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Vasilip 10 mg film-coated tablets
Vasilip 20 mg film-coated tablets
Vasilip 40 mg film-coated tablets

2, KAYECTBEH H KOJIMYECTBEH ChCTAB

Bcska gunmupana tabnerka ceabpxka 10 mg, 20 mg wnu 40 mg cuMBacTaTHH (simvastatin.

[HomomHO(M) BewecTBO(a) ¢ H3BECTHO ACHCTBUE:
Tabaerku or 10 mg | Tabnerku or 20 mg | TabneTkn or 40 mg

JIaKTO3a 64,53 mg 129,05 mg 258,11 mg

3a HBJHHUSA CMIHCHK Ha MOMOLIHHTE BeLlleCTBA, BHXKTE TO4Ka 6.1.

3. JIEKAPCTBEHA ®OPMA
dunmupana Tabnerka

Bazunun 10 mg ¢dunmMHpany TabneTky ca OBaJIHH, KO ABOMHOH3ITBKHAIH, OT €AHATA CTpaHa C
aenurenya yepra 4 ¢ 10 oT npoTuBononoxHarta ¢ctpaHa, 6eiau, GUuIMHpaHH TabIETKH.

Bazunun 20 mg ¢punMupasn TabAETKH ca OBAIHU, IEKO ABOHHOH3NBKHAIH, OT €0HaTa cTpaHa ¢
ACITUTENHA yepTa H ¢ 20 OT NpOTHBONOIOMKHATA CTpaHa, 6eH, hpuIMHUpaHd TabIeTKH.

Bazunun 40 mg ¢punMupaHy TabNETKH Ca KPBINH, JEKO ABOHHOU3ITBKHAM, CBC CKOCEHH pu0oBe, OT
€IHATA CTPaHa ¢ JeJINTe/IHA YepTa, benu, PUIMHpaHH TabneTKu.

TabneTkute Morar aa ce pa3JeaqT Ha ABe €AHAKBH JO3H.

4. KJINHAYHUA JAHHH

4.1 TepaneBTHYHH NMOKAIAHHUA

XHIEPXONeCTEPONEMHUS

JleueHre Ha NbPBHYHA XHIIEPXOJECTEPONEMHS WIH CMECEHA JUCITHNUAEMUA, KATO 106ABKA KbM
AMETATa, KOraTo OTrOBOPBT KbM JHETATA H APYTO HEMEAUKAMEHTO3HO JeueHUue (Hanp. PpusH4ecky
YCHJIMA, HAMAJICHME HA TErJioTO) € HeAOCTAThYUEH.,

JleueHHe HA XOMO3HIOTHA (haMWIHA XHIEPXONECTEPONEMUS, KaTO J00aBKA KbM AHMETATA U JPYro
AHOMIONOHWKARALLO NedeHHe (Hanp. LDL adepesa) Hau 8 cnyyaid, 4e Takoea JeYEHHE €
HEMOAXOASILO.

CrpacyHocbaoBa NpohUIaKTHKE

Hamanspane Ha CBPAEHHOCHAOBATA CMBPTHOCT NPH MAUHEHTH ¢ MAHHPECTHO aTepoc
ChpPASYHOCHAOBO 3abonABaHe WM 3aXapeH quabeT, ¢ HOPMATHH WIH OBHIIEHH HUB
X0aecTeEpPONa, KaTo AOMBJIHHUTEAHO CPEACTBO MPY KOPHUTHPAHETO HA OCTAHAIIUTE PH
APYro KapaAHOMPOTEKTHRHO NeueHne (Bx. ToUka 5.1).




4.2 [J03HpOBKA H HAYHH HA NPHJIOKEHHE

Hauut Ha nprngxeHue

[lepopanno

Hozara ¢ 5-80 mg asesHo, nepopanHo, €aHOKpaTHO Bedep. KopHrupaHero ua nozara, aKko €
HeoOXxonuMo, TPAORA 1a ce H3BBPLIBA TIPE3 HHTEPBAIH HE MO-MAIKU OT 4 CeAMMLIH, O MAKCHMATHA
no3a ot 80 mg qHeBHO, NpHEMaHa eTHOKpaTHO Bevep. [lo3a ot 80 mg ce npenoprusa camo npu
NALHCHTH C TEXKKA XHIIEPXOJTECTEPONEMHUAA U C BUCOK PHCK OT ChbPAEHHOCHAOBH YCAOKHEHHA, KOHTO
HE €4 MOCTUIHATH LUEJIMTE HA TAXHOTO JIEYEHHE M KOTaTO Ce OYaKBAa 1noj3aTa OT JISHEHHETO [a
HAABHULIH MOTEHLIMANHUA PHCK (BXK. TOYKM 4.4 1 5.1). |

XHUNEPXOAECTEPOJEMHA
[TaueHTHT TPAGBA Aa ce MOCTaBH Ha CTAHAAPTHA XOJIECTEPOA-MIOHIKABAILA JUETA, U TA3H JUETA

TpAOBa Aa NPOIBDKH 110 BpeMe Ha JIe4EHHE ChC cUMBacTaTHH. JOHvaiiHara HadanHa no3a e 10-20 mg
JHEBHO eAHOKPATHO Beuep. [TaumeHTH, KOUTO ce HyKaaaT ot ronamo Hamasiende Ha LDL-C (nan 45
%) MOXKe Aa 3ano4vHaT ¢ eAHOKpaTHa ao3a ot 20-40 mg AHeBHO, NpHeMaHH Bevep. KopurupaseTo Ha
[03aTa, ako € HeobxoaAMMo, TpsOBa Na ce U3BBPIIERA KAKTO € YKA3aHO MO-Tope.

XOMOQ3HIOTHA QhaMHHHa XHIIEPXONeCTEPOJICMHA

B13 0cHOBa Ha PE3yNITATUTE OT KOHTPOJIMPAHO KIIMHUYHO H3NMTBAHE, NIPENopbYHTEIHATA HAYAIHA
no3a cuMBacTaTuH € 40 mg AHEeBHO, npueMaHu Beuep. [1pu Tean nauneHTH CHMBAacTaTHH TPAOBA Ja ce
npHiara KaTto J0NBLIHUTEIHO CPEACTBO KbM APYro MHNUAOCMOHMKARALIO JleueHHe (Hanp. LDL
adepesa) WIH B cly4aid, ye HAMA BB3MOXKHOCT 33 TAKOBA JICUEHHE.

[Ipy nauueHTH, NMpHEMamIv JOMHTANH €AHOBPEMEHHO ChC CHMBACTATHH, A03aTa HA CHMBACTATHH He
TpaOBa na npesuiasa 40 mg gHeBHO (BX. TOUKH 4.4, 4.4 1 4.5).

CopaeyHochbA0Ra NPOHUIAKTHKS

Obuuaiinara 103a Ha cuMmBacTaThH € 20 no 40 mg gHeBHO, NpueTa eJHOKPATHO Be4ep, MpH NALHEHTY
¢ BUCOK pHUCK OT ucxeMH4Ha Oonect Ha cwpLeto (MBC) ¢ unu 63 XxunepaunuaeMus.
MeaMKaMEHTO3HOTO JIeueHHEe MOKE [1a 3anoHHe eIHOBPEMEHHO ¢ AMeTa H PU3HYECKO HATOBAPBAHE.
Kopurupanero na n03ata, ako € HeoOX0oauMo, TPIOBa Aa Ce U3BBPIIBA KAKTO € YKA3aHO Mo-Tope.

EQHOBPEMEHHO JieHEHUE

CuMBAcCTATHH € €(DEKTHBEH NIPH CAMOCTOATENTHO [IPHIOKEHHE WM B KOMOHHALMA C XKITBYHH
ceKkBecTpaHTH. Te TpsAOBRa 1a ce NpueMar NoBeYe OT 2 yaca npeir WiH noeedye oT 4 yaca cief
NPUIOKEHUETO HA AITBYEH CeKBECTPAHT.

IIpu manuenTH, npHeMaii¥ CHMBACTATHH eJHOBpeMeHHO ¢ GubpaTh, paznuunu ot reMudubopsun
(Bxk. Touka 4.3) unu beHodubpary, A03aTa HA CUMBACTATHH He TPAGBA Aa HaaXebpng 10 mg nHeBHO.
Ilpy mauuenTH, neKyBaHU ¢ AMUOAAPOH, aMIOAHITHH, BEpPanaMuil, JUITHA3eM WIIH IIPOAYKTH
ChABpAALIH e10aCBHD HITH Fpa3onpeBHpP €JHOBPEMEHHO ChC CHMBACTATHH, 103aTa HA CHMBACTATHH HE
TpAOBa na HaAXBBPAA 20 mg AHEBHO (BX. TOUKH 4.4 1 4.5).

Ho3uporka 11pH 660peYHa HEAOCTATHUHOCT

He e HeoOxoiMMO H3MEHEHHE HA J03aTa Npy MNALKHEHTH C yMepeHa Ob0peuHa HEAOCTATLYHOCT.

Hpu Oonanm ¢ Texkka ObOpedHa RenoCTaTHYHOCT (KpeaTHHUHOB KNHPBHE < 30 mi/min) npuioxenueTo
Ha no3u Hag 10 mg nHeBHO TpAbBa BHMMATENHO qa ce OOMHC/IH H, aKko € HEOOX0IHMO, NleKa
TpAOBA Aa ce Npunara nNpeanasiueo.

IlpuioskeHHe NpH BL3PacTHY
He e HeoOxoaumo KOpHrapaHe Ha Jo3arta.

llpunoxenwne npu nena u wHomu: (10-17 ronunina pr3pacr)




3a aeua u oHowu (Mnanexy Il crenen no Tanep M Harope H AEBOHKH, KOHTO Ca MMOHE €AHA IOAMHA
cjie[ MLPBATA MM MEHCTpYaLMa Ha Bb3pacT 10-17 roaunn) ¢ xerepos3urotTHa haMHIHA
XHIIEPXOACCTEPOICMHA, penoppurTEnHaTa obuyaiina HauanHa 103a € 10 mg Be/IHbX AHEBHO BEUED.
Heuara o roHowKTE TpAOBA Aa ObAaT OCTABEHH Ha CTAaHAAPTHA XOJIECTEPOI-MOHMKABALLA THETA,
npeaH 3all0UBAHE HA JIEYEHHME CHC CHMBACTATHH: Ta3H JueTa TPSOBa a MPOABIKH H 110 BPEME Ha
JeYEHNETO CHC CUMBACTATHUH.

[Tpenopruntennuar gozoe unrepsan € 10-40 mg AHeBHO, MAKCHMATHATA NPENOPBYHUTEIIHA 1032 €
40 mg/nuesso. Ho3ute Tpadsa Aa 6bAAT HHAWBUAYANHH, CTIOPEN MpenopbyYaHaTa e/l Ha TeparkaTa
CBbIVIACHO APEMOPBKUTE 38 MEAHATPHYHO JieueHue (Bx.Toukd 4.4 i 5.1). Kopurupase Ha noszara
TpsAOBA Aa ce npasy Mpe3 MHTEPBAJ OT 4 CEAMHLIM H MTOBEYE.

OnuThT ¢BC CUMBACTAaTHH IPH geLia NpeiH MybepreTa € OrpaHHYeH.

4.3 IlpornBonokazanus

* CBPBXMYBCTBHTEIIHOCT KbM CHUMBACTATHH WM HAKOE OT NOMOUIHUTE BEIIECTBA, H3OPOSHH B
TO4KA 6.1,
®  AKTHBHO YepHOAPOOHO 3200/11BaHE HITH HEH3ACHEHO NMEPCHCTHPAILO NMOBUINEHHE Ha

CTOMHOCTUTE HA CEPYMHHUTE TPAHCAMHMHA3ZH.
bpeMeHHOCT B kbpMeHe (BXK. 4.6 QepruuTer, OpeMEHHOCT M KbpPMEHE).

. EnnospemenHo npunoxenue ¢ MoiiHu CYP3 A4 unxuburopu (areHtu, nopumasamm AUC
NpHONM3UTENHO 5 IETH H MOBEYE) (HANP. UTPAKOHA30JI, KETOKOHA30J1, N03aKOHA30],
sopHkoHazon, HIV nporeasun nuxuburopn (Hanp. HenduHasup), GouernpeBHp, TENanpeBup,
€PUTPOMHLIHH, KIIAPHTPOMHKLIMA, TEJUTPOMHLHH U Heda30I0H U IEKAPCTBEHH NPOAYKTH,
CBOBPKALH KOOHLUCTAT) (BK. TOUKH 4.4 n 4.5).

° EnHoBpeMeHHO MPHIOXKEHHE HA reMprOpO3HII, HIHKAOCMOPHH HIH JaHA30M (B3K. Toukd 4.4 |
4.5).
* EanospemeHHO NMpHoxkeHHE HA IOMUTANH ChC CUMBACTATHH B K03H > 40 mg Npw naiMeHTH ¢

Xo®X (BK. Toukd 4.2,4.4 u 4.5).

4.4 CroenHajJHB npeaynpeXaeHHs H NPeANa3HH MEPKH NPH YHOTpeda

Muonamua/pabdomuonuza
CHMBacTaTuH, KakTo 1 Apyrute uHxubutopu Ha HMG-CoA penyxraszara, OHAKOra NpHYHHABA

MHUOMATHA, MPOABABALLA C€ ¢ MYCKYIHA 00NKka, HYBCTBHTEIHOCT WIIH ¢1a00CT ¢ MOBHIIEHHE HA
KpeaTHH kMHa3aTa (KK) nosede oT necer 0bTH Hajg ropHaTa pedepentna rpadnua (I'PIN). Muonaruara
MOHAKOTA MPOTHYA KAaTO padaomuonuia ¢ unu 6e3 octpa OpOpeuHa HeJOCTATHUHOCT, ABJIXKALLA CE HA
MHOrIOOHHYPH, KATO B MHOTO PEAKH CITyHaH Ce CTUIra 00 CMbpPT. PUCKBT OT MHOMATHSA ce YBEIHUABA
npy nipaseHo HHXHOMpase Ha HMG-CoA penykrasara B nna3Mara (KaTo MOBHILEHH MUIa3MEHHU HUBA
HA CHMBACTATUH U CHMBACTATHHOBA KMCEJIMHA), KOHTO MOXE [iad C€ AL/IXAT OTHACTH HA
B3aUMOEHCTBALUH JIEKAPCTBEHH MPOAYKTH, KOKTO MOBIHABAT METa00AH3Ma H/HITH TPAHCIIOPTHHTE
ITbTHLLA HAa CHMBACTATUH (BX. Touka 4.5).

Kaxto u npu apyrute HMG-CoA penyxra3ii HHXHOUTOPH, PHCKBT OT MHONATHA/pabaoMHONH3a
3aBHCH OT J03aTa. JlaHHKRTE OT KIMHHYHH W3NMATBAHUA, NPH KouTo 41 413 nauuenTy ca Gunun
NIEKYBaHH CbC CUMBACTATHH, kato 24 747 (npubaunsurendo 60%) ot koUTO ca OHNM BKITIOYEHH B
[IPOYUYBaHHA ¢ MEMaHa Ha NPOC/iefdARaHe B MPOAB/DKEHHE HA Hali-Manko 4 ro/IMHH, NOKa3BaT, ue
yecToTaTa Ha MUonatus € npudbauzurento 0,03%, 0,08% u 0,61% npu 20, 40 u 80 mg /nen,
CBHOTBETHO. B Te3u npoyuyBaHus nauMeHTHTe ca OMjlM BHHMATENHO HaOmoaaBaHH, KaTo
HAKOH B3aMMOJCHUCTBALIH CH JIEKAPCTBEHHU [IPOAYKTH.

