y3maosa
KHMCE/MHA, HANP. NPH JE€UYEHHE HA TSKKH HHPEKUMH, He0OX0AMMOCTTA OT €AHOBPEMEHHATA YNoTpeba Ha
CHMBacTaTHH ¥ (y3umoBa KHcenuHa TpaOBa Ja Obae oOMHCIeHa HA HHAWBHAYAIHA OCHOBA H CaMo MO
CTPHKTHO NleKapcko HabOmoneHue.

EnHoBpemMeHHaTa ynotpeba Ha CHMBAcTaTHH B JO3M, MO-BHCOKM OT 20 mg JHEBHO ¢ aMHOIApoH,
aMJIONMINH, BepamaMHwil WIM JWITHa3eM TpaGea jmga ce wusbarpa. Ilpw nammentd ¢ XodX,
eIHOBpEMEHHATa ynoTtpeGa Ha CUMBACTATHH B JI03H No-TojleMu oT 40 mg AHEBHO C JIOMHTANHA TpAGBa
a ce u3darsa (B, Touku 4.2, 4.3 u 4.5).

TauxdeHTHTE, NMpHEMAIIIH €AHOBPEMEHHO CBhC CUMBACTATHH XPYTH JIEKapCTBEHH MPOMYKTH, ONPCAC/TAHM
KATO yMepeHo MolHH HHxubuTopH Ha CYP3A4, ocoberno BEB BHCOKH JIO3H CHMBACTATHH, MOXKE Aa €a C
NOBHIODEH PHCK OT MHOnarha. Moxke jaa ce HajloKM KOpHrHpaHe Ha [03aTa Ha CHMBAaCTaTHH ITPH
¢IHOBPEMEHHO TIPHIOKECHHE Ha CHMBAaCTaTHH ¢ yMmepeHO MowHH HHxuOutopH Ha CYP1A4 (areHTH,
yeenmyasam AUC npubnusurento 2-5 nbTH). 33 HAKOM ONpPEACNCHH YMEPEHH WHXMOHTOpH Ha
CYP3A4 kato AMiTHa3eM, MaKCHMAMHATa NMPENOPBYMTEHA J03a HA CHMBacTaTHH ¢ 20 mg (BXK. TOUKa
4.2).

CuMBacTaTHH € cybcTpar Ha ed/iyKCHHS TpaHCOOpTep Ha NpOTEHHA HA PE3HCTCHTHOCT HA paka Ha
repaata (Breast Cancer Resistant Protein, BCRP). EqHoBpeMeHHO NpHiioxeHne Ha NPOXYKTH, KOHTO Ca
uHxn6uTopn Ha BCRP (Hanp. enbacBup M rpazonpeBdHp) MOe Ja AOBeAe N0 TOBHINEHH IIa3MCHH
KOHLIEHTpallMM Ha CHMBAaCTaTHH B 33BHCHMMOCT OT IpeAllHCaHaTa A03a. EAHOBPEMEHHOTO NMPHIOXKECHHE
HA eN0acBHp H Ipa3onpeBHp ChC CHMBACTaTHH HE € MPOYYEHO; BCE MMAK A03aTa HA CHMBACTaTHH HE
TpabBa ga HaaBumasa 20 mg AHCBHO MM DALMEHTH, MNOAYYABAMM CEITETCTBALIQ NEUECHHUE C MPOIMYKT,
ChABPKAL e/I0ACBHp WK rpazonpeBup (BxK. Touka 4.5). |

Psako ciyuad Ha MHOMATHA/PabGIOMHONK3A ¢A CRBP3aHH C EAHOBPEMEHHOTO npHioxkeHHe Ha HMG-CoA

B xnuHWYHO H3NUTBaHE (MeJHaHa Ha npociegBanHeTo 3,9 roaMHu), BKIOYBALIO Nal
33 ChPASUHO~-CHI0BO 3a00MNsBaHe ¥ ¢ AoOpe xoHTpoMpann HuBa Ha LDL-C, nexyss
40 mg AHEBHO Cch¢ MM 0e3 e3setumn® 10 mg He ¢ MMano JONMBIHMTENHA MO
CHAOBHTE PE3YNTATH NPH N0OABAHETO HA HHALMH (HHKOTHHOBA KHCEJIHHA) B JI



nosu (1 g nnerno). CnenoraTenHo, nekaputTe OOMUCHAINY KOMOMHUPAHO IEUYCHHE CBC CHMBACTATHH H
HHAMH (HUKOTHHOBA KHCENMHHA) B JHUIMMAOMONMHIMpamM o3d (Z 1 g AHEBHO), WIH TNPOAYKTH,
CBABPXKAUIA HHAIMH, TPIOGBa BHMMATEIHO A4 OLEHAT NOTCHUHAJIHHTE NON3H M PUCKOBe H TpAbBa
BHHMATEIHO A NPOCAEAABAT NAHEHTHTE 3a MPH3HAIIM B CHMIITOMH Ha MYyCKyJjiHa O0JIKa, 60/1€3HEHOCT
wIH cnaboct, ocobeHo Mo BpeMe Ha NbPBATE MECELIH OT JIEHEHHETO H KOraTo A03aTa Ha HAKOHM OT Te3H
NpPOIYKTH ¢¢ yBenHuaBa. OCBEH TOBa, 4ecTOTaTa HA MHOMATHA B TOBAa M3MHMTBAHE € NMPHONU3HTENHO
0,24% npu kuTaliiM, JEKyBaHK HIH ¢be cuMBacTaTuH 40 mg, win ¢ eeTuMud/cumpacratua 10 mg/40
mg, cpaBHeHO ¢ 1,24% npH KHTaiiiH, JeKyBauyd ¢bC CHMBAcTaTHH 40 mg, i ¢ e3eTHMHO/CMMBACTaTHH
10mg/40 mg, HA KOHTO € NPUIOKEHO €IHOBPEMEHHO HHKOTHHOBA KHceauHa/naponunpant 2000 mg/40
mg, ¢ YALKEHO ocBobokaasane. BuIipekH, ue B TOBa KIHHHYHO H3NMTBAHE Ca OLCHEHH CAMO KHTaHLIH
OT a3KATCKO HACE/IEHME, Thil KATO YeCTOTAaTa HAa MHOMATHA € MO-BHCOKA TPH KHTAMIHM, OTKOJKOTO NPH
HEKHTalilH, eAHOBPEMEHHOTO MPHIOKEHHE HA CHMBACTaTHH ¢ HHAUMH (HUKOTHHOBA KHCEIIHHA) B
MU IoMoaugHUKApaIiH Ao34 (Z 1 g AHEBHO) HE ¢¢ NpenopbyBa NpH A3HATLIH.

ALMIIAMOKC € CTPYKTYPHO CBBbp3aH ¢ HHaUMH. Benpekd, ye auMrnuMOKC HE € NMpOY4YBaH, PHUCKET OT
MYCKYJIHA TOKCHYHOCT MOxe a Oblie CXOAeH ¢ TO3H MPH HHALIMH.

YepronpoOuu edextu
[Mpu KMHHAYHKH W3NHTAHHA ca HaGNoAABaHH MEPCHCTHPAILM NMOKaYBaHHA (A0 NMOBeY€ OT 3 NMBTH HaR

rOpHATA IPaHMIlA HA HOPMATA) HA HHBATa HA CEPYMHHTE TPAHCAMHHA3ZH NpH MaabK 6poH BB3pacTHH
MAaLMEeHTH, KOUTO ca MoayYaBaiu cuMBacTaTiH. Korato Tepanusara e Oi1a npekkcBaHa HIIH CIIMpaHa IpH
Te3H MAI[MEHTH, HHBATA Ha TPAHCAMMHA3MTE Ca CMaJalH MOCTENeHHO A0 NPEATEpaneBTHIHHTE.

[TpenopbukTENHO € NPOBESKTAHETO Ha PYHKIIHOHAIIHM HepHOAPOOHH M3CNeABaHHA NP 3ano9YBaHe Ha

JIEYEHUETO U ClIe]] TOBA, KOraToO € KNIMHHYHO NoKasaHo. [IpH nauHeHTHre, NpH KOHTO JA034aTa € YBeJIHYeHA
no 80 mg, TpabBa ga ce HANpaBH JONMBIHMTENIHO H3CAEABAHE NPCOH YBEJIHUYCHHETO, 3 Mecela cnef
ypenudeHHeTo 710 80 mg M ciel TOBa NEpUOAMYHO IO BPEME Ha JiedcHHeTO (HanmpuMep Ha 6 Mecelia)
npe3 MbpBaTa roJHHA H3 NevyeHHeTo. CnelMalHO BHUMaHue TpsaOea na ce o0bpHe Ha MAaLMeHTH, NpH
KOHTO ce HaOnionaBa MOKayBaHe HA CEPpYMHHTE HHBa HAa TpaHCAMHHA3UTE, ¥ MpU TaKMBa NALHCHTH
H3CcIeABaHETO OM TPAOBAIO Ja ce MOBTOPH CBOEBPEMEHHO H CJIE/ TOBA Ja C€ NMOBTapA AOCTATHYHO HECTO.
AKO HHBATa Ha TPAHCAMHHA3UTE NOKA3BAT TEHACHIMA 3a MOBHUIABAaHE, 0CO0EHO aKo Te ¢é TNIOBHILABAT [0
3 IbTH HaJ rOpHATa MPaHHLIA Ha HOpMaTa M MEPCHCTHpAT, MpUaraHeTo Ha CHMBAcTaTHH TpadBa aa ce
npexpati. Tpabea na ce uma npeasua, ye AJIAT moxe aa npoHsxoXaa OT MYCKYJHTE, €TO 3allo
nopumaeanero Ha AJIAT un CK Mmoxke Ja oO3HauaBa HaAWYHE Ha MHODaTHA (BX. IO-Tope
Muonamus/Paboomuonusa).

[Io Bpeme Ha NOCTMAPKETHHIOBHS ONMT PAOKO ca chOOMaBaHW cnmydaH Ha dartanHa M HedaTanHa
YepHOAPOOHA HEAOCTATHYHOCT NPH NMALHEHTH, NPHEMAIlH CTATHHH, BIJIFOYHTENHO CHMBACTAaTHH. AKO C¢
NPOABH TEXKKO UYEPHOAPOOHO YBpexKAaHe ¢ KIMHHYHH CHMIITOMH W/AIM XMNepOMIMPpYOHHEMHA HWIIH
KBITEHHIIA TIO BPEME HA JeueHHe chbe CuUMBAaKOp, He3a(aBHO nNpexparere NeueHWETo. Axo He Onpe
OTKPHTA Apyra eTHOJIOTHs, HE 3all0YBaifTe OTHOBO JICYEHHETO ChC CHMBAKOP.

