KPATKA XAPAKTEFHCTHKA HA nroavkra AI /7 2 7%
I L2 A oot riks

1. HME HA JJEKAPCTBEHHS ITPOAYKT e e

3enon 10 mg/20 mg pnamapans TabaeTkn
Zenon 10 mg/20 mg film-coated tablets

2. KAYECTBEH A KOIMYECTBEH ChCTAB

3enon 10 mg/20 mg:Beaka ¢prunmupana tabierka cbabpixa 10 mg ezetumud v 20 mg pocyeactaTn
(KaTo pOCYBACTATHH KAMLM).

TToMoIIHK BeEecTBa ¢ MO3HAT epeKT:

3enon 10 mg/20 mg: Beska punimupana Tabnerka chaspika 1 77,5mg nakroza MOHOXHIpAT H
MakcuMyM 1.1 mg HaTpwii.

3a NBNHAAT CIMCHK HA NOMOIHHTE BELIECTBA BIKTE ToUKa 6.1.

3. JEKAPCTBEHA ®OPMA

OunMupaHna Tabnerka.
3eHoH 10 mg/20 mg: »xbATH A0 CBeTIMKBIATH NMPOABJIroBaTH (pUnMHpasy TableTKH.

4. KIHHHYHHU JAHHHA

4.1 TepaneBTHYHH MOKAIAHHHA

H’bQBHqHa XHIEPXOJec LQQOJ'ICMHS:" XOMO3HroTHa maMPI.I'II-[a XHANEPXOACCTEPONEMHA

3¢HOH € NOoKa3aH KaTo 3aMecTHTEHA Tepanui MPH BE3PACTHH NaLHEeHTH, KOHTO ¢a a1IEKBATHO
KOHTPOJIHPaHH ¢ POCYBACTaTHH H €3¢TUMKO, NpHiaradd eHOBPEMEHHO B CHIIMTE HHBA Ha 03474,
KaKTO NpH ¢chnpaHaTa KOMGPIH&I.IJ{H, HO KaT¢ OTACNHH MMPOAYKTH, KATC JONBAHEHHE KbM JHCTATA 34
NeveHHe Ha IbPBHYHA XHIIEPXONECTEPONEMHUA (XeTepO3HTrOTHA (haMIITHA H HeceMeHHa) UK
XOMO3HroTHa (paMHITHA XHIIEPXONECTEPOIEMHA.

[IpodunakTika Ha cbpaEUHO-CBIAOBH CHOUTHA

3eHOH € NOKa3aH KaTo 3aMECTHTENHA TEPAITHA TIPH BE3PacTHH NAllHEHTH, KOHTO Ca aIeKBATHO
KOHTPOJIHPaHH C POCYBAacTATHH M €3€THMHEO, MpUiaraHu eAHOBPEMEHHO, NIPH CHLUIMTE HHBA HA 1034Ta,
KAaKTO NpH (uKcHpaHaTa A03a, HO KATO OTAEHH MPOAYKTH 32 HaMaJIABaHe Ha PHCKA OT
CBPACYHOCHAOBH CHOMTHA NPH NALMEHTH ¢ KopoHapHa Gonect Ha cepuero (CHD) 1 anaMHesa 3a
ocTbp KOpoHapeHr cuaapoM (OKC).

4.2 JMo3HpoBKA H HAYHH HA HPHJICKEHAE

JozupoBka
IMaumenTsT Tpabea Aa cma3Ba K Aa ce NPHABPXKE KbM TOAXOAAIIA THIMTHAPEAYIMPAIlA AueTa N0 BpeMe
Ha JIEYeHHETO ¢ 3eHOH,

3eHOH He € NOAXOAAL 33 Ha4aJlHa Tepanus. Jano4ysBase HA ICUEHHETO HIH KOPEKIMA HA 103aTa, aKo €
HeoOxoaumo TpAOEa Aa ce HANMPaBH CaMO ¢ MOHOKOMITOHEHTHTE H CJIE] OTIpeeIAHE HA HOAXOAALIMTE
J03H MOKE Aa ce IPeMHHE KbM QHKCHpaHaTa A030Ba KOMOHHaLMA.

ITatenTsT TpabBa Aa npHeMa 1034, KOATO € ChUaTa NpH NpeJHLIHOTO JeYeHHE.
IpenopruuTentara 103a € ¢aHa Tabnerka 3eHOH THEBHO.

EnHoBpeMEHHO NPHIATAHE ChC CEKBECTPAHTH HA HUTHYHH KHCETAHH
BaumaneTo na xosara 3eHoH TpabBa na 6bae wnu > 2 yaca npenu win > 4 yaca cnen
CeKBECTPAHTH Ha JTHYHH KUCETHHH.

IeguaTpuuna monyjanus



BeszonacHocTra i edukacHOCTTa HA 3€HOH NMPH AeLa M I0HOILIH oA 18 roauH: He ca Gunu
ycTaHoBeHH. HanyunHTe NaHHM ca ONmMcany B TOukH 4.8, 5.1 H 5.2, RO MpenopbKH OTHOCHO
NO3MPOBKATA He MoraT a ObAAT HaNpaBeH .

H3noja3Bane B CTAPIECKA BLIPACT

Hayamua noza ot 5 mg ce npenopsHka MpM NalHeHTH Ha BB3pacT >70 roaunn (BwkTe Touka 4.4).
KoMOunanmaTa He e noAXonsLI 32 HAYATHA Tepanii. 3ano4yeade Ha Ne4eHUETO WM KOPEKLMA Ha A03aTa,
axo e HeoDxomuMmo TpgbBa Ja ce HampaBH CaMO C MOHOKOMIOHEHTHTE M CNie]l ONpeleNsHE Ha
NOAXOMANIATE IO3H MOXKE Ja ¢ NPEMHHE KEM (PHKCHpaHaTa 1030Ba KOMOHHALMA.

Hayuenmu c yepnodpobno yepencoane

He ce Hanara kopHrupaHe Ha n03aTa NpH NMALMEHTH C JIEKa CTeNeH Ha YepHoapoOHO yBpexaane (5 1o
6 no Child Pugh score). JleueHne cbe 3eHoH He ce npenopbyBa npu nanyMeHTH ¢ ymepena (7 oo 9 o
Child Pugh score) unu Tesxka {> 9 o Child Pugh score) uepHoapoGua aucdyakupa(px. Touka 4.4 H
5.2).3eHOH ¢ NPOTHBOMOKA3aH NPH MAUKHEHTH C AKTHBHO YepHOApobHO 3abonasane (BrxkTe T. 4.3).

Hayuermu c Gv0peuro yepecoane

He ce nanara xopurupane Ha J02aTa NPH MALKMEHTH ¢ JieKa cTeNeH Ha OBOpedHo yRpeskaaHe.
IIpenopbuKTenHaTa HauaHa J03a € 5 mg pocyBacTaTHH NPH NALHEHTH ¢ yMepeHo Ov0peuHo
YBpekaaHe (KpeaTHHHHOB KITHpBHE <60 ml/min).

Jlosata ot 10 mg/40 mg e NpOTHRONOKAa3aHa NPH NalHEHTH ¢ YMepeHO O1L0peqHO yBpexaane.
Vnorpebata Ha 3eHOH NPH TALIHEHTH ¢ TSKKO OBOpEUHO YBpekIaHe € NPOTABOMOKA3AHA 34 BCHUKH
noza (Bwkre Toukk 4.3 1 5.2).

Paca

ToeuueHo crcTeMHo BL3AEiicTBHE ce HAOMOAABA IPH KHAHBUAN ¢ A3HATCKH POHIXOH (BIKTE TOYKH
4.4 u 5.2). IlpenoprunTennaTa Ha4a/lHa A03a 3a MALHESHTH ¢ A3HATCKH NPOM3Xoll € 5 mg.
(DuKcHpanara 1030Ea KOMOMHalHA HE € MOAXoAAlIa 3a Ha4ya/lHa Tepanis. MOHOKOMNOHEHTHHTE
npenapary TpsabBa Na ce H3MON3BAT 3a HAYANIO HA NeueHUeTo WK 2a MoaudHUMpaHe Ha Ao3aTa.
3eton10 mg/40 mg punMupanH TabneTku ca NPOTHBONIOKA3AHHU NPH TE3H MALHEHTH (BIKTE TOYKH
43un52)

I'eaeTuuen noaamMopPuILM

H3pecTHH ca ceUMHYHE THIIOBE HA FEHETHYSH NONMMOP(PHI®M, KOUTO MOTAT Ja JOBEIAT 10
MOBHINEHA EKCMO3MLHR HA POCYBACTaTHH (BIDKTE T. 5.2). 3a malpeHTH, 33 KOWTO € H3BSCTHO, e HMAaT
TAKHBA CNEUHPHYHH THIIOBE NOTUMOPGH3EM , C¢ TIPENOPEYBa NO-HHCKA JHEBHA A03a OT 3eHOH.

J03HpoBKA IIPH NANEEHTH ¢ GAKTOPH NpepasnoNarami KsM MHONATHR

[NpenoprunTentaTa HavyalHa 038 € 5 mg NPy NANMEHTH ¢ NPELPA3MONATaIH KbM MHOTIATUS (haKTOpH
(BX. Touka 4.4). dukcHpaHaTa A030BA KOMOMHALMA He € MOAXOAAIA 3a HAayalHa TepanMs.
MoOHOKOMMOHEHTHUTE MNpenapaTH TpaGBa Aa ce M3NOM3BAT 3a 3arOYBAHE Ha JICYEHHETO WIH 3a
moaunduuHpane Ha fo3aTta. 3eHoH10 mg/40 mg dunMupaHy TabneTkH ca NPOTHBONOKA3ZAHH NPH HAKOH
OT TE3H NMALMEHTH (BHXTe T. 4.3)

ChrnbTeTBAIIA TEepanns
PocyracraThu e cyGcTpar Ha pa3snudHn Tpancnoprephu nporeknu (HanpumepOATPIB1 u BCRP).
PHCKBT OT MuONATHA (BITIOYHTENHO Paba0OMHONK3a) CE€ NOBHILIABA, KOraTO 3€HOH CE€ MpHIara eHo-
BPEMEHHO C JIEKapTCBa, 33 KOMTO € H3BECTHO, Y€ MOTaT Ja MOBHILAT IJJa3MeHaTa KOHLUEHTpaLna Ha
POCYBACTaTHH , TOPaJH B3aUMOAEHCTBHA C Te3H TPAHCIIOPTEPHH MPOTEHHH (HATIP.HMKIOCTIOPHH H
H3BETCHH [POTEA3HH MHXHOWUTOPH, BKJ, KOMOUHALIME OT PUTOHABUD C aTA3aHABHP, TOTIHHABHP, H/HIH
THIIPAHABHP, Braxcre ToukH 4.4 u 4.5).

Korato € B3M0XxHO, Tp20Ba 1a ce B3eMaT NpeBK] AITEPHATHBHA MEIHKAMEHTH, H, aKo ¢
HeobXoMMMo, na ce OOMHCIIM BpEMEHHO TIPEyCTaHOBsIBaHE Ha TepanuaTa cbe 3eHoH. B ciryuan, koraro
CBbBMECTHHAT [IPHEM Ha TE3H JICKAPCTBEHH NPOAYKTH ChC 3€HOH He MOXKe J1a ce n3berme,
pHCKa OT eAHOBPEMEHHATA TEPANKA M aJANTHPAHETO Ha JI03aTa HA PoCyBacTaTiH Tpso,
obMucny BHHMaTenHo (BiDKTe T. 4.5). /

HaumH Ha npunoxeHue




TIpunokeHHeTO € No Nepopanen NLT. 3¢HOH MOXKE A Ce NPKNAara 1o BCAKO BpeMe Ha JeHOHOLIHETO ¢
uiH 6e3 xpana. TaGnerkara Tpabea ga 6s/e MOTBIHATA UANA C YAIIA BOJA.

4.3 IIpoTHBODOKA3AHHSA

¢  CBpBXYYBCTBHUTEIHOCT KbM AKTHEHOTO BELIECTBO WIH KbM HAKOE OT NMOMOLIHHTE BelllecTRa,
H36poeHu B T.6.1.

¢ [lo Bpeme Ha 6peMEHHOCT M KEPMEHE H TIPH JKeHH BB (epPTIUTHA BB3PACT, KOWTO HE MPHJIATAT
a/IeKBaTHH MEPKH NPOTHR 3abpemensBaHe (BKTe T. 4.6).

* [lpn naunesTy ¢ aKTHBHO YepHOAPOOHO 3ab0NABaHe, BKIFOYHTENTHO HEODACHHMO,
NEePCHCTHPALLO NOBUILEHIE Ha CEPYMHHTE TPAHCAMHHA3H H BCAKO TIOBHMILIEHHE Ha CEpyMHa
TPAHCAMHKHA34 HAABHIIABAINO 3X ropHaTa rpaHuna Ha HopMara (ULN), (Bikre 1.4.4)

¢ [Ipn nanpmenT ¢ ToxKko 6LOpevHo yBpexkaaHe (kpeaTHHHHOB KIHPBHHC<30 ml/min) (Bwkre
T.4.4).

[Npn naumnesTH ¢ MUONATHA (BIKTE T. 4.4)
IIpn nanmeHTH, NOMYYABAIH €AHOBPEMEHHO [IMKIOCTIOPHH (RIDKTE T. 4.5)

Jo3a ot 10 mg / 40 mg e npoTHBONOKa3aHa IPH HALMEHTH C Npeapaznonarauly GakTopy 3a pa3BHTHE
Ha MHonaTHa/pabaoMuomsa. Takusa dakTopH BKIIOYBAT:
¢ VYmepeno 050peuro yBpexaaHe (kpeaTHHHHOB KNIMPBHHC<60 ml/min)
XHMNOTHPEOHAM3ZBEM
JInyna unm aMKIHa aHaMHe3a 3a HAac/leACTBEHH MYCKYJIHH 3a0onsaBaHHa
Ipeauiza aHaMHe3a 38 MycKy/iHa TOKCHYHOCT ¢ apyrd HMG-CoApenykrazHi HHXHOHTOPH
HiH dubpar
AJxoxonHa snoynorpeda
Cnyuan, 8 KOMTO MOXKE Ja ce MOBMIIAT I1a3MeHHTe HHBA Ha pOCYBaCTATHH
A3HATCKM NALHEHTH
EnxoBpeMenHa ynorpeba ¢ ¢pubpatu (Brkre Touku 4.4, 4.5 1 5.2)

44 CnenuannH DpexynpexAe¢Hns H NPeAnAIHE MePKH NPH ynoTpeta

EdexTn BLPXY CKeJIETHATA MYCKYJIATYpa

EdekTute BBPXY CKEETHaTa MYCKyJaTypa, KaTO MHAITHA, MHONATHA M pAmKo, pabzoMHONMsa, ca
HaOMOaBaHA TIPH JISKYBAHH C POCYBACTATHH MNALMEHTH NPH BCHYKH 1034 H oco0ero npu Ao3u >20 mg.
Kakro npu ocrananmure wuHxuGuropn Ha HMG-CoApenykrasa, cpo0iaBaHara wecToTa Ha
pabIOMHONH3A, CBBP3aHA ¢ POCYBACTATHH NMPH NOCT-MAPKETUHIOBO MPHNOXKEHHE, € NO-BHCOKA NpH
nosa 40 mg.