B KJIMHHYHO W3NUTBAHE, B KOETO NAlIMEHTH ¢ AHAMHE3a 33 WH(aPKT Ha MHOKapaa
cumpacTaTiH 80 mg/aHeBHO (MeaHaHa Ha NpocieaaBaHeTo 6,7 rOOUHH), YecTOTa
npuOauzurento 1,0 %, cpasHeHo c 0,02 % npH NALMEHTHTE HA e4EHHe ¢ 1034
[puOAn3HTENHO MOSIOBHHATA OT TE3H CITyHan Ha MHOTIATHA C& HACTBITHIH Ope3




neyeHueTo. HecroTara HA pa3BUTHE HA MUOMATKUA Mpe3 BCAKA ClieABallia roauHa OT Je4YeHHe
npubnuzutenno 0,1 % (Bx. Touku 4.8 u 5.1).

[1py nauyeHTH Ha JIeYeHHe chC CHMBAcTaTHH 80 mg, pUCKET OT MMONATHS € TIO-BHCOK, OTKOJIKOTO
NPH DAUHEHTH Ha AE4EHHE ¢ APYTH CTATHHH CbC CXOAHA e(HKACHOCT 1O OTHOIIEHHE Ha
noHwxkasaneto Ha LDL-C. Cneaosatento ao3ara cumsactatuH 80 mg Tpabra aa ce u3nosnssa camo
MPH NALKUEHTH C BUCOK PHCK OT ChPACHHOCHAOBH YCIIOKHEHHA, NMPH KOKMTO C NMO-HUCKH A03H HE ca
MOCTHTHATH TEPANEBTHUHHUTE LIEAN U B CJTyYaii, Y€ O4aKBAHATA 10133 HAJABHILABA MOTSHLUATHHTE
pucxoee. Ilpy nauMeHTH, npueMamiy cuMeacTaTtUl 80 mg, npu KOUTO C¢ Hanara nNpHMeM U Ha
NEeKapcTBEH NMPOAYKT, YUacTBalll B IEKAPCTBEHH B3aUMOJASHCTBHA, TPAOBA Aa ce H3MOJI3Ba MO-HUCKA
1033 HAa CHMBAcTATHH WIH aJTTEPHATUBHO JIEUEHHE C APYT CTATHH, KOUTO € ¢ MO-HHCEK TOTEHLHA 32
JeKapcTBEHH B3auMoaeHCcTBUA (BX. NO-10ay Mepku 3a pedyyupane Ha pucka om Muonamus,
APHUYMHEHA OT B3aUMOAEHCTBHS MEXKY JIEKAPCTBEHH NPOAYKTH K ToukH 4.2, 4.3 1 4.5).

B KnHHMYHO NpOyYBaHe, B KOETO NMALMEHTH ¢ BACOK PHCK OT ChPAECYHOCHAOBH 3a001ABaHHA ca
JIEKYyBAHH CbC CHMBAcTATHH 40 mg AHeBHO (MeAHAHA HA NPOC/ICIIBaHETO 3,9 rOAHHU), HeCTOTATa HA
mHonatus € npubansurenno 0,05% npu He-kuraiiuu (n = 7367) B cpaBHeHHe ¢ 0,24% npu kuTakLM
(n = 5468). Tsii KaTO NpH TOBA KIIMHHYHO M3NUTBAHE OT 43MATCKOTO HACEICHHE Ca OLICHEHH CaMo
KWTaiLH, IpH MPEeANUCBaHe Ha CHMBACTATHH HA NMAaLHEeHTH OT A3HsA TpaOBa Ja ce noaxoxaa ¢
NOBHILEHO BHUMAHHE H [a ce ynorpeOsaBa Hali-HUCKATa /10323, KO € HeOOX0auMO.

B Hskonko ciayvas ce cboOLIaBa, Y€ CTATHHHUTE HHIYLMPAT de nOVO WIKM BIOLIABAT BEYe
ChbLISCTBYBALLA MUACTEHHUA IrPaBUC HIIH OYHA MHacTeHHUs (BXK. Touka 4.8). Ilpunoxkenuero Ha Basmmun
TpsAOBa 1a ce cpe B Cy4ail Ha BNOIIARaHE HA CUMNTOMHUTE. ViMa cHODIICHNS 32 peliIUE NPH
(MOBTOPHO) NpHiarale Ha CHILHA WIH PA3/THYCH CTATHH.

Hamanena QEHKQHH HAQ MPAHCROpmMARume Rpomeurnu

Hawmanena ¢pyHkiuusg Ha yepHoapoOHuTe OATP TpaHCHOpTHU NPOTEHHH MOXE Aa A0BEAE 10
MOBHIICHA CHCTEMHA €KCMO3HIIHA HA CHMBACTATHH H MOBHIIECH PHCK OT MHOMATHA M pabaoMHONIM3A.
Peaykuus BbB QYHKUMATA MOXKE A HACTBINM KATO PE3YJITAT OT HHXHOWLIHA C B3auMoAeicTBallu
neKapcTea (Hamp. UMKIIOCNIOPHH) Wik IIpH nauneHTu, Hocyutead Ha SLCO1B1 ¢.521T>C redothn.

INayuenry, Hocuteny Ha SLCOI1B1 renen anen (¢.521T>C), koaupaw no-uucko akrused OATP1BI
IIPOTEUH, HMAT MO-BUCOKA CUCTEMHA EKCIO3MLIHA HA CUMBACTATHH W MOBHUIEH PHCK OT MHOTIATHS.
PuckbT OT MHONIATHS, aCOLIMHPAH ¢ BUCOKA f03a cuMBacTaTHH (80 mg) obuio e okono 1%, 6e3
FEHETHYHH TecTOBE. ba3zupaHo Ha pesyiarature Ha usciaeneaHero SEARCH, npu XxoMO3HIOTHHTE
HocuTean Ha C-anen (¢bLo HapeveH CC), KOUTO ca nekyBaHH ¢ 80 mg cuMBacTaTHH, PUCKBT OT
MHOMNATHA B pAMKHTE HA €qHa roJvHa € 13%, 10kato npH XeTepo3uroTHUTE Hocutenu € 1,5%.
CBOTBETCTBALUMAT PUCK [TPH NMALMEHTH, C HaH-pasnpocTpaneHus reHotun (171), € 0,3% (Bxk. To4ka
5.2). Koraro e Bb3MO3HO, reHOTHNBT 38 Hanuuue Ha C-anen Tpabea na 6bae B3ET noA BHUMAHHUE MPH
OlIEHKA Ha Mo/3a-PUCK CEOTHOWEHHETO, NpeaM Npeanuceade Ha 80 mg cuMBacTaTyd Ha
WHAMBHIYAJIHU NTAUKMEHTH K BUCOKUTE 103K TPAORA Aa 6baaT n3bareanu npu Hocutenu Ha CC-
reHoTHN. Brnpeku TOBa, OTCHCTBHETO HA TO3M MeH NMpH NEHOTUNMPaHE, He MOXKEe 1a H3KIKOYH TNosBaTa
Ha MHONATHA.

Hamepeanua Ha xpeamur Kunazama

Kpeatus kunazata (KK) He Tpa0Ba aa ce usmepsa ciieA HanperHatd GU3UYecKy YCHIHS WK Npy
HA/TMYHE Ha Bb3MOKHA Jipyra npy4MHa 3a ypeandenuve Ha KK, Teii kaTto ToBa 3aTpyaHABa
HHTEPIPETUPAHETO HA CTOlHOCTUTE. AKO HUBaTa Ha KK ca 3HaUMTeIHO NMO-BHCOKY B CPABHEHHE C
u3zxopnure (> 5 X I'PI'), TpsibBa na ce HanpaBH HOBO HU3CnenBaHe el 5 10 7 AHH 33 MOTBBbPXKAEHHE
Ha pesyJITara.

IIpedu nevenuemo

BcHukH nanyeHTy, KOMTO 3amno4Bar JICYEHHE ChC CHMBACTATHH, WX NPEIH YBEHUE
CHMBACTAaTHH, TPAOBa Aa ObIAT YBEIOMEHH 3a PHCKa OT MUONATHS U 38 HeoOX0dUMO
cboOlIaBaT He3a0aBHO 3a BCAKA HeoOsscHHMA O0Nka, 4yBCTBHTEIHOCT WM ¢1a00CT B




Tpabsa na ce BHMMaBa Mpy NALHEHTH C HATWYHH (PAKTOPH, MpeApasnoaraiiy KeM pabaoMHOIH3A.
[pu cneauuTte cuTyaun HuBoTo HA KK TpsabBa aa ce H3MEpH Npeau HAHAIOTO HA JIEYEHHETO, 3a A
ce YCTaHOBH pedpepeHTHA H3XOAHA CTOHHOCT:

[TauxenTn B cTapyecka BB3pacT (> 65 roauHH)

JKeHcku non

bbOpeuHo yBpexnase

HeKOHTpONHpaH XUIIOTHPEOUANIBM

JInyHa unKn paMunHa aHaMHe3a 38 HACEACTBEHH MYCKYJIHH 3a00nsasaHus
AnaMHe3a 3a MyCKYJIHA TOKCHYHOCT [PH JIeYeHHe ChC CTATHH WK GuSpat
3noynorpeba ¢ aIKoX0J1

ITpu rakuBa cutyauyu TpAOBa [ja ce nNpeLieHH PUCKBT MO OTHOLIEHHE HA BB3MOXHATA [10/138 OT
JICUEHHUETO, KATO Ce [IPENOPbYBa KIMHHYHO MOHHTOPUPaHe. AKO NMALMEHTET € MMaJl NpeJd TORa
MYCKYJTHO HapyLLIEHHE npH JiedeHue ¢ pudpaT Wi CTaTHH, IEYSHUETO ¢ Pa3/IHYEH NMpeACTABHTEN HA
TO3U KJ1ac TpSOBa [a ce 3alo4Ba MHOIO BHUMATEHO. AKO u3xoaHuTe HHEa Ha KK ca sHaunTesnHo
noeuinen# (> 5 x I'PI), neuenue He Tpadea ga ce samo4sa.

Ilo epeme na nevenue

[1p# BB3HUKBAHE Ha MycKynHa 601Kka, C1ab0CT WIH CNIA3MH MO BpEME HA JICYcHHE Ha DOHHA Che
CTaTHH, TPsOBa Aa ce H3MepaT HuRaTa Ha KK. Ako nmpu Jumnca Ha HanperHaTu (pu3H4YeCKH YCHUITHA ce
OTKPHAT 3HAYMTEIHO NOBHIIEHY HUBA (> § X I'PI’), neuenuneTo TpaAGBa fa ce npeycTaHOBH. AKO
MYCKYJIHHTE CHMITTOMH €A TEIKKHY M NPHYHHABAT €K¢IHEBEH QUCKOMMOPT, NopH ¥ HUBaTa Ha KK na
ca <5 x I'PI', TpsbBa na ce momMucay 3a NpeyCTaHOBABAHE HA JICUSHHETO. AKO M0 HAKAKEA Apyra
NpHYKHA CE€ TTOA03Hpa HATHYHE HA MHONATHA, JIeYeHHETO TpsaOBa 1a ce NPeyCTAHORH.

[Ipu oT3ByuyaBaHe Ha CUMIITOMHTE H Bb3BpblUaHe Ha HMBaTa Ha KK kbM HOpMaTa Moxe na ce
NOMMCIIH 3a BB300HOBABAHE HA JIE4USHHETO CHC CTATHHA WK NMpUaraHe Ha Jpyr CTATHH B Hal-
HHCKATA J03a NPH CTPUKTHO MOHUTOPHPAHE.

[lo speme WM CNEA NeYEBHE ¢ HAKOH CTATHHU € HMAJI0 MHOTO peakH choOLLIEHHA 3a
HMyHOMeAUMpaHa HeKkpoTusanpama mHonatus (MMHM). Kminnuno UMHM ce xapakrepusupa ¢
AepCUCTHpAallla MPOKCMMAIHA MYCKYJTHA ¢nabocT U MOBULIECHH CEPYMHHU HHBA HA KPEATHH KHHA3aTa,
KOHTO MEPCHCTHPAT BLIPEKH NPEKPATABAHETO HA IEUEHHETO CHC CTATHHH (BXK. TO4Ka 4.8).

Bucoxa vyecToTa Ha MHONATHA € HAGMIOABAHO MIPH NMAaLMEHTH, THTPHPAHH ¢ go3a 10 80 mg (Bx. Touka
5.1). Ilpenopbusat ce nepuoaH4Hd H3Meppanus Ha KK, Tl kaTo Te morat na 6baaT nosiesHu 3a
HIEHTH(HULMpaHe HA CYOKIMHHYHY Cy4aH HA MHoMaTUsA. Bbhnpeku ToBa, HAMa rapalLMs, Y€ TOBA
HaOJTl0JCHHE 1€ TPEAOTBPATH MUOIATHATA.

JleueHHeTO CBC CUMBACTATHH TPAOBa BPeMEHHO J1a Ce CTIPE HAKO/IKC JHM MPeau roisamMa IViaHoBa
ofiepausa HJIH aKo NocneaABa 3Ha4UMO DONECTHO WM XHPYPrHYHO ChCTOAHKE.

Mepxu 3a Hamanseane na pucka om MUONGMUR, NPeCU3CUKANA OM JeKAPCMBEHY 83AUMO0CUCMENS
(821C. co0 u moyxa 4.5)

PuckbT OT MuonaTHa u pabaoMHonn3a ce yBe/IH4apa 3HAYMTENHO NpY €IHOBPEMEHHO NPHJIOKEHHE Ha
CHMBAcTaTHH ¢ MOLIEH uHxuburop Ha CYP3A4 (kaTo HTpaKoOHA30J1, KETOKOHA301, NO3aKOHA301,
BOPUKOHA30JI, €PUTPOMHLIHH, KIAPUTPOMHLKH, TeAUTPOMUUMH, HIV nporeasHn nHxubutopu, (Hanp.
HeA(HHABHD), BokenpesHp, TenanpeBHp, He(Pa3OA0H M NEKAPCTBEHH NMPOAYKTH, ChAbPKAIH




€IHOBPEMEHHO MpHiIarase Ha ¢y3HI0Ba KMCEIMHA CbC CTATUHH (BXK, Touka 4.5). TIpH nauMeHTH ¢
Xo®X, pHCKBT MOXKe A2 Ce MOBUILK MPH eAHOBPEMEHHA ynoTpeba Ha JOMUTanu ¢b¢ CHMBACTATHH.