JlekapcTBoTo TpAGBa Na ce M3MON3BA BHHMATEJHO NpPW MALHEHTH, KOMTO YNOTpedABaT 3HAYMTENHMU
KOJWYIECTBA AJIKOXOJ.

KaxTo u gpyrd JMNHIOTIOHIKABALM NPOXYKTH, ce choOuaBa 3a ymepeHH (<3 meti [TH) noxausaHus
Ha CEPYMHHTE TPAHCAMHHA3H CJISA TepanHf ¢bC CUMBAcTaTHH. Te3H MMPOMEHH HACTHNBAT CKOpO Clex
HAYAOTO Ha TEPANHATa ChC CHMBACTATHH, YECTO Ca NPEXOAHM, He ca NMPHIPYXEHH OT APYTrH CUMITOMH
H HE Hallarat npeKbCBaHe Ha JIEUeHHETO.,

3axapeH nuaber ,
HsikoM AaHHW NPEanogarart, 4¢ CTATHHHMTE, KATO Kiac, MOBHIIABAT KPbBHATa 3axafy
MaLMeHTH, ¢ BHCOK PHCK OT pa3BUTHE Ha Auaber, MOrar Ja Cb3OamaT HHBO Ha 2
KOETO ¢ MOKa3aHA CTaHJapTHA Fpyxka 3a auabera. Toszu puck obave ce KOMITEHCHpa
CBLAOBHMA PUCK CBbC CTATHHM M CIIEIOBATENIHO He Tpabea na Obae mpHYMHA 34 T




NeveHHeTo Che cTaTuH. [laumenTHTe ¢ puck ([MIKOKo3a HA rIaaHo 5,6 10 6,9 mmol/l, nuaeKc Ha TenecHa
maca (BMI) > 30 kg/mz, NOBHULIEHH TPUITTHLEPHUAM, XHUNEPTOHUA), TpaOBa Ja 6BaaT MOHHTOPHpaHH
KIMHHYHO U OHOXMMHYHO CHIIAaCHO HALIMOHAIIHUTE MPEHOPHKH.

Hurepctuinanyia Senonpobna bonecr
Vima cnobmenns 3a HHTepcTHlpaiHa OemonpobHa Oosect npu ynorpeba Ha HAKOH CTaTHHM,

BKJIIOYHTE/THO CHMBACTAaTHH, OCOOEHO IpH MPOABDKHTENHO NevueHue (Bk. Touka 4.8). CHMNTOMHTE
MOIaT [1a BKMIOYBAT JHUCIIHEs, HEMPONYKTHBHA KAULIHLA H BJollaBaHe Ha oOmoOTO checToAHHE (YMOpa,
3aryba Ha Teryio W Tpecka). [Ipu nomospenue 3a uHTepcTHUMATHA Oenoapobua Gonect, TepanuaTa Cbe
CTaTHH TpAOBa Oa OBLAe NpeycTaHOBEHA.

IleanaTpyUuHa nomynanMs
BezomacHoCTTa M €(pHKACHOCTTa HA CHMBACTATHH NMpH NMauWeHTH Ha Bb3pacT oT 10 go 17 roauHu, ¢

XCTEpPO3UIroTHa (PaMHIHA XHIEpXOonecTeponeMus, ¢ Ouna oleHeHa B eAHO KOHTPOJHPAHO KITHHUYHO
u3nuTBaHe nNpH muanexH Il crened o Tanep H Harope ¥ AeBOHKH NOHE €AHA MOAMHA CHE/ NbpBaTa HM
MeHCTpyanid. TTaneHTHTE, JeKyBaHH ChC CHMBACTaTHH ca uManM npodmun Ha 6e30macHOCT KaTO LsIo
nogoGeH HA TO3W NpM MALMEHTHTe nexypaHu ¢ muaune6o. Josu mo-Bucoku o1 40 mg He ca OGwin
H3C/IEBAHMA MpH Ta3d NomyJaanya. B Topa OrpaHHYEHO, KOHTPOJHMPAHO NPOYYBAHEC HC € YCTAHOBCH
3abene;xuM edekT BEPXY pacTeka WIM CEKCYATHOTO Y3pABaHE HA MIAICKHTE HIIH JEBOHKHTE H/IH
KaKBBETO H Ja OMN0 e(eKT BLPXY NMPOTBLIDKUTEIHOCTTa HA MEHCTPYAIHMS LIMKHJ NIPH MOMHYETaTa (BXK.
Touku 4.2, 4.8 u 5.1). ITo BpeMe Ha Ne4eHHETO CHC CHMBACTATHH, Ha JeBolikure TpaGea na ObaaT
NPEeVIOKEHH TOAXONAIIH METOAHM 3a KodTpauenuus (Bk. Touku 4.3 u 4.6). EdukacHocTTa H
Oe3omacHOCTTa He ca OMIH M3C/eABAHK NIPH NalHEeHTH HA Bb3pacT < 18 roaunu 3a nepuoa Ha JICUECHHE C
NPOABDKHTETHOCT > 48 ceaAMHIM H HEe € H3BeCTeH ABITOCPOYHHA edeKT BhpXy (Pu3HUeCcKoTo,
MHTEJIEKTYAIHO H CeKcYyalHo paszeutre. CHMBAacTaTvH He € 6Ma npoyyBaH NpH NALMCHTH Ha BE3PacT OA
10 ronnan, KakTo ¥ NpH neua npelH mydepreTa H MOMHYETA, KOUTO HE Ca HMAJIM MEHCTpYyaLHA.

[lomomnu BemecTea
Tosn npoAyKT chAabpka nakto3a. IlauMeHTH ¢ pelKH HACNENCTBEHH NpobieMH Ha rajJakro3Ha

HEMOHOCHMOCT, Lapp naktaseH OeQHMUHT WIM [IFOKO30-TaJIaKTO3Ha Manabcopbumus He Tpabma Aa
NpHEMAT TORA JIEKAPCTBO.

4.5 BiaumogeiicTBAE C APYI'E JEKAPCTBEHH NIPOAYKTH H APYrE OPMH HA B3aHMOJAcHCTBHE

IIpoyuranus 3a B3aMMOACHCTBUATA €A MPOBEKAAHH CaMO MPH Bb3PACTHH.

DapMAKOAHHAMEYEMY B3auMOAcHCTBIS

Braumooeticmeus ¢ AURUOONOHUICABAIYU NEKAPCMBEHRU NPOOYKMYU, KOUMO MOJIKe 04 RPUYUNAM
MUONGMUA, KO2AMO ce Npuna2am Camocmosmeno

PHCKBT OT MHONATHA, BKTIOMUTEIHO pabaoMHONIM3a, ¢¢ NOBHIIABA MPH €AHOBPEMEHHO NMPHIIOKCHHE Ha
cumBacTaTHH ¢ ¢ubpati. JonbaHuTeNHO CHIECTBYRA (APMAKOKMHETHYHO B3aWMOACHCTBHE Ha
CHMBACTaTHH ¢ reM(uOpo3ni, BOACIO A0 NMOBHMIIEHH MJIA3MEHH HMBA HAa CHMBACTATHH (BIDK MO-ZOITY
dapmakokHHeTHYHH BlaHMoackcTBHA H Toukd 4.3 n 4.4). Koraro cumBactaTiH B ¢eHodubpar ce
MpHiaraT 3a¢AHe, He € AOKA3aHO, Y€ PUCKBPT OT MHOIATHA NMPEBHINABA CyMaTa OT HHAUBMAYAJIHHTE
PHCKOBE HA BCEKW areur. 3a apyrut dulpati HaAMA anexBaTHM $apMaKOKHHETHYHH JaHHW ¥ JAaHHW 33
NpocieAsBaHE Ha JeKapcTBeHaTa Oe30macHoCT. Paako chnyvan Ha MHonaTus/pabAoMHOIIH3a Ca CBbp3aHH
C €HOBpEMEHHaTa ynoTpe6a Ha CHMBACTATHH M HHALIMH B JTMIIHAOMOIHQHIMpaIH 1034 (= 1 g AHEBHO)
(Bxk. TOdKa 4.4).

PapMakoKHHETHYHH B3aBMO/AeAcTBAA P
B Tabmuuara mo nony ca o600IUEHN NPENOPHKHTE 3a MPEANKCBaHe HAa B3aUMOAEHCTB:
(mombaHUTENHH TOAPOOHOCTH ca NMPEACTABEHH B TEKCTa; BXK. Chillo TOUkH 4.2, 4.3 H 4.4)-"




JlekapcTBEHH B3aHMOIEHCTBHA, CBBP3aHH C MOBHILIEH PHCK OT MHOTIATHA/pabroMHuoIH3a

B3auMoneicTBaLUM areHTH [Ipenopsky 3a NpeANHCBaHe
Moinan uHxubutopH Ha CYP3A4 manp.: [TpoTHBONOKA3aHU CHC CHMBACTaTHH
Hrpakonason

Kerokonazon

Ilo3akoHazon

Bopukonazon

EpuTpoMHUIMH

Knapurpomniun

TenurpoMuLiuH

HIV-nporeasiy nHXHOMUTOPH (Hanp. HEJIPHUHABHD)
bouenpesnp

TenanpesHp

Hedazanon

Kobuumcrat

[ jknocnopuH

Hanazon

I'emdpudpo3un

Hpyrn ¢udpati (oceeH penodudpar) Ma He ce mnpepdiaBa gosara or 10 mg
CHMBACTaTHH AHEBHO

Py3unoBa KMCETHHA He ce npenopbuBa cbC CHMBAaCTaTHH

Huammn (HuMKoTHHOBaA KHceNMWHa) (> 1 g nreBHo) | He ce npenopbysa ChC CHMBACTaTHH NpPH a3HATLH
AMuonapoH JlTa He ce npeBuiaBa po3ata oT 20 mg
AMJIOTHITHH CHMBACTATHH THEBHO

['pasonpeBHp
Jlomuranua HMa we c¢e npesumaBa pgo3ata or 40 mg|
CHMBACTATHH JHEBHO NMPH nameHTH ¢ XoMX
Cok ot rpefindgpyr Jla ce u3barBa cok OT rpeiindpyr no Bpeme HE
HEM Ha CHMBACTaTHH

Brusnue na opyzu aexapcmeeHu npodyKmy 8bpXy CUMBACIAaMUH

Bzaumoodeiicmsue, exuoveayu unxubumopu nag CYP3A44
CumBacTaTtHH € cyGeTpar Ha nuToxopm P450 3A4. Momnure uHXHOUTOpM Ha uMTpoxoM P450 3A4

VBEJIHUABAT PUCKA OT MHONAaTHs W padaoMmoiunza, KaTo NMOBMINABAT NJa3MeHaTa KOHICHTpalM#d Ha
nuxu6uTopa Ha HMG-CoA pealykTasaTa 1o Bpeme Ha JIEYSHHETO ChC CHMBAcTaTHH. Takusa MHXHOHTOPH
Ca HIpaKOHA30J, KETOKOHA30Jl, [I03aKOHA30JI, BOPHKOHA30Jl, EpPUTPOMHLMH, KJIApHTPOMHLINH,
tenurpoMutnd, HIV-nporeasnu wuHxuburopn (namp. Henduxasup), OolenpeBHp, TelanmpeBHp,
Heda3z0AOH H JIEKapCTBEHH NPOAYKTH, ChAbpiaur KoOuuMctar. EAHOBpeMeHHO mpHiaraHe Ha
WTPaKOHa30N BOAM A0 Haj 10-KpaTHO yBelHYCHHE Ha E€KCIO3HLHATA Ha CHMBACTATHHOBAaTa KHCE/IHHA
(aKTHBHHA MeTabOMUT-0eTa-XMAPOKCHKUCEIMHA). TenuTPpOMULMH Npean3BHKBa 1 1-KpaTHO YBEJIMUYEHHE
H2 €K3MO3HLMATA HA CHMBACTATHHOBATA KUCENHHA.