Cnen mMapkeTHpane Ha e3eTuMHO, ca Gnnn chobiuasaHy cTydad Ha MuonaTis | pabaoMHonHza.
[NToBeueTo NaLKMEHTH, KOKUTO Ca pa3BUIH pabaoMHONN3a ¢a NPHEMATHEAHOBPEMEHHO CTATHH C
eserumMub. Brrpekn ToBa, pabaoMuonusa e Giuta qoknanBaHa MHOTO PAAKO ¢ MOHOTEpAaIus ¢
€3eTUMHO H MHOTO PAZKO TIPH No6aBsHe Ha e3eTHMHO KBM APYri Npenapari, 3a KOWTO € U3BECTHO, Ue
MOBHIIIABAT PHCKA OT pabaoMHOMI3A.

AKO e mogo3upa MHOTIATHS Bb3 OCHOBA Ha MYCKYNHH CHMIITOMH WJIH € TIOTBBp/IEHA OT HMBOTO Ha
kpeathnpochoxnnaza (KOK) > 10 meyti Hax ULN, 3eHOH H BCAKO OT APYTHTE JIEKAPCTBA, KOMTO
NAIKHEHTHT NpHEMa TpAaOBa He3abaBHO Nia ce NMPEeYCTAHOBAT. BCHUKH DAlMEHTH, KOHTO 3aNnouBar
Tepanus chc 3eHOH TpAOBa Ja OBAAT NOCHBETBAHH 34 PHCKA OT MMONATHS M MpelyNpelcHH na
chobLaBaT He3abaBHO BCAKA HEOOACHHMA MYCKYAHA GONKA, HYBCTBHTENHOCT WM cnabocT (BIDKTE T.
4.8).

KoanvecTBeno onpeaeisne HA KpeATHHHHKHHA3A
Kpearununkunasa (CK) we Tpabea aa ce wacnensa cnell Gu3Muecko yCHAuE WK I
npHYHHa 33 nosumasane #a CK, xoeTo Moxe 1a 00bpra RHTepNpeTHpaHETO Ha pe3y
na CK ca 3xHaqHTeNHO NoBUIleHH cnpaMmo HavamauTe (>5XULN), TpaGea na ce n
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H3CJIeBaHe 3a OTBLPXKIABAHE KO 5-7 AHM. AKO MOBTOPHOTO H3CISABAHE NOTBBPAH, 4e HauanHata CK
>5xULN, nevuenue He TpadBa na ce 3amnousa.

Hpenn jgeqenne

Tpabra na ce 06BpHE BHEMaHKWE NPH HALMEHTH C MPEPA3NONarailil (GaKTOpH 33 MHONATHA/

pabnomuonnza. Tesu dakTopu BKMICUBAT:

- 616peyuno yBpexaaHe,

- XUNOTHPEOHIHIBM,

- JIHYHA WM $aMHITHA AHAMHE3A 34 HACJIEICTBEHH MYCKYJIHH HAPYLUEHHA,

- NPeAXOKAAIIKE AHAMHECTHYHH TAHHH 33 MYCKYJIHa TOKCHYHOCT NpH ynoTpeba Ha Apyr
uHxuourop Ha HMG-CoApenyxrrasa wiu ¢ubpar,

- 3noynorpeda ¢ ankoxon,

- BE3pacT Hax 70 rogunw,

- CHTYallHH, TTPH KOHTO MOTAT Aa C€ CTHTHE JI0 IOBHULIABAHE HA TUTa3MEeHAaTa KOHIEHTpallus
(BHkTe TOuKH 4.2, 4.5 1 5.2),

- e/HOBpeMeHeH MpHeM Ha ¢ubpary,

Ipn TakKBa NALUKEHTH, PUCKBT OT JIEYEHHETO H BbMOKeH GnaronpusTen edext Tpabea na ce

OOMHCIIAT M ce MpenophuBa KIMHHYHO HalbmoneHHe, Ako CK HHBaTa ¢a 3HAUHTENIHO NOBHILEHH

cnpsMo HayanauTe (>5XULN), neuenne He Tpabea Ja ce 3anow4sa.

IIpu nponb/pKkaBaIo JeveHHe

IaimeHTHTE ciIeiBa Ja OBOAT NoMoNeHH He3abaBHO 12 YReAOMSBAT 338 HeobacHuMa MyckynHa Goka,
craboct WM kpaMne, oco0eHO MpH 060 HepasmoNoXKeHHe M BHCOKa Temneparypa. IIpn Tesu
NaLHeHTH TpsOBa aa ce onpeaenst Hueara Ha CK. Jleuennero TpaGea na Obae npeycTaHOBEHO, aKo
nuearta Ha CK ca snaunrenno nosuwenn (>5XxULN) win KoraTto MyCKYJHHTE CHMITOMH Ca TEXKH H
€KEOHEBHO NPHYMHABAT JHcKompopT (opH ako HuBara Ha CK ca <5x ULN). Axo cHMITOMMTE
npemMuHaT H HiBaTa Ha CK ce BbpHAaT KbM HOpMa, Tpa0Ba 43 C¢ TPELEHH BKJIFOYBAHETO OTHOBO Ha
POCYBACTATHH MM anTepHaTHBeH HHXHOMTOp Ha HMG-CoApenykraza B Hafi-HHCKH 034, NpH
HETIPEKBbCHATO HaOmiofeHHe Ha nauweHra. Pyrtuano wmonuropHpane ua CK  HumBara npH
ACHMIITOMATHYHH MALMEHTH He € onpaBAano. MiMa MHOrO penxH choOieHHS 32 HMYHHO-MEIHHpaHa
HeKpoTH3Hpalna Mueonatia (IMNM) mo BpeMe Ha WM clief JIEUEHHETO ChC CTATHHH, BKIIOYHTETHO
pocyBacTaTHH. IMNM KIKHHYHO ce XapakTepu3Mpa ¢ MPOKCHMANHA MYCKYIHA cnaGocT ¥ NoBHIlEHH
CEpYMHH HHBA Ha KpCaTHHKHHA3a, KOHTO NpPOARJDKABAT Ja NPHCBECTEAT BBRIPEKH NPEYCTAHOBABAHC HA
JIeYEHHETO ChC CTATHHH.

B KIHMHHYHH H3NIHTBaHHA HAMa JaHHH 32 NIoBHIIeH edeKT BBpXY CKelIeTHATa MYCKYJIaTypa NIPH MATbK
6poit natpeHTH, KOHTO C2 NOMYYHITH pOCYBACTATHH H CBIPOBOMKAALIO neveHne, MMa, ofave, moBHILeHa
YecTOTa Ha MHO3HT M MHONATHA NpPH TALHEHTH JEKYBaHH ¢ JApyri HHxuOwropu na HMG-
CoApenyxraza 3aefHO € OpOM3BOAHH Ha ¢uOpaTHa KHCENMHA, BKIIOYHTENHO remguOpozun,
UHKJIOCTIOPHH, HHKOTHHOBA KHCEMHHA, a30JJ0BH NPOTHBOrEGHYHN MPOAYKTH, IPOTEA3HH HHXMOHTOPH
H MaKpONHAHH aHTHOHOTHE(H.

T'empubpo31I NOBHIIABA PUCKA OT MHOIIATHA, KOTATO CE NPHNIAra eJHOBPEMEHHO ¢ HAKOH HHXHOUTOPH
Ha HMG-CoApenykrasa. [lopann ToBa xomOHHHpaHETO Ha pocyBacTaTHH M remMdubposwn He ce
npenopbuBa. [lon3aTa OT JONMBAHKTENHA NPOMAHA HA TMMHIHATE HMBA ¢ KOMOHHHPAHOTO H3NOJ3BaHEe
Ha pocyBacTaTHH ¢ GpuOpaTH Wi HHALKH TPAOBA BHUMATENHO Ja ce OOMHCIN, KAKTO H NOTeHUHATHHS
pucKk npH nonoGHu xomOunaumu. flozara or 40 mg pocyBacTATHH € MPOTHBOMOKAa3aHA MpH
€QHOBPEMEHHO H3NoN3paHe Ha Gubpar. (BHAcTe Toukd 4.5 H 4.8.)

Pocypactarun He TpabBa fna ce W3NON2Ba NP MALMEHTH C OCTPH, CEPHO3HH CHCTOAHHA, KOHTO
NpeanonaraT MHOMATHA WIH TIpeApasnonararT KbM pasBHTHETO Ha 6bOpedHa HEAOCTATHUHOCT,
BTOPHYHA BCTIEACTBHE pabroMHONM3a (HAMP.CENCHUC, XHIOTOHHS, TOJIMa OTIepaliud, TPaBMd, TEKKH
MeTa0OTMTHH, EHAOKPHHHH M €NeKTPOIHTHH HAPYIUESHUS WIH HEKOHTPOIMMPAHH [BPUYOBE).

Yeprodpobnu eghexmu
IlpH KOHTPONHPAHH NPOYUBAHHA 32 CHBMECTHO HPHIOKEHHE NPH NALHCHTH, NOTy4Yaps
CTaTHH, € HabM10AaBaHO MOCICAOBATENHO YBEIMUSHHE Ha TPAHCAMHHA3HTE (> 3 X roy
HopMara). [IpenopbuntenHto e yepHoApoGHHUTE (DYHKIIMOHANHY TecToBE TpAGBa Aa

4



Jo3aTa 1a ¢é HaMaJlH, aKO HHBOTO HA CEPYMHHTE TPaHCAMMHAZH ¢ 3 ITBTH NO-BACOKO OT FOPHATA
rpaHHOa Ha HopMmata. Yecrorara Ha cbolliaBaHe Ha CepHO3HH vepHOApoOHH cHOMTHA (BKIIOYBAINH
OCHOBHO TNOBHIIEHH 4e€pHOAPOOHH TpaHCAaMHHA3H) NPH TOCTMAPKETHHIOBOTO MPHIOKEHHE € TIO-
BHCOKa 1ipy go3a 40 mg.

IIpn nauueHTH ¢ BTOPHYHA XUNEPXOJIECTEPONEMHS MPHYHHEHA OT XHIIOTHPEOMAMUIBEM HIM HedposeH
CHHAPOM, nojjiexawoTe 3abonseaHe TpabBa Ja ce Jexysa Tpead Aa €€ 3all0MHE JISYCHHE C
POCYBacTaTHH.

BeB BpB3Ka ¢ HeACHH eeKTH OT YBEIHUEHATA EKCTIO3ULMA KbM €3eTHMUO NpH NallueHTH ¢ YMepeHa i
TEXKa CTENEH Ha YEPHOAPOOHO yBpeaJaHe, IPH TAX He Ce NMPenopbyBa M3MNO0A3BaHE HA 3eHOH (BXK.
pasgen 5.2).

YepnoOpobro yepescoare u anroxon

Kaxro # npu ocrananure uaxuburopn Ha HMG-CoA pemykrasa, pocyBacTaTHH TpabBa Ja ce
H3N0J1388 BHUMATEHO MPH NMAlMEHTH, KOHTO KOHCYMHUPAT 3HAYHTENIHH KOTHYECTRA ATIKOXO0J W/HITH
HMAT aHaMHe3a 3a uepHoaApoOHO 3abonasaue.

Epexmu evpxy 6vbpeyume

[IpoTeHHypHs, NpeIHMHO TYOYNapHa,yCTaAHOBEHA Ype3 H3C/ISABAHE THII TECT C IEHTHYKA, €
HabnonaBana NpH NalMeHTH, IEKYBaHH C NI0-BUCOKH A03H POCYBacTaTHH, N0-To4YHO ¢ 40 mg, npu
KOMTO € NpeXo/Ha B noseveTo ciyqad. He e fokazaHo, ye NpoTeHHypHATA MPEAIIECTBA OCTPO HIH
nporpecHBHo 6E0peuHO 3abonapane (BwxTe T. 4.8). YectoTaTa Ha ChOOLIABAHUTE CEPHOZHH
HEXEJIaHM peakitH, sacaramy 6x6pennre npu NoCTMapKeTHHrOBa YNoTpeda e No-BHCOKa MPH 1034 OT
40 mg. TpsaOra na ce r3eMe NpeABHA OlleHKa Ha ObOpedHarTa GyHKLKA O BPpeMe Ha PYTHHHOTO
MNpPOC/AEAABaHE IPH MALHEHTH, IEKYBAHH ¢ 1034 oT 40 mg,

3axapen AnaGer

Hsaxon noxasatencrea npearnonarar, ye CTaTHHHATE KATO KNAac [IOBHIIABAT HUBOTO HA KPBBHATA 3aXap B
NPH HAKOH TMALHEHTH, H BHCOK PHCK OT Obaewy auaber, Morar ja AoBelaT A0 XHNepTrIHKeMHA, KOraTo
ca onpezeneHn HopManHA rproku NpH Auaber. To3M pHCK, obave, ce KOMIIEHCHpa OT HAMANABAHE Ha
CLAOBHA PHCK ChC CTATHHH M He Tpg0Ba 1a ObJe MpHUMHA 3a CITHpaHE HA JICYEHHETO CbC CTATHHH.
TMauneHTH ¢ pUCK OT XHNeprikeMus (IIIOKO3a Ha CIagHo oT 5,6 ao 6,9 mmol/l, HTM> 30 kg/m?,
NOBHINEHH TPUITIHUEPHAH, XHNEPTOHHA) TpAOBa Na ce NPOCIEAABAT KIHHMYHO M J1abopartopHo B
CBOTBETCTBHE C HALIMOHATHHTE PEKOBOACTRA.