Ilopagu ToBa, no oTHolIeHue Ha HHXUOWTOpUTEe Ha CYP3 A4, ynorpebaTa Ha CHMBACTATHH
eTHOBPEMEHHO € MTPAaKOHA30J1, KETOKOHA30J1, 103aK0HA30, BOpHKkoHa3on, HIV npoTteasHu
HHXHOUTOPH (Hanp. HeAKuHABHD, GOKENPEBHP, TENANPEBHP), EPUTPOMHULIUH, KIIAPHTPOMHMIIUH,
TETHTPOMHUMH, HE(A30J0H U JEKAPCTBEHM MPOAYKTH, CALMKALLH KOOHLIMCTAT € MPOTHBONOKA3aHa
(BX. TOUKH 4.3 u 4.5). AKo He Moxe aa ce H3berne aeqenue ¢ MOHA CYP3A4 unxuburopu (areHTH,
KOHMTO noBuLiasaT AUC npubau3HTENIHO 5 KpaTHO HIIH NOBEYE IEYEHHETO ChC CHMBACTATHH TPAGBA
Ja ce MPeyCTaHOBH (M Aa ¢ 00CHIW U3NOJ3BAHETO HA ANITEPHATUREH CTATHH) MO BPEME HA TEpanusTa.
OcBeH ToBa TpsAOBa Aa ¢€ BHHMaBa, KOraTO0 CUMBacTaTHH Cce KOMOMHHpA C HAKOH JPYTH WHXHOUTOPH
Ha CYP3A4 ¢ no-Manka MOIIHOCT: (DITyKOHA30J1, BepanaMull, AuiTHazeM (BK. Touku 4.2 u 4.5).
EnHoBpeMeHHUMAT npueM Ha COK OT rpeindpyT H CMMBACTAaTUH TpAOBa N4 ¢e u3barea.

M3nomsaHero Ha CUMBACTaTHH ¢ reMPUOPO3MI € NpoTHRONOKazaHo (BXK. Touka 4.3). Iopanu
MOBULIEHHA PHCK OT MHOTIATHA H pabAOMHOMH38, A03aTa Ha CHMBACTATHH He TPAOBa 13 HaAXBbPIIA
10 mg aHeBHO NpH NaLWEHTH, MPHeMAlld CHMBACTATHH ¢ ApYyTH PuOpaTH (C M3KIIOUEHHE HA
deHodubpar) (8. ToukH 4.2 u 4.5). Tpabea aa ce BHMMaBa npu NpeAnHcBaHe Ha peHOPHOpAT CBC
CHMBACTATHH, ThH KaTo H ABaTa MPOAYKTAa MOXKE Ja NPEeAU3BUKAT MHOMATHA NPU CAMOCTOATEITHO
MPHIIOKEHHE.

Basunun He TpadbBa aa ce npuiara eJHOBPEMEHHO C OPMH 3a CHCTEMHO NPHIOKEHHE Ha (y3HI0Ba
KHCEJTMHA HIIM B pAMKHTE Ha 7 IHH OT NPEKpATABaHE HA JIeueHUETOo ¢ Py3HIOBa KucenuHa. [Ipu
NAatACHTH, TPY KOKHTO €€ CHHTA, Y€ H3ITOI3BAHETO HA CHCTEMHA DY3HROBA KHCEJIHHA € OT ChIIECTBEHO
3HAYECHHE, IEYEHHETO ChC CTATHH TPA0Ba [a ce npekpaTH Npe3 UANOTO BPEMETPACHE Ha IEYSHHETO C
py3uposa kucenuna. MMa ¢»o0meHna 3a cayuad Ha pabaoMHONH3a (BKIIOYHTENHO H ¢ JieTaleH
M3XOJ1) MIPH NALMEHTH, NOMy4aBally Ta3H KoMOuHauua (BX. Touka 4.5). [TauveHTsT Tpadea na Ovae
MOCHBETBAH A Ce NOTHPCH He3a0aBHO MEULIMHCKA MOMOLLL, aKO MOJYYH CHMIITOMH Ha MYCKY/Ha
cnabocT, 60nKa UM YYBCTBUTENHOCT.

JleuenueTo ¢be CTATHHH MOXKeE Aa ObJe 3amoYHaTo NOBTOPHO CeAeM AHH Clie]l TIOC/IEAHATA 1034
hy31U10Ba KHCETHHA.

IIpu U3KNIOUUTENHH ODCTOATENCTRA, KOraToO NPOIBIKUTENHOTO CHCTEMHO NPUAGKEHHE Ha Qy3U10Ba
KHMCEJIHHA € HEOOXOAHMO, HarnpuMep 3a JICUCHHUE Ha TEXKH HHPEKLMH, HEOOXOAUMOCTTA OT
€AHOBPEMEHHOTO NpunokeHre Ha Bazuwnun 1 §y3uaoea KucenrHa Tpa0Ba Aa ce npelieHaBa 3a BeceKu
OTAENEH CAy4ad H Mo CTPOr MEAHLMHCKH KOHTPOJI.

KomOuHHpaHoTO NpHNOKEHHE HA CUMBACTATHH B JO3M, NIO-BUCOKM 0T 20 mg NHEBHO C AMHOJAPOH,
aMJIOZIWITHN, BEPANIaMMIT WM AWITHA3eM TpsOra na ce u3barea. [pn nauuent ¢ Xo®X,
€AHOBPEMECHHOTO NPIIMKEHHE HA CHMBACTATHH B A03H MO-roneMu oT 40 mg AHEeBHO ¢ NOMUTaAMHA
TpAOBa Aa ce u3barea (Bx. Touku 4.2, 4.3 u 4.5).

[TauueHTHTE, NpHEMalLY aPYTH TEKapeTBa, 0003Ha4YEeHU KaTo yMepeHH Huxubutopn Ha CYP3A4

e JHOBPEMEHHO CbC CUMBACTATHH, NO-CMICLMATHO NO-BUCOKH J03H CHMBACTATHH, MOXKE Na UMAT
MOBHINEH PHCK OT MHOMAaTKs. [IpH CHBMECTHO MpUnaraHe Ha CUMBAaCTaTHH ¢ YMEPEH HHXHOMTOP Ha
CYP3A4 (cpeactra, konto noeuiuasat AUC npuOnuzutenHo 2-5 MbTH), MOXe 1a ¢€ HANOXKH
KOpeKLUA Ha no3ata. 3a Hakou ymepeHH CYP3 A4 uuxubUTOpH KaTO HANPUMED IUITHAREM, CE
npenopbUBa MaKCHMAaIHa 103a OT 20 mg CUMMBACTATHH (BXK. TouKa 4.2).

CHMBAacTaTH € CyOCTpaT Ha eUIyKCHUA TPAaHCIOPTEP HA IPOTEHHA HA PE3HCTSHTHOCT
rvpaara (Breast Cancer Resistant Protein, BCRP). EaHoBpemMenHo npunoxeHde Ha 1
ca yHxubHTopu Ha BCRP (Hanp. enbacBHp M rpazonpeBup), MOXKeE 1a KOBEAE IO MO
KOHICHTPALIHK HA CHMBACTAaTHH M MOBUIIIEH PUCK OT MUOMATUA; CIIeZOBATE/IHO Tps
KOpUrupaHe Ha 103ara CHMBACTaTHH B 3aBHCUMOCT OT npeanycaHara ao3a. EnHos
MIPHIIOKEHUE HA €N0aCBHP U rpa3oNnpeBUp CbC CHMBACTATHH HE € Npoy4YEeHO; BCE nak




CHMBAacTaTyUH HE TpAOBa Aa Hagsuinaea 20 mg MHEBHO NPH NAIMEHTH, IIOIYUYABAIIH CHITBTCTBALLO
JIEYECHHE ¢ MPOAYKTH, ChIBPXKaiuH enGacRUp WM rpa3ornperHp (Bx. Touka 4.5).

Penkure ciyyan Ha MHonaTusa/pabaOMHOIH3a CAa CBBP3aHH ¢ eJHOBPEMEHHOTO npuioxenre Ha HMG-
CoA peaykTa3HH HHXHOHTOpHY H THNKA- MogudUukpamin 1o3u (> 1 g/neH) Huauud (HEKOTHHOBa
KMCENIHHA), BCIKO €HO OT KOHTO MOXKeE Aa PHYMHHA MHOMATHA, KOTaTo ¢e MpH/Iara ¢aMoCTORTESHO.

B knuHuuHO H3NMTBaHe (MeaHaHa HA npocaeasBaHe 3,9 roguHu), BKIOUBALIO MAUHEHTH C BHCOK
PHCK 32 CBPACYHOCHAOBO 3a00/4BaHe U ¢ Jo0pe KOHTpoupaHHu HHBa Ha LDL-xonectepon, nekyBaHu
CBC CHMBacTaTHH 40 mg nHeBHO ¢ WK 6e3 ezetumu® 10 mg He € uMano JOMBIHUTENHA 033 BEPXY
ChPACYHOCHAOBHTE PE3YITATH NMPH J00ABAHETO HA HHALUMH (HHKOTHHOBA KHCEIMHA) B
nunuaoMoTHdHUMpaiuy 1034 (>1 g /aneBHo). Tlopaau TasH NpHYMHA NeKapHTE, KOHTO Bh3HaMepaBaT
A2 MpOBEXIaT KOMOHHUPAHO le4eHHEe CHC CUMBACTATHH W JTUMAAOMOAUGHLUMpaInU Ao3d (> 1 g/nen)
HHALWH (HHKOTHHOBA KMCEJIMHA) WIH NPOAYKTH, ChABPKAILH HHALIMH TpAGEa BHUMATETHO Aa
NpeueHAT MOTCHUHATHHTE MOA3H U PUCKOBE H BHHMATEIHO A& NPOCICAABAT NALHEHTHTE 32 MPH3HAUH
H CUMITTOMH Ha DOJIKH B MYCKYJIUTE, 4yBCTBHTENHOCT MM ¢1abocT, 0co0EHO Mo BpeMe Ha IIbPBHTE
MECELH Ha JJeYeHHETO M KOraTo 103aTa Ha ABaTa MpOJyKTa ce YBe/IHYaea.

OcB¢H TOBa, 4ECTOTATA HA HACTLIBAHE HA MHOTIATHA B TOBA H3NUTBaHe e npuGnusutento 0,24% npu
KUTaHIIH, NEKYBaHU WIM CbC CHMBacTaTHH 40 mg, wiH ¢ ezeTuMud/cumBactaTud 10 mg/40 mg,
cpaBECHO ¢ 1,24% npu kurakiuy, 1eKyBaHH MK Che CUMBACTATHH 40 mg, Wi C
e3eTHMHO/cumBacTaThH 10 mg/40 mg, Ha KOHTO € NPHIOKEHO EAHOBPEMEHHO HHKOTHHOBA
xuceaHHa/maponpuanpant 2 000 mg/40 mg ¢ yapKeHO OcBO0OKNaBaHe. BBIpeKH Ue B KIMHUUHOTO
M3NHTBAHE KATO MPEACTABUTEN HA A3MaTCKOTO HACE/ICHHE €A OLICHEHH CaMo KMTailiuTe, Thil KaTo
YECTOTA HA MHOMATHA NP KHTaHUM € r10-BHCOKA B CPABHEHUE ¢ HEKUTAMLIM, € THOBPEMEHHOTO
MPUJIOKEHHE HAa CHMBACTATUH C HHALWH (HUKOTHHOBA KHCEIHHA) B JHIMHAOTIOHMWKABALIH AO3U

(=1 g /n1HEBHO) He ce MPenopPhUBA MPH A3HATLIH,

ALMITAMOKC € CTPYKTYPHO CBbp3aH ¢ HHAlHH. BulpekH de auMnuMoKe He € MpoyvBaH, PUCKET OT
MYCKY/THA TOKCUMHOCT MOKe 1a ObJe CXONASH C TO3M NPH HHALIUH.

HJanoMuLuH

Chob1aranm ca ciyyau Ha MUonaTis Wunu padnomuonuza npu HMG-CoA peaykrasHu HHXHOHMTOPH
(Hanp. CHMBACTATHH) €IHOBPEMEHHO NPWIAraHy ¢ AanoMuLuH. HeobxoauMo € MOBHILIEHO BHHMAHME,
xorato ce npeanacBat HMG-CoA pexyxTaznn HHXHOUTOpU B KOMOHHALIMA C JANOMHLMH, Thil KaTo
BCEKH OT TAX MOKE Ja [IPHYHHH MUONATHS H/WNH pabAOMMONIN3A, KOTATO ¢ NPUIAraT
camocTosTenHo. Tpabra na ce oOMHCIIHM BpeMEHHO CIIMPaHe HA CUMBACTATHH MPH NALMEHTH,
ApHeMalll JAMOMHIIHH, OCBEH aKO NOM3UTE OT €AHOBPEMEHHOTO MPUIOKEHHE HE HATXBBPIAT PHCKA.
Koncynartupaiite ce ¢ undopmaumara 3a npeanvcease Ha JanOMHULMH, 3a 14 MOJyYHTe NOITbIHHTETHA
MHGpOpMAaLM 32 TOBa NoTeHLMATHO B3aumMoneicTeue ¢ HMG-CoA penykrasuu HHXHOHTOPY (HArp.
CHMBACTAaTHH) H 32 JONMLIHUTENTHY YKA3aHUA, CBbP3aHU ¢ MOHUTOpHpaHeTo. {BikTe Touka 4.5.)

Ehexmu evpxy yepHus opob

Ilo BpeMe Ha KITHHHYHATE H3NUTBAHUA € HabmoJaBaHo nepcucTUpailo ypennuenue (a0 Hag 3 x [PI)
Ha CEpYMHMTE TPAHCAMMHA3H MPY HAKOIKO BB3PACTHH NMALIMEHTH, KOWTO Ca NMOJAYy4YaBaJIi
cumBacTaTuH. Cried OPeKbCBAHE MM MTPEYCTAHOBABAHE HA NPHIOKEHHETO Ha CHMBACTATHH [IDH TE3H
NalUeHTH HUBATA HA TPAaHCAMHHA3HTE OOHKHOBEHO OaBHO ca ce BPBILAJIM KbM HUBATA OT NPEaM
3aMO4BaHe Ha JICUEHHETO.

IipenopruBa ce W3BbpiIIBAHE HA YePpHOAPOOHNTE HYHKLIMOHANIHE NpodH MPEAU HAYATOTO Ha
NCYECHHETO H Clie]l TOBa NPH HalMYMe HA KTMHUYHY noka3aHui. [TaunenTure, npv KOUT
nopyinara nocreneHHo a0 80 mg, Tpabra na ce U3cneaABAT JOMBJIHUTENHO NPEIH MOB
Mecela cel NoBHIIAaBaneTo 10 A03a ot 80 mg B nepHOIUYECKH cJiel ToBa (hanp. H
MLpBaTa roANHa Ha JieyeHHe. CrnennanHo BHUMaHue Tpsadsa Aa ce obbpHe Ha nauu
NoOJIyvaT NOBUILEHH HHBA HA TpaHCAMHUHA3UTE, KaTO NpPH Te3W DOJIHK U3CAENRAHETO




IaHHH 34 yBe/IMYeHHE, ocobeHo ako ce noBuwat 10 3 X I'PT” 4 yBenM4YeHHETO NepcHCTHPA, JICYEHHETO
CbC CHMBAcTaTHH TPAOBa Ja ce npeycraHoBH. UMaiite npensua, ye ALT mMoxke Aa npownsrekar ot
MYCKYNHTe, cnegosarenno HacreaHeTo Ha ALT ¢ CK Moxe ga € uHaukaTop 3a muonarus (Bx. 1o-
rope Muonamua/Paboomuorusa).