KomMOuHMpaHEeTO C MTpaKOHa3od, KETOKOHA30], MO3aKOHa30J, BopHkoHasod, HIV-nporeasHu
wHxuOuTOpH (Hanp. HendHHaBHp), OonenpeBHP, TENANpPEBHP, EPATPOMHLEH, KIAPHTPOMMIIUH,
TEIMTPOMHIMH, He(Da30XOH H JI€KApCTBEHH NPOMYKTH, CHABPKALIM KOGHLMCTAT € MpOTHBONOKa3aHO,
KaKTO M ¢ rempubposi, WHKIOCIOPHH M JaHa3on (Bx. Touka 4.3). B ciyante, Korapg-#eqeH




BHHMATENHO ¥ NPH KOMOMHHPAHETO HA CHMBacCTaTHH ¢ Apyru, mo-ciabH, muxuburopu Ha CYP3A4:
$bIyKoHaz0/1, BepanaMuiI HiIH AWITHa3eM (BX. TOUKH 4.2 M 4.4).

DRyKOHA30N

Pagko ce cwobliaBa 3a cixydad Ha pal0AOMHONN3a, CBBP3aHH ¢ €AHOBPEMEHHOTO TNPHJIOKEHHE Ha
CHMBACTATHH W QIykoHa30M (BXK. Touka 4.4).

Luxnocnopun

PHCKBT 0T MHONIATHA/pabnOMHROIN3A C€ YBETHYARA NPH ¢AHOBPEMEHHOTO NMPHIOKEHHE HA UHKIOCTIOPHH
CbC CHMBACTATHH, TIOPaJM Ta3H NpHYMHA YNoTpebaTta ¢ UMKIOCTIOPHH € NMPOTHBOMNIOKAa3aHa (BXK. TOYKH
4.3 u 4.4). Buapexy, ye MEXaHU3MET HE € HANTLIHO M3ACHEH, YNoTpefaTa HA LMKIOCNIOPHH € NoKA3ana
yBenuuapane Ha AUC na wHxuOutopure Ha HMG-CoA pepykrazara. Yeennwuenwero Ha AUC Ha
CHMMBACTATHHOBA KHCEJIHHA BEPOATHO YacTHMUHO ce ABDKH Ha wunxHOupane Ha CYP3A4 wiinm

OATPIBI.

Hanazon
PHCKBT OT MHONaTHa W pabaoOMHONN3A CE€ YBEJIMYABA NPH €AHOBPEMEHHOTO NPHIIOXKEHHE HA AaHa30]1 ChC
CMMBACTATHH; IOPAJAH Ta3H NPHYMHA ynoTpebaTa ¢ JaHa30)] € NPOTHRONOKa3aHa (Bx. TOUkH 4.3 u 4.4).

T'emgpubposun

['emdudposnn yeeauuara AUC Ha cMMBacTaTHHOBAaTA KHCENAHHA ¢ 1,9 NBTH, KOETO BEPOATHO C& ABJLKM
Ha HHXMOMpPaHeTO Ha MbTA Ha okypoHupaneTo Wi OATP1B1 (x. Touku 4.3 1 4.4).
EnHOBpeMEHHOTO NMpUNOKEHUE ¢ (peMPUbpO3HI € IPOTHBOIIOKA3AHO.

Dyzuooea xuceruna

PUMCKBT OT MHMODATHA, BKMIOUMTENHO pabdAoMHONM3a MOXE Aa ¢ MOBMIIH [IPH CAHOBPEMCHHOTO
CHCTEMHO NPUAOXKEHHE Ha Y3MAOBA KHCEJIHHA M CTATUHY. MexaHu3MBT Ha TOBA B3auMONeHCTBHE (HATH
e dapMakoarHAMHYEH HIH PapMaKOKHHETHYEH, WM U BETe) BCe ole He e u3pecTeH. [Ipu mauueHTy,
NPHEMALA TasH KOMOMHaLMA ca CchOOIUABAHM ciydyad Ha pabnoMHOIH3A (BIIFOYHTENHO HAKOM C
daranen u3xon). EnHoBpeMeHHO NpHIGKEHHE HAa Tazd KOMOHHALMA MOXKE Ja NPUYHHH IOBHILABAHE HA
JUIa3MEHHUTE KOHLEHTPALIMK Ha JBETE JIEKapCTBa. AKO JICUCHHETO C (y3HAOBA KHCEIMHA € HeoOX0onuMO,
ACYECHHETO CbC CHMBacTaTHH Tpadpa na Oble MpekpaTeHO N0 BpeMe Ha JeUeHHETO ¢ (y3paoBa
KHCeNTHHA. BibkTe ¢hio Touka 4.4,

Amuooapon |

PHCKBT OT MHONATHA ¥ pabZOMHOAU3E Ce YBENHYABA [IPH €JHOBPEMEHHO NMPHIOKEHHE HA AMHOAAPOH
¢hC CHMBACTATHH (BX. To4ka 4.4). B xIMHHYHO HW3INMTBAHE, 32 MHOMATHA ce cbhobimasa mpH 6% or
naLMeHTHTe, npueMamy cuMBacTaTHl 80 mg 1 amuoaapoH. CneaoBareHO A03aTa HA CHMBacCTaTHH HE
TpaOBa xa npepriaga 20 mg AHCBHO MPpH MALHEHTH, NOJYYarallld CHITETCTBAMA TEPanHA ¢ AMHOJAPOH.

Kanyueau anmaconucmu

. Bepanamun

PUCKBT OT MHONATHA | pabnoMHOIN3a ¢¢ MOBHINABA NPH ¢AHOBPEMEHHO NIPHII0JKEHHE Ha BEpanaMMl ChC
cumBacTaTiH 40 mg u 80 mg (Bxk. Touka 4.4). B enno ¢papMakOKMHETHYHO NMpoy4BaHe, CAHOBPCMEHHOTO
NpUIOKEHHE HA CHMBACTATHH ¢ BeépanaMiul € NPpeau3BHKAI0 2,3-KpaTHO YBCJIMYEHHE Ha €KCIIO3HLMATA
Ha CHMBACTATHHOBA KHCEJHMHA, KOECTO BEPOATHO Ce Ab/DKM uvacTHuHO Ha Mxubmupanero na CYP3A4.
ITopaay Ta3u NpHYHHA, N03aTa HA CHMBACTATHH He TpAOBa Aa Haasuiasa 20 mg NHEBHO NPH NAlHCHTH,
KOUTO NOJyqaBaT CHIPOBOKAALIA TEPANIUA ¢ BEPATIAMMIL

. JunTHazeM

PHCKBT OT MHOTIATHS ¥ paaOMHONM3a Ce MOBHINABA NP CAHOBPEMCHHO NPHIIOKCHHUE Hd-IIDITHAIEM H
cHiMBactatHH 80 mg (BX. Touka 4.4). B enHo (apMakOKMHETHYHO MPOYYBaHS
NPHJIOKCHHE HA JWITHA3EM CbC CHMBACTaTHH € JOBENO A0 2,7-KpaTHO NMOBHILIEHHE jsk
CHMBAaCTATHHOBa KHCEJIHHA, KOeTo BepoaTHo ce Ik Ha CYP3A4. 3aroa nosgiddia oaMpagiazia
TpaOBa a HanxXBEPAA 20 mg AHEBHO TIPH NALHECHTH HA eJHOBPEMEHHO JieYeHHe c{\ 135 &2 ¥




. AMICAUIIHH

IlapeHTH Ha aMAOJMIMH, JICKYBAHM €IHOBPEMEHHO ChC CHMBACTATHH, ¢4 C MOBHUIIEH PHCK OT
myonatusa. B eaHo ¢apMakOKMHETHYHO NpOyYBaHE €JHOBPEMEHHOTO NPHIOKCHHE Ha aMJIOJHIHH ChC
CHMBACTATHH € JOBEJIO OO0 1,6-KpaTHO MOBHIICHHE B €KCNO3HLUMATA Ha CHMBACTATHHOBA KMCEJIHHA.
CnenoBareNHO 1034TA HA CHMBACTAaTHH He TpAOBa Aa Haasuimara 20 mg NHEBHO MpH NAIMEHTH HAa
€IHOBPEMEHHO JIEUSHHE ¢ aMJIOJNITHH.

Jomumanuo
Ilpy ezHOBpeMEeHHO MNPHIOKEHHE HA JIOMHTaNMA CbC CHMBAacTaTHH, PHCKBT OT MHONATHA H
pabaoMHONMH3a MOXeE Aa ce NOBHIUH (BX. TOUKH 4.3 H 4.4). Cnenoparenso, npu nauueHTH ¢ XodX,
003aTa Ha CHMBACTaTMH He TpsbGpa na HapeHmasa 40 mg AHCBHO NpH CHITBTCTBAIH TEpamHi €
JIOMHTANH/L.

Ymepeno mownu unxubumopu na CYP3A4

[TaumenTHTe, NpHEeMalld eAHOBPEMEHHO ChC CUMBACTATHH APYTrH JICKAPCTBEHH NPOAYKTH, ONpPEeANAHH
KaTo yMepeHo momHy HExubuTopu Ha CYP3 A4, ocobeHo ako ¢a Ha BHCOKA J03a CHMBACTaTHH, MOXS A3
ca ¢ NOBHLIEH PUCK OT MUONAaTHA (BX. Touka 4.4).