B m3nuteanero JUPITER moxnajneanaTa cpeHa yecToTa Ha saxapeH nuabert e 2,8% npH pocyBacTaTHH
H 2,3% npu mnaue®o, rmapHo NP NANWEHTH ¢ HABO HA TNIOK03aTa HA IIagHo ot 5,6 no 6,9mmol/l.

Hureperuunanno Genoapotno sabonasane

CpobLaBaHH ca OTAENHH CIyYaH HA HHTEPCTHLHaNHO GenoapobGHO 3abonseaHe npu ymorpefa Ha
HAKOM CTaTHHH, 0COOESHO NMpPH NpOARDKHTENHA Tepanisa (Buwsicre pazaen 4.8). [Ipencrapenure Genesu
MOTAT 713 BKIIOYBAT 3aTPYAHEHO AKIIAHE, CYXa KaLTHLA H BIOLIABaHE HA 3APaBOC/IOBHOTO CHCTOSHHE
(ornapnanocr, 3aryba Ha Terio, TeMmeparypa). AKO c¢€ IIOHO3HpAa, ue TALHEHT pa3BHBa
HHTEepCTHHHANHO GenoapobHO 3abonsaBaHe, NeveHHETO ChC CTATHH TPAGBA a ce MPeyCTAHOBH.

ITpoTeasHn HHXBOHTOpH

Habmonapana € nmoBHIEHa CHCTEMHAa €KCMOIMLMA HAa POCYBACTATHH TPH CYOEKTH, NOMyvaBaily
POCYBACTaTHH €IHOBPEMEHHO C pPA3NHYHH MpPOTeasHM WHXUOMTOpH B KOMOMHAaLMA ¢ DHTOHABHP.
Tpsabea na ce 06MHCIH nMonzaTa OT MOHHXABAHETO HA JHIMHIATE, upe3 ynoTpebaTa HA pOCYBACTATHH
npu naumeHTH ¢ HIV, nonyuasamn nporeasHy HHXHOWTOPH M NTOTEHLMANA 3a NOBHINEHA IUIa3MEHa
KOHLEHTPALHA Ha pPOCYBACTATHH, TPH 3amovyBaHe W THTPHPAHE Ha NO3WTE HA POCYBACTATHH IpPH
NalMEeHTH, NEKYBaHH ¢ [poTeasHu HHXWOWTOpH. EnHoBpemennata ynortpeba ¢ HAKOH NpOTEasHH
HHXHOHMTOPH He C& IIPENnopbYBa, OCBEH aK0 A03aTa Ha POCYBACTATHH C¢ KOPHTHpa (BHXTe TOUKH 42n

4.5) e g

PuipaTn
besonacrocT K edHKacHOCT HA €AHOBPEMEHHO NeueHHe Ha e3eTHMHO ¢ pubpari He
To4kH 4.3 1 4.5).
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AKO Ca HaAMYHH TIOOO3PEHHA 3a XOJENHWTHA3A NpPH MALKEHT npuemaul 3eHoH H (enodnOpar,
H3CICABAHHA Ha IMKOYHMA MeXyp Ca MHAMKMPAHH H Ta3u Tepanua Tpadsa aa Gbae npeycraHoseHa (Bx.
Touku 4.5 n 4.8).

AHTHKOATyJanTH

HHTepHalHOHATHO HOPMaXH3HPaHO CBhOTHOWIeHHe - International Normalised Ratio (INR) TpaGea
aJeKBaTHO Jla ce MOHHMTOpHpA NpH JieueHHe ¢ 3€HOH W BapdapHH WIH ApPYTH KyMAPHHOBH aHTMKO3-
ryJlaHTH ATH GayHHAHOH (BXK. TOUKa 4.5).

PDy3HA0BA KHCENAHA

3enon He TpaOBa Aa ce NpIara eTHOBpeMEHHO ¢ QY3HI0EA KHCEITHHA 33 CHCTEMHO NIPIIOKEHHE HITH
B PAMKHTE Ha 7 JHH CNiel CIMpaHe Ha NeYeHHeTo ¢ (Gy3unora kucenuHa. [1py nauMeHTH, TpH KOHTO
CHCTEMHATa Tepanui ¢ Gy3uIoBa KHCe/IMHA Ce CYUTA 33 OCHOBHA, IeYEHHETO CBbC CTATHHM Tpa6Ba aa
6Bae npeycTaHOBEHO Mpe3 LeIMA NMepHO Ha JledeHHe ¢ Qy3naoBa KHcennHa, MMa crobimenns 3a
CIIy4aH Ha paGaomuonM3a (BKIIOYHUTENHO ¢ ASTANCH H3X01) TIPH NALMEHTH, ipHeMainy §y3naoBa
KHCE/THHA H CTaTHHH B KOMOMHALMA (BIOK Touka 4.5). TlaukeHTHT Tp4OBa Aa GBAe MocLReTBaH Aa
AOTHPCH He3a0aBHO MEAMIMHCKA TIOMOIIL IPH BE3HHKBAaHE Ha CHMITTOMATHKA KaTO, MYCKYITHa
cnaboct, HOIKH WK YyBCTBHTENHOCT.

TepanusaTa cbe cTaTHHH, MOXKe A2 Obae BL3CTAHOBEHA CeleM JTHH cllel oc/ieNHaTa Ao3a dy3uaosa
KHCeJHHa.

Ipy e3KAOYHTENTHN OGCTOATENCTBA, B KOUTO € HeoOX0AHMO NPONBIKHTEIHO CHCTEMHO MPIIOKCHHE
Ha (y3HJI0Ba KHCEIHHA, HAPHMEP [IPH JIEYCHHE Ha TEXKH HHPEKIHN, He0OXONMMOCTTa OT
€HOBPEMEHHOTO NpHJaTaHe Ha 3eHOH H Qy3HIOBa KHce/THHa TpAOBa 1a ce OOMHCIHK NPH BCEKH
ClTy4ai M IPH CTPOr MEAHIIMHCKH KOHTPOJT.

Paca
DapMakoKHHEeTHYHHTE MPOYYBAHMA NOKA3BAT MOBMINEHO BL3JEHCTBHE NMPH MHAMBMAM C a3HATCKH
IIPOH3XO0], B CpaBHEHHE ¢ Te3H oT Ganara paca (BHXKTe ToukH 4.2, 4.3 1 5.2).

HeanaTpuyuyp nanmeHTH
3eHOR He ce npemopbyBa 3a ynoTpeba OpH ACLA H OHOWIM HA BL3pacT nod 18 rogmsu, nmopamu
HeJOCTATHYHH AAHHH BEPXY OezomacHocTTa U epHKacHOCTTa (BIDKTE T. 5.2).

3eHOH CHALPKA NAKTO32 MOHOXHAPAT H HATPH

TauMeHTH ¢ peakH HAaCIeACTBeHH FAIAKTO3HA HEMOHOCHMOCT, Lapp N1aKTO3HA HENOCTAaTBYHOCT HIH
CIIIOKO30-TallakTo3Ha ManabcopdiMa He TpaOBa Ja MpHeMAaT TO3H IEKapCTBEH NPOAYKT.

To3n MeTHLMHCKH NPOAYKT ChAbKA N0-Manko ot 1 mmol Harpuii (23 mg) Ha TabneTka, Taka 4ye Ha
NPAKTHKA HE CBALP/KA HATPHIA.

4.5 BsaamoaeiicTBHe ¢ IPYTH JIeKAPCTBEHH NPOAYKTH H APYTH GOpMH Ha B3IaHMOJelcTBHE

1lpoTHBONOKa’aHa KOMOMHAIMA:

Huxnocnopun: ENHOBpeMEeHHOTO NpHIOKeHHe Ha 3eHOH ¢ UMKIOCHOPHH € IPOTHBONOKA3aHO 3apaai
pocysacTatiH (BHKTE T. 4.3). IIpH eAHOBpeMEHHO TIPUAMKEHHE HAa POCYBACTATHH H HHKIOCTIOPHH,
croiinoctuTe 3a AUC Ha poCYBacTaTHH ¢a CpefHO 7 ITBTH NO-BHCOKH OT HalNOOABAHHTE NPH 31PaBH
nobposonuu (prkTe Tabnuua 1). EZHOBpeMeHHOTO MpHIOXKeHHe HAMA eeXT BbPXY IUIA3MEHHTE
KOHUEHTPAIMH Ha LMKJIOCTIOPHH.

ITpu npoyusane ¢ § nauueHTH cnen Gs0peYHa TPAHCIUIAHTALMA H KPEATHHHHOB KIHPBHC > 50 ml/min
Ha NIEYEHHE ¢ MOCTORHHA /103 LMKJIOCTIOPHH, NIPHIATAaHETO €JHOKPATHO Ha A03a ot 10 mg eseTMub ¢
noBeno Ao 3,4 weti (ot 2,3 o 7,9 meTi) yBenuuarane Ha AUC 3a of1us e3eTHMHMO B cpaBHEeHHE CBC
CTOMHOCTHTE Npy KOHTPOJIHATA TPYNA OT 3APABH HHAHBHIM, Y4aCTBAAH B JIPYTO npquqaaegm}?
KOHTO <a NoJy4yaBaiu caMo e3eTHMHG. B npyro npoyueane ¢ nanneHT ¢ 6u0peuna Tp
TEHKKA CTeNeH Ha ObOpeuHO YBpexaaHe, JIEKYBaHH ¢ UKIIOCNIOPHH H MHOMECTBO AP 1@
NpOAYKTH, € 6Hila ycraHoBeHa 12 MBTH NO-rOAAMa €KCTOZHLMA KbM OOILHA €3eTHM 3
KOHTPO/IMTE, NoyYasand camo e3etumub. B enHo ABYNepHOAHYHO KPBLCTOCAHO
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3apaed JI0OPOBONIH, npuaokenwero Ha 20 mg AHeBHO e3¢THMHO B MpoAb/DKeHHEe Ha 8 1OHM c
enHOKpaTHa A03a oT 100 mg UMKIOCTIOPUH Ha CEAMMA JEH, € AOBENO 0 cpefHo 15% ypenuuerue Ha
AUC 3a muiocnopus (rpaniua ot 10 % namanssane no 51 % yBenHYaBaHe), B CpaBHEHHE ¢
€HOKpaTHa 033 oT 100 mg UMKNOCHOPHH TPHIOKEH CaMOoCTOsTeNnHO. KoHTponupaHo npoyupaHe
BLpXy edeKkTa OT €JHOBPEMEHHOTO NPUIOKEHHE Ha e3eTHMHO M UMKIOCTIOPHH [pH MAalHEHTH ¢
61p6peuna TpaHCIIaHTALMs Ha TeYeHHEe ¢ UMKJIOCTIOPHH, He € OWIO NPOBEKAaHO.

HenpenopsuuTenHy koMOHHAIMA:

Pubpamu u Opyzu namanasawu rnudume npooykmu: Ilpy naunenTy, nomyyasaimu desopubpat H
€3eTHMHO, NeKapaT TpaOBa 1a OLEHH BE3MOKHEA PHCK OT XOJeNKUTHAa3a | 3a00nABaHe Ha JUTHYHHA
Mexyp (Bxk. Toukd 4.4 u 4.8).

AKO MMa CHMHEHHA 38 XOJIe/INTHA3A NPH IALMEHTH, N0IyJaBaiuy e3eTHMHO H deHodubpart, ce Hanara
H3C/IeABaHe Ha }UTRYHAA MeXYp B Tepanuara Tpabea aa Oble npekpaTteHa (B, Touka 4.8).

EaHoBpeMeHHOTO Mon3eaHe Ha peHodubpar wik remdudbposun cnabo ypenHdaBa KOHIEHTPALMATA HA
€3eTUMHUO (MpUONM3KUTENHO CBOTBETHO 1,5- 1 1,7-n5TH).

EnnoBpeMenHata ynotpeba Ha e3eTUMHO M ApyTH ¢ubpaTi He € npoyuBaHa.

Dubpatte MOrar ga yBeJIMYAT eKCKpellMATa Ha XOJNECTEpOn B #ITbYKATd, KOSTO A4 NpUYMHH
xonenuTuasa. B Hm3nuTeaHMe ¢ KUBOTHH, TIOHAKOTA €3eTHMHO NMOBMINABA XONECTEpONA B RIBUKATA B
MKITBYHHA MeXyp, HO He MpM BCHUKA BHACBe (Bk. Todka 5.3). JIMTOTEHHHMAT pMCK, CBBp3aH ¢
TepaneBTHYHaTa ynorpeGa Ha e3eTHMHO, He MOXKe fa Ob/e HIKIIOUEH.

EnHOBpeMEHHOTO NPWIOKSHHE HA POCYBACTATHH W reMuOpozHN BOoAHM A0 2-KpaTHO HapacTBaHE Ha
Cmax 1 AUC Ha pocypacTaThH (BiuKTe TOHKa 4.4).

Crmopea  jgaHHMTE OT Dnpoy4yBaHMATA HAa CNeUMPHYHOTO B3aMMOAeHiCTBHE, HE C€ OuYaKBa
(apMakOKMHETHYHO 3HaYHMO B3auMogeiicTBHe ¢ QeHodubpar, HO MoXke na ce pasBHe
tbapMakoguHaMidHO B3auMozeiicTere. Iemubpozun, dpenodubpar, npyru ¢ubparn ¥ Hamanapamy
JUMUAMTE 003K (> WM paBHo Ha 1g/neH) HHaUMH (HHKOTHMHOBA KHCEITHHA) NOBMINABAT PHCKA OT
MHONIATHA, KOMaTo ce nmpunarat eguospeMenno ¢ wuxuonropd Ha HMG-CoA penykrasa, BeposTHO
nopajiy TOBa, Y€ MOraT ja NpeJH3BHKAT HOABATA HA MHOMATHA MPH CaMOCTOSTENIHO MPHIOKECHHE,
Josara ot 10 mg/40 mg € npoTHBONOKAa3aHAa NPH €JHOBPEMEHHO H3TION3BaHe HA GHOpAT (BIDKTE TOUKH
43u4.4)

Hpomeaznu unxubumopu: Makap ye TOYHHAT MEXaHHILM HA B3aUMOICHCTEHE He € H3BECTEH,
€HCBPEMEHHOTO NIPHAMKEHHUE HA MPOTea3eH MHXHOHTOP MOXKe CHITHO Ja YBEIIHYH Bb3NeiicCTBHETO Ha
pocypacTaTHH (Brxte Ta0n.1). Ilpu dapMakokyHeTHUHO NpOoYYBaHe, €AHOBPEMEHHOTO NPHICKEHHE
Ha 10 mg pocypacraTHH ¥ KOMOHHHMpPaH MPORYKT ¢ Ba OpoTeasHH MHxHOHTOpa (300 mg aTasanasHp
/100 mg puTonaBup} Ha 3ApaEH NOGPOBOILIH BOJM A0 NPUONH3HTENHO TPUKPATHO K CENEMKPATHO
NOBHILIEHHE HAa CTOHHOCTHTE 3a pocyBacTaTHH ChOTBETHO HA AUC H Crax. EnHOBpeMeHHOTO NpHNO-
AKEHHE HA POCYBACTATHH K HAKOW MNPOTea3HH HHXMOGMTOpH, TpAOBa Aa ce obmucin nobpe cnen
BHHMATEJTHO MIpepasraekIaHe Ha Bh3MOKHHATE HAYHHH 34 KOPHIdpaHe Ha IO3HTE HA POCYBACTATHH,
P'B3 OCHOBA HA OYAKBAHOTO [IOBHIIEHKHE HA KCIIO3HIIMATA HA POCYBACTATHH (BIDKTE ToukH 4.2, 4.4, 4.5
H Tabnuua 1).