HMMa peaxs NoCTMapKeTHHIOBH CbhOOILEHH 3a daTanHa i HedaTaTHa YepHOAPOOHA HEIOCTATHYHOCT
Npy NAUMEHTH, MPUEMAILU CTATHHH, BKJIOYHTETHO CUMBACTATHH. AKO Bb3HHKHE CEPHO3HO
yBpe&KJaHe Ha YepHHA Ipod ¢ KIMHWYHH CUMIOTOMH HW/WIH XHNIEPOUITHPYOHHEMMUS WIH XBITEHHLA 10
BpEME Ha JIEUCHUETO ChC CUMBACTATHH, IEYEHHETO TPAORA J1a ce npexpaTH He3abasHO. AKO
anTepHaTUBHA €THOJIOrHATA HE € HAMEepPEHa, CHMBACTATHH He TPAOBa Ja ce HA3HAYABa OTHOBO.

ITponykreT TpAOBRA Na ce NpHIara BHUMATETHO NPW NAaLMEHTH, KOHTO KOHCYMHPAT 3HAYHTENHH
KOJIH4YECTBA AJTKOXON.

KaxTo ¥ npH Apyrure nUmaaIoNOHMXKARALIH CPEACTREA, MMa CHOOWIEHHS 3a ymepeHo (<3 x ['PI)
MOBHILICHHE HAa CEPYMHHTE TPAHCAMHHA3H Clie[ JIeYeHHe ChC CHMBACTATHH. Te3H MPOMEHH ¢a Ce
MOABABANH MAIKO CJIE]] HAYANOTO HA JIEUEHUETO ChC CHMBACTATHH, YeCTO ca OWiM NPexoHH U He ¢a
CE MPUAPYKABAJIK OT HAKAKBH CUMITTOMH, KaTO MPEKbCBAHE HA ICUEHHUETO He € OHI0 HeoOXOaMMO.

3axapen auaber

Hsaxou faHHH NOKa3BarT, Y€ CTATHHHUTE Ca KIAC JIEKAPCTBA, KOUTO MOBUIIABAT KPBBHATA 3aXap H [IPH
HAKOHN MaL{UEHTH, H3IOAKEHH HA BHCOK PHCK OT PasBHTHE Ha AHabeT, MOKe Aa ROBEAAT A0 CECTOSHHE
Ha XMIAEPIIIMKEMHA, NPU KOETO C€ U3HCKBA NPOBEKAAHETO HAa MOAXOIANM MEPKH KAKTO MpH aHaber.
To3u puck, obaue, ce komnexncupa OT HaMaABaHe HA ChAOBHSA PHUCK IPH JIEYEHHUETO CHC CTATHHU H
3aT0Ba He TpAOBa Aa Obae NpHUYMHA 3a cnMpaHe Ha neueHueTo. Ha manmeHTHTe, H3/IOKEHH Ha PUCK
(rmoxo3a Ha rmagHo 5.6-6.9 mmol/L, UTM > 30 kg/ m?, noBMLICHH TPHIHMUEPHAM, XHIIEPTOHNAS),
CIIC/IBA [1a C¢ HAZHAYM MPOBEK/IAHE HA KIMHUYIHH H OHOXMMHYHKH H3CICOBAHUA B ChOTBETCTBHE C
HallHOHATHHTE PbKOBOICTRA.

Hurepctuumanyo 6enoapobuo 3abonsasane

Mma cboDLIEHHS 3a HHTEPCTHUMANHO DenoapoOHO 3abonaBaHe npH ynortpeta Ha HAKOHM CTATHHH,
BKJIIOUHTEITHO CUMBACTATHH, OCOOEHO NPH NMPOALILKHATEIHO JieueHue (BK. Toqka 4.8). CHmMmnTomMuTe
MOTraT Ja BKJIFOYBAT JMCNHEes, HeNPOAYKTHBHA KALUTULIA U BJIOLIABAHE Ha 00INOTO CHCTOSHHUE (YMOpa,
3ary0a Ha Terno, Tpecka). [1pu noaosperue 3a nHrepcTHLUMANHO GenoapobHo 3abonspate, TepanusTa
C’hC CTATHH TPAOGBA Ja ce cnpe.

Ynorpeba npH acua v oHowiH (0-17-roguuina B3pacT)

BezoflacHOCTTa U ePHKACHOCTTA HA CUMBACTATHH PH NaLKeHTH OT 10 go 17 roguiHa Bb3pacT, ¢
X€Tepo3HrorHa paMHiIHa XHNEepXoJIecTeEPOsieMus, € OIIa OLiEHEeHA B €JHO KOHTPOJIHPAHO KIIMHUYHO
u3nuTBaHe Npu Miuaaexu 11 ecrened no Tanep U Harope 1 neBoHkH NMOHE eAHA FOAMHA Clle] TLPRATA
nM MeHCTpyaums. [lauueHTHTE, NEKyBaHU ChC CUMBACTATHH Ca UMAIK Npodu Ha Oe30nacHoCT,
noAcOEH Ha TO3M MPH NaLKEHTUTE JIEKYBaHH ¢ TUianeso.

Mo3n no-eucokH o1 40 mg He ca OnaN H3C/IEABAHH OPH TA3H ODONYJIANHS.
B T0oBa orpaHHueHO, KOHTPOIMPAaHO NPOYYRAHE HE € YCTAHOBEH 3a0eNeKHM eheKT BhPXY PACTekKa
WIH CEKCYANHOTO Y3PABAHE Ha MITAJEKUTE WIH JICBOMKMTE WIH KAKBRTO U Ja OHI0 €(hEeKT BupXY
NPOAB/LKHTENHOCTTA HA MEHCTPYAJIHHA LMK NpU MOMHYeTaTa (BK. ToukH 4.2; 4.8 u 5.1). [1o Bpeme
Ha JICYEHHETO CBC CHMBACTATHH, HA JeBOKMTE TPsiOBa Aa ObAAT NpeANoKEeHH NOIXOAH 3a
kOHTpauenLuus (Bx. Todk# 4.3 v 4.6). EduxacHocTTa 1 GesonacHocTTa He ca GHIIH H3caeBaHU IPH
NalLHEHTH Ha BB3pacT < 18 rogvHK 3a NEPHOJ HA JIeYeHHE ¢ NPOTBLIDKUTENHOCT > 48 ceqMHu
HEH3BECTEH ObJITOCPOYHMAT €(PEKT BBPXY (PUIHUECKOTO, HHTENCKTYATHO H CEKCYaAHO
CuMBacTaTuH He € O npoyuraH npu NaupeHTH noa, 10 roaMiiiHa Bv3pacT, KAKTO H
nmyGepTeTa 1 MOMHUYETA, KOUTO HE ¢4 HMaNH MEHCTPYALIHA.

[IoMoLHO BELUEeCTBO
To3H nekapcTBEH NPOAYKT ChABbPKA NakTo3a. [laHeHTh ¢ peaku HACNEACTBEHH TP



HEMOHOCUMOCT KbM TrajlakTo3a, ITBJIEH JaKkTaseH AeULHNT UK [IIOKO3HO-TaaKTo3Ha MatabcopOuus
He TPAOBa Aa MpYeMar TORA JISKapCTBO.

4.5 BsaumogeiicTtBHe ¢ ApYTH JeKapcTBEHH NPOAYKTH R APYTH GOPMHU HA B3aHMOAEHCTBHE

MHOKeCTBO MEXaHW3MH MOraT X4 JONpPHHecaT 3a noTeHuManky B3aumoaeiicreus ¢ HMG-CoA
peayKTasHH HHXMOUTOPH. JIeKapCTBEHH HITH PACTUTENHM MPOAYKTH, KOHTO HHXHOHpaT
MeTaOONHTHUTE TBTHINA Ha onpeaencHy eHzuMH (Hanp. CYP3 A4) u/ wnu TpaHcnioprepH (Harnp.
OATPI1B), Morar na nosHIIAaT MIa3MEHUTE KOHUEHTPAaUMH HA CHMBACTATHH H CHMBAacTaTHHOBA
KHUCEIHHa W MOrar Ja JIOBEJaT A0 HOBHILEH PUCK OT MHOTIATHA/ pabaoMHONH3A.

Koncyarupaire ce ¢ nHGOPMANHATA 3a NpeATHCBAHE HA BCHUKH ¢AHOBPEMERHO APHEMAHH
JekapcTsa, 3a Ja HoJAYYHTE JONbIHATEIHA HHPOopMAHa 32 TEXHATE NOTEHIHAIHH
B3aHMO/ACHCTBHA ChC CHMBACTATHH H/HJIH NOTEHIHAJA 32 NIPOMEHH HA eH3HMA HiA
TPAHCHOPTEPA, H 34 BbIMOKHO KOPATHpaHe Ha J03aTA HJIH CX€MATA HA NMPHJIAraHe,

[IpoyuBaHud 3a B3aUMOASHCTBHE Cca NPOREIKIAHH CAMO IMPH BL3PACTHH

DapmakoQuHAMUYHYU 83aUMOOeticIEeus

Biaumodeiicmeun ¢ aunudononuicasafi JeKAPCMEEHYU RPOOYKIMY, KOUIMO MO2am Oa HPEeOU3GUKAM
MUONAMUA NPU CAMOCMOSIMENHO NPUNONCEHUE

Puck®T OT MHOTIaTHA, BKIIIOYHTENTHO pabaoMHONH3A, CE YBETHYABA MPH €AHOBPEMEHHO MPHIIOKEHHE C
¢ubparn. OcBeH ToBa HMa (apMAKOKHHETHYHO B3aHMOAEHCTRIE ¢ reMPHOPO3HIT, BOAELO 1O
NOBHILABAHE HA ITA3MEHUTE HHBA HA CHMBACTATHH (BXK. MO-A0,1Y DPapMaxoxuHemuyHy
gzqumoodeiicmsus v TOUKH 4.3 n 4.4). Hama nauHn, ye Koraro cumBeactaTtil 1 gpeHodubpar ce
MpHIarat €HOBPEMEHHO, PHCKBT OT MHONATHA a2 HAAXBLPAA CyMaTa OT HHAHBHIYAJTHUTE PUCKOBE
3a BCEKH npoayKkT. HaMa nocrarbuHo (papMakOKWHETHYHU AaHHU W HAOMIOOEeHHA Ha JIeKapcTBEHATa
BezonacHocT 3a gpyrure ¢ubpaty. Peaxu ciryyan Ha MUONaTUsA/Pa0AOMHMONN3A Ca CBBP3AHH ChL
CUMBACTAaTHH €IHOBPEMEHHO C IHNHA-MOaUupuuMpaiun 1034 (= 1 g/aeH) HUauMH (BXK. Touka 4.4).

DapMAKOKUHEMUYHY 830UMOOCUCMEUS

[TpenopuvkuTe 3a MpeANHCBaHe 32 B3AWMOOEHCTBALMTE CH areHTH, ¢a 0000eHH B Tabiuuara no-
aony (MO-HATATBIIHHK NOAPOOHOCTH ce ChABPXKAT B TEKCTA; BXK. CBINO Touku 4.2, 4.3 n 4.4).

JIekapcTBeHH B3aRMO/EHCTBHA, CBbP3aHH ¢ NOBHIIEHH PHCK OT MHORATHA/PaGIOMHO/1H3A
;Bzanmonencmamn ce areHTH [TpenopbKkHTe 32 NpeANHCBAHE

 Mowgnu CYP3A4 unxubumopu: [TpoTHBONOKA3aHK CHC CUMBACTATHH
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Apyru ¢u6paTtn (ocseH peHodubpar) Ha He ce npepHllaBa nHeBHa 1034 oT 10 mg
| CHMBAaCTaTHH.
|
. (Dy3Ha0Ba KUCENHHA He ce npenoprsuBa ¢bC CHMBACTATHH.
! -
Huauus (HukoTuHOBA KHMcenuHa) (> 1 He ce npenopbusa ¢bC CHMBACTATHH MPH
 g/NeH) asHaTLH.
| AMHMOIapOH Ja He ce npepslIaBa JHEBHA 1034 oT 20 mg
AMIOANIHH CHMBACTATHH,
' Bepanamun |
Junrnasem
| Enbacsup
 T'pazonpesHp
JlomuTanua Ha He ce nperrIaBa AHeBHA no3a ot 40 mg
CHMBACTATHH AHEBHO 1Tpy nauHeHTH ¢ XodX,
JlanoMuLIuH Tpabsa na ce oOMHKCIIM BpEMEHHO CITHPaHE Ha
CUMBACTATHH IIPH TIAUMEHTH, NpUEMaLIH
AAMOMHLMH, OCBEH aKO MOJIZHTE OT
€AHOBPEMEHHOTO IMPHIIOKEHHE HE HAAXBBPJIST
| | | PHCKA (BX. TO4Ka 4.4.)
Coxk ot rpedndpyT Ha ce n30srea npueMaHeTo Ha COK OT
rpeiAndpyT, KoraTo ce fnpHemMa CHMBaCTATHH
1 [

Edhexmu na opyzume aexapcmsenu npOOYKMu GbpXy CUMEACTIATHUH

Bzaumooeticmeus, exmousawu unxuoumopu na CYP3A44

CuMmeacratuH ¢ cyberpar Ha uuroxpoM P450 3A4. Mowmuute MHXKOMTOpH Ha uMToxpoM P450 3A4
yBe/IHYaBaT PHCKA 0T MHONATHA H pabaoMHONK3a Ype3 YBEIMYABAHE Ha KOHLICHTpALMATA HA
uuxuduTopuTe Ha HMG-CoA peaykrazara B ru1a3Mara 1no BpeMe Ha JIieHUeHHE ChC CUMBACTATHH. Te3H
MHXHOHTOPH BKIIOUBAT HTPAKOHA30, KETOKOHA30/, M03aKOHA30JI, BOPUKOHA30J, EPUTPOMHLIHH,
KIapUTPOMUIIMH, TenuTpoMHiMH, HIV nporeasHn unxubutopu (Hanp. HenduHaeup) Sokenpesup,
TENANpPEBUP, Hea3OAOH H NEKAPCTBEHH NPOAYKTH, ChABpKaIM KoOUIMcTaT. ETHOBpeMeHHOTO
[IPHITIOKEHHE ¢ UTPAKOHA30JI BOAU 10 YBENTUUeHUe noeeye oT 10 MhTH HA eKCNO3ULMATA KbM
CHMBACTATHHOBA KHUCEJMHA (AKTHBHHAT O€Ta-XHIPOKCHKHCETMHEH MeTabonuT). TenuTpoMuLIMH €
npenyu3pukai 11 NbTH yBeJJAUECHHE HA EKCITO3MLUATA HA CUMBACTATHHOBA KUCEMHA.