Huxubumopu na mpancnopmuun npomeur OATPIBI

CuMBacTaTHHOBAaTa KHMCeNMHa ¢ cyGcrpar Ha TpaHcnoptHda nporeuH OATPIB1. EnHoBpeMeHHOTO
NPHIOXKEHHE HA JIEKAPCTBEHH MPOAYKTH, KOHTO ¢a WHXHOHTOpH Ha TpaHcnoptHHa npotenH OATP1BI,
MOXKe Aa JAOBeJe [0 NMOBHMINABAHC HA TUIA3MCHHTE KOHLIEHTpallHM HAa CHMBACTAaTHHOBATA KHCEJIMHA H
FIOBMINIEH PHCK OT MHONATHA (BX. TOUKH 4.3 1 4.4).

Huxubumopu na npomeuna na pesucmenmpocm Ha paxa Ha evpoama (BCRP)

EaHOBpeMEeHHO NPHAOKEHHE Ha JIEKAPCTBCHH [IPONYKTH, KOHTO ca HHXHOHTOpH Ha BCRP, BKIIIOYHTETHO
MPOAYKTH CBABPKAWH €10acBHp WIH TIpa3onpeBHp MOXKe Na A0BeJe A0 MNOBHIUCHH IUIa3MEHH
KOHLIEHTPALMH HA CUMBACTATHH ¥ TIOBHINEH PUCK OT MHoNAaTHA (Bx. To4ku 4.2 1 4.2).

Huayun (nuxomunosa xucenuna)

Paako ca ¢chobiaBany cny4aH Ha MUONATHA/pabJoOMHOIH3a, CBBP3aHH ¢ €AHOBPEMEHHOTO [IPUIOKSHHS
Ha CMMBACTATHH ¢ JUMAIOMOAH(HIMpAInK X034 (>1 g JHEBHO) W HHaUMH (HUKOTHHOBa KMcenuHa). B
eaHo (hapMAKOKHHETHYHO MPOYMBAHE €QHOBPEMEHHOTO MPHIMKEHHE Ha ©JHOKpaTHa 1034 OT 2 g
HHKOTHHOBA KHCEIHHA ¢ YABIKCHO OCBoDOXAaBaHE ChC CHMMBAcTaTHH 20 mg € JOBENO AC YMEpEHO
yeeqHueHde Ha AUC Ha cHMBACTaTMH M CHMBAcTaTWUHOBa kucenwHa H B Cp,y Ha I[UIa3MEHHTE
KOHLICHTpalHH Ha CHMBAaCTATHHOBA KHCEIHHA.

Cox om epeungpym

Cokbr oT rpeiindpyr nuHxubupa mwaroxpom P4503A4. EnHoBpeMeHHHAT NPHEM Ha TOJIEMH KOJIHYCCTBA
(#an 1 I¥TLP IHEBHO) COK OT rpeiindpyT W CHMBACTATHH BOAM 1O 7-KpParTHO NOBHINEHHE HA
SKCTIOBMIMATA KbM CHMBACTATHHOBA kucenmha. [IpuwembT na 240 ml cok oT rpedndpyT CyrpuH W
NPHEMBT HA CHMBACTAaTHH BEUEp CHINO ca Mpeau3BHKaTd 1,9-kparuo yBemagenne. Tpabpa Ja ce usbarea
TNIPHEM Ha COK OT rpeiindpyT no epeme Ha JeucHHE ChC CHMBAaCTaTHH.

Koaxuyun

Ilpy mauueHTH ¢ OBLOpeYHO YBpeXJaHe, NpUEMallld ¢IHOBPEMEHHO KONXHMIIMH H CHMBACTAaTHH, HMA
chobeHnA 3a MHonaTus W paGzomuonmsa. IIpH [(auMeHTH, NpHeMamy Ta3H KOMOMHaumsa, ce
NpenopBYBA CTPMKTHO KIMHHYHO NMPOCIesBaHe. |

Pudhamnuyun
Twit kaTo pudamMnuupH ¢ MomeH HHaAykTop Ha CYP3A4, edukacHOCTTa Ha CHMBAC
3ary6u npH NaUeHTH Ha NPOABIKUTENTHO IeUeHHe ¢ pudaMITHIHH (HAMp. Je4eHHE H;




BBB (apMakOKHHETHYHO MPOYYBAHE MPH 3ApaBH ACOPOBONLUM, IUIOLITA TNOJA KPHBaTa Ha TMJasMeRaTa
koHUeHTpauHa (AUC) Ha CHMBACTaTHHOBA KHCEJIHHA € I[IOHiDKeHa ¢ 93% npH e€aHOBPEMEHHOTO
NIPUIOXKEHHUE HA pruhaMITUEIHH.

Eghexmu na cumeacmamun 8opxy QapmMaxoKUHemuKama Ha Opyeu 1exapcmeenu npooyKmu
CuMBacTaTHH HAMAa MHXMOMpano Bb3geiicTBHe Bepxy umuTpoxpom P4503A4. 3aToRra He ce oOuaKBa
CHMBACTATHH J13 MOBJHIE BHPXY IUIa3MEHHTE KOHLICHTPALWH Ha BEeHIeCTBaTa, KOMTO c€ MeTaboNH3npaT
nocpeacTBoM LuToxpoM P4503 A4,

Hepopannu anmuxoazyranmu

B npe XIMHMYHO npoy4BaHMA, €JHOTO MPH 37paBd ACOPOBOALM, 4 IPYroTo IpH MNALHEHTH C
XHNEPXOJIECTEPOIICMHUA, NPHICKESHHUETO Ha cuMBacTaTHH 20-40 mg NHEBHO € MOTEHLHMPAoO B YMEpeHa
cTeneH edexkTa Ha KYMapHHOBHMTE aHTHKOATYJIAHTH: NIPOTPOMOHMHOBOTO BPEME, OLIEHEHO MOCPEACTBOM
MEXIYHAPOIAHOTO HOpManusupaHo oTHomeHue (INR), e Hapacno cnpsmo usxoaHsoro ot 1,7 no 1,8 m ot
2,6 no 3,4 CHLOTBETHO B TPYNATA Ha NOOPOBOJILMTE M TPYNATA HA NALMEHTHTE, B MAOIO PeIKM CilyvaH ca
Onnn noknagBaHH noemmeHH croiiHocT Ha INR. Tlpd nauMeHTH, KOHTO npHEeMaTr KyMapHHOBH
AHTHUKOAaryJIaHTH, NpoTpoMOMHOBOTO BpeMe TpAOBa Aa ce onpenensa nNpeaH fa ce 3armovHe NpHeMa Ha
CHMBACTATHH M JOCTATBYHO YECTO CA€A TOBAa B HAYANOTO HA JICUCHHETO, 33 1a € CHIYPHO, Y€ HiIMA,
3HAYMTEIHH IPOMEHH B npoTpoMOHHOBOTO BpeMe. Crea cTabunnsupane Ha NpoTpoMOGHHOBOTO BpeMe,
WHTEPBAIIMTE 33 MpOcHeasBaHe Ha NpoTpoMOMHOBOTO BpeMe Morar aa Opaar ofmvalinmure, Kouro Ce
NpenopbYBAT TPH NAalMEHTH Ha JIEYEHHE C KYMApHHOBH aHTUKoaryjaHTH. (CbhllaTta npoueaypa ce
NOBTapd, B CAyuaif 4e Jo3aTa Ha CHMBACTATHH Ce NPOMEHH WIH JieueHueTo 6bae npekpareHo. JleueHueTo
CEC CHMBACTATHH HE C€ aCOLHHp2 C KBbPBEHE WIH ¢ NPOMEHH B NPOTPOMOMHOBOTO BpeME MpH
NMALUEHTHTS, KOHTO HE B3WMAT AHTHKOAryJIaHTH.

4.6 DepruaHTeT, OpEMEHHOCT H KbPMEHE

bpeMennoCT

CHMBaKop € NMPOTHBOMOKAa3eH 110 BpeMe Ha DpeMeHHOCT (BK. TOuKa 4.3).

besonacHocTTa npH GpeMeHHH XKeHy He € yCTaHOBeHa. HaMa KOHTpOIMpaHn KIHHHYHE NPOYYBaHHA CBC
CMMBACTATHH, TNPOBEICHH NpH OpeMeHHHM JXEHH. Paako ca nouTyvyaBaHH CBOOINEGHHSA 332 BPOACHH
AHOMAJIMH, BCJIE/ICTBHE Ha BETpeMaTouHo uinarane Ha HMG-CoA penykrasii uaxuburopu. Obaue, npu
aHANH3 HampaBeH Ha npuoMM3uTenHo 200 NMPOCMEeKTUBHO npociencHH OPEMEHHOCTH, H3[IOKEHH IO
BpeMe Ha ITbpBHA TPHMECTEP Ha CHMBACTaTHH Wi Apyrd crpykTypHo 6ansku HMG-CoA peaykrazHu
MHXHOMTOpH, YeCTOTaTa H4 BPOJECHHTEe AaHOMAJIMH € CpaBHMMa ¢ Ta3H HabmopmaBaHa B obuiara
nomynaipsa. B To3u aHannz OpoAT Ha OpeMEHHOCTHTE OEIIE JOCTATHUEH, 32 Ja C€ H3K/IOMH JBa IbTU H
NIOJIOBMHA WM TOBeYe MBTH YBREIMYSHHe Ha BPOACHHTE aHOMAIIMH Haj 6a3HCHAaTa 4ecToTa.

Bronpeks, ue HAMa AOKA3aTE/NCTBA, Y€ YECTOTaTa HAaBPOAEHHTE aHOMANMH cpe/l OKOJCHHETO Ha
NalMEHTKH, [PHEMATH CHMBAaCTATHH ®WIM JpyrH crpykrypdo Onmmskd HMG-CoA penykrasHu
HHXHOUTOPH, CE€ pazIM4YaBa OT Ta3d, HabmoJaBaHa B odiLaTa nomynauusd, JEYEHHETO ChC CHMBACTATHH
no BpeMe Ha OpeMEHHOCTTa MOXKE Jla HaMAJIH (QeTalHWTS HUBA Ha MEBAJIOHAT, KOHTO € MPpeKypcop Ha
XOIeCTEPOIOBATa OHOCHHTE3a. ATEPOCKAEPO3aTa ¢ XpOHHYEH IpoLec W NPEKhCBAaHETO HA TepanuATa ¢
NOHMKABAIM JIMIHAWTE JEKApCTEA MO BpeMe Ha OpeMEHHOCT HMa MAajko BJHAHHE BBpPXY
OBIFOBPEMEHHHA PHCK, CBBP3aH ¢ ITbpBHYHATa XHmepxojiectepoieMus. Ilopaam Te3aM npuuHHW,
CuMBakop He Tpsa0OBa fa ce HW3NOM3Ba MPH OpPeMEHHH KEHH, TIPH JKEHH Bb3HAMEPABAILM Aa 3a6peMeHeaT
WIH T€3H, 3a KOHTO e mpeArnonara, ye ca 6peMeHnn. Jleuennero cbe CuMBakop Tpabpa Aa ¢¢ MPEKbCHE
1o BpeMe Ha GPEMEHHOCTTa WIH 0KaTO C¢ YCTAHOBH, Y€ jKeHaTa He € OpeMeHHa (BHX TOUKH 4.3 ¥ 5.3).