Huxubumopu va mpancnopmuu npomeunu; PosyBacTatHHBT € cy0GcTpaT 3a HAKOH TPaHCTIOPTHH
NPOTEHHH, BKIIOYHTENHO TpaHCTopTepa Ha YyepHoapobuus npuem OATP1B1 n ednyke Tpatcrnoprepa
BCRP. EnnoBpeMeHHOTO MPHIOKEHHE HAa POCYBACTATHH ¢ JICKAPCTBEHH MPOAYKTH, KOHTO ca
HHXHOHTOPH Ha Te3H TPaHCNOPTHH MPOTEHHH, MOXKE Ja I0Beae A0 NOBHIICHH M1a3MeHH
KOHLIEHTpPALMH HA POCYBACTATHH H MOBHIUEH PHCK OT MHONATHA (BIOKTe TOUkH 4.2, 4.4, 4.5 4 Tabnuua

1).

7




HeuspecTeH. IMa cholimennd 3a ciiyyan Ha pabGaomuonuza (BKIIOUHTENHO ¢ JETANSH H3X0) PH
NALMEeHTH, KOKTO ¢a Ha Ta3H KOMOMHMpaHa Tepanus.

AKO e HATIOJKHTENHA CHCTEMHATA Tepanyisa Ha Qy3HAOBA KHCENHHA, NEYEHHETO ChC PO3YBAcTaTHH
Tpa0Ba Aa ce MpEyCTAHOBH MIPE3 UENHA IIEPHO Ha iedeHHe Ha QY3HAMHOBAE KHCENHHA. BIpkTe CBINO
TouKa 4.4,

Hpyru panMoseiicTeis

Lfumoxpom P450 enzumu: Pesynratute oT NpoyuBaHUATA in vitro M in vivo TIOKA3RaT, Y€ pOCyBacTaTHH
HE € HHTO HHXHOHMTOp, HUTO WHAYKTOP Ha UMTOXpoM P450 m3oenznmu. OcBeH TOBa, POCYBACTATHH €
ciab cyberpar 3a Tesn w3oeusuMu, He ca ouakeanm nekapcTseHH B3anmoaeiicTBis npu uproxpoM P450
meauupanH metabonuseM. He ca HabmopnapaHM KIMHWYHO 3HAYHMHM B3aHMOZCHCTBHA MeXIy
pocysacraTid M dayxoHazon (muxuburop Ha CYP2C9 n CYP3A4) win kerokonason (MHxuGHTOp Ha
CYP2A6 u CYP3A4).

B npeaxnusutHA NpOyHBAHMA, € OOKa3aHO, ue e3¢TMMHO He MHAyuMpa nurtoxpoM P450 nexapcrso
MeTabonu3HpaluTe eH3MMHHA cicTemi. He ca HabmoaaBaHK KTHHMYHO 3HaYHMH $apMakOKHMHETHYHH
B3aHMOACHCTBHA MEXKAY €3¢THMHO M OpYyTH ICKAPCTEa, 32 KOMTO € H3BECTHO, Ye ce METaboIH3MpaT oT
uuroxpom P450 1A2, 2Dé, 2C8, 2C9, n 3A4, wm N-auetuntpancdepasa.

Anmuayuou: EQHOBpPEMEHHOTO NpPHIOXKEHHE C aHTHALMJ HaMandpa ckopocTTa Ha abcopbumsa Ha
e3eTHMHG, Ho HAMa edeKT BpXyY GHOHATHYHOCTTA My, ToBa HaMaReHHe B CKOpoCTTa Ha abcopOima ne
CE CHHTA 33 KIHHHYHO 3HAYMMO.

ENHOBPEMEHHOTO NPHIIOKEHHE HA POCYBACTATHH M AHTHALM/IHA CYCTICH3IHA, ChABPKALIA ATYMHHHEBa
H MarHe3HeBa OCHOB4, BOOM N0 NMOHHMKEHHE Ha NMJa3MEHHTE KOHLECHTPALMM HA POCYBACTATHH ¢
npubnusurenno 50%. Tosm ehexT ce HamansBa NpH NPHUACKESHHE Ha aHTHaLpAa 2 4daca clel
pocyBacTaTHH. KNHHHYHOTO 3HaYeHHe Ha TOBa B3aMMOIEHCTRHE HE € YCTaHOBEHO,

Xonecmupamun: ETHOBPEMEHHOTO NPMIIOKEHME HA XOJECTHPAMHH HAMAlBa CPEOHATA TNOLN IOX
kpuBara (area under the curve - AUC) 3a o0umus eserHMu® (Bmousa ezetuMuO + €3¢THMHO
TTHOKYPOHHA) NpuONHENTENHO ¢ 55 %. Penykupara Ha nopHireHss LDL-xonecTepon, npeAH3BHKaHa
oT nobaBsiHETO Ha €3eTHMHO KEM XOJNeCTHpaMHHAa, MOXe Aa Oblle TNOHWKEHA Mopagy TOBA
pIaHMOAcHCTRHE {BK. TOUKA 4.2).

Anmuroazyranmu, anmazonuchmu na eumavun K B enso npoyysane npu 12 3apaBH Bb3pacTHH MbXKe
€/IHOBPEMEHHOTO NPpWIOXKEHHE Ha e3eTUMHG (10 mg BeAHBXK AHEBHO) HE € HMANIO 3Ha4HTENeH edexr
BBpXy OMOHaNMYHOCTTa Ha BapthapHH M nporpombunoBoTo Bpeme. Ho ciaen nmyckade Ha masapa ca
JNOKIZABAHH CITy4aH HA YBEIMYEHO HWHTEPHALHMOHANHO HopMmanusEpaHo cwoTHowenue (INR) mpu
NAlMEeHTH, IPH KOHTO e3eTHMHUE e nobGaeeH kbM Bapdapus win GnyusaHoH. AKo e3eTUMHO ce nobasH
KbM BapapuH, Ipyr KyMapHHOB AHTHKOArYJIAHT WiH (UIYHHIHOH, TO ¢ HeoOXOOHMO CBOTBETHO
npocnenaeane Ha INR (Bx. Touka 4.4).

Kakto u npu ocrananute uHxuburopn Ha HMG-CoA penykrasa, 3ano4BaHeTo Ha JIEYSHHE WM
MOBHLIABAHETO HA N03aTa POCYBACTATHH MpPH MALMEHTH, JIEKYBAHH €JHOBPEMEHHO C aHTArOHHCTH Ha
sutamuH K (Hanp. sBapdapus wimH apyr KyMapHHOB aHTHKOArynaHT) MOXe Aa JIoBeAe 10 NOBHLICHHE
Ha MEKIYHapoOHOTO HOpMaiH3upaHOo choTHoweHue (INR). IIpekpaTaBaneTo Ma JEUEHHETO HIM
HamaJABaHETO Ha [103aTa MOTaT fa JoBeAaT 10 nonwxkerue Ha INR. B nogobun cHTyalms e senatenHo
CBOTBETHO MOHHTOpHpate Ha INR.

Epumpomuyun: EAHOBPEMEHHOTO NpHIOKEHHE Ha POCYBACTATHH W EPHTPOMHLMH BoaH mo 20%
noHuxkeHue Ha croiinoctutre Ha AUCwpy u 30% noumkenue Ha Cpgx 33 pocyBacTaTHH. 10Ba
B3aUMOJEHCTBHE MOXE Ja © B pe3ynTaT Ha YCKOpeH MOTHIMTET Ha 4epBara, NPHUYHHEH OT
EPHTPOMHLIHH. e
Hepopanen xonmpayenmues/xopmonanuo samecmeaiyo revenue (HRT): EqHOBpeMeHH LY Lk
Ha poCcyBacTaTHH H MEPOPANEH KOHTPaETITHE BOAM J0 IoBHINaBane Ha AUC pa ¢
HOPTeCTpes ChOTBETHO ¢ 26% 1 34%. Te3n MoBHIUCHH IUIa3MEHH HUABA TpA0Ba /12
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KOrato ce ompeness [03aTa Ha MepopaiHis KOHTpauenTHB. Hama QapMakOKHHETHYHH JNaHHH 3a
NAlHEHTH, KOMTO B3eMar emHoBpeMeHHo pocysactatiH H HRT u mopagm ToBa He Moxe Aa 6bae
mKmovdeH cxoneH edexr. KomOuHupaHero, ofaue, ce M3MON3BA MHOTO OT JK€HH B KIMHHYHM
U3NHTBAHNA U ce noHacs aobpe.

Apyeu  nexapcmeenu npodyxmu: Cnopea [aHHHTE OT NPOYYBAHMATA HA  CHEUUOHIHOTO
B3aHMOJIGHCTRHE ¢ POCYBACTATHH, HE ¢€ OYAKBa KJIHHHYHO 3HAYHMO B3aHMOJSHCTBHE C JUroKcuH. B
KJIMHHYHH NpPOYYBAHHA 34 JICKAPCTBEHH B3aMMOAEHCTBHA, e3eTHMHO He € oKa3an BAMAHHE BBPXY
(hapMaKOKHHETHKATA Ha JANCOH, AeKCTpoMeTopdaH, JUIrOKCHH, MEPOPAIHH KOHTPAUeNTHRBH (€THHHI
€CTPAJHON H JICBOHOPrecTpel), TIMIMHIHA, TON0YTaMHII HAK MEAA30JIaM, IO BPEME HA ¢AHOBPEMEHHO
npunoxenue. LiWMeTHARH, IpUAaralH CEBMECTHO ¢ e3¢ THMHEG, HAMa e(peKT BEpXy OHOHANMYHOCTTA Ha
€3eTHMHO.

Ezemumut/ pocysacmamun: EnpospemenHoTo npunoxende Ha 10 mg pocysactatiH H 10 mg
eseTuMu® Roeemoxa mo 1.2-kpatHo ypenuueHWe Ha AUC Ha pocyBacTaTHH TpH TALHEHTH C
XunepxosnecteponeMna (Tabnuna 1). dapMakoAHHAMHYHO B3aHMOICHCTBHE, 10 OTHOLICHHE Ha
HEXXEJIAHH TeKapCTBEHH PEaKiMH, MEeX/Ty POCYBACTATHH H €3€THMHO He Moske a 6be H3KIIOYEHO (BK.
Toukz 4.4).

JlekapcTBenH B3aEMOAeHCTBHSA, H3IHCKBAINH KOPEKIHA HA J03aTa HA POCYBACTATHH (BHXKTC
Tabn.1): Korato ce Hanara eNHOBPEMEHHO MpPUIOXKEHHE HAa POCYBACTATHH C APYIH JIEKApCTBEHH
NPOTYKTH, 32 KOHTO Ce 3Hae, Ye MOBMINABAT €KCMIO3HUMATA HA POCYBACTATHH, J03uTe Tpabea na ce
KOpurupar. Makcumanuara fHeBHa 1033 TpaOBa 1a Ob/e HarylaceHa Taka, Y€ OYAKBAHATA SKCTIOZHITMA
Ha pOCYBACTATHH Ja He npepuun nosede oT 40 mg AHeBHa Jo3a POCYBacTaTHH, mpuera Oes
B3aHMOJEHCTBHE Ha NEKAPCTBEHH MPOAYKTH, HApHMep no3a ot 20 mg pocyBactaThH ¢ rem$pubposun
(1.9- xparao ysenuuenue), 1 noza ot 10 mg pocyeacTaTiH ¢ koOMOHHALMA OT PHTOHABHP/aTa3aHABHD
(3.1- xpaTHO yBeNnUUEHHE).