[opaan ToBa KOMOHHALMKTE ¢ UTPAKOHA301, KETOKOHA30J, NO3aKOHA30J, BOpHKOHazoj, HIV
npoTea3Hy HHXMOUTOPH (Hanp. HenpHHaRHP), DOKENPERUP, TENAIPEBUP, EPUTPOMHUILIMH,
KTapHTPOMHULIAH, TETHTPOMHLIHH, HE(PAa3010H H IEKAPCTBEHH TIPOAYKTH, ChIbMKAIIH KODUIIUCTAT ¢a
NPOTHBOMOKA3aHH, KAKTO U reMMUOpO3u, HKIOCIIOPHH M AaHa30/1 (BX. TouKka 4.3). AKO I€YEHHETO
¢ MoK CYP3A4 nuxubutopu (arentH, kouto nopuiasar AUC npubad3uTenso 5 KpaTHO Wil
IOBEYE) HE MOXKE Jia c€ N30erte, TepanuaTa ¢h¢ CUMBACTATHH TpabBa Ja ce npeycTaHOBM (1 TpAORA
aa ce 00chan ynorpedara Ha aNTEPHATHBEH CTATHH ), JOKATO TO Npodb/ikasa. KoMOWHHpaHeTO Ha
CHMBACTaTHH C Ipyry W3BeCTHU HHXHOHTOpH Ha CYP3A4 ¢ no-Manka MolIHOCT: dIyKOHAa30n,
BEpAnaMK MW AUNTHA3eM TpsaOBa Aa craBa BHUMATENHO (BX, TOUKH 4.2 u 4.4),

Daykorazon
Penku cydan Ha padIOMHMONK3a, CBLP3aHA C €AHOBPEMEHHOTO NPWIOKEHHE HA CHMBACTAT
dbnaykoHazon ca Ounu aoknaasaHy (BXK. ToUKa 4.4).

Huxnocnopun
Pucxnst or Muonarua/pabnoMuon3a ce yeenuasa npy eJHOBPEMEHHO NPHIIOKEHN
ChC CHMBACTATHH; 3aTOBRA ynotpedara ¢ UHKIOCTIOPHH € NMPOTHUBOIMOKAa3aHa (BxK. TOY



Bompeky, ye MEXaHN3MBT He € HAMBJIHO ACEH, UMKIOCMOPHH yBeaH4yaga AUC Ha HMG-CoA
peayKrasuure HHXubUTOpH. Tosa nmosunasane Ha AUC Ha CHMBAaCTaTUHORA KUCE/IHHA BEPOSTHO CE
IBJBKH 4YacTHUYHO Ha uHXubHupaHeTo Ha CYP3A4 w/unu OATPIBI.

Harnazon
PHCKET OT MHONaTHs U pabIOMHO/IH3A Ce yBelH4aBa NPH eQHOBPEeMEHHa ynoTpeba Ha AaHaA30J1 ChC
CHMBACTaTHH; 3aTOBa ynoTpedara ¢ JaHa30J € MPOTHRONMOKa3aHa (BxkK. Touxu 4.3 u 4.4).

Temgbubposun

I'emdpubposun ysenuuasa AUC Ha CHMBacTaTMHOBATA KucennHa ¢ 1,9 mbTH, BEPOATHO MOpaam
MHXHOUpaHe HA MBTHINATA HA MTIOKypoHKaupane Wund QATPIBI (Bx. rouxku 4.3 u 4.4).
EZHOBPEMEHHOTO MPHIOKEHHE ¢ TEMPHOPO3HT € NPOTHBONOKA33HO.

Dy3udosama KUceauna

PHCKBT OT MHONATHS, BKIIOUUTENHO pabaoMHONTN3A, MOXE Aa C& MOBHILH TPH €HOBPEMEHHO
NPHAATaHe Ha CUCTEMHA PY3U10Ba KHCEJIHHA Che CTATHHH. MeXaHu3MbT Ha TOBA B3auMOJCHCTRHE
(He3aBHCHMO Janu ¢ (JapMaKOIHHAMHYHO WIH PAPMAKOKHHETHYHO, HIIH H JIBETe) € BCE OLUE
HenssecTeH. MMa choOlueHud 3a ciydan Ha pabaoMuonuza (BKIIOUKHTENHO H ¢ NETANEH U3X0) NpH
NaUHEHTH, NOJyYaBalld Ta3d KOMOMHALIAA. AKO TIEYEHHETO C (POPMH 32 CHCTEMHO NPUIOKEHHE HA
¢py3u10Ba KHceauHa € HeoOX0IUMO, IEHEHHETO ChC CHMBACTATHH TpA0Ba 1a ce npeKpaTy Mo BpeMe Ha
nepyuoia Ha nedeHue ¢ Ppy3unosa KucenuHa, Bxk. cpuio Touka 4.4).

Anmuooapon

PHCKBT or MHONaTHs K pabaoMHONM3a ce yBeNHYaBa NIPH €AHOBPEMEHHO NPHIIOKEHHE Ha aMUONAPOH
CBC cMMBacTaTHH (BX. Touka 4.4). TIpy KIMHHYHO M3NKTBaHe, MHONATHs € Guna crobmeHa npu 6% ot
NaLWeHTHTE, TONy4YaBalid cuMBacTaTHH 80 mg H aMHOLAPOH.

[lopaan TOBa NPpH NaLMEHTH, JIEKYBAHH €JHOBPEMEHHO C aMHOAAPOH, A03aTa HA CHMBACTATHH HE
TpAdBa na HaaXewupna 20 mg AHEBHO.

bnoxepu na xaryuesume xananu

Bepanamun

PHUCKBT OT MHONATHA H pabaoMiH0IH3a ce TOBHIIABA MPH eJHOBPEMEHHO NPHIOKEHHE HA BEPaNaMH
cb¢ cumBacTaTHH 40 mg unu 80 mg (Bxk. Touka 4.4). BLe papMakOKHHETHUHO IPOYUBAHE,
€AHOBPEMEHHOTO NPHIIOKEHHE ¢ BepanaMil BOAH A0 2,3-KpaTHO MOBULIABAHE HA EKCTIOZHULIKAATA HA
CUMBACTaTHH KHCENIHHA, KOETO BEPOATHO C€ ABIDKH, B YACTHOCT, A0 HHXHOupaHe Ha CYP3A4.
CrnenoBarenHo, 203aTa HA CUMBACTAaTUH He TpA0Ba na npesuinapa 20 mg JHEBHO MPH MaLMEHTH,
MoJy4aBaliy eJHOBPEMEeHHO IeUSHHE C BepariaMu,

Jlunmuaqzem

PuckbT OT MHONaTHs ¥ pabNOMHONN3A ce YBENIW4ABA NPH €AHOBPEMEHHOTO MPHAOKEHHE Ha
AunTHazeM ¥ cumBactatv 80 mg (Bk. Touka 4.4). BB (papMakoKMHETUYHO TPOYYBAHE,
€IHOBPEMEHHOTO MPUIIOKEHHE HA JUNTHA3EM BOAM A0 2,7-KpaTHO NMOBHIIARBAHE HA €KCIIOIHIIMATA HA
CHMBACTATHHOBA KHMCE/IHHA, BEpOATHO nopany unxubupane Ha CYP3 A4, CnenoBarenHo, 1o3aTa Ha
CHMBAaCTATHH He TpaOBa na npepuiasa 20 mg JHERHO NPH NALMEHTH, NOAYYABaILM ChIILTCTBALA
TEpanua ¢ QUITHA3EM.

Amaoounun
[laueHTHTe HA AMNOAMIIUH, IEKYBAHH €JHOBEMEHHO ChC CUMBACTATHH, MMAT IOBHILEH PHCK OT
MHomnarya. Bbe apMakoKMHETHYHO NpOyYBaHe, ¢AHOBPEMEHHOTO NPHIMKEHHE HA aMJIOIMIIMH

[103aTa HA CMMBACTATUH HE TpaOBa Aa npeBuilasa 20 mg NHEBHO NpH NALKEHTH, MOJTy4a
eJHOBPEMEHHO NIEUeHHE € aMJIOAUNHH.

Jomumanuo



[Ipyu egHOBPEMEHHOTO MPUIMKEHHES HA JIOMHTAIHI ChC CUMBACTATHH, PUCKBT OT MHOITIATHA H
pabaoMHONY3a MOXKe 1a ce NOBHLUH (BXK. ToukH 4.3 1 4.4). CnenoBaTenHo npH ratHeHTH ¢ Xo®X,
[03aTa Ha CHMBACTATHH He TpsaOBa 1a Hageuwiasa 40 mg gHEBHO MTPH CLOBTCTBALLA TEPANHA C
JTOMHTAITK L.

Tuxazpenop

EnHOBpeMeHHOTO MTPHICKECHHE Ha THKArpesop ¢bC CHMBACTATHH BOAH AC NOBHIaBaHe Ha Cmax u
AUC na cumBacTraTvH ¢bOTBeTHO ¢ 81% u 56%, xkakTo ¥ Ha nopuiasaHe Ha Cmax u AUC Ha
CUMBACTATHHOBATA KHCEJIHHA CHOTBETHO € 64% u 52%, KaTo B OTAENHH CyuaH ce JOCTHFA 2- 110 3-
KPaTHO B NOBHIIAaBaHe. ENHOBPEMEHHOTO MPHIOKEHHUE HA TUKArpeIop H CHMBACTATUH B 1034,
Hagsuiuapaila 40 mg JHEBHO, MOXE Aa ROBEAE A0 HEXENAHH PeaKLMH Ha CHMBAcTaTHH M TpsbBa na
ce MpeLeHU CrpIMO NOTEHUHANHHTE N0N3H. CUMBACTATHH HE OKa3Ba BJIMAHKME BbPXY IUIA3MEHHTE
KOHICHTPALWH Ha TUKarpeaop. Tuxarpenop Moxe aa 0Ka3Ba cxoAcH eeKT pppXy JosacTaTHH. He ce
npenopbuba €IHOBPEMEHHATa ynoTpeda Ha TUKAIPEIOp ChC CHMBACTATUH HITH JIOBACTATHH B HO3M,
HaaBHInaBawy 40 mg.

Ymepenu unxubumopu na CYP3A4

[TatHeHTHTE, NpUEeMAllH APYFY JIEKapCTBa, HMAIlM ymepeHO WHxuoupaly egexr sppxy CYP3A4
C€AHOBPEMEHHO ChC CHMBACTATHH, NO-CNIEHHAIHO NO-BHCOKHM JI03H CHMBACTATHH, MOJXKe Ja HMAT
MOBUILIEH PUCK OT Pa3BUTHE HA MUONATHA. (BX. TOuka 4.4).

Huxubumopu na mpaucnopmuus npomeur OATPIBI

CuMBacTaTHHOBATa KHCEIMHA € CyOcTpaT Ha TpaHcnopTHHA npotedH OATP1B1. EaHoBpeMeHHOTO
MPHNOKEHHE Ha JIEKAPCTBEHH OPOAYKTH, KOUTO 38 MHHXUOHUTOPH Ha TPAHCIOPTHUS MPOTCHH
OATPI1B1, moxe ga nosene A0 NOBHILABAHE HA TUITA3MEHMTE KOHLIEHTPAIIMM HA CHMBACTATHHOBA
KHCEJIMHA K NMOBHLIECH PUCK OT MUONATHA (BXK. TOUkH 4.3 u 4.4).

Huxubumopu na npomeuna Ha pezucmenmuocm Ha paxa na zepoama (BCRP)

EAHOBPEMEHHOTO NPUAOKEHUE Ha NEKapCTBEHH NPOAYKTH, KOUTO ¢a HHXHOuTOpH HA BCRP,
BIJTIOUHTENHO NMPOAYKTU ChIBPXKALLM €710aCBUP WIH Ipa3onpeBHp MOXe Aa JOBEAE A0 MOBUILIEHH
IUIA3MEHM KOHLEHTPAILWH Ha CHMBACTATHH H NOBUINEH PUCK OT MHONATHA (BXK. TOYKH 4.2 u 4.4).

Huayun (nuxomunoea xuceauna)

Penxw cnyyad Ha MuonaTHa/pabaoOMHONIH3a ¢a CBBP3aHH C eJHOBPEMEHHO MIPHIOKEHHE Ha
CHMBACTATHH C JHNMA-MOAM(HUMpANIM 5034 (= | g/ned) HHAUMH (HUKOTHHOBRA XHCEIHHA). BuB
(dhapMaKOKHHETHUHO NPOYYBAHE, €AHOBPEMEHHOTO MpHJlaraHe Ha eAHOKpaTHa 1034 OT HHKOTHHOBA
KHCEIHHA ¢ YABDKEHO 0CBODOKIaBaHE ABA MpaMa cbe CHMBACTATHH 20 g Bo/iK A0 c1abo NoBMillEHHE
Ha AUC Ha cUMBACTaATHH ¥ HA CHMBACTATHHOBA KMCEMUHA H HA Ciax HA MIIA3MEHHMTE KOHLIEHTPALMKH
Ha CMMBAacTaTHHOBA KUCEIWHA.

Cox om zpeunghpym

CoksT OT rpeitndpyt uHxudupa uutoxpoM P450 3A4. EnHOBpeMEeHHHAT nNpUeM Ha rojieMu
KOJMYECTRA (Ha 1 JTHTHP AHEBHO) COK OT rpeHngpyT BOAH A0 7-KPaTHO YBRENUYEHHE HA
€KCTIO3ULMSTA Ha CHMBACTaTHHOBA KKcenuHa. [Ipuem ot 240 ml cok ot rpeiindpyT cyTpuH u
CHMBACTATHH BEYEP, CBLUIO € AOBEN 0 yBeanueHHe ot 1,9 ne1H. Ilopanu ToBa KOHCYMHPAKRETO Ha COK
OT rpeiindpyT No BpeMe Ha JieueHHEe ChC CHMBACTATHH TpAORA 1a ce H30Area.

Koaxuyun
Hma ¢ro0meHHs 3a Muonatua ¥ padbloMHONK3a NpYU €AHOBPEMEHHO NPUIIOKEHHE HA KOJIXHIIHH ChC
CHMBACTATHH 11pK NauMeHTH ¢ OnOpedHa HeaocTaTbuHOCT. [IpenopbunTenHo € BHUMATENIHO
KITMHHYHO NMpocnesBaHe Ha TAKUBA NALMEHTH, NpHeMallld Ta3u KOMOHHALA.

Hanomuyun
PUcksT OT MuonaTva n/uau padaoMHonun3a Moxke na Ob/ie NOBULLEH MIPH €AHOBPEME
Ha HMG-CoA peaykrasHH HHXUOUTOPH (Hanp. CHMBACTATHH) M JATOMMLMH (B¥K.TOY




Pupamnuyun

Trii karo pudammuipn e MomeH CYP3 A4 uHAYKTOP, NALKHEHTHTE, MOQIONKEHH Ha AbJIFOCPOYHA
Tepanus ¢ pudamMnyury (Hanp. nedekue Ha TyOepKyno3a) Morat Ja passusr 3aryba Ha edukacHocT Ha
cuMBacTaTHH. BbB (papMakoXHHETHYHO NPOYUBAHE MPH HOPMasHU AOGPOBONLM, MITOLITA O] KPUBATA
Ha Ma3MeHaTa koHueHTpauusa (AUC) Ha cHMBacTaTHHOBA KMCENHHA ce noHrkaea ¢ 93% npu
CHIBTCTRAINO MPHIOKEHHUE C PUPAMITHLIKH.