Knpmene
He e usBecTHO Aan¥ CHMBACTATHH HIM HETOBHTE METAOONMTH CE€ €KCKPETHpPAT B K

MHOTO JIGKapCTBA C€ EKCKPETHPAaT B KbPMATA H MOpaAH NOTEHUHANHHA PHCK 3a
peaKLMH, KCHUTE, NONyYaBald CHMBAcTaTHH, He TpsaOBa Aa KbpMAT (BIDK TOYKA 4.3




PepTHINTET
JlunceaT KAMHMYHM JaHHM OTHOCHO edeKTHTe Ha CHMBAcCTaTHH BBPXY (QEPTWINICTA NPH XOpa.

CHMBACTATHH He € HMall e(eKT BbpXY (GepTHANTETA MPH MBXKKH H XKEHCKH ILTBXOBE (BXK. Touka 4.3).

4.7 EdextH BLPXY cnoco0HOCTTA 32 modHpane H padoTra ¢ MAIIHHA

CHMBaKop He TOBJIMABAa WIM NOBIHABA INpeHeOpexxuMo crnocofHOCTTa 3a modupaHe u pabora c
MalIMHH. Benpexd ToBa, npu mwodHpane wid pabota ¢ MalMHK, TPAOBA Aa ce HMa NpPEOBHI, Y€ NpH
MOCTMAPKETHHIOBHSE OTIHT HMA PEAKH ChOOINECHHA 3a 3aMaiiBaHe.

4.8 Hexenans JeKapcTBeHH PEAKIHHA

YecToTata Ha CleIHHTE HEXENaHH JIEKApCTBEHH peaklMM, KOHTO ¢a ¢hoblaBaHH Mpe3 MEpHOAa Ha
KJIMHWYHH W3MHTBAHMA W/HIIH TIpe3 NMOCTMAPKESTHHTOBHA NIEPHO, € ONPENeicHa cnope TAXHATA Y€CTOTA
B FOJIEMH, MPOABIUKHTENHH, TUTALe50-KOHTPONHPAEH KIHMHHYHH H3NKUTBaHUA, BIouHTenHo HPS

(Heart Protection Study — Ilpoydueane 3a kopouapHa kapauomporekuusa) H  4S (Scandinavian
Simvastatin Survival Study — CkanguiaBgcko poyuBane 3a NPEKHBAEMOCT NpH cHMBacTaTHH) ¢ 20 536
¥ 4 444 nmaluMeHTH CHOTBETHO (BXK. Touka 5.1). B HPS ca nokyMeHTHpaHH caMO CEPHO3ZHHTC HEXCJIAHH
NIEKAPCTBEHM pPeakUMHM KATO MHaJTHA, NoBHlIaBaHe Ha cepymHuTe TpaHcamuHazd W CK. B 45 ca
HOKYMEHTHPAHH BCHUYKM HEXelaHW JEeKapCTBeHW peakiuM ONMcaHM NO-foiay. AKO 4ecTOTara npu
CMMBACTaTHH ¢ OHNa Io-Maika Wi nogoOHa Ha Tasd npu mnane®o B Te3H M3NHTBAHHA H € HMANo
nogobHy, OGACHHMMH, NPHYHHHO-CBBP3AHH CMNOHTAHHO JOKIaJBaHH CBOMTHA, TE3H HEXeNaHH
NEKAPCTBEHH PEAKLMH €3 KNACH(PUIHPAHH KATO ,,pEAKY .

B nmpoyusauwero HPS (Bxk. Touka 5.1), srmousamo 20 536 nauventd € npuwiarad cumpactatu 40 mg
(n=10269) nuepno wm miauedbo (n=10267), 3a nepmona Ha NPOYYBAHETO OT CPEAHO 5 TONHHM,
npodHakT Ha GesonacHoCT € G MoNo0EH NMPH MaLHEHTHTE TPETHPaHH Cbe CUMBACTAaTHH 40 mg 1 Te3H,
TpeTHpaHH ¢ malebo. YecToTHTe Ha NPEKBCBAaHE Ha TepanMATa MOpPanH HEKEIaHH JIeKAPCTBEHH
peakuMi ca cxogHu (4,8 % NPH NAUMEHTHTE, NeKyBaHH cbc cumsactatun 40 mg w 3,1 % npn
NanueHTHTe Ha mnauebo). Yecrorata Ha muomarha e Owna <0,1% npH nmanpeHTHTE, JIEKYBaHH ChC
caMBacTarnH 40 mg. YecroTara Ha NOBMINEHH TpaHcamMHHasu (>3 meTH ITH, noTBbpAEeHO ¢ MOBTOPHH
nicneasanus) € 0,21 % (n=21) npu NaLKMEHTHTE NEKYBaHN cbe cumBacTtaTtiH 40 mg H 0,09% (n=9) npu
NANMEHTH Ha manedo.

YecToTata Ha HeXEJIAHWTE JIEKapCTBEHHM peaKLMH ca KIACHPHUWpAHH KakTo ciaeAsa: MHOro 4ecTH
(=1/10); Yectu >1/100 mo <1/10); Hewectu (=1/1000 no <1/100); Peaxu (=1/10 000 no <1/1000); Mnoro
peaxu (<1/10 000), ¢ Hen3BecTHA YecTOTa (OT HANMYHHMTE AAHHH HE MOXKE Ja Obe HallpaBeHa OLICHKA).

Ha €HHA HA KPHbBTA H TUMGbHATA CHCTEMA:
Peoxu: aHeMHus

[TcuxHYHH HAPYIICHHA:
Moo peoxu: 6eacoHHe

C neuszsecmua yecmoma: ACTIpecHa

Hapyiienud Ha HepBHATA CHCTEMA:
Pedxu: rnaBobonue, napecTezvs, 3aMasHOCT, nepudepHa HEBPOMATHSA

Mhuoeo peoxu: yBpeXxaane Ha NaMETTa

PecnipaTOpHU, IpeAHH M MENTHACTHATHH HapyIIEHHS:
C neuzsecmua yecmoma: UHTEpCTULIMANHA OenoapoOna bosect (Bk. ToOUKa 4.4).




CToMallHO-YpPEBHH HAPYUICHHS:
Peoxu: xoncrunauma, abgomusanHa Oojika, dnaryneHuMa, AUCNENCHA, AWapHd, rajicHe; noBpblIaHe,

aHKpeaTHT

XenaTtoOWIHADHH HAPYINIEHUS ;
Pedxu: xenaTut/uxkrep

Mhnoeo peoxu: daranHa B HedaranHa yepHOApOOHA HEAOCTATBUYHOCT

HapyiieHHs Ha KOXAaTa ¥ NOAKOXKHATA TEKaH:
Peoxu: obpun, cupbex, anonenus

Hapyienns Ha MyCKYJIHO-CKENIETHATA CUCTEMa H CHEIMHHTE/IHA ThKaH:
Peoxu: wmuonaTHs* (BKIIOYMTENHO MHO3HT), pabaomMHonusa ¢b¢ WM Oe3 ocrpa ObOpeuna

HEIOCTATHYHOCT (BK. TOYKA 4.4), MHANTHS, MYCKYJIHH KpaMiy

HapywieHus va HMyHHaTa CHCTEMA
Mnozo peoxu: aHapUIaKCHs

*B engHO KIHHHYHO TpOYUBaHE MHOMATHA C¢ cpema oOW4aiHO NpH TAUWEHTH, JICKYBaHH CBC
cuMBacTaTyd 80 mg MHEBHO B CPABHEHHE C NAIMEHTHTE, NEKYBaHHM ChC CHMBACTaTHH 20 mg NHEBHO
(cwotBeTHO 1,0% cnpamo 0,02%)(Bx. Touxu 4.4 u 4.5).

C HeHM3BECTHA uYECTOTA: TEHAHMHONATHA, TIOHAKOra YCIOXKHEHa ¢ pynrypa; HMyHOMEOHHpaHa
BeKpoTH3Hpaina Myonatus ( HMHM)* *

**Muoro psako ca c¢hoflaBaHK CIyyad HA HMyHOMeIMHpaHa HekpoTusupama Muonatua (MMHM),
ABTOHMYHHA MHOMATHA, MO BpPEME HA WIM Clel JjeucHHe ¢ HakoH crathHHH. Knnnuwunwo HMHM ce
XapaKTepH3Hpa ¢ MPECHCTHpallia NPOKCHMAlHA MYCKy/JIHa ¢JafocT M MNOBHINEHH CepyMHHM HHMBA Ha
KpeaTHH KHHA3aTa, KOHTO MEePCHCTUPAT, BHIPEKH MPEKPaTABAHETO HA JICUYEHHETO ChC CTATHH, MyCKy/Ha
OHOMCHA, TNOKA3Ballla HEKPOTH3Hpala MHOMaTHS ©e3 3HauMMO PBB3NAICHHE; MNOROOPEeHHEe <
YMYHOCYTIEPCHBHM CpeAcTRa (BK. TOuka 4.4),

Hapyniennsa Ha Bp3NpPOM3BOIMTECAHATA CUCTEMA ¥ IbpOaTa.
C neuzeecmua vecrmoma: €peXTWIHA JHCPYHKUHA

OO01nn HapymeHHs ¥ €heKTH Ha MACTOTO Ha [IPUIOKEHHUE:
Peoxu: acreHus

Paako ce croOinara 3a H3paseH CHHIPOM Ha CBPBXUYBCTBHTEIHOCT, KOHTO Na BKIIOYBA HAKOH OT
CIIEHUTE CHMITTOMH: aHTROENEM, TYNIYC-TIOA0OEH CHHAPOM, PEBMATHYHA TIOJTHMHAJITHA, AEPMATOMHA3HT,
BacKyJIUT, TpoMOOLMTONEHHs, ¢o3uHOpMIMA, moHmeHa CYE, apTpHT M apTpanrus, YPTHKapHA,
(OTOUYBCTBUTENHOCT, BUCOKA TEMIIEpaTypa, 3a4U¢pBABaHe, AUCTIHES M OTNAaTHANOCT.