Tabauoma 1 EdexTr Ba npaaarags eJHOBpeMeHHO ¢ POCYBACTATHH J€KAPCTBEHRE HPOAYKTH
BLPXY €KCNO3HONATA Ha pocyBacratad (AUC; B mmaxonam pea) or nyOMMKYBaHE KIHHEYHH
NPOY4BAHHA

Tﬂ,oaon PEKHM Ba JeKapCTBOTO, KOETO Jo30B pexnm Ha Ipomsna 8 AUC na
B3aHMojelicTEa POCYBACTATHH |POCYBACTATHH
Huxnocnopun 75 mg BID to 200 mg BID, 6|10 mg OD, 10 auu 7.1-kpatuo 1
MeceLa

Peropacennt 160 mg, OD, 14 nun 5 mg, enHHHYHA N03a 3.8- kpatHo t
Arasanasup 300 mg/puronarup 100 mg OD, |10 mg, equHuyHa 1032 3.1- kparno 1
8 nau

Benmataceup 100 mg OD 10 mg, enuHMvHa 1033 2.7- xparuo |
Owmb6uTtaceup 25 mg/ napuranpeeup 150 mg/ |5 mg, eauantHa 1034 2.6- kpatHo T
Puronasup 100 mg OD/ nacabysup 400 mg

BID. 14 nan

['pazonpesnp 200 mg/ enbaceup 50 mg OD, |10 mg, enuHuyHa 1033 2.3-xparno 1
11 pum

I'nexanpesup 400 mg/ mubpenraceup 120 mg (5 mg OD, 7 avn 2.2-kpatno 1
OD, 7 nnu

Jlonuuasup 400 mg/puronaeup 100 mg BID, 20 mg OD, 7 auu 2.1- xparHo 1
17 num

Knonaporpenr 300 mg HaToBappaia no3a, |20 mg, enHHHYHA 7032 2- kpatHO T
nocaensada ot 75 mg Ha 24 4aca

I'emdubpozmn 600 mg BID, 7 qun 80 mg, enuuMyHa 1033

Entpombonar 75 mg OD, 10 aau 10 mg, enmHKYHAa Ao3a
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Hapynasup 600 mg/puronaenp 100 mg BID,
7 nHu

10 mg OD, 7 gun

1.5- xparHo 1

Tunpanasup 500 mg/puroHaBup 200 mg|10 mg, eauHn4HA 1032 1.4- kpatso 1
BID, 11 auu
Jlposenapon 400 mg BID He ¢ Hanmuuen 1.4- kpatao 1

_|Hrpakonaszon 200 mg OD, 5 xau

10 mg, eanHH4HA 1032

**1.4- xpatHo 1

Esurmu6 10 mg OD, 14 auu

10 mg, OD, 14 anu

**1.2- kpatHo 1

®ocamnpenasup 700 mg/puronarup 100 mg (10 mg, eAsHAYHA 0034 —
BID, 8 nuu

Anernurasap 0.3 mg, 7 Anu 40 mg, 7 pHu -
Canumapun 140 mg TID, 5 nuu 10 mg, epuanyHA A032 >
Denodubpar 67 mg TID, 7 zan 10 mg, 7 days A
Pudamnun 450 mg OD, 7 ann 20 mg, eAWHAYHA 1032 A
Kerokonazon 200 mg BID, 7 axu 80 mg, enuHN4YHA n03a —
®ayxonazon 200 mg OD, 11 gau 80 mg, eanenuHa No3a —
Epurpomunun 500 mg QID, 7 pvm 80 mg, exHuyHa No3a 20% |
Baiikanun 50 mg TID, 14 aau 20 mg, eguHAYHEA 0032 47% |

*JlasHWTe, AAJEHA KAaTO X-KPaTHA MPOMAHA TOKASBAT ONPOCTEHO CHOTHOLIGHHE MEXIY ChBMECTHO
NPANATAHOTO JIEKAPCTBO H POCYBACTATHH CaMOCTOATENHO. JlaHHWTe, AaneHH karo % NpOMSAHa
NPEACTABAT % Pa3jiMKa, B CPABHEHHE ¢ POCYBACTATHH, KOTATO C& NPHEPMA CAMOCTOATENHO.
VBeNHYEHHETO € 03HaYeHO ¢ *“1“,TuncaTa Ha pasiuka ¢ “—” [oHIKeHueTo ¢ “|”.

“HiaKomKko NpoyyBaHHA, CBBP3AHH C B3AHMOJICHCTBHA Ca HANIPABEHH C PA3IHUHH JI03H POCYBACTATHH,
KaTo TabnHuaTa Noka3sa HaH-3HAYHMHTS B3aHMOJCHCTRHA

OD =pegurxk auepHo; BID =npa nu1i auepHo; TID = Tpu nbTH AueeHo; QID = ueTHpy N-TH JHEBHO

4.6 @eprEAHTET, peMEHHOCT H KbpMeHe

3eHOH € NpoTHBONOKA3aH pH GPEMEHHOCT H KbpMeHe (BWKTe TouKa 4.3).
XKenu BB QepTHITHA BBE3pacT TPAGBa Aa H3MON3BAT NMOAXOMAIH KOHTPALENITHBHYE MEPKH 10 BpEME Ha
JieueHue.

bpemennoct
HaAMa xnuHEYHE JaHHE 33 NPHAOKEHHETO Ha e3¢THMHO Mo Bpeme Ha 6pemenHocT. [poyuBanuiTa

TIPHA J)KMBOTHH 3a MOHOTEpanuA ¢ €3eTHMHG He ca YCTAHOBIIIM AAHHH 338 AMPEKTHH HIIH HHIHPEKTHH
BPEAHH BB3ACHCTBHA BBPXY X044 Ha §pemMeHoCTTa, eMOpHOdeTaIHOTO pazBUTHE, PAKIAHETO HIH
MIOCTHATAIHOTO pasBHTHE (BXK. TOUKa 5.3).

Twit kaTo xonecTEPON H APYTH MPOAYKTH HA XOJecTeponioraTa GHOCHHTE3a €4 OT CHILECTBEHO
3Ha4YcHHE 3a Pa3BHTHETO HA PeTyca, NOTEeHUMATHKAT pHUcK oT noTuckane Ha HMG-CoA penykraza
TIPEBANIMPA HaJ NPOBEKAAHE Ha NEYEHHS MO BpeMe Ha OpemerHocT, [lpoy4BaHHATa C JKHBOTHH JaBar
OrpaHHYeHH AOKA34aTeNCTRA 34 PENPONYKTHBHA TOKCHYHOCT (BH3KTE TOUKa 5.3). AKO MalHeHTKa
3abpeMenee 10KaTO H3MON3BA TO3H JIEKAPCTBEH MPOAYKT, JieueHHeTo TpAbBa na 6bne HesabaBHO
TIPEYCTAHOBEHO.

Krpmene
HacneapaHusTa NpH IUTBXOBE ¢4 YCTAHOBIITH, ve e3eTHMHO ce oTaens B kspMara. He ce 3nae .uaJm

e3eTHMHUO ce OTAEN B KBpMaTa NIPH XOpaTa.

KbpMaTa NpH Xopa (BHKTE TouKa 4.3).
Qepruaurer
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Hama Ha/IMYHM NaHHK OT KIMHUYHH IPOYYBAHHA OTHOCHO e(PeKTHTE Ha e3eTHMHO HIH pOCYBACTATHH
BEPXY depTHnMTEeTa NpH Xopa. EsernMut vama edekT BbpXy (epTHNHTETA IPH MEKKH H XKEHCKH
IUIBXOBE, NPH BHCOKH JI03H POCYBACTATHH ¢¢ HaOMIOAaBa TECTHKY/I2pHA TOKCHYHOCT NMPH MaliMyHH H
Kydera (BHXKTe T. 5.3).

4.7 EdexTn BEpXYy cnocoGHOCTTa 3a modupane B paGoTa ¢ MAmIMAH

He ca npoBexaaHn H3CHEIBaHKA BBB BPb3Ka ¢ eeKTHTE BBPXY criocoOHocTHTE 3a wodupane u
paboTta ¢ MamnHK. Brnpexu ToBa, Npy ynpasieHKe Ha NPEBO3HH CPECTBA WK PaboTa ¢ MALIHHA
TpabBa Aa ce HMa NpeiBHI, Ye CBETOBBPTEX € NOK/IAIBaH KATO HEXENAHA JICKAPCTBCHA PeaKiiHsL.

4.8 HexelaHH NeKAPCTBEHH PeaKnHA

Ob6obiesne Ha npodna Ha HezonacHoCT

HexenanuTe lexapCTBEHN peakUHH, TOKIaBaHH 3a BCAKA OT OTAENHHTE ChCTABKH (€3eTUMUG UM
POCYBACTATHH) MOraT Aa OBIAT MOTEHUMAITHH HexkeNaHH eeKTH ¢be 3eHOH.
B xn1uHHUAN NpoyuBaHus ¢ NpoABLKUTENHOCT 0 112 cenmumm, esetumud 10 mg auesHO € 61t IpH-
JiaraH caMOCTOATENHO NpH 2 396 nauMeHTH B koMOuBanma ¢b¢ cratud nipH 11 308 nauweHTH, HnH C
denodubpar npu 185 nmaumentH. HexkenanuTe nekaperBeHn peakiiuu ¢a Guu OOMKHOBEHO JIEKH U C
npexoneH xapakrtep. HectoraTa Ha HexxenaHUTe IEKapCTBEHH PeaKLHE NPH H3MOI3BaHETO Ha €3€TH-
MHO € 61na nonoOHA Ha Ta3W NMpH 1iane6o. YecTorata Ha CIYYaHTE HA NPEXBCBAHE Ha JIEUSHHETO
'TIOpajM MOABA Ha HeKeJIaHH CHOHTHA chio € 6iia cpaBHMMa MeKIy IPYIHTe € e3eTHMHG 1 ianebo.
HexenanuTe nekapcTBEHH peakIMH NMPH POCYBACTATHH ¢a KAaTo UATO ACKH M npexoann. B koHTpo-
JHPaHY KTHHAYHH H3MHTBAHHA NO-MAIKO OT 4% OT JieKyBaHHTE C pOCYBACTATHH NALMEHTH ¢a NpeK-
PaTH/IH YYaCTHETO CH HOPaAM HEKEITAHH JICKApPCTBEHH peaKlLMH.

HexenaHuTe JeKapCTBEHU peakiy NpencraBeny B Tabnnyuen Bua

YecToTara Ha HEXKENAHHTE NIEKAPCTBEHH PEaKLHM C¢ ONpeaesi MO CIERHATA KOHBEHLMA: MHOTO HECTH
(21/10), uectn (21/100 ao <1/10), neuectu (=1/1 000 g0 <1/100), peaxu (=1/10 000 xo <1/1 000),
MHoro penx (<1/10 000), ¢ neussecTHa yecToTa (OT HAJIMUHKTE JaHHH He MOXe Aa Obie HanpaBeHa
OlIGHKA);

MedDRA cHCTeMO-OpPraHHE
| KIacoBe YecToTa Hexe1aHH JIEKADCTBEHER DEAKIHE
Hapymesna Ha KPbETA H IuMpHATa | peaxu TpomMGouMTONeHUA*
cHCTEMA
C HEM3BECTHA | TPOMOOLMTONEHHA °
4eCTOTA
Hapylienns Ha HMyHHaTa CHCTEMA | pellKH peakUMH HA CBPbXYYBCTBHTENHOCT,
BKJIOYHTEHO aHMHOEIEM
C HEM3BECTHA | CBPBXYYBCTBHTENHOCT (BKIIOMHTENHO OGpPHB,
4eCTOTA YPTHKapHA, aHaGHAaKCHs H aHTHOSaeM)®
Hapyuienns Ha €HIOKPHHHATA YECTH 3axapeH anaber”:?
cHCTEMA
HapyweHns ga MeTaGonusma B HEYeCTH HAMANeH aneTuT
XPAHEHETO
TcHXHYHY HApYyWIEHHS ¢ HEH3BECTHA | menpecus’™®
4eCToTa
HapyuwieHWA HA HEpBHATA CHCTEMA 4ecTH rnasobonue’ 4, samaiipane’
HEYECTH napecresns?
MHOTO pefikH | TonMHeBponaTHs’, 3ary6a Ha namerTa’
C HEeH3BeCTHA | nepudepHa HEBPONATHAZ, HAp %ﬂ"*"‘ ,;
4eCTOTa CHHA (BKJ]!O'{HTCJIHO 6830’5 oy
C0BH HapYIIEHHA HEYECTH
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Pecrmipatopiu, rpbaHE K HEYECTH Kauiuna®
MEHACTHHATHH HAPYLIEHHA

¢ HEM3BECTHA | KaUUIMuaAZ, qucndes™

yecToTa
CTOMALIHO-YPEBHH HAPYLIECHHA HeCTH 3anek’, rajieHe 2, kopeMna 6onka®®, nuapus’®,
dnarynenms’
HEYECTH JMcIencus’; ractpoesodareanes peduiyke >;
ragese’, cyxora B ycrara'; ractpur?
PelKH TNaHKpPEaTHT"
C HEM3BECTHA | JHAPHA’, TAHKPEATHT ; KOHCTHIALMSA
yecTora
XenaTo6unuapHH HapyleHHA peaKH MOBHILIEHH CTOWHOCTH HA YEPHOAPOSHHTE
TpaHCcaMHHa3H 2

MHOTO PelIKH | *KbITeHHLE, XeNATHT
C HEH3BECTHA | XeMaTHT , XONeIHTHA3a®, XONCLHCTHT

4eCcTOoTa
Hapywmienus Ha xoxkara u HEYECTH chpbexc*, o6pus’ 4, yprukapus®*
MOAKOXKHATA THKaH ¢ HemsBecTHa | Cumapom Ha Stevens-Johnson?, epurema
4ecToTa myarudopme’
Hapyinenua Ha MyckynHo- YECTH MHaurus> *
CKCNIETHATA CHCTEMA H HEYECTH apTpanrus’; MyCKyJIHH cnasmu’; GoNka BLB
CEEJIHHHTENIHATA ThKAH Bpara’, 6onka B rep6a’; Myckynna cnabocr?;
Gonka B kpadHALMTE
peaku MHONaTHA{ BKIFOYHTETHO MHO3HT),

pabaoMHONH3a’, MyIyc-Noao6eH CREAPOM,
Pa3KLCBAHE HA MYCKYJIHTE

MHOTO penky | aprpanria’

C HEM3BECTHA | UIMYHHO-MCIHHUPAHA HEKPOTH3IHpala
4ecToTa MHONATHA®, HAPYLICHHS HA CYXOXKMWIMETO,
NOHSKOra YCIyKHEHO ¢ PyNTYpa’, MHaNrua’;
MHonaTHa/pabnomuonusa’ (Buxre Touka 4.4)

Hapyinenna Ha 6s6penute u MHOTO peikH | xeMaTypus?
NMKOYHHTE ITHTHILA
Hapymenus na MHOTO PeAKH | THHEKOMACTHA?
BL3MPOM3BOIMTENIHATA CHCTEMA H
| TEOIATA
Hacnenpanma YECTH noeuinaeane Ha AJIAT w/unu ACAT*
HEYECTH noeumabase Ha AJIAT nw/unu ACAT ?;

nosumens vuea Ha KOK *; nosrienne na
rama-TIyTaMHIl TpaHc(epasa’; aHopMasiHH
H3C/IE/IBAHHA Ha uepHOoApoOHaTa dyHKUHA

061y HapylieHHs U edeKTH Ha 4eCcTH acTeHHs’, ymopa’
MSCTOTO Ha TIPHJIOKeHHe

HEUECTH Gonka B repauTe’, Gonka®, acrenus®,
nepudepen orok’

Heuseectna | orox?, acrenns’

4eCToTa
! YecToTaTa 3aBHCH OT HANHYKETO KIIH JIMNCATA HA PHCKOBM (hakTOpH (HUBO Ha MIIOKQ3H#TY

2 5,6 mmol/l, HMTM> 30 kg/m2 , noBHIlIEHO HHBO HA TPUIJIMUCPHAM, aHAMHE3A 33
POCYBAaCTaTHH.
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2 [Tpodwn Ha HeKeNaHH NEKAPCTBEHH PEAKLMH 32 POCYBACTATHH, BB3 OCHOBA HA AAHHH OT KITHHMYHH
MPOYYBAaHHA ¥ ABILI TOCTMAPKETHHI'OB OTIHT.