Edhexmu na cumsacmamun ewvpxy thapmaxoxunemuxama na opyaume rexapcmeenu npodyxmu
CumpacTaThh e naxudbnpa uuroxpoM P450 3A4. TTopanu ToBa He ce OYAKRa CUMBACTaTUH 4
MOBNHAE M1a3MeHHTE KOHLUEHTPALKH Ha BeLLECTRA, META0OIH3NpallM ce OT HUToXpoMm P450 3A4.

[lepopannu anmuxoazyranmu

[Ipu nBE KNIMHAYHK M3NUTBAHMSA, €IHO BHPXY 30paid JOOPOROJILM H APYTO MPH MALMEHTH ¢
XHIIEPXO0IECTEPOIEMHEA, CHMBACcTaTHH 20-40 mg ndeBHO yMepeHo e noTeHuypan edekra Ha
KyMapHHOBHUTE aHTHKOAryJIaHTH: IPOTPOMOMHOBOTO BpeMe, U3pazeHo kaTo International Normalized
Ratio (INR), ce € yBennunio B cpaBHeHHE ¢ H3XOOHOTO HUBO Ot 1,7 10 1,8 1 oT 2,6 1o 3,4 ¢hOTBETHO
B IPOYYBAHETO BbLPXY 3APpaBd JOOPOBONLY M NAUUEHTH. MHOrO paaxo ce choOMmaBaT Cliydad Ha
noeuilcH INR. IIpn nawpenty, nexyBany ¢ xyMapHHOBH aHTHKOAryiaHTH, MPOTPOMOWHOBOTO Bpeme
TpalBa da ce onpene/ Mpean Ha4al0To Ha JEUEHHe CbC CUMBACTATHH H JJOCTATHYHO YECTO 1IO BPEME
Ha paHHATa Tepamu4, 3a Aa MOXKE NEKapAT 1a € CUTYPEH, Ye HIMa 3HAYHTEHU IpOMeHH B Hero. Crien
KaTO BEAHBXK CE MOCTUIHE CTAOMIIHO MPOTPOMOHHORBO BPEME, TO MOXKeE /g C& MOHHTOPHpA Ha
oOHualHATe HHTEPBAIIN, PENOPBYRAHH NPH NALEHTH, JIEKYBaHH ¢ KyMapHHOBH aHTMKOATY/IAHTH.
[Ipx mpoMAHa Ha No3aTa HA CHMBACTATHH WIH NPEYCTAHOBABAHE HA ICYCHUETO TPAOBa J1a ce MOBTOPH
ChillaTa NpoLeaypa. JIeUeHUeTO CbC CHMBACTATUH NPH NALHESHTH, KOHTO HE CE JEKYBAT €
AHTHKOAryJIaHTH, HE € OO CBBP3aHO ¢ KbPBEHE WIH NPOMEHH B MPOTPOMOHHOBOTO BpEMe.

4.6 @epTRIANTET, OPEMEHHOCT H KbPMEHE
bpemenrocm
CHMBACTaTHH € MPOTHBONOKA3AH MO BpeMe Ha OpEMEHHOCT (BXK. TO4Ka 4.3).

besonacHocTTa MpH OpeMEeHHH XKeHH He € yeTaHoBeHa. He ca npoBexnaHy KOHTPOIUpaHH KIMHUYHH
H3TIHTBAHUA CBC CUMBACTATHH BBPXY OpeMeHHH xedu. [Tonyueri ca peakH chobIIeHHA 32 BPOACHH
ManOpMalllK CJIe/l WHTpayTepHHHA ekcno3nuus Ha nHxubutopn Ha HMG-CoA peaykrasara, [Ipu
aHaM3 Ha npudauzKTenHo 200 DpOCNEeKTUBHO MpocneaeHH OpeMeHHOCTH obave, eKCNOHHPAH| Mo
BpEME Ha MBPBOTO TPHMECEYHE HAa CHMBACTATHH MM Apyr cponeH uuxudurop va HMG-CoA
pelyKTa3ara, 4eCTOTaTa Ha BpoaeHHTe MandopMaluu € Oufla cpaBHHMA ¢ Ta3H, HabmoaapaHa B
o0larta nomynauus. To3u 6pod OpeMeHHOCTH € GUIT CTATUCTUUECKH SOCTATHYEH 32 H3KTIOUBaHEe Ha
YBEIMYECHUE HA BPOACHUTE AaHOMANMM 2,5 IThTH WIH TIOBEYE HAJ W3XOJHATA YECTOTA,

BunpekH, 4e HAMa JaHHH 3a Pa3/IMKH B YECTOTATA HA BPOAEHUTE ManthopMalyi B MOTOMCTBOTO Ha
MALHEHTH, NEKYBAHH CbC CHMBAcTaTHH UITH ApYr cpoaeH uHxHouTop Ha HMG-CoA penykrasara, B
CPaBHEHUE C YECTOTATA, HabNOAaBaHa B 00LATA NOMYIALMA, JEHEHUETO HA MAHKaTa Che
CHMBAcTaTHUH MOXKe 1a HaMaTd GeTanHHTe HHBa HA MEBAJIOHAT, KOKWTO € MPEeKypcop Ha
XOJIecTeponoBaTa OHOCHHTE3a. ATEPOCKIepo3aTa € XPOHHUYEH NpoLec U OOHKHOBEHO
MPEyCTaHOBABAHETO HA JIMMHAOMOHHKABAMHTE NEKAPCTBEHH NPOAYKTH N0 BpEMe Ha OPEMEHHOCT OH
TPAOBAIO 2 MMA MAJTKO 3HAYCHHE 34 KBCHHA PUCK, CBBP3aH ¢ TBPBUYHA XHUIIEPXONECTEPONEMUS.
[lopaay Te3n NpHYKUHK CUMBACTATHH HE TpAOBA a ce npHiara Npu »KeHH, KOUTO ¢a 6pemeHHH,

ONMTBAT ce Aa 3a0peMeHeAT WiIH MOA03MPaT, Ye ca OpeMeHHH. JleueHHETO ChC CHMBACTATHH TRafaaHs

CE NMPEYCTAaHOBH IO Bpeme Ha OPeMEHHOCTTa WK JIOKATO ce ONPEeaeNH, Y€ KeHaTa He € Gpetiauy (ﬂag,,,é_

To4YkH 4.3 1 5.3). $. \
Q
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CEPHO3HHTE HEXKeNanH Peakumy, )KXeHHTe, JIEKyBaHH ChC CHMBACTaTHH He TpgOBa 1a kbpmar Geberarta
CH (BxK. TOUKa 4.3).

Depnuviumem

JIunceaT KIMHMYHH JAHHU OTHOCHO €(heKTUTE HAa CUMBACTATHH BHPXY QEPTHIIMTETA IPH XOP4.
CHMBACTATHH HE € HMan ePEKT BEpXY QEPTUINTETA NPKH MBKKH M JKEHCKH TLUTHLXOBE {BX. TOuka 5.3).

4.7 EdjexTd BRPXY COCOGHOCTTA 32 ModHpane H padora ¢ MADIHHH

CuMBaACTaTHH HE NMORNHMABA MM HMA HE3HAYHMTENCH edEKT BLpPXY CMOcOOHOCTTA 33 HIodUpaHe U
pabota ¢ mauinHu. Korato obaye ce modHpaT MOTOPHH NPeBO3HH CPeCTRa WiH ce paboTH ¢
MallHHM, TPA6Ba Aa ce MMa NPeABu, Y& MO BPEME Ha MOCTMAPKETUHTOBHUS OMMT B PEAKH Cllydau ce
chOOILIABA 3a 3aMaiiBaHe.

4.8 Hexenann JekapCcTBeHH PeaAKIHH

Hecrotara Ha CACAHNHTE HEKETaHH JIEKapCTBEHH peakumy, KOHTo ¢a OHM cpolliieHn No Bpeme Ha
KJHHWYHH U3NHTBAHUS H/UNHK ClIE [TycKaHe Ha 1na3apa, ce KaTeropusupar Ha 6a3ata Ha OLIEHKA Ha
TAXHATA YECTOTA B ONIEMH, JBJITOCPOYHH, IWIALEOO-KOHTPONHPAHH KIMHHYHH MPOYUYBaHHS,
BrnoynTento H HPS 1 4S ¢ 20 536 u 4444 naunenty cxoTBeTHO (BX. ToukH 5.1). [Tpu HPS ca
oTOenA3BaHH CaMO CEPHO3HUTE HEXENaHU CBOMTHA, KATO MHAJITNS, TIOBHIIICHUE HA CEPYMHHTE
TpancamMuHa3u U KK. [Ipu 4S ca ordensa3paHu BCHYKM HexkenaHd CBOUTHS, H30POEHH TM0-00Y.
KoraTo B Te34 KIMHHYHY M3IIHTBAHUA YECTOTATA B IPyNaTa ¢bC CUMBACTATHH € OMiIa MO-MajiKa HWiH
nojo0Ha Ha Ta3H B rpynara ¢ mianefo u e HabmonasaHa Moao0HA YeCTOTa HA CIOMTAHHH ChOOIEHHs
C BB3MOXHA MPUYMHHO-CIICACTBCHA BPB3Ka, TE3M HEXKENaHH CHOHTHA ca KATErOpH3IHpPaHH KATO
“penkn”.

[Tpu HPS (Bx. Touka 5.1), srumousar 20 536 nauuexTH, 1ekysaHH ¢ 40 mg CHMBACTaTHH AHEBHO (n =
10 269) unwu mnauedo (n = 10 267), npodunure Ha Ge30nacHOCT ca OHIM CPaBHHUMH MEXIY
MMTAlMEHTHTE, IEKYBAHH ChC CUMBAcTAaTHH 40 mg U OonHure ¢ nnauedo npes cpeaHo 5-Te roguHH Ha
y3caeasaHe. UecTorara Ha NpeyCTaHOBABAHE NOPaAH HEMXENAHH peakuiy € buna cpaBHuMa (4,8% npu
NMauUeHTHTE, NEKYBaHU CbC CUMBacTaTUH 40 mg, B cpaBHeHMe ¢ 5,1% npu rpynara ¢ mianeto).
Yecrorara Ha Muonatus e duna ron 0,1% npu naumenTuTe, nekyrauu cbe cumpacTaTul 40 mg.
Iosmuerue Ha Tpancamunasure (> 3 x I'PI' norsbppaeHo npy nopTopHoO H3acneABaHe) € HAOMOAABAKO
npy 0,21% (n = 21) ot nawpienture, nekyBaHu cbe cuiMBacTaTHH 40 mg B cpaBueHue ¢ 0,09% (n = 9)
OT SONHKUTE ¢ Nauebo.

YecToTata Ha HexenlnaHH cbOMTHA € KiacH(pULMpaHa criopen ClReaHUTe KPpUTEpHH: MHOro YecTn (>
1/10), Yectu (= 1/100, < 1/10), Heuectu (= 1/1000, < 1/100), Peaxu (> 1/16 000, < 1/1000), Muoro
penxy (< 1/10 000) , c HensBecTHa YecTOTA (HE MOXKe 1a OBJle OLIEHEHA OT HANIMYHUTE JaHHH).

HapyineHus Ha KPpBBTA M IHM(HATA CHCTEMA:
Peoxu: anemus

HapywmeHus Ha MMyHHaTa CHCTeMa:
Mnozo peoxu: anapunakcus

[ICUXHYHU HADYIHICHWS :
Mrnoeo peoxu: GescvHue

C Heuzgecmua yvecmoma: Acnpecun

HapymueHus Ha HepBHATA CUCTEMA:

Peoxu: rmasobosue, napecTe3nu, 3aMaiiBane, nepudepHa HeBponaTHa
Mroco pedxwu. HapylleHHS HA NIAMETTa
C HeuszgeCmHAa yeCcMoma. MAACTEHUS IPABUC




Hapyluenus Ha ouuTe:
Peoxu: 3aMBrineHo 3peHie, HAPYUICHO 3pEHHE

C neuzeecmna vecmoma: OYH2 MHACTEHUS

PeciiydpaTopHu, rpbAHH U MEIHACTUHAIHH HADYUICHUA:

C neuzsecmna wecmoma. HHTEpCTUHIIHANHO GetoapobHO 3abonapane (BK. Touka 4.4)

CToMaliHO-YpERHH HAPYIIEHHA
Peoxu: 3anex, KopeMHa 60/1Ka, METCOPMILM, JHCTICIICHSA, AMapH, ra/ieHe, NOBpbILAaHEe, MAHKPEATUT

Xenaro-OUNHapHM HapyHIeHHA:
Peodxu: xenaTut/H KbIITEHULIA

Mnozo peoxu: ParanHa U HepatanHa YepHOAPOOHA HEAOCTATHUHOCT

HapvuieHnd Ha KOKaTa M NOJKOKHATA ThKAH:
Peoxu:. oOpus, corpbex, anoneLua

Mnozo pedxu: NMUXEHOUIHH ICKAPCTBEHH epyILHH

M!CE!HHO-CKGJ’IB’PHH, CHCANHHUTCITHO-ThKAHHH W KOCTHH HapylICHHA.

Pedru: muonaTusa™® (BXTIOYHTETHO MHO3UT), pabromMuonn3a ¢ HH Ges Gp0peuHa HEQOCTATHUHOCT
(BK. TOUKA 4.4), MAANTHS, MYCKYJIHHM CIA3MH, MHO3HT, NOTHMHO3UT
Mnozo peoxu: MycKy/iHa pyniTypa

*B x1MHMYHO NpoyYBaHe, MHOTIATHA Bh3HUKBA YECTO MPH MaLUMEHTH, J1eKYBaHH CbC CHMBACTATHH
80 mg/aeH, B cpaBHEHHE ¢ RAUMEHTHTe, JiekyBauu ¢ 20 mg/aeH (1,0% cpewy 0,02%, ChOTBETHO) (BIK.
TOukH 4.4 1 4.5).

C neuzsecmna wecmoma:. TEHAVHONATHA, TTOHAKOTa YCAOMKHEHH C PYNTYpa, HMyHOMEAMHPaHa
HekpoTusHpauwa Muonarus (UMHM)**

**MHOTr0 pAKO ca ChOOIABAHY CTyYau HA MMYHOMEIMHPaHa HeKpoTH3upaia Muonarus (HMHM),
aBTOMMYHHA MHOMATHA, (10 BPEME Ha H Cliea JIeUeHue ¢ HAKou ctaThau. Knuanydo UMHM ce
XapaKkTepH3upa ¢: MePCUCTHPALd MPOKCUMATHA MYCKY.IHA ¢/1a00CT H NOBUINEHH CEPYMHH HHBA Ha
KPEaTHH KHHA3a, KOWTO C€ 3aMa3paT, BhIIPSKH NMPEKpaTsIBaHE HA JICYECHHETO ChC CTATHHU, MYCKYJTHA
Ouoncus, Nokaspailla HEKPOTH3KPALlla MHOITaTHA Oe3 3HAYMMO Bb3NANEHHE, M0J00peHie ¢
UMYHOCYTIPECHBHH CpelIcTBa (Bx. TouKa 4.4).