Hzcaenpanus:
Peaxy: NOBHINEHH CTOMHOCTH HAa CEPYMHHTE TpaHCaMHHa3M (ajaHHH aMHHOTpaHc(epasa, acmaprar,

aMHHOTpaHcdepasa, y-TIyTaMWw TpaHcnenTH3a)(Bx. Touka 4.4 YeproapoOHH epekTH), MOBHIIABAHE HA
CTONHOCTHTE Ha ankannata QocdaTasa; nokaypaHe HA HUBATA HAa cepyMHaTa KpeaTHH KHHasza (CK)(Bxk.
TouKa 4.4).

osumasane Ha HbAlc M cepyMHHTe HHMBA Ha TJIIOKO3a HAa Iagno ca ChoOLIABAHH INPH CTaTHHH,
BIJIIOYHTENHO CHMBACTATHH.

[Tpu NOCTMAPKETHHIOBHA ONIUT PAAKC ¢a Cho0WAaBaHH cAYYaH HAa KOTHHMTUBHO YBPESK]
Ha MaMeTTa, Pa3ceAHOCT, aMHe3a, YBpPEeXJaHe Ha naMeTTa, OObpKBaHE), CBBP3AHM
CTATHHH, BKIIOUHTENHO ¢HMBAcTaTHH. Cho0ineHuaTa 0OMKHOBEHO HE Ca CEPHO3HH



NPeKbCBAHE Ha JICYSHHUETO CHC CTATHH, ¢ PA3IHYHO BpeMe Ha NosBa Ha cUMTOMHMTE (1 JIeH 10 TOAHHH) H
OT3BYYaBaHe HA CUMITTOMMTE (MEHaHa 3 CEAMHLIH).

Cneanvre QOMBEIHUTENHH HE)KEJIAHH PEAKLMH Ca CHOOIEHH APH HAKOH CTATHHH!

. HapyIiueHus Ha CbHA, BRIIOYKHTEIHO KOIIMapH
. Cexcyanna AMchYHKLHA
° 3axapen auaber: YectoTara 3aBHCH OT HAJHYHETO WM OTCHCTBHETO HA PHCKOBH (PaKTOpPH

(rmoxo3a B KpbLBETA Ha rmagHo = 5,6 mmoll, BMI > 30 kg/m°, NOBMIEHH TPHIJIMLIEPHAHN,
aHAMHe?3a 34 XUIMEePTOHHA).

ITeanaTpHyna nonyaanus

B 48 ceamuuHo mpoy4uBaHe, BKIIOYBAMIO Jelia M toHowH (MnazgexH I crenen no TaHep u Harope u
OEBOHKH, KOUTO ca MOHE eAHA NOJHHA CIIe/ [TbpBaTa HM MeHCTpyauus) Ha Be3pact oT 10 no 17 roaunn, ¢
XeTepo3HUroTua paMuiHa xunepxonecreponeMus (n=175), npopursT Ha 6€30MaCHOCT H MIOHOCHMOCT Ha
rpynaTa, JICKyBaHa ChC CHMBACTATHH ¢ OWI NoaoGeH Ha TO3¥ MpH rpynarta, JieKyBaHa ¢ miauebo. B
IOBIrOCpoyeH rutaH epeKTET BhPXY PHU3HYECKOTO, HHTENEKTYAIHO H CEKCYATHO pa3BHTHE HE € H3BCCTCH.
B MOMEHTa HAMa JJOCTATHYHO HATMYHH JaHHM Clle]] €AHa FOAHHA Ha JieueHHe (BK. Touku 4.2, 4.4 H 5.1).

Cro0maBane Ha NOJ0INPAHE HEKEIAHH PEAKIIHH
Cr061maBaHeTO Ha NOAO3MPAHH HEKEIAHHM JIEKAPCTBEHH PEAKIMH ClleAl paspeliaBaHe 3a ynorpefa Ha

NEeKAPCTBEHUA NPOAYKT € BAXKHO. TOBA MO3BONARA /A NPOALAKH HAOMIOAEHHETO HA CHOTHOUICHWETO
ON3a/PHCK 33 JIEKAPCTBEHHA NpoaykT. OT MeJHIMHCKHTS CHELMaIHCTH ce M3HCKBa Aa chobuiasar
BCAKA [IO/IO3HPAHA HEXENaHa peakims 4Ype: HaUMOHATHaTa CHCTeMa 3a cBpobmapaHe Ha
H3mrbiiHHTENHATA areHLs no IeKapcTBara.

KoBTAKTH:

H3ITbJIHHUTENHA ar¢HI{AA N0 JIEKAPCTBATA.,
buarapusa

yn. ,,Jamsan I'pyes” Ne 8

1303 Codusn

Ten.: +35 928903417

yeGcaift: www.bda.bg

4,9 Ilpeno3mpane
KeM MOMEHTA MMa CHOOLIEHHS 32 HAKOJKO ¢jiyyas Ha npenosypaHe; MakCHMalHaTa nNpyUeTa ao3a € 6hia

3,6 g. BCHHKH MALHEHTH ca ¢ Bb3CTAHOBWIH Ge3 mocnencTeusd. HaMa crnienMbn4io jeueHHe B Clyyai
Ha npexo3upade. B TakuBa ciaydadn TpabGea Ja OboaT NPHUNOXKEHM CHMITOMATHYHH W NOJABPIKALlH
MEpPKH.,

3. @©@APMAKOJJIOI'NYHH JAHHH

5.1 ddapMaxkoanHEAMHYHE CBOHCTBA

®apmaxorepaneprwdsa rpyna: HMG-CoA peaykxTaziu HHXHOHTOpPH.
ATC xon: C 10 A A01

MexaHH3EM Ha JelicTBHE

Crea nepopaTHO NPHIOXKEHHE, CHMBACTATHH, KOHTO e HEaKTHBEH NAKTOH, C€ XWAPOJIH3Mpa B YepHHA
apo6 10 CHOTBETHATA aKTHBHA [P-XMAPOCKWKHCENMHA, KOoATO ¢ momleH HHxHOMTOoB Ha HMG-CoA
penykrasara (3-xuapokcu-3-merHiarayrapun CoA penykrasa). To3H ¢H3MM KaTanu3upa 1 AES
ra HMG-CoA B8 MeBanoHar, paseH A CKOpOCTOONpPERENALL €Tall B OHOCHHTE3a Ha Xon '




CUMBACTaTHH € 10Ka3a/, Ye HaMaJIABa, KAKTO HOPMAaJTHHTE, Taka ¥ NOBHLICHATE KOHLEHTpalui Ha LDL-
C. LDL ce ¢opMmHpa OT THNONPOTEHHH ¢ MHOTO HucKka mabTHOCT (VLDL) H ce karabonuzupa, NpeaAUMHO
or LDL-peuentop ¢ BHcok aduHuTer. Mexanuamst Ha LDL-noHnwxasammus edekT Ha CHMBACTaTHH
MOJKE J1a BKIIOYBA KAKTO PeAyKLMATA Ha KOHUEHTpalmsaTa Ha VLDL-xomnecreposna, Taka H HHAYKUMATA
Ha LDL-peuenTopa, AoBekKIalKH 10 HAMAIEHO NPOU3BEXAaHe M yReIHycH Katabonussm Ha LDL-C. o
BpeMe Ha Tepanuara ChC CHMBACTATHH, CHUIECTBEHO chana # anonunonporedd B. OceeH Tosa,
CHMBACTaTHH yMepeHo yeenuuaBa HDL-C u norwxasa ryiasMeHHTe TPHIIHLEPHAM. B pe3ynrar Ha Te3u
MPOMEHH, € PeAyIHpaT ChoTHOWEeHHATA Ha ofmus xonectepon koM HDL-C u LDL-C xsm HDL-C.

KnnauaHa edukacHOCT B 6030NaCHOCT

Bucox pucx om ucxemuuria 6orecm na copyemo (HBC) unu ooxazana HEC

B npoyuBaneTto 3a kopoHapHa npotekiusa (Heart Protection Study, HPS) edexTHTe oT TepanusTa ¢be
CHMBAcTaTHH ca oueHeHH npu 20 536 naumenTH (Ha Bp3pacT 40-80 ronHH#), che Wi 6€3
XHIEPITHIMACSMHA U ¢ HeXeMHuna GONecT Ha CHPUETO, APYTH OKITY3HBHH apTepHANHK 3a00/19BaHHUA HIIH
saxaped amabet. B Tosa npoyusane, 10 269 nanueHTH ca NeKyBaHd ¢hC CMMBAacTaTHH 40 mg THEBHO K
10 267 naunenTH ca 61nu Ha nnanebo cpeaHo 3a nepHox oT 5 roguud. M3xoanrwte nusa Ha LDL-C ca
Ounn kakro cneapa: noa 116 mg/dl mpu 6793 nauuent (33%), mexnay 116 u 135 mg/dl npu 5 063
nanuedTs (25 %) 1 no-rojeMu ot 135 mg/dl npu 8 680 naumenTH (42%).

JleyenneTo cve cuMBacTaTHH 40 mg AHEBHO COPAMO MAauedo € JOBENO A0 3JHAaYUTETHO HAaMaJIIBaHe Ha
obmara emeptHocT (1 328 [12.9 %] npu nauMeHTHTE, NEXYBaHH CHC CHMBACTaTHH, cnipsamo 1 507
[14,7%)] npy naumeHTHTE, JieKyBaHn ¢ mnauebo; p=0,0003), nopaau namanssane ¢ 18 % Ha
CMBPTHOCTTA OT KOPOoHapHH 3abonapanua (587 [5,7%] copamo 707 [6,9]; p=0,0005; noHibkapaHe Ha
abcomoTHHA puck ¢ 1,2%). HamansapaHeTo Ha CMBPTHOCTTA NMOPaIH HECHAOBH 3aD0JI9BaHHI HE TIOKA3BA
CTATHCTHYECKA 3HAYAMOCT. CHMBACTATHH CBIIO TAKa HAMAIABA PUCKa OT IoJIEMH KOPOHapHH
MHLMACHTH (ChCTABEH KpaeH MOKa3aTe, BKIHOUBall HedaTanHua HHPAPKT Ha MHOKapJa HiIH CMBPT
npu UBC) ¢ 27% (p<0,0001).