3EseTHMHG Kkato MoHOTepanHs. HexenaHH fexapcTBeHH peakiiii ca HabmoIaBaHH IPH TALMHETH,
NeKyBaHH ¢ e3eTHMHG (N=2396) H ¢ mo-roama dectota ot niauedo (N=1159)

*Esetsmu®, nprtaran CHbEMECTHO Cb¢ cTaTiH. HexenanuTe ekapcTBeHH peakiyH ca Gumm
HabMOJABaHH MPH NAIHEHTH, TpHeMalil crathid (N=11308) u ¢ no-ronsaMa 4ecToTa B CPABHEHHE ChC
CTaTHH, NpHIarad caMocToaTesHo (N=9361).

S IOIBIHHUTEIHA PEaKiMH Ha e3eTHMUO, ChoOIHaBaHH OT MOCTMAPKETHHTOBHA OIHT (Che Wit Oes
CTaTHH).

Kakro u npu ocranannte naxuburopy Ha HMG-CoA-penykTaza, 4ecTOTATa HA HEXENAHUTE
JIEKAPCTBEHH PEAKIMH € A0303aBHCHMA.

EdexTa Bupxy 0On0penaTe: IIpoTenHypus, ycTaHOBeHa Che CYXH NpoGu u Haji-uecto TyOynapHa, ce
Ha0MoAaBa NpH NalHEHTH IEKYBAHH ¢ pocyBacTaThH. OTIIIOHEHHA B IPOTEMHH B YPHHATA OT JIMIICBA-
II{ WM clieH Ao ++ WM NoBeue, ca Habmonapanu npy <1% OT NAUMEHTHTE B OTAEIHH MOMEHTH N0
Bpeme Ha neueHneTo ¢ 10 1 20 mg, H npr npubnusureano 3% ot naunenTrTe JeKyRaHH ¢ 40 mg.
Jlexo nosHINeHHe (OT JHNCBAILY WA cleiu oo +) ce Habmonasa npu fo3a 20 mg. B noseuerto cny4yan
[POTEHHYPHATA HAMAJISABA WJTH H34€3Ba CTICHTAHHO NPH NpoabibKaBaHe Ha nedeHHeTo. [Ipernenst Ha
AAHHM OT KIMHHYHH H3MMTBAHHA H TOCTMAPKETHHIOBHAT OMKT KbM JHELIHA JaTa HE €2 YCTAHOBHIIH
NPHYHHHA Bpb3Ka MEXTy NMPOTEHHYPHATA H OCTPO WK NMporpecHpatio 650peuno 3abonapaHe.
Xematypns e HaOmogaBaHa NpH NALMEHTH JIEKYBaHH C POCYBACTATHH, 3 KIMHHYHHTE JAHHH
MIOKA3BAT, Y€ TOBA ARJICHHE CE Cpellia PAAKO,

EdexTn pbpxy ckejleTHaTa MycKyJarypa: Edexrn Bbpxy ckenertHara MycKylaTypa, KaTo MHAITH,
MHONAaTHS (BIUTIOUHTEIHO MHO3HT) H pAIKo pabaomMuonu3a cbe Wi Ge3 octpa 6b0peuHa
HEAOCTATBYHOCT, ¢a HabMOAaBaHH NIPH JIEKYBAHH C POCY-BACTATHH MALMEHTH NMPH BCHYKH TO3H H
Haii-peue npu nosu >20 mg.

Cerp3aHo ¢ f03aTa NopHleHHe Ha HHBaTa Ha CK e vaOmomaBano npy nauMeHTH, B3eMAallii pocyBa-
CTaTHH; MOBEYETO OT CIYYaHTe Ca IEKH, ACHAMITOMATHYHA W npexoaHn. Ako CK HuBaTa ca 3Ha4H-
TesHo noBHLeHH (>5xULN), neueHuero pabea fa ce npeycTaHOBH (BHKTe TOYKA 4.4).

EdexTn BEpXy wepnus Apod: KakTo u npn ocrananure uHxuontopu Ha HMG-CoA penykraza,
CBBP34HO C J103aTa NOBHLICHHE HA HUBATA HA TPAHCAMMHA3HTE ¢ HaOMIONAaBaHO NPH MaJbK 6poit
NALMEHTH B3EMAaIlH POCYBACTATHH; MOBEYETO OT CIYYANTE Ca IeKH, ACHMITOMATHYHH H MPEXCAHH.

Yecrorata Ha pabaomMHONM3a, cepHO3HH ObOpedHu cHOUTHA K ceprO3HM YepHOAPOOHH CEOHTIS
(BKJIFOYBALIM OCHOBHO MOBHINEHH YepHOAPOOHH TpaHCAMMHA3H) € TTO-BHCOKA BpH f03a 40 mg,
Cro01aBann ca CISOHHTE CTPAHHYHH PEaKLMH TIPH YIIoTpebaTa Ha HAKOH CTATHHH:

¢ CekcyanHa AMCOYHKLHA
¢  OraenH ciyyaHn Ha HHTEPCTHIMANHO GenoapobHo sabonseade, NO-CIELHMATHO NIPH
NIPOABLIKHTETHA TEpAanHA {BIKTE TOUKa 4.4)

JlaGopaTopEH moxazaTeaH
B KOHTpONHpaHH KITHHHYHH NPOYHMBAHHA ¢ MOHOTEPANHA YeCTOTATa HA KIMHUYHO 3HAMHMH
NOBHIIEHH cepyMHH TpaHcamuHasH (AJIAT w wnu ACAT > 3 x I'TpH, nocnegosarenno) e 61na
nonobna Mexcny esetumud (0,5 %) u nnauebo (0,3 %). Yectorara e 6una 1,3% npe nanuedTH,
JIEKYBAHH ¢ €3eTUMMO, NPHET €AHOBPEMEHHO Che cTaTHH | 0,4% 3a malMeHTH, JIEKYBaHH CaMO ChC
crarud. Tezn noereHns ca OMIH ACHMTOMATHYHH, Oe3 a ca OHAK CBBP3aHH ¢ XONECTA3a, KaTo ¢a ce
BpPBLIATHM KEM H3XOIHHTE HHBA CJIE] MPEKLCBAHE HA TEPANIHATA WM NPH NpoaL/UKaBaHe Ha TeparHaTa
(BX. Touka 4.4).

B knunnyny nanureanus KOK > 10 meta I'TpH e Guna goknaneada npy 4 ot 1 674 (0,
noxy4yaBany camo e3etumud, 1 or 786 (0,1%) naunenTy nonyyasanu wiauebo, 1 or 91
MALUHEHTH MONTyYaBany e3eTHMHG U cTaTHH, U 4 0T 929 (0,4%) nauueHTH nonytlasamf
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HsMano ¢ HapacTBaHe Ha CIy4aHTe ¢ MHONIATHA WM pabIOMHOMN3a [PH HIPHIIAraHe Ha €3eTHMHG, B
CPaBHEHME CHC CHOTBETHATA KOHTPOJIHA rpyna (camo mnanedo WK cTaTHH) (Bxk. Touka 4.4).

Ileanarpuuna nonyaanes
be3onacHocTta M epHracHTOCTTa Ha 3eHOH NpH Aena noA |8 roA#IIAA BB3pAcT BCE OIIE HE €
YCTaHOBEHA. (BHXKTE Touka 5.1).

Pocysactarnn: [TosHmaraseTo Ba HHBaTa Ha kpeatnd kuHasara > 10x [TpH 1 MyckynHUu CHMITOMH
c/Ie] TPEHHPOBKA WIH NMOBULIGHA (PH3HYECKA AKTHBHOCT ¢e HaO/10aaBaT NMo-4ecTo NpH 52-ceIMHYHO
KITHHHYHO NPOYYBAHE 34 JelA H I0HOH, B CPABHEHHE ¢ BB3PACTHH (BIDKTE TOuKa 4.4). OT npyra
cTpaHa npoduna Ha 6e30MacHOCT Ha POCYBACTATHH NPH ACLA H IOHOLIH € CXOASH ¢ TO3H TIPH
BBL3PACTHH.

Ezerumu®: [pu u3nuTBane, BKIIOYBAILO € IHATPHYHH (Ha BB3pacT oT 6 10 10 roaHHH) NALHEHTH ¢
XETepO3HIoTHa (hamuiiHa wiH HeammiHa xunepxonecreponeMus (n = 138), nopuienue Ha AJIAT
n/unn ACAT (=3 X I'T'pH, nocnenosarenso) ca nabmoaasann npu 1.1 % (1 naumeHT) OT MauMeHTHTE
Ha e3¢THMHO B cpaBHenue ¢ 0 % B mnanebo rpynarata . He ca nabsonaBaHi NOBHIIIEHUA B HABOTO Ha
K®K (> 10X ITpH). He ca cro0maganu cliydad Ha MEONATHS.

Tpu u3nHTBaKe, BKNOUBALIO oapacTBally (Ha BE3pacT o1 10 10 17 roaMHn) ¢ XeTepo3uroTHa
thamunna xunepxonectepoaemua (n = 248), noeumwenune va AJIAT w/unu ACAT (>3 X I'TpH,
MOCEAOBATENHO) ca HabmoaaBaHu ipH 3 % (4 naupeHTa) OT MALMEHTHTE HA e3eTHMHO/CHMBACTaTHH
B cpaBHeHHe ¢ 2 % (2 maupenTa) B rpyniaTa Ha MOHOTEPANHA CbC CHMBACTATHH; Te3H GHUIypH ca
pecnexkTHBHO 2 % (2 naupenra) u 0% 3a yeenuvenue va KOK (> 10 X I'TpH). He ca csobmenn
CIIy4an Ha MHOTIATHA.

Tesn n3anuTBanHA He ca GUNKM NpenHa3HAYEHH 33 CpaBHEHHE HA PEKUTE HEXKEMAHH JIEKAPCTBEHH
PEeaKIHH,

Crobmarane Ha OJO3HPAHH HEXKENAHH PEAKIIHH
ChobiasaHeTo Ha MOJ03HPaHH HEKEMAHH peakLMH Clie]l paspelilapaHe 3a ynoTpela Ha ieKapcTEeHMA

NMpOAYKT € BaykHO. ToBa no3ponABa Aa MpoABIKH HAOMIONEHHETO HA ChOTHOIEHHETO NMOJI3a/PUCK 33
JieKapcTBEHHA NMPpoAyKT. OT MeHLIMHCKHTE CNIELIMATHCTH CE M3HCKBA A3 ChoOIABAT BCAKA
TOJO3HPAaHa HEKENaHa peakya Ypes H3muIHHTENHA areHIMA Mo JeKapcTeara yi. . JdaMan I'pyep” Ne
8, 1303 Codbua, Ten.: +35 928903417, yebeaiit: www.bda.bg.

4.9 IIpenozapane

B cnyqaﬁ Ha MpEAD3HpAaHE C& MPANIATAT CHMITOMaTHYHH H NOAOBPKAILH CPeICTEA.

Ezerumud

B KnHHHYHE NpoyYBaHHA NIPHAOKEHHETO Ha e3eTeMub B 103a 50 mg auerHo npw 15 3apasu noGpo-
BOJILIM B [IpoAb/bkeHHe Ha 14 nuu, win 40 mg gHeBHO NpH 18 MalHeHTH ¢ MLPBHYHA XHIIEPXOIecTe-
poneMHs B MpOAB/DKEHKE Ha 56 1K e 610 noGpe moHocumo. [1pH XXHMBOTHH He € yCTaHOBABaHa
TOKCHYHOCT OT [IPHIaraHeTo Ha e3eTAMMG — Ha TUTbXOBE W MHIIKH € JaBaHa NepopaJTHO ¢QHOKpaTHA
Jdoza 5 000 mg/kg, a Ha kyuera ceoTBeTHO 3 000 mg/kg,

Hoxnagsany ca caMo HAKOJIKO CITyYaH HA PEAOZHpaHe ¢ e3eTHMHO: MOoBeyeTO He ca GHIIH CBhP3aHH C
MpOABA HA HEXXENAHH JIeKapeTBEeHH peakiii. JoKNaaBaHHTe HEXXEaHN JIEKAPCTBEHH PEAKLIHM He ¢4
OUnM cepro3HH..

Pocypacrathy

Tpabea na ce nabmoxasar yepHoapoGHaTa $yHkuus U Hesata Ha KK, Manko eepostHo e
XeMoananu3a 1a HMa Gnaronpuarted edext.

5, ®APMAKOJIOTHYHHU CBOMCTBA

14




31 PapMaAKOARHAMHAYHHE CBOACTEBA

@OapmakoTepaneBTHYHa rpyna: uHxubuTopn va HMG-CoA penykrasata B KOMGHHALHA ¢ APYTH
JHMHIO-MOAH(HLIMPAIIN AT€HTH, POCYBACTATHH H €3eTHMHO.
ATC xoxn: C10BA06 pocyracTaTHH H e3eTHMHO

Mexanu3bM Ha JeiicTHe:
[TrasMeHHAT XOJecTepon ce MoTy4aBa oT HHTECTHHANHA aGCcopOLHA W eHAOTeHEH CHHTE3. 3eHOH

ChABPXKA €3¢TUMHO H POCYBACTATHH, ABE JIMITHAC-TIOHIDKABALIH BELIECTBA C AOKIBALIHY CE
MEXaHW3MH Ha JeHCTBHe. 3eHOH MOHIKaBa yBeaHueHus obm xonecrepon (total-C), LDL-C,
anomunonporeHd B (Apo B), tpurnnuepuante (TG), THIONPOTEHH X0JIECETPON KOMIUIEKCHTE C
HeBHCOKa reTHOCT (non-HDL-C), ¥ noBHIIaBa THACNPOTEHH- XONECETPO KOMIUIEKCHTE ¢ BHCOKA
nsTHOCT (HDL-C) ypes nuxubupate Ha abcopOupaTa H CHHTE3a Ha XOJIECEpOJI.