HapyuieHus Ha Rb3NPOU3BOAUTEIHATA CHCTEMA U MbPIATA:
Mnoeo pedxu: THHEKOMACTUA
C neuzaecmna yecmoma. peKTHIHA AUCPYHKIMA

OOu1M HapylieHHMa H CHCTOSHUS HA MACTOTO HA NPUIONKEHUE:
Paocko: acTeHus

M3sapeH cHHAPOM Ha CBPBbXYYBCTBUTETHOCT €€ ChOOLIARA PAAKO. TOH BKIIOYBA HAKOH OT CIE/IHUTE
CUMIITOMH: aHTHOEAEM, AYNYC-NOoJ00EH CHHAPOM, PEBMATHYHA NONHMHAIIHSA, JEPMATOMHO3HT,
BACKYJIHT, TPOMOOUHTONEHNA, eo3unodunus, nopuiiena CYE, aprput u apTpanrus, ypTUKapHs,
(GbOTOUYBCTBUTENHOCT, heSpHnuTeT, 3aUCPBIBAHE HA JIHLIETO, JHCTIHEA H HEPAINIONOKEHHE,

JlaGopaTopHu H3cienBaHNA:
Peoxu. nOBKMIICHHE HAa CEPYMHMTE TPAHCAMHHA3M (alaAHWH aMWHOTpaHcepasa, acna

aMHHOTpaHcepasa, Y-riryTaMui TpaHenentyaasa) (Bxk. Touka 4.4 Ejexmu avpxy ue
NoBUIIeHA alKaaHa (ocdarasa; noBunieHH cepyMHu HuBa Ha KK (Bx. Touxa 4.4).



[TopuinaBane Ha HbAlc u cepymHuTe HMUBA Ha I'TIOKO3a HA MMAJHO ca ¢hOOLABaHH NPU CTATHHH,
BKJIKOYHTEITHO CHMBACTATHH.

[Ipy MOCTMapKeTHHIOBHA OfMT PAZKO Ca CHOOLIABAHM C1yUaH HA KOTHUTHUBHO YBpexXKaaHne (Hanp.
3ary0a Ha naMeTTa, pa3CcesHOCT, aMHE3NUs, YBPEKAAHe Ha TAMeTTa, O0LPKRAHE), CREP3aHU €
yroTpedaTa Ha CTATHHH, BKJIIOUMTENIHO CHMBAcTaTHH. ChollueHHaTa 0OMKHOBEHO HE €a CEPHO3HH H
ca oOpaTHMH NpPH MPEKLCBAHE HA JICUSHHETO ChC CTATHH, C Pa3IMYHO BpeME Ha NMosABa HA CHMIOTOMHTE
(1 aeH 0O roaAMHH) K OTIBYHABAHE HA CUMITOMHTE (MeAWaHa 3 CeaAMHULH).

Cneanure ACITBJIHHATETHH HEXCTaHH PCaKiUK Ca AOKTaABaHH [MPH HAKOU CTATHHH.

) HapynieHus Ha chHS, BKIIOUHTEIHO KOUIMapH

A CekcyanHa gucdyHKLYA

9

o 3axapeH quader: YeCToTA LIE 3aBUCH OT HATHYHETO WIH JIMIICATA HA PUCKOBHTE (DAKTOPH

(KpbBHa 3axap Ha riagHo > 5,6 mmol/L, HTM> 30kg/ m2, noBHIeHH TPHUITMLEPHAH,
aHaMHe3a 3a XMNEePTOHKHS )

[leguaTpuyHa norynauys
B 48 ceaMu4HO 1poyuBaHe, BKIIIOYBAINO Aela M KoHOWH (MnaaexH Il creneH no Tanep u Harope u

JAEBOKMKH, KOHTO ¢a MOHE e/1Ha roJIMHA cJie] TbpBaTa UM MeHCTpyauus) ot 10 - 17 roavuiHa Bu3pacT, ¢
XETEPO3HUroTHA PaMH/THA XHITepXoaecTeponeMud (n= 175), npodunsT Ha Ge30nacHOCT H TOHOCHMOCT
Ha rpynara JeKyBaHa ¢hC CUMBACTaTHH € OW1 noao0eH Ha TO3M NipH rpynara ieKkyeaHa ¢ mianeto. B
OBAroCpOUeH MnaH ePexTsvT BLPXY PHIHIECKOTO, HHTEAEKTYATHO H CEKCYATHO Pa3BUTHE HE €
H3BECTEH. B MOMEHTA HIMA OCTATHYHO HAJIWYHH NAHHW CNel €/JHA FOAUHA Ha JieYeHHE (BXK. TOUKH

42,44 1 5.1).

CpobiuaBaHe Ha NOAQ3NPAHY HEXENAHHU PEAKLIHK

CpofuwaraHeTo Ha NOAO3MPAHU HEKENAHH PEaKLUU CIIE] pa3pellapate 3a ynorpeda Ha ieKapCTReHuUs
MPOAYKT € BaXKHO. TOBa nM03B0JIABA 18 POAB/LKH HAOAI0ACHHETO HA CHOTHOILIEHHETO NOJI3a/PUCK 32
NeKapcTREHUA NPOIyKT. OT MEAULIMHCKHTE CICUMATHCTH C€ M3HCKBA aa ChOOLABAT BCAKA
NOAO3MPAHA HEXKeNaHa peaklHs upe3s

H3nbaHMTe1Ha areHuHs 110 IeKapCTBaTa

yi1. ., JlamsaH 'pyes” Ne 8

1303 Codua

Ten.: +359 2 8903417

yebcaiiT: www.bda.bg.

4.9 IlIpeaozupane

Hocera ca ¢chobLeHH HAKOAKO Cy4ad Ha Npeao3upaHe; MAKCUMATIHATA NorbiHaTa 4o3a € 6una 3,6 g.
Bewnuky naumeHTH ca ce Bb3CTaHOBHAH Oe3 nocneacteud. Hama cneuudUyHo neyeHne npu
npeao3upade. B TaxsB cayual ce npwiara CHMNOTOMaTHYHO M NOAIBPKALLO JIEUSHHE.

5. @GOAPMAKOJOIMYHHA CBOHCTBA

S.1 ®apMakoIMHAMHYHAH CBOHCTBA

dapmakorepaneeTH4Ha rpyna: HHXubuTopH Ha HMG CoA peayxrazara,
ATC xon: C10AA0Q] |

Cpen nepopallHO NPUIcKEHHE, CHMBACTATHH, KOUTO € HEaKTHBEH JTAKTOH, C& XHAPOIU3M
Opob 10 ChOTBETHATA AKTHBHA DETa-XHAPOKCUKHCETHHHA (POpMA, OKA3BaINa MOLICH HHXH
BbpXy HMG-CoA penyxrazara (3 xvapoken — 3 metwirnyrapun CoA penykraza). Tosu
kaTanu3vpa npespuiiatero Ha HMG-CoA B MeBaIOHAT, paHHO H CKOPOCT-ONPEAEAILO ¢
OnocHHTE3aTa Ha XOoIecTepona.
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CuMBacTaTHH HAMAABA KAKTO HOPMAJIHHUTE, Taka U NOBHUIEHMTE KOHUEHTpauuud Ha LDL-C. LDL ce
¢opmupa ot nporenH ¢ MHOro Hucka nabTHoeT (VLDL) 1 ce katabonusupa npeaumuo ot LDL
peuenTop ¢ Bucok agpunuTer. MexaHnsmbT Ha LDL-noHmwkaBalus ehekT Ha CHMBACTaTHH MOXKE J1a
BKJTIOYBA HAMaJIeHKWE Ha KOHUeHTpauunTe Ha VLDL-xonectepona (VLDL-C) 1 unaykuus Ha LDL
peuenTop, BOACLLO A0 HAMaNeHa NPOAYKUMA U noBuuIeH kaTtabomu3sm Ha LDL-C. Konuenrpauuure
Ha anoJMNonpoTerH B ¢bUIO HaMansABaT 3HAYUTERHO MO BPEME Ha JieueHHe cbe cMMBacTaTuH. OcseH
TOBA, CMMBACcTaTHH yMepeHO yenndasa HDL-C u wamansea nnasMennte tpuravuepruay (TG). B
pe3yJTaT Ha Te3W MPOMEHH ChoTHOLIEHWeTo 001 XonecTepos kbM HDL-C u LDL-C xeMm HDL-C ce
HaMansga.

Bucok puck om ucxemuuna bonecm na cvpyemo (HBC) unu nanuuna ucxemuuna 6oaecm Ha covpyemo
[Ipu Heart Protection Study (HPS) edexture oT neyeHHETO CBC CHMBACTATHH Ca OHJTH OLIGHEHH TIpH
20 536 naumeHTH (Ha BB3pacT 40-80 rogunn), c win 6€3 XUNepIHNUAESMAs, U C HCXEMHYHa 0oJiecT Ha
CBPLIETO, IPYrO OKITY3UBHO apTepHaltHO 3abonsaBane U 3axapeH guabet. [lo Bpeme Ha TOBa w3cneapaHe
10 269 nauueHTH ca Ounn NeKyBaHu cbe cHMBacTarHH 40 mg nueBHO v 10 267 naumenTH ca
noayyaBaiy 1iauebo B NpoOL/DKEHUE Ha cpeaHo 5 rogunu. B Hayamoro 6793 nauuentH (33%) ca
vuMany HuBa Ha LDL-C noa 116 mg/dL; 5063 naunentu (25%) ca umanu Huea mexay 116 mg/dL u
135 mg/dL; u 8680 nauuenTtu (42%) ca umany Huea Hag 135 mg/dL.

JleueHuero cbe cuMBacTatul 40 Mg NHEBHO € HAMANIUIO 3HAYMMO PHCKA OT CMBPTHOCT OT BCAKAKBH
TIPHYHHHK B cpaBHeHHe ¢ M1auedo (1328 [12,9%] npu naumeHTHTe, NEKyBaHH ChC CUMBACTATHH CpeLLy
1507 [14,7%)] npu natmenTture ¢ mauedo; p = 0,0003), nopanu 18% HamaneHKne HA YeCTOTATA Ha
CMBPT NopaaH kopoHapHO 3abonsasane (587 [5,7%] cpewry 707 [6.9%]; p = 0,0005; namaneune Ha
abcomornus puck 1.2%). HamaneHnueTo Ha cMBPTHOCTTA 110 HEBACKY/IAPHH TIPUYHMHK HE € JOCTUIHAMO
CTATHCTHYECKA 3HAYMMOCT. CHMBAcCTaTHH € HaMAIAN H PHCKA OT FOJIEMH KOPOHAPHH CHOUTHA
(crcTaBHa KpakHa TOUKA, cherodgila ce ot HegaTtanuu MM unu emupr ot UBC) ¢ 27% (p < 0,0001).
CHMBacTaTHH € HaManwl HeoOX0AUMOCTTA OT peBacKylapu3auya (BKTIOUKTEHO Oalinac Ha
KOpOH2pHA apTepHs WIH NEPKYTAHHA TPAHCTYMHHAIHA KOPOHAPHA aHTHOMIACTHKA) U NepudepHa WK
ApYTa HEKOpOHapHa pesacKyJapuzauus ¢ 30% (p < 0,0001) u 16% (p = 0,006) cxoTBETHO.
CHMBacTaTHH € HaMaaun pucka ot HHeyar ¢ 25% (p < 0,0001), xoero ce oT1aRa HA HaMAJIEHKE Ha
ciryvaure ¢ uexemuued HHCYT ¢ 30% (p < 0,0001). Oceen ToBsa, B noArpynara Ha NMaLHEHTH ¢
Anabet, CHMBAcTaTHH € HaMaIWI PHCKA OT PA3BHTHE HA MAKPOBACKYJIaPHH YCJIOKHERHA,
BKJIFOYMTENHO M NepuepHa peBacKyapy3anus (Onepalus Wid aHMorIacTdKa ), aMmyTaluaTa Ha
AOMHUTE KPpaHHULM HNH 93BU Ha Kpakata ¢ 21% (p = 0.0293). JlenbT Ha HaMaJleHME HA YEeCTOTaTa Ha
cbOHTHATA e Guna moaoOHa BBB BCAKA fIOATPYIIA OT H3C/IEABAHUTE MALHEHTH, BKIIOUHTEIHO TE3H O3
HCXEMHYHA bontectT, HO Cbe 3abonaBaHe Ha MOIBUHHTE WIH NEPpUPEPHNTE APTEPHH, MbXKE M SKEHH, 1101
Y HaJ 70-roAHIIHa BB3pacT B HA4AN0TO HA M3TTUTBAHETO, HATMYMKE WIH OTCHCTBHE HA XUIMEPTEH3MA,
1 ocobero Ha Te3u ¢ LDL xonecrepon noa 3.0 mmol/l npu BkmoyBaHeTO B H3C/IEABAHETO.

B Scandinavian Simvasattin Survival Study (48), edexTsT OT neHEHHETO CBC CHMBACTATHE BLPXY
oOllara CMBPTHOCT € olieHABaH NnpH 4444 naigeHTd ¢ UBC 1 o011 xonecTepon B HA4AIOTO Ha
uicneasarero 212-309 mg/dL (5,5-8,0 mmol/L.). B ToBa MyATHUEHTPOBO, PAHAOMHIUPAHO, BOHHO-
CJIANO, MNaLed0-KOHTPOIHPAHO KIMHUYHO H3MUTBAHE MALMEHTH ChC CTEHOKAPAHS WM AHAMHERA 33
mHOKapaeH uHgapkr (MH) ca 6unu exkyBanu ¢ THETA, CTAHAAPTHO JICHOHHE HITH CHMBACTATHH

20-40 mg pHesHo (n = 2221) wn ¢ manebo (n = 2223) B nNpoALIKeHHE HA CPeHO 5,4 roauHy,
CHMBaACTaTHH € HaMATHT PHCKa OT cMBPT ¢ 30% (HaMmaieHue Ha abcomoTHUA pHCK ¢ 3,3%). PucksT
oT eMbpT 0T UbC ¢ Oun Hamaneu ¢ 42% (Hamanenue Ha abcomoTHUs puck ¢ 3,5%). CUMBACTATHH €
HAMAJIH/1 H pHCKA OT ronsamMo KOpoHapHo ce0uTHE (eMbpT 0T UBC rutioc aokazad B SOMHHYHH YCAOBHA
6e3mbiiren HedaraneH MU) ¢ 34 %. OceeH ToBa, CHMBACTATHH € HAMAJTHIT 3HAYHMO PHCKA OT
NETANHH ITIIOC HENETAHH MO3bYHOCBA0BH CHOUTHA (MHCYIIT M MPEXOAHH HCXSMHYHH D
28%. Hama craTHCTHYECKH 3HAYMMA Pa3jiMKa MEXKIY FPYIHTE N0 OTHOLIEHHE HA
HEKapAUOBacKylapHaTa CMbPTHOCT.