CHyMBaAcTATHH HaManaBsa HeoOXOAMMOCTTA OT KOPOHAPHM PEBACKYIIapHA3AITHONHH NPOLIeTy P
(BKIIOYHTENHO TPAHCILUIANTALMA Ha KOPOHApEH apTepHaneR 6ainac n NnepKyTaHHa TpaHCITyMeHalHa
KOpOHapHA aHMHOIUIACTHKA), KaKTO U HeoOXoAMMOCTTa OT neprupepHH H APYTH HEKOPOHAPHH
PEeBacKyJIapH3alMOHHH NMpoLEAyYPH, ¢ 30% (p<0,0001) u 16% (p=0,006) croTBeTHO. CHMBACTATHH
HaMaIABa PHCKA OT MO3bUeH HHCYIT ¢ 25% (p<0,0001), koero ce xwrkH Ha 30% HamaneHne Ha
HexeMudHHs uHcyaT (p<0,0001). B momwiHeHHe, B nogarpara Ha NaUMEHTHTE ChC 3aXapeH nuaber,
CHMBAcCTaTHH HaMangaBa PHCKA OT Pa3BHTHE HA YCJIOKHEHHMA OT CTPaHa HA TOJIEMHTE KPBBOHOCHH
CBJOBE, BTIOYHTENHO NepudepsH peBacKyIapH3aliHOHHH NPoLeAypH (Onepaiiis HiIH aHrHOMIACTHKA),
aMITYJITALHA Ha JOAHH KpaifHHLM, WITH YIKYCH Ha Kpakara ¢ 21% (p=0,0293). IlponopuHoHanHoTo
NOHWKABAHE Ha YECTOTAaTa Ha ¢HOHMTHATA € NOACOHO NMpH BCAKA OT [IPOYYBaHUTE NOATPYITH MALMEHTH,
BKJIIOYHTENIHO NPH T€3M 63 KopOHapHH 3a60MABaHE, HO C MO3BYHO-CBHAOBO WIH NepuBEPHO
apTepHaJiHO 3a00ABaHe, MBbXKe ¥ JKSHH, IPH MALMEHTHTE Ha Bb3pacT NO4 Wi Haj, 70 ronqvHH TIPH
3aN0YBAHE Ha NPOYUBAHETO, MPH HAJTMYHME MM OTCHCTBHE Ha XHNIEPTORHA H 0coOeHo nipH Te3u ¢ LDL
xonecrepon noA 3,0 mmol/l npu 3anousane Ha OPOYUBAHETO.

[Tpun CKaHIHHABCKOTO MPOyYBaHE 3a NpexHUBIEMOCT npu ciMBacTaTiH (Scandinavian Simvastatin
Survival Study, 4S) edekTET OT TepanuaTa ¢HC CHMBACTATHH BBPXY 00LIaTa CMBPTHOCT € OLIEHEH MpH

4 444 naumentn ¢ UBC u u3xoanu HEBa Ha ol xonectepon 212-309 mg/dl (5,5-8,0 mmol/1). I1pu ToBa
MYJITHULEHTPORO, PaHIOMH3HPAHO JBOHHO CiIAMNO, INaleto —KOHTPORHPAHO NPOyYBaHEe, MAalHEHTHTE ©
aHrMHa MIEKTOPHC WM NPeXHBAH MUoKapaeH HHdapkT (MH) ca nognoxkeHnu Ha AveTa, CTAHAAPTHH
rpuxu H cHiMBacTaTHH 20-40 mg aveeno (n=2 221) wmm nnauebo (n=2 223) cpeano 3a nepuos-s:4-..

=
B N
"I 1'-\.
- Ta TN,
S

roauay. CHMBACTATHH HaMasiBa pucka oT cMBpT ¢ 30% (HaMansaBaHe Ha aDCOMOTHHA PHCE ﬂgﬁﬁg
PuckeT o embpT nipu MBC namansea ¢ 42% (HaManssane Ha aOCOMOTHMS PUCK ¢ 3,570 6 CJamBaCT :, .

CBHIIO TaKa HaMaJIABa PUCKa OT MOABATA HAa I'OJIEMH KOPOHAPHH CHOHTHA (CMBPT Mp
KITHHHYHO JIOKa3aHH H ,, THxu~ Hedatannu MH) ¢ 34%. Oceen ToBa, CAMBACTATHH JHAE

HaMallgBa pHcKa oT PAaTaIHH U HeaTaaHH MO3BYHO-CHIAOBH HHLMASHTH (HHCYJIT HL AL



HcxeMHYHH aTake) ¢ 28%. He ca OTKPHTH CTATUCTHYECKH 3HAYUMHU PAAIIKH MEXIY TPYIIHTE N0
OTHOHICHHE Ha He-KapZHOBACKY/IaTOPHATA CMBPTHOCT.

[TpoyuBaHeTo Ha ePEeKTHBHOCTTA OT BOMBIHHTS/IHO HOHWKABAHE HA XONECTEPOJIA H XOMOLIMCTCHHA
(The Study of the Effectiveness of Additional Reductions in Cholesterol and Homocysteine, SEARCH)
oneHaBa edeKTa Ha NeYCHHETO ChC cuMBacTaTHH 80 mg cnpsamo 20 mg (MeauaHa Ha NPOCICAIBAHETO
6,7 roauHK) BHPXY rojieMu cpaoeH cbutna (MVE; nedunupanu xaro UBC, nedatanen undapkr Ha
muokapaa (MH), kopoHapHa peBacKyJIapH3allMOHHA NpolieRypa, HedaTancH H daraieH MO3BUEH
MHCYNT WA# nepudepHa peBackyaapuzaliuonHa nponeaypa) npu 12 064 nanpeH! ¢ aHaMHesa 3a
uHpapkT Ha MHOKapza. Hama 3HauuMa pasnuka B uecrorara Ha MVE mexny asere rpynm;
cumBacTaTHH 20 mg (n=1 553; 25,7%) cnpamo cumBactaTuH 80 mg (n=1 447; 24,5%), oTHOCHTENICH
puck 0,94, 95% nosepurened untepan: 0,88 go 1,01. AGcomoTHara pasmika 8 LDL-xonectepona
MEXKIY ABETE MPYIIM 110 BpeMe Ha Kypca Ha mpoyusaHeto € 0,5+0,01 mmol/l. [Tpodunst Ha
0ez20macHOCT € CXOZeH B JBeTe IPYIH Ha JICUEHHE ¢ H3KIMIOYEHHE Ha Y€CTOTAaTa H3 MHOTIATHA, KOATO €
nputamsuTesHo 1,0% npH nauyMeHTH Ha JedyeHKe ¢be cuiMBacTaTiH 80 mg cnpamo 0,02% npu
MAlHEHTH Ha JieYeHHE CbC CHMBACTaTHH 20 mg. [Ipuban3HTrenHo nofOBHHATA OT TE3H CJIy4aH Ha
MHOIATHA C€ CpellaT Mo BpeMe Ha ITBPBaTa roAHHA OT Je4YeHHeTo, YecToTara Ha MHONIATHA NPe3 BCAka
cllenBalia rojiMHa Ha JeueHueTo € npubausurento 0,1%.

Ivpeuuna xunepxonecmeponemuss ¥ KOMOUHUPAHA XUNEPAUNUOCMUA

Ipu npoyuBanus, cpaBHABalH edrxacHocTTa U He30macHOCTTa Ha cuMBacTatus 10,20,40 1 80 mg
JIHEBHO IIPH NALHEHTH ¢ XUNEPXONeCTEPOIEMI, cpeupre monmwkeHHs Ha LDL-C ca croreerHo 30, 38,
41 u 47%. Ilpu npoy4BaHIs ¢ NALMEHTH ¢ KOMOHHHpaHa (CMeceHa) XUNePIMITHACMus, npHematiy 40
mg v 80 mg CUMBACTATHH, CPEAHOTO HAMANICHHE Ha TPUITIMLIEPHANTE € choTBeTHO 28 1 33% (manebo:
2%), a cpeaHoTo nopHinarane Ha HDL-C e croTBeTHO 13 M 16% (mnanebo: 3%).

Ieouampuuna nonyaayun

B eaHo npoiiHo-crano, miauebo-KOHTPONIMpaHo npoyusale, 175 naumenTH (99 mnanexu 11 cTened no
Tanep u Harope U 76 I€BOIKH, KOHTO Ca NIOHE €XHa rOAHHA cJie] MBpBaTa UM MEHCTPYalua) Ha Bb3pacT
ot 10 no 17 ronuum (cpeana pb3pact 14,1 roaunn), ¢ XeTepo3UTOTHA (PaMUIIHA XHIIEPXONIECTEPOIIEMAA
(Xe®X), ca paHIOMHU3HPAHHM Ja MOAYY4aBaT CHMBACTATHH WIH TUianeto B npoabukeHHe Ha 24 ceaMUIy
(ocHOBHO npoyysane). 3a BKIIOYBAHE B ripoyuBaHeTo ce u3ucksa LDL-C mexay 160 1 400 mg/dl na
H3XOHOTO HHBO M MOHE eAuH poauTen ¢ HuBo Ha LDL-C>189 mg/dl. Jo3Hposkara Ha CHMBACTaTHH
(Bemirbk AHEBHO, Beuep) € 10 mg nipes mepeuTe 8 ceamuiy, 20 mg npes sropute & ceamunm, u 40 mg
cien ToBa. B pasmmpenuero ot 24 ceamuii, 144 nanpenT# ca NpeanoYyesy Aa NPOAL/DKAT TepanuaTa H
ca noyyaBaid 40 mg cMMBacTaTHH MM TUianeo.

CHMBACTATHH 3HAYKTEITHO HaMaaBa mnasmeHure HuBa Ha LDL-C, TG, u Apo B. Pesynrature ot
pa3sLIMpeHHETO N0 48 CEAMHIM Ca CPABHHMH C NMOMYYEHHTE NPH OCHOBHOTO MPOYYBAaHE.

Crien 24 ceAMHYHO JICYEHHE € NOCTHIHATO cpeiHo HuBo Ha LDL-C 124.9 mg/dl (rpanuuu: 64,0-289,0
mg/dl) npu rpynara, NexyBaHa ckC cHMBacTaTHH 40 mg, cpaBHeHo ¢ 207,8 mg/dl (rpanmiw: 128,0-
334,0 mg/dl) npu rpynara, nekyBaHa ¢ wianebo.