E3zeTnmnb

MexaHnu3sM Ha JelCTBHE
Ezetumu6 wHxuGHpa MHTecTHHANTHATa abcopOLMA HA XonecTepona i 6IM2KH CTEPONH OT PacTHTENEH

npousxoa. EzernMub e nepopaieH eKapcTBeH TPOAYKT M MEXAHHIMBT MY Ha IiiCTBHE ce pasnHuaBa
OT TO3H Ha JPYrHTe CLEOMHEHUA 3a IOHWKABAHE HA XONeCTeposa (Hanp. CTaTHHHA, CEKBECTPAHTH Ha
KIBUHHMTE KHCEHHH (CMOMH), ACPHUBATH Ha GUOPMHOBATA KUCENMHHA H PACTHTENHH CTAHOMN).
Monexynen TapreT Ha eseTuMub e ctepon TpaHcnoprep, Niemann-Pick C1-Like 1 (NPC1L1), koiito e
OTrOBOPEH 3a 00PATHOTO BCMYKBaHE B THHKHTE YepBa Ha XONECTEPON B (PHTOCTEPOIIH.

E3eTHMHO ce OKanH3Mpa Ha NOBBPXHOCTTA HA PECHHYKHTE B ThHKHTE YepBa H HHXHOHpa
abcopbumaTa Ha Xonecrepona, KaTo Mo TO3M HAYHH HAMANBA TPAHCIIOPTHPAHHS XOJIECTEPOT OT
THHKHTE YEPBa KbM YEPHHUA IpoD; CTATMHHTE NOHIDKABAT CHHTE3a Ha XONECTEPOIa B HepHHa Apob 1
32€/IHO TE3H PAVIHYHK MEXAHH3IMH OCHIYPABAT AOTBBALIO CE IeHCTBHE [0 OTHOIIEHHE PEMyKUMATA
Ha xonectepona. B aBycenMuuHo KIMHHYHO NpoyyBane ¢ 18 naupeHTH ¢ XHIEPXONECTEPOIEMHH,
NPHIOKEHHETO Ha e3¢TUMHE e joBeno 1o uHxubupaneto ¢ 54 %, Ha upeBHaTa aGcopGuus Ha
XOJeCTEPONa B CPABHEHHE ¢ TUanebo.

dapMakorHHaMHYHH edekTH

IpoBenena e nopenyua oT NPEAKITMHHYHH NMPOYYBAHHA 3a ONpeeligHe Ha CeJIeKTHBHOCTTA Ha
e3eTHMHUO NpH HHXHOMpaHeTo Ha aGcopOuunaTa Ha xonectepon, Ezerumu® unxubupa abcopbumsaTa na
["“C]-xonectepon Ge3 aa nopaKsBa abcopbuMATa Ha TPHITHILIEPHANTE, MACTHHTE KHCEAMHH, JKTbY-
HHTE KHCEJHHH, IPOrecTepOHa, €THHHIT 6CTPAJHONA WM MACTHO PasTBOPHMHTE BHTaMUHH A H JI.

EnuneMuonorHuny npoyuBaHHs ¢a YCTaHOBHIIIH, Ye ChPAevHO-CHLAOBATA 3a60NeBaeMOCT H CMBPTHOCT
3aBHCAT NPABONPONOPLUHOHAMHO OT HHBOTO Ha o61mA xonectepon 1 LDL —xonecrepona, a ca
o0paTHHONpONOpUMOHAIHK Ha HHBoTO HA HDL. -Xonectepona.

HIpunoxenuero Ha e3eTHMHO ChC CTATHH € e)eKTHBHO NP HAMANSBAHE HA PHCKA OT CHPASHHO-
CB/IOBH ChOMTHA NPH NALMEHTH C HCXeMAYHA GONIECT Ha ChpLIETO K aHaMHeza 3a OKC

Knnuyuna edmxacTHoCT 1 GezonacHocT

B KOHTpONHpaHH KIHHHYHH NIPOYYBAHHA JIEYCHHETO C €3¢THMHG CAMOCTOATETHO MITH B KOMOHHAIHSA
CbC CTATHH € I0BENO A0 3HAYHMMa peAyKuus Ha o01ua xonectepon (total-C), LDL —xonectepona
(LDL-C), anonunonpotenn B (Apo B) u tpernuuepnaure (TG); u yeennuasane va HDL —
xonectepona {HDL-C) npu naumeHTH ¢ XHIEPX0eCTEPOIEMHS.

Ilvpsuwuna xunepxorecmeponemus e
IIpu aBoiiHo casno, IIaueto KOHTPOIHPaHo, 8-CeAMHYHO NpOYyUBaHe ChC 769 nauHeHTH/
XHIIEPXO0JECTEPONEMH A, NMOMYYaBAMK KbM HaYaloTO Ha MPOYYBAHETO MOHOTEPAIIHg CH
Ge3 na JOCTHIHAT MpHLENHUTE cToiHOCTH 338 LDL-X0sectepona (or 2,6 no 4,1 mmo
mg/dl], B 3aBHCHMOCT OT H3XOJHUTE JaHHH) CNIOPEA NapaMeTpuTe Ha HanuoHanHaty
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nporpama 3a xonecrepona (NCEP), ca 6wii panaoMH3upaHu B rpyna ¢ npueM Ha e3eTHMHO 10 mg
WIH 1anedo kaTo AobaBka KbM peOBHATA TEPANHA CbC CTATHH.

Cpen nauueHTHTE, JEKYBaHH CbC CTATHH, KOMTO HE ca [IOCTHIHATM NMpHLUeaHiATe HHBa 3a LDL-
XONecTepoia B Ha%anoTo Ha mpoy4usadeTo (~82 %), aocruraHero Ha NpHLIETHUTE HUBA B Kpast Ha
0poy4paHeTo € HabMOAABAHO NPH 3HAYUTENHO NO-ronaM Opoii OT nalMeHTHTE, paHIOMH3HPAHH KBM
rpymaTta ¢ €3eTHMHO, B CpaBHEHHE ¢ MALMEHTHTE, BKMIOYEHH B Mauebo rpynarta - 72 % M ¢hOTBETHO
19 %. INonwxeHuero na LDL-xonecteposna e curingmkanTHa (25% B eseTumub cpeuty 4% nnanebo).
OcpeH TOBa, ¢ 100ABAHETO Ha €3eTHMHD KbM NPOBEKAAHATA TEPANHS CHC CTATHH € MOCTHIHATO
3HAYMMO TIOHIKEHAE Ha o6uma Xonecrepos, Apo B, TG u noumasare Ha HDL-xonectepona B
cpasHenHe ¢ mwianebo. C gobapsHeTo Ha €3eTUMHUG KBbM NPOBEXKIAHOTO JIEYEHHE ChC CTATHH € NIOCTHI -
HATO CHIDKEHHe Ha CpeiHaTa cToffHocT Ha C-peakTiBHMA NpoTeuH ¢ 10% B eseTumut cpemny 0% B
nnanebo rpynara.

B nBe gpoifHo-cAeny, paHAOMH3ZHPAHH, [Nauebo korTponupanu, 12-ceaMUyHA npoyyuBanua ¢ 1 719
MALHEHTH C MEPBHYHA XHIIEpXOecTeponeMus, eseTHMHG 10 mg ¢ ZoBen A0 3HAYMMO HAMANABAHE HA
obumua xonectrepon (13%), LDL-xonecrepona (19%), Apo B (14%), TG (8%) u no yBenuuapane na
HDL-xonectepona (3%) B cpaeHenue ¢ waiiebo. Oceen ToBa e3eTHMHO He e NMOBIHAT KOHLIEHTpa-
[HATa HA MAaCTHO Pa3TBOPHMMTE BHTaMHHH A, D 1 E B nasmara; He ce € mpoMeHIIO MpoTpoMOu-
HOBOTO BpeMe U NOAOOHO HAa APYTHTE JIEeKapCTEEHH NPOOYKTH 34 MOHHKABAHe HA JINTIHANXTE He e Ouno
HaGn1onaBaHo MPOMAHA B aAPEHOKOPTHKAIHA CTEPOHIHA XOPMOHAIIHA MPOIYKIHA.

PocyBacTaTHH

MexaHn3sM Ha geiicTRHe

PocysacTarii e cefleKTHBEH H KOHKypeHTeH nHxubuTop Ha HMG-CoA pegyxraza, OrpaHHYaBaLIHAT
CKOPOCTTA €H3HM, KOHTO NpeBpBIIA 3-XHAPOKCH-3-METHITTYTapIIT KOGH3HM A B MEBANOHAT,
npeKypcop Ha xoiecTepos. OCHOBHOTC MACTO Ha JeiiCTBHE H2 POCYBAcTATHH € B YepHHA Ipod,
TApreTeH OpraH 32 HAMAJIABAHE HA XONECTEpOa.

PocysacraTtus nosHiaBa 6pos Ha YepHoapoGHuTe LDL peuenTtopy ppXy KISTRYHATA NOBBPXHOCT,
yIeCHABAa YCBOABAHETO M pasrpaxaaHero Ha LDL, koifto moTucka sepHoapoOHaTa cHHTe3a Ha VLDL,
¢ KoeTo ce HamMaaBa obums Opoii VLDL w LDL vacThiza.

PapMAKOIHHAMHYHH eeKTH

PocysactaTud Hamanaea LDL-xonecteposna, 0By X0NecTepon ¥ TPHITTHLEPHAKTE H NOBHINABA
HDL-xonectepona. Toii nonuxaea ¥ ApoB, nonHDL-C, VLDL-C, VLDL-TG 1 nosamasa ApoA-I
(e Tabnuna 2). PocyepactaTHH HaMangea 1 LDL-C/HDL.-C, o6upms C/HDL-C 1 nonHDL-
C/HDL-C, kakro H OTHOWeHKATA ApoB/ApoA-L

TaGarna 2 OTroBop Ba A03aTA OPH NALHEHTH ¢ ULPBHYHA XHnepxoaecreponemus (Tan Ha u
IIb) (kopHrAPAHRA CPpEeAHH IPOMERH B NPONEHT CEPIMO HAYATHOTO CHCTOSHHE)
Joza N LDIL-C Total-C HDL-C TG nonHDL-C ApoB ApoA-l

Inaueto 13 -7 -5 3 -3 -7 -3 0

5 17 45 -33 13 -35 -44 -38 4
10 17 -52 -36 14 -10 48 -42 4
20 17 -55 -40 8 -23 -51 -46 5
40 18 -63 -46 10 -28 -60 -54 0

TepanesriyeH edekt ce nocTHra a0 1 cemMmMIa ciie]; 3aII0BaHe Ha JiedeHHeTo, a 90% ot
MaKCHMalHHA OTTOBOP Ce TIOCTHIa 3a 2 ceaMuiy. MakcHManeH oTroBop oOHKHOBEHO & NMOCTHTa 33 4
CeMHLIH H CIEA TOBA Ce NOANBPAKA.

Knuniuna edukactHocT 1 6e30nacHOCT

PocysacraTus e edHKaceH MpH Bh3PacTHH C XUINEPXOCIECTEPOIEMHUs, Che H Oe3
XMNCPTPHTITHUEPHACMHA, HE3ABMCUMO OT paca, [10J1 HITH BB3PacT H MPH CNCIHAN
AnabeTHIM MM TTALMEHTH ChC ceMeiiHa XHIepxoecTeponeMus.

16




O6o6mennTe 1aHHH OT KIHHHYHH H3AHUTBaHKA (a3a 111 nokaseart, ye pocyBacTaTHH ¢ eHKaceH 3a
NledeHue Ha nopeveTo Nanuenty ¢ Tin Ila u IIb xunepxonecreponemns (cpeana usxoana LDL-C
okono 4,8 mmol/l) no npuern B ykazaHusTa Ha EBponefickara acolpanms 3a arepocKiepos3a
(European Atherosclerosis Society) (EAS; 1998) uenu; oxono 80% or naimeHTHTe NexysanH ¢ 10 mg
Jocrtarar nenure Ha EAS 3a muBa Ha LDL-C (<3 mmol/1).

B eano Mamabuo nmpoyusane ¢ GopcHpaHoO TUTpHpaHe Ha Jo3aTa, 435 riauieHTa ¢ XeTepO3HroTHa
thaMMIIHa XHIIEPXOJIECTEpO/IeMHS ca eKyBaH# ¢ 20 mg no 80 mg pocysacTaTn. BCHUKH TO3HPOBKH
MOKa3BaT MOMOKHUTENEH PE3YNTAT BHPXY JTHITHAHHTE NOKA3aTe/TH H JIEYEHHE A0 MPHLETHHTES
croiinocTi. Crien JocTHrane Ha aHeBHa fo3a ot 40 mg (12 ceamuuno nevenne), LDL-C Hamangra ¢
53%. 33% ot naumenrure gocTurar crofinocti Ha LDL-C cniopen prkoBoacTeana Ha EAS (<3
mmol/1)..

Ilpu dopceHpaHo THTpHpaHe, OTBOPEHO H3NUTEaHE, 42 MallHEHTH C XOMO3HIOTHA ceMeiina
XHIICPXOJIECTEPOISMHA Ca OLIEHEHH 33 TEXHHA OTTOBOP KbM pocyBacTaTtid 20-40 mg. B unara
nonynaus, cpeasoto nonmwxenue Ha LDL-C e 22%.

Ezerumub/pocyBacTaTRe

KoMOuHanuATa pocyBacTaTHH ¢ e3eTHMHO 10 mg nozsosiABa No-rofsaMo noHmwkenHe Ha LDL
XOneceposna | JaBa FL3MOAKHOCT II0BeUE MallHeHT! 1a AOCTHIHAT NpUlleTHKTe HuBa 3a LDL
xonecTeposl. ToBa € AEMOHCTPHPAHO B KHHHYHO MpoyYBaHe ¢ 469 naluMeHTH, HA KOWTO Ha CiydacH
NIPHHLMI € HA3HAYEH POCYBACTATHH CAMOCTOSNTENHO HIIH B KOMOHHALH ¢ e3eTMHE 32 6 CEIMHLIM.
KomGuHauuara pocysactaTin/eserimud noHwxkasa LDL xonecrepona 3sHauMTeNHO NOBEYE,
OTKONKOTO pocysactathH (3.4mmol/l cipamo 2.8 mmol,p < 0.001). JpyrHTe KOMITOHEHTH Ha
JHOAI0/THIONPOTEHHOBHA HpodHA CHINO 3HAUHTENHO ce noaobpaear (p < 0.001) npu
pocyBacrates/eseTHMHO. Kato 1o u apete neveHns ca ¢ no6pa NOHOCHMOCT.