[Tpoyusanero Effectiveness of Additional Reductions in Cholesterol and Homocysteing &
OLEHABa e(ekTa OT JIeueHHeTo ¢he cHMBacTaTHH 80 mg cpeluy 20 mg (cpeaHo npocne'ﬁa
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rOJAHHM) Ha roJIEMU CEIOBU HHUMACHTH (MVES; onpenenany karo ¢paranun CHD, nedaraney MI,
npoileypa Ha KOPOHAapHA peBacKyNapH3aLivd, HedaTaieH Wik dataneH HHCYNT, Wik Npoleaypa 3a
nepudepHa pesackynapusauus) npy 12 064 nauMeHTH ¢ npe)kHBIH nHOAPKT Ha MHoKapaa. Hama
3HAYMMA pa3iuka B uecTorata Ha MVEs mexay ase rpynu; cumsactatuH 20 mg (N = 1553; 25.7%)
crpsamo cumBacTaTiH 80 mg (N = 1477; 24.5%), RR 0.94, 95% CI: 0,88 10 1,01 . AG¢comoTHara
paznuka B LDL-C mexxny asere rpynu B xoaa Ha nipoy4saHeTo e 0,35 + 0.01 mmol/L. [TpodunsT Ha
He30nacHOCT € CXOAEH MEXTY JIBETe IPyNH Ha NeYeHHe ¢ HIKIIOUEHHE, Y€ YSCTOTAaTa HA MHONIATHA &
npubausurenHo 1,0% rnpu nanueHTHTe Ha cuMBacTaTHH 80 mg B cpasHenMe ¢ 0,02% npu nauueHTH
Ha 20 mg. [Tpuban3uTeAHO nOAOBHHATA OT TE3H CIyHaH Ha MHONATHA C2 BE3HHKHAIIHY N0 BPEME Ha
MLPBATa rOAMHA OT JIeueHHeTO. YecToTata HA MHONIATHA MO BpEME Ha BCAKA CJIEABAlNA FOAHHA OT
aeueHueTo e npubnuzurenHo 0,1%.

[TepBHYHA XUNEPXONECTEPOJEMHUS W CMECEHA XUNePAHUIUAEMUS

Ilpn KIMHMYHY U3NMTBaHKA, CpaBHABALIM edeKTHBHOCTTA U Oe30macHocTTa Ha cumBacTaThH 10, 20, 40
1 80 mg AHEBHO NPH NAUHEHTH ¢ XUTIEpXonecTeponeMus, cpeadoro Hamanernue Ha LDL-C e 6umo 30,
38, 41 1 47% cvorserHo. [IpH uscneaBanKd Ha NaLHEHTH ¢ KOMOMHKMpaHa (CMeceHa)
XMIIEPITHNIHAEMHUS, IeKYBaHH Cbc cHMBacTaTHH 40 mg u 80 mg, cpeaHOTO HaManeHne Ha
TpHruiepranTe € buno 28 u 33% (mwanebo: 2%) croTBeTHO, a cpenHoTo yBennueHne Ha HDL-C e
6mwno 13 u 16% (nnauebo: 3%) cHOTBETHO.

KviHguny npoyuBaHus Opy Aeua U IOHOLM (Ha Bb3pact 10-17 roguuu)

B enquo nBoiHO-cnAno, mwauebo-KOHTponupaHo npoyusade, 175 nauventn (99 maanexu 11 crenex no
Tauep v Harope ¥ 76 AEBOMKH, KOUTO Ca IOHE eIHA FOJAMHA CJICH [ThbPBAaTa MM MEHCTPYALIMA) Ha BB3pacT
ot 10 -17 roannm (cpenna pu3pact 14,1 roauHu), ¢ XeTepo3HroTHa GaMmiIHA XHIIEPXOIECTEPOIEMHA
(XedX), ca OunM paznpeaesieHy Aa NOJy4YaBaT CUMBACTATHH HITH Tianebo B MpoaBLKeHHe Ha 24
CEIMHLIY (OCHOBHO IIPOYURAHE). 32 BIIOUBAHE B TPOYUYBAHETO C€ € H3HCKBAIO [ThPBOHA4AIIHO HUBO HA
LDL-C mexny 160 u 400 mg/dL u none eaun poauren ¢ Hueo Ha LDL-C> 189 mg/dL. Ziosuposkara Ha
CHMBACTATHH (BeHbX AHEBHO, Beuep) € buna 10 mg npes mupeure § cenmuiy, 20 mg npes Bropute 8
ceamuuM u 40 mg cnen Toa. B npoakmkenne Ha 24-1¢ ceaMuuM, 144 nauMeHTH ca rnpedrnoueu aa
MPOAL/DKAT TEPANUATA M ca moiy4apand 40 mg cUMBACTATHH HAH ILiauebo.

CHMBACTaTHH 3HA4YHMTEIHO € HamMaHN nasMeHuTe Huea Ha LDL-C, TG, u ano-B. Pezyratire oT
yIBKABaHe Ha npuema o 48 cenMuly, ca OUnM CPapBHUMHM C NIOTYYSHUTE TIPH OCHOBHOTO MPOYYBaHeE.
Cnen 24 ceqMHUHO JIeHeHYEe ce € JOCTHTHANO cpedHo HuBO Ha LDL-C 124,9 mg/dL (rpanuum: 64,0 -
289,0 mg/dL) npu rpynara, nekysana cec cumBactatud 40 mg, otHeceno kbM 207,8 mg/dL (rpaumuy:
128,0-334,0 mg/dL) npwu rpynara, nekyeana c nnauebo.

Crien 24 ceAMHYHO NIe4€HHE ChC CHMBACTATHH (¢ HapacTeawy ao3u ot 10, 20 u no 40 mg aHesHO NpH
HHTEPBAT OT 8 CeAMULIH), CHMBACTATHH NOHKKABA CpeAHOTO M3xoaHo HHBo Ha LDL-C ¢ 36,8 %
(nnauebo: 1,1 % yBenvuenue OT mMbpBOHaYaiHKs ), ano B ¢ 32,4 % (mnauebo: 0,5 %) 4 cpeadara
cronocT Ha TG Hueata ¢ 7,9 % (rwiauebo: 3,2 %), u e yenuuun cpearure HDL-C nuBa ¢ 8,3 %
(mnanebo: 3,6 %). B nbirocpoyeH nnaH non3ara Ha CUMBACTATHH NPH ChPAEHHOCHIOBHTE CITYUaH NpH
aeila ¢ XDX e Heu3recTHA.

bezonacHocTTa M eQUKACHOCTTA HA 103K, HaJABUIaBailK 40 mg QHEBHO, HE € MPOYYEHA TIPH Jelia C
XeTEPO3UroTHa PaMuiHa XHnepxonectepoaemus. B aparocpoyeH rnyiad eMKaCHOCTTA OT JIeUEHEHHE
CbC CHMBACTATHH B OETCKA BH3pacT 334 HaMasBaHE 3a00neBaeMoCTTa H CMBPTHOCTTA B 3psia BB3PAcT He
e Ouna yCTaHOBEHa.

5.2 @apMAROKHHEeTHYHH CBOlicTBA

CHMBACTATHH € HEAKTUBEH JIAKTOH, KOHTO OBLp30 Ce XHAPOAU3Hpa iff Vive A0 ChOTBETH
XHAPOKCH KHcenrHa, MomeH nHxuouTop Ha HMG-CoA penyxrazarta. Xyuapoau3ara ¢
NpegyuMHO B HepHHS Apo0; CKOpOCTTa HAa XHAPOJIN3A B YOBEHIKATA fUia3Ma € MHOro 0a



PapMaKkOKUHETHYHHTE CBOHCTRA Ca OWIH OLEHEHH MPH BE3PACTHH. Hama papMaKOKHHETHYHH JaHHH
MpH Aela U IOHOLIH.

AGcopOums
[1pu yoBeka criMBacTaTHH ce pe3opOupa nobpe U ce noanara Ha eKCTEHIHBHA eKCTPAKLIHA NPH MBPBO

rnpeMHHaBane npe3 uepHus apod. Exctpakumara B yepHus Apos 3aBHCH OT YEPHOOPOOHHUS KPBhBOTOK.
YepHuat apob € nbpBHYHOTO MICTO Ha AeHCTBHE Ha aKTHBHATA (popMa. YCTAHOBEHO €, ye
OMOHANKUHOCTTA HA 0€Ta-XMAPOKCH KHCEIMHATA B CHCTEMHOTO KPBBOOOpalLEHHE Clie nepopaTHO
MAPATOKEHHE HA CHMBACTaTHH € oA 3% oT nozara. MakcuMaita nnasmMeHa KOHLEHTpauna Ha
AKTUBHHTE HHXHOUTOPH ce nocTura npudan3uTenHo 1-2 yaca cnes npuiCKeHHe Ha CHMBACTATHH,
EaHoBpeMeHHOTO fpHeMaHe Ha XpaHa He noBiausea abcopOuusra.

q)apMHKOKHHETHKaTﬂ e CAHOKPAaTHO H MHOITOKPAaTHO NPHJICKCHUE Ha CUMBACTaTHH NOKa3Ba, 4¢
CJI€A MHOT'OKPATHC IPHITOXKECHUC HE CC HabaOnaBa KyMYJ/IHPaHE Ha JICKapCTBCHHA IPOAYKT.

PaznpeneneHue
CBbp3BaHETO Ha CHMBACTATHH H aKTUBHUA MYy MeTabonut e > 95%.

EnvMmuHupaHe
Cumsactatut e cyOctpar Ha CYP3 A4 (Bk. ToukH 4.3 1 4.5). OCHOBHHTE META0OIHTH Ha

CHUMBACTATHH B YOBELLKATA 1/1a3Ma ca ODeTa-XHIPOKCH KUCETHHA W YeTHPH IPYrH aKTHBHH
MeTaboauTH. Criesl NepopanHoO NPUIOKEHHE Ha PaJMOaKTHBEH CHMBACTaTHH Ha xopa 13% ot
PagHOAKTHBHOCTTA Ce& eKCKPETHPA ¢ ypHHaTa u 60% ¢ dexanuute go 96 yaca, KonuuecTBOTO, KOETO
Ce OTKPHBA BBbB (EKATHHTE, MPEACTABIIABA CKBUBANEHTA HA JIGKAPCTBEHHA NIPOAYKT, EKCKPETHPAH B
AUTHUKATA, KaKTO H Hepe3opOHpaHoTO NekapeTBo. Clie MHTPABEHO3HO HIDKEKTHpaHe Ha OerTa-
XHAPOKCH KHCENMHA, BPEMETO Ha MONyeNHMHHHpaHe e cpeaHo 1,9 yaca. Cpeano camo 0,3% ot
BEHO3HATA 1032 C€ EKCKPETHPa B YPYHATa kaTo HHXHONTOp. CHMBAcCTAaTUH c€ noema oOpaTHO AKTHBHO
OT XenaToLuTHTe 4Ype3 TpaHcnoprep OATPIBI1.

CrmBacTaTHH € cydcTpar Ha eduryKcHuUs tpadcnoprep BCRP.

Cneyuannu nonynayuu |
Hocurenu va SLCO1BI1 ren ¢.521T>C anen umar nio-uucko aktHeeM OATPIBI1. Excniosuuusra
(AUC) Ha oCHOBHHA aKTHBEH METabONMNT, CHMBACTATMHOBA KHcenuHa, € 120% npu XeTepo3uroTHUTE
Hocutenu (CT) na C-anena u 221% npu xomozuroruure (CC) HOCHTENH, CpaBHEHA C Ta3H Ha
HocuTenn Ha 001ms reHotun (TT). C-anensT nMa vectota oT 18% npu Erponeiickara nomynaums.
[Ipn nauuentH ¢ SLCOIB1 nonumopdHu3bsM MMa PUCK OT 3aBHILIEHA €KCIIO3HLIMA HA CUMBACTATHH,
KOETO MOXE /1a A0Beje 10 NOBULIEH PUCK OT pabaoMHony3a (Bx. Touka 4.4).

5.3 IIpeaxnuudaHu gansu 3a 6esonacHoCT

Cnopea oOu4aifHUTE PpapMaKOZHHAMHYHH H3CEBaHHA BbPXY JKUBOTHH, TOKCHYHOCTTA CJe.
MHOTOKPATHO MPHIOXKEHHE, H3CAEABAHHATA 32 FEHOTOKCHYHOCT M KAHLEPOT¢HHOCT HAMA JIPYru
pHUCKOBe 33 NMAUMEHTA, PA3IHYHH OT TE3H, KOHTO MOXKE Ja C€ OUaKBaT KATO C€ MMA NPEABH]
$apMaKONTOrHYHHAT MEXaHW3BM Ha AeicTBHE. [1pH MaKCUMAaTHO MOHOCKHMHU JO3H NPH IUTXOBE W
3ai1 CHMBACTATHH HE € NPEAN3BHKAN (eTanHy Mai(opMaLii U edeKT BbpXY GepTHINTETA,
penpoAyKTHBHaTa (GyHKUMS WIH HEOHATATHOTO Pa3BUTHE.

6. ©GAPMALEBTHYHM JAHHA

6.1 Cuucbk HA DIOMOIHATE BOIIECTBA

Anpo Ha Tabnerkarta:
Jlakto3a moHoxuapar
IlpexenaTHHU3UPAHO HHIIECTE




byTUAXUAPOKCHAHU3OI
JInmMOHEeHa KucenHHa
AckopOuHOBa KHCENHUHA
LlapeBHuyHO HHIECTE
MukpokpucTanHa ueinynosa
Marne3nes cTeapar

DUIMORBO NOKPHTHE:
Xunpomenosa

Tank

[Iponunen rimukon
Turanos anokena (E171)

6.2 HecnhBMecTHMOCTH

Henpunoxumo.

6.3 Cpok Ha rogaoCT

3 roguHH.

6.4 CrnenuajHH YC/I0BHA HA CbXPAHEHHE

Jia ce cexpansga nog 30°C.,

6.5 Buan chabpxkanHe HA ONAKOBKATA

baucrepha onakoska (PVC/PE/PVDC -dponmo, Alu- ponuo): 28 u 90 punmupanu taGnerku or 10 mg

B KyTHA.
bancrepna onakoska (PVC/PE/PVDC - donmo, Alu- donuo): 28 1 90 dunmupanu Tabnerku OT

20 mg B kyTHA.

bnucrepna onaxoeka (PVC/PE/PVDC - donuo, Alu- honmo): 14, 28 u 90 dunmupanu tabnerku ot
40 mg B kyTHA.

6.6 Cnennannu npeiNasHa MepKA NPH H3XBLDJIAHE

Hama cnepqanHy H3MCKBaHMA.

7. NPHATEXATEJI HA PAZPEHIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Emarjeﬁka cesta 6, 8501 Novo mesto, Cnosexus

8. HOMEP(A) HA PASPEIIEHUETO 3A YITIOTPEEA

20050264
20050265
20050266

9. JATA HA ITBPBO PAZPEMNABAHE/TIOJHOBSBAHE HA PA3PEILIE;
YIIOTPEBA

Jlara Ha mbpBo paspewasane: 04.05.2005
Harta Ha nocneaHo noaHosssane: 11.02.2011




10. JATA HA AKTYAJ/IMAUPAHE HA TEKCTA

22 Mapr 2023