Cnen 24 ceqMHYHO Jie4YeHHe ChC CHMBAcTaTHH (¢ HapacTBaili go3u ot 10, 20 no 40 mg nHeBHO NpH
HHTEpBal OT 8 ceaMULIN) CHMBACTATHH NMOHIXaBa cpeaHoTo HUeo Ha LDL-C ¢ 36,8 % (rnauebo: 1,1%
YBEJIHUEHHE OT M3XOAHOTO HUBO), CpeiHUTE HHBA Ha Apo B ¢ 32,4% (nnauebo: 0,5 %) u cpeanara
croitHoct Ha TG Husarta cbe 7,9 % (mnanebo: 3,2%, u e yeenuuun cpeguure HDL-C HuBa ¢ 8,3 Yo
(rwauebo: 3,6%). B aparocpoyen raH moji3ara Ha CHMBACTATHH NPH CHPAECYHO-ChAOBHTE CTYYaH NpH
nae1ua ¢ Xe®X e HEH3BECTHA.

besonacnocTTa 1 edHKaCHOCTTa Ha 031, RaBAwaBamy 40 mg AHEBHO HE Ca NOMYYCHA,
XeTepo3uroTHa (paMuIHa XunepxonecreposieMud. B apnrocpoden miaH epuxacHOCTTa 9T,
ChC CHMBACTATHH B JIETCKA Bh3pacT 3a HaMangaBaHe 3a001eBaeMOCTTa H CMBPTHOCTT
He € YCTaHOBEHaA.




5.2 PapmMakoKHHETHYHH CBOHCTBA

CHUMBACTaTUH € HEAaKTHBEH JIAKTOH, KONTO in vivo BeAHAra ¢e XHAPOJHM3Hpa IO CHOTBETHATa [3-
XHUAPOKCHKHCENUMHA, MoeH HHXHOHTOp Ha HMG-CoA peaykrasara.

Xuaponusara ¢e OChIIECTBABA MABHO B YepPHHS Apo0; CKOPOCTTA Ha XHAPOIH34aTa B YOBCIKATA [U1a3Ma
€ MHOTO HHCKA.

®apMakOKMHETHYHHUTE CBOHCTBA ca OMMM OLEHEHH TMpH BB3pacTHH. HaMa HanvyHH (apMaKOKHHETHYHH
JaHHH NPH gelia H IOHOLIH.

AbcopOing

I[Ipu xopa cuMBacTaTul ce abcopGupa pobpe u nperspngsa 35aunTener firs-pass MeTaboIM3bM B YepHUS
npo6. MeTaGonmM3MBT B YepHHA Apo6 3aBHCH OT YepHOAPOOHHS KPHBOTOK. UepHHAT Apo0 € 0CHOBHOTO
MACTO HA JeliCTBUE Ha aKTHBHAaTa ¢opMa. bruoHanuuHOCTTa Ha B-XMAPOKCHKHCEIMHATA B CHCTEMHOTO
KPBLBOOOPBINEHHE ClIeH NepopancH npHeM Ha CHMMBAcTaTHH € MO-MAIkO OT 5% OT mpHeTara A03a.
MakcuMaliHa Nia3MeHa KOHUEHTpaL|s Ha AKTMBHHTE MHXMOHUTOPH ce JocTHra npubnusurento 1-2 yaca
cAel NPUIOKEHHETO Ha CHMBACTaTHH. EAHOBpeMEHHHAT NPHEM Ha XpaHa He BiMge Ha abcopOiuuAaTa.

(dapMakOKMHETHUYHHTE CBOMCTBA HA €JHOKPATHA M MHOTOKDATHHM 03 CHMBACTaTHH NMOKA3Ba, Y€ He
HACTBIIBA KyMYJIMpaHe Ha JIEKAPCTROTO CJISA MHOTOKPATHO J03UpaHe.

Pasnipenenenue
CBBp3BaHeTo Ha CHMBACTATHH H HETOBHTE AKTHBHH META0ONIHTH C ILU1a3MEHHTE MPOTEHHH € >95%.

EnumuHupaHe

CumsactatiH € cyOctpar Ha CYP3A4 (x. ToukH 4.3 1 4.5). OcHOBHMTE MeTa0OIMTH HA CHMBACTaTHH B
YOBEINKATA U1a3Ma ca P-XMAPOKCHKHMCENMHATA H OIN¢ YeTHPH aKTHBHM MeTabouuTta. Cnesl nepopaiHa
A03a Ha paavoaKTHEHO Oeng3aH CHMBACTATHH TpH Xopa 3a 96 uvaca 13 % oOT paagHOaKTHBHOCTTA Ce
otaensd ¢ ypuHarta u 60 % B dexamnre. KonnvecTBoTo, BB3CTAHOBEHO BbB (PEKATTHHTE, NPEACTABIABA
CKBUBAIEHTEH Ha abcopOMpaHHWAT JIeKapCTBeH MNPOAYKT, OTASIEHH B JKIBYKaTa, KakTo H
HeabcopOupanua JlekapcTBEH nponykr. Chen WHTpaBeHO3Ha MHXKekliMa Ha Meralonura P-
XHIPOKCHKHCEITHHA HETOBHAT MOJYXKMBOT € cpegHo 1,9 1aca. Cpeano camo 0,3 % or WHTpaBeHO3HATa
J03a ¢& EKCKPETHpA B ypHHATa KaTo HHXHOUTOPH.

CHMBaCcCTATHHOBATA KHCEJIHHA ¢ 110eMa akTHBHO B XenotauutHre upe3 QATP1BI1 tpancnoprepa.

CuMmBacraTiH € cyocTpat Ha euykcHua Tpancnoprep BCRP.

Cneyuannu nonyaayuu

SLCOIB1 nonumopgusvm

Hocurenn Ha SLCOIB1 ren ¢.521T>C anen mmar no-Hucka OATP1B1 axtusHocT. Cpennata
excnnosuuus (AUC) Ha rpaeHus axkTuBeH MeTabonuT CHMBAcTaTHHOBaTa kucenuHa € 120% B
xerepoaurotHd HocuTenu (CT) Ha anen C n 221% B xomozurotHd (CC) HOCHTENH B CPABHCHHE C TA3H
HA NAUMEHTH, KOHTO MMAaT Haii-uecro cpewanns redotun (TT). AnenstT C HMa wectoTa oT 18% cpen
HaceneHHero Ha Eppona. [Ipu nanpentn ¢ SLCOI1B1 nonumopdu3seM HMa pHCK OT TOBHIIEHa
€KCTNO3MIHA HA CUMBACTATHHOBA KHCEIMHA, KOETO MOKE Ja JOBee 0 MOBHLIEH pUCK OT pabaoMuonM3a
(BX.TOYKA 4.4). |

3.3 Ilpeax HMHAYHH JABREH 3a Oe30macHOCT

B3 0cHOBa HA KOHBEHLMOHAJHH MPOYYBAHNA TPH JKUBOTHH TIO OTHOLNEHHE HA ¢apmalcommammca:ra,




MandopMaliM H HAMA e(CKT BBPXY (EPTHINTETa, PEHPORYKTHBHMTE (YHKIMM H HEOHATAIHOTO
pasBHTHE.

6. ©®APMAIEBTUYHH JAHHHA

6.1 CnHEcBK HR DIOMOIMBHATE BeHIeCTBA

ByTUIXHAPOKCHAHM30
AcCKkopOMHOBA KHCENHHA

JInMOHeHa KNCETTHHA MOHOXMIPAT
MHKpOKpHCTAIIHA LIETyN103a
INpexenaTHHAPaAHO HHINECTE
MarHe3sues creapar

Jlakro3a MOHOXHApAT

DUIMOBO TIOKPHUTHE:
XunpomMenosa
XUAPOKCHIPONHILETYIO3a
TuTaHoB AHOKCHI

Tanxk

YepreH ¢epuokcuy

6.2 HechBMECTEMOCTH
Henpunoxumo

6.3 Cpoxk na roamocr
3 rogMueHA

6.4 ChnennanHu ycjI0OBHS HA ChbXpaHeHHE

CHMBaKOp ce ChXpaHsBa npa TeMaepatypa noj 25°C.
Ha ce cbxpaHiBa Ha MACTO HEAOCTBIIHO 34 AcLA.

6.5 Bnau chLaALpPXKAHHE HA OHAKOBRATS

CamBakop 10 mg ¢namMupann Tadiaerku

Cumeaxop ce npennara B PVC/PE/PVDC/Alu 6nucrepy, onakoBaHH B KapTOHEHa KyTHA, B ClIEAHHTE
KONMYeCcTBa B €1Ha onakoBka: 3 6nucrepa x 10 drwimupanu Tabnerku (30 Tabnerku)

Cameaxop 20 mg pnamuapana TabieTkn

CumBaxop ce npemnara B PVC/PE/PVDC/Alu 6nuctepu, onakosaHd B KapTOHCHa KyTHA, B CIICAHHTE
KOAWYECTRA B &7Ha onaxoska: 3 Omucrepa x 10 dunmupann Tabnerku (30 rabnerkn) n 9 dGaucrepa x 10
¢rnMupann tabnerku (90 Tabnetkn).

Cumsakop 40 mg pnnmuapanu TabneTkn

Cumeakop ce npenyara 8 PVC/PE/PVDC/Alu 6nrcrepH, onakoBaHd B KapTOHEHa KyTHA, B CAEAHHTE
KOJNHYECTBA B €Ha onakopka: 3 6mucrepa x 10 ¢punmupann Tabaerkn (30 Tabnerkn).

He BcHUKH BHZIOBE OTIAKOBKH MOTAT a OBAAT MycHaTH B npoaxoa.
6.6 Cpoenpaans npeana3HA MepKH NPH HIXBbpPJasiHe H paboTa

HsmMma cnenpaiHy H3BCKBaHUA.




7. IIPHTEXATEJ HA PASPEIIEHHUETO 3A YIIOTPEBA

“Yaitkadapma BucokokauecTBeHuTe Jlekapctea” AJ{
Oyi. “I" M. dumurpor” Ne 1, rp. Codua 1172, brarapus
Ten.: 02/ 962 54 54

¢ake: 02/ 960 37 03

e-mail: info@tchaikapharma.com

8. HOMEP HA PAZPEIIEHHETO 3A YIIOTPEBA

Cumaxop 10 mg ¢pmmmupasu Tadnern x 30 per. Ne 20060572
Cumsakop 20 mg ¢unmupann tabnern x 30 per. Ne 20060573
Cumsakop 40 mg ¢unmvupasn tabnetu x 30 per. Ne 20060574

9. JATA HA ITBPBO PA3PEHIABAHE 3A YIIOTPERA HA JEKAPCTBEHHS HPOAYKT

Hata Ha mppBO paspeinasade: 23.10.2006
Hata na noanosssane: 07.03.2012

10. JATA HA AKTYAJM3AIHA HA TEKCTA

Mapr, 2018