Apyro 6-ceIMMYHO, pAHAOMHM3HPAHO, JBOHHO-CIIAMNG, MAPANeTHO TPYNoBO, KIHHHYHO HINHTBaHE
oLeHaBa OezonacHOCT M epHKacHOCT Ha e3eTHMHO (10 mg) noGaBeH KbM MOCTOAHHA TEPaNHA ¢
POCYBACTATHH CIIPAMO THTPHPAHE HA 03aTa HA pocyBacTaTHH oT 5 Ha 10 mg umu ot 10 Ha 20 mg.
IMonynammsaTa Ha U3NIMTBARETO, BKEOUB2 440 mauueHTH ¢ YMEPEeHO BUCOK/ BUCOK PHCK OT KOPOHApHO
cbpaedHo 3abonsBaHe ¢ HHBa Ha LDL xonectepna , mo-BUCOKH OT npenopbypannTe oT National
Cholesterol Education Program Adult Treatment Panel Il (<100 mg/d] 3a mauueHTH ¢ YMEPEHO
BHCOK/BHCOK PHCK ¢ ATEPOCKICPOTHYHO CHA0BO 3afonarane win <70 mg/d] 3a nauueHT! ¢ BUCOK
PHCK ¢ aTepOCKJIePOTHYHO ChA0BO 3afonapane). CrOpaHUTe NAHHH NOKA3BAT, e e3eTHMHO nobapeH
KBM [OCTOSHHA TEPANKA ¢ pocyeacTaTil S mg wid 10 mg nonmkasa LDL xonecrepona ¢ 21%. 3a
CpaBHeHHe, YIBOABAHETO Ha pocyBacTaTiH 7o 10 mg wim 20 mg noHmxkasa LDL xomectepona ¢
5.7%. EzetmMub + pocyBacTaTHH 5 mg noHmxkasa LDL xofnecTepona nopede oTKOJIKOTO
pocyBacTaTHH 10 Mr; W e3eTHMHO nimoc pocyBacTaTHH 10 mg nmonmxasa LDL xonectepona noseye
OTKOMKOTO pocyracTatuH 20 mg. B cpaBHenne ¢ mokausallio THTpHpaHe Ha POCYBacTaTHH,
IOGABAHETO Ha e3¢THMHO MOCTHIa 3HAYHTEITHO NO-BHCOKH pe3YNITaTH BhPXY HuBaTa Ha LDL
xonectepona oT <70 um <100 mg/dl, u <70 mg/d] npu BeHYKA TALMEHTH, AaBa 3HAYKTENHO 10~
rojaMo HamangBaHe Ha odiusa xonectepon, Hou-HDL-xonecTepon H anoIHNONPOTEHH; H BOAH A0
CXOIHM pe3y/aTaTH TIPH IPYTH THITHAHHA napaMeTpu.. B sakmouenue, noGapen e3eTiMnb10 mg KkpM
pocysacTaTHH 5 Wi 10 mg no-3HauMMO NooOpsBa NHNKARK NapaMETPH B CPABHEHHE C MOKAYBALIIO

THTPHpaHe Ha pOCYBACTATHH

Henuarpuuna nomyNarus
EBponeiickaTa areHUMsA No NeKapcTBAaTa U3MEHA 3aAb/DKEHHETO 3a NOAABAHE Ha PE3yNTATH OT

MpOY4YBaHHA CbC 3¢HOH MIPH BCHYKH MOATPYNH HA NeMAaTPHYHATA NONMYNALIKA 32 JIeUeHHe Ha
TIOBHLIEH XONecTepoi(sk, Touka 4.2 3a HHQOpPMaLHA OTHOCHO NPHIMKEHHS B nenmmﬁﬂTQ&Huﬂﬁ i

‘ 0

5.2 @apmMakoKkHHeTHYHH cBoHcTBa
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Hsama ycTaHOBEHO ChIeCTBEHO (hapMaKOKHHETHYHO B3aHMOIEHCTBHE MEK/Iy ABATA KOMIIOHEHTA HA
TO3H J030-(PHKCHPAH NIEKAPCTEEH MPOAYKT,

Cpennure HEBa Ha AUC # Cpax Ha 0010TO KOJIMYECTBO €3eTHMHG H POCYBACTATHH HE CE Pa3IH4aBaT
NPH MOHOTEpANKATA H EAHOBPEMEHHOTO NPHaraHe Ha pocyeactatl 10 mg u eserumub 10 mg.

Abcoponns
Ezemumub

Cnex niepopaneH npreM €3eTHMHG ce abcopbupa GBp30 1 B roiiMa cTeMNeH ce KOHIorupa Ao
(hapMakoTOTHYHO aKTHEEH GEHON-IIIIOKYpOHIA (e3eTHMHG- IMIOKypoHna). CpeHHTe MAKCHMAITHH
N/a3MeHH KOHUEHTPAIWH (Crax) €€ AOCTHIAT MEXKAY 1-BH K 2-PH 4ac 3a e3¢TUMHO- IMIOKYPOHIA H
Meskay 4-Te u 12-TH gac 3a eseTHMH0. AGcomoTHaTa OHOHATMYHOCT Ha €3eTHMHO He MOXe Aa ce
onpeneNH, Thil KaTo CheIHHEHHETO € HA MPAKTHKA HEPa3TBOPHMO BHB BOJHA CPeAa, NOAX0JAIA 34
HHKEKTHPAHE.

ITpueMbT Ha XpaHa (C BHCOKO ChABPXKAHHE HA MAa3HHHH WIH 6€3 MA3HHHH) HOBPEMEHHO C
MEIMKaMEHTa HAMA BB3ICHCTBHE BBpPXY MepopaiHaTa OHOHAMHYHOCT Ha ©3¢THMHD, KoraTo Tofi ce
Zaea rop (hopmara Ha e3eTHMHO 10 mg TaGnerkn. EzeTuMub Moxke na ce B3uMa ¢ H 6e3 xpaHa.

Pocysacmamun

MaxcHMaiHR TUTa3MEHH KOHUEHTpPAaLMH Ha POCYBAacTaTHH CE NOCTHTaT NpHOIHM3HTENHO 5 4aca cnejn
nepopainHo npunoxkeHne. AGcomoTHaTa 6uoHanH4HOCT € NpubmHTeaHo 20%.

Pasnpeacnenne

Ezemumub
Eserumub u e3eTumMub- rIIOKYpOHHA ce CBBp3BaT choTBETHO B 99,7 % 1 B 88 10 92 % voBewikuTe
TLTa3MEHH TIPOTEHHH.

Pocysacmamum

PocyBacTaTHH ce NOMTbla eKCTEH3UBHO OT YepHHs Apob, KOHTO € MbPBHYHOTO MACTO 3a CHHTE3 Ha
xonectepon U n3uucTBaHe Ha LDL-C. OBemer Ha pasnpeenieHHe Ha pOCYBAaCTaTHH € NPUOITHIHTENHO
134 L. Ipubnuzurento 90% OT pocyBaCTaTHH ¢ CRBP3Ba C M1a3MEHHWTE NMPOTEHHH, OCHOBHO KBM
an0yMHH.

Brotpancopmanun
Ezemumut

Esetumub ce Metabonmi3upa rnasHO B ThHKKTE YepBa W YepHHA Ipol dpe3 IMOKYPOHHHO KOHIOTH-
pase (¢aza Il peaxima) ¢ nocneaBalia eKCKpeLHs ¢ »TbUKaTa. MUHHMAaNEH OKCHAATHBEH MeTabonu-
36M ((aza | peakis) e HabnronaBaH NpH BCHYKH H3CAeABaHH OMonorHyHH BHaoee. Ezetamub u
€3eTHMHO- [TIOKYPOHH]I C& OCHOBHHTE YCTAHOBEHH B IUIA3MATA ACPHBATH HA JIEKAPCTBEHHSA NPOIYKT,
KOHWTO CHCTABIABAT CHOTBETHO MpUGnusuTenHo ot 10 1o 20 % n 80 o 90 % or ob110TO KONTHYECTBO
Ha JIEKapCTBEHMA NPOAYKT B IutasMaTa. KakTo e3eTHMHO, Taka H €3¢THMHO- IMIOKYPOHHI Ce eMHMHHH-
par 0aBHO OT INIA3MATA [IPH HATHYHETO Ha 3HAYHTEIEH eHTepoXenaraneH Kperospar. [TomyxusorsT
Ha e3eTHMHD K e3eTHMHO- MIIOKYpOHHA € Npubn3uTenHO 22 Haca.

Pocysacmamun

PocyeacTaTvH ce omiara Ha orpaHH4eH Metabonusbm (npubmetento 10%). In viiz
Ha MeTabonKu3mMa ¢ M3N0N3BaHe Ha YOBELIKH XeMAaTOLMTH NT0Ka3BaT, 4¢ poCyBacTa
3a 6a3upanng Ha P450 Metabonuzem. CYP2C9 ¢ OCHOBHHMAT y4acTBAII H30EH3HM
2D6 ca BmodeHn B no-Manka creneH. OcHOBHMTE HASHTHULIPpaH! MeTabonH
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JakToH MeTabonuTH. N-neameTHn MeTabonuTsT € ¢ okomo 50% no-cnaba akTHBHOCT OTKONKOTO POCy-
BACTATHH, JOKAaTO NaKTOHHATA (JOPMaA Ce CYNTA 34 KTHHMYHO HEaKTHRHA. PocyBacTaTHH JOMpPHHACA 33
noeeye oT 90% or uxxuburopuata aktueHocT Ha HMG-CoA peayvkrasa B LIpKyNallHaTA.

Eaumuanpane
Ezemumub

Cnen nepopaieH npreM Ha “C- ezerumu6 (20 mg) ot xopa, npubmmsuTento 93 % ot o0wmara
PaImHOAKTHBHOCT B MjasMarta e OMna B pesyarar Ha o0mms eseruMud. [Ipnbmusurenno 78 % n 11 %
OT NPHETATa PaJHOaKTHBHOCT € Oila YCTAHOBEHA CHOTBETHO B M3NPAXKHEHHATA M YPHHATA, 38 NICPHO]]
Ha 10-gHeBHO H3cneaBane. Cnen 48" yac He € yCTAaHOBEHA PANMOAKTHEHOCT B ATA3MATA.

Pocysacmamun

Hpubmuanrenno 90% oT fo3aTa pocyBacTaTHH C& €KCKPETHPA HEMPOMEHEHA BBEB (pekauuTe (CheToslla
ce oT abcopdupaHo 1 HeabcopOHpaHo aKTHBHO BELECTBO), 4 OCTAHAJIATA YACT C& CKCKPETHpa B YPHHATA.
Ipubmusurento 5% ce eKckpeTHpa HenpoMeHeHa B ypuHata. IInasMeHMAT NONY-AGIBOT Ha
€MMHHHpaHe e npubnnsuTenno 19 yaca. [Tomy-KHBOTHT Ha eTMMHUHHPAHE HE HAPACTBA NPH O-BHCOKH
H03H. ['eoOMeTpHUYHHAT CpefeH MNasMeH KINPBEHC € npubnusHTenHo 50 murpa/uac (koeHUMEHT Ha
sapHaupa 21,7%). Kakto n npu octananute maxuburopy Ha HMG-CoA pemykrasa, uepHOOpoSHOTO
YCBOSBaHe Ha POCYBACTATHH BKmMouBa MemOpannua tpaHcrnopteop OATP-C. Tosu TpaHcmopTeOp €
BAXKEH 3a YePHOAPOOHOTO SMHUMHHHPAHE Ha POCYBACTATHH.

JImneiinocT: CHCTEMHOTO BE3AEHCTEHE Ha POCYBACTATMH HAPAcTBa ¢ MIOBHLIABaHe Ha Ao3ata. Hama
NPOMEHH BB (apMaKOKHMHETHYHHTE [IAPAMETPH CE MHOTOKPATHH JHEBHU J103H.

CnendajHi NONy/IANHAS

Hepuoopobro yepencoane

Esemumut

Cnen ennoxpatHa 103a esetuMud ot 10 mg cpennara rwiom AUC 3a obuus e3eTHMHO ce e yBenHumia
npubnuzuTento 1,7 METH NpU NALMEHTHTE © JISKa CTeneH Ha yepHoapobuo yspexaae (Child Pugh
HHAEKS OT 5 unu 6) B cpaBHeHME CbC 3apaBiTe HHAMBHAH. [IpH 14-nHeBHO, ¢ MHOTOKDATHH NpHEeMH
(10 mg axeBHO) IpoyUBaHe NPH HALMEHTH ¢ YMEPEHA CTeneH Ha yepHoapobHO yepexnare (Child
Pugh unneke or 7 10 9), cpennara AUC 3a 00w ezeTamub ce € yBenuunsa npuOIU3RTeNHO 4-
KpaTHO [1pe3 AieH-1 # aeH-14 B cpaBHEHHE CBC 3ApaBHATe MHOMBHAH. He ce Hanara xopHrupaHe Ha
A03aTa MpH MalMeHTH C JIeKa CTeneH Ha YepHoapobHo yepexkaane. [lopann HenspecTHHTE eEKTH OT
YBEMYEHATA EKCTIO3HLIHA KBM €36THMHO NPH NMAlMEHTH ¢ YMEPEHA H TEXKKA CTEeNeH Ha 4epHOApoOHO
yepexaane (Child Pugh unnekc > 9), ve ce npenoprusa 1edeHHe ¢ TO3H JIEKapCTBEH NPOAYKT NPH
TAKHBA NALKEHTH (BK, Touxa 4.4).

Pocysacmamun

B mpoyuBane Ha MHAMBHIHM C pa3HYHa CTENEH HAa 4YepHOAPOOHO YBpexJaHe, HAMa JaHHH 3a
yBe/IHYaBaHE Ha BE3ACHCTBHETO Ha POCYBACTATHH IIpH HHAMBMAH ¢ oueHka no Child-Pugh ot 7 unu no-
HHCKa. [IBama, obaue, ¢ ouenka no Child-Pugh ot 8 u 9, noka3eaT noBMIIEHO CHCTEMHO BBL3JICHCTBHE C
Hal-MaJIKo 2-KparHo NOBHINEHHE B CPaBHEHHE C HHAMBHIMTE C MO-HHCKH oueHkH no Child-Pugh. Hama
OIHUT ¢ HHAHBKAM ¢ ouleHkH no Child-Pugh nan 9.

Bwsbpeuno yepexncoane:
Ezemumué

Crexn exHoKpaTHa no3a ezeTuMut 10 mg npu naupeHTH ¢ TexXKa Oubpeuna HeZIOCTATBEYHOCT (n=8;
cpenen kpeatunuHoB kmpbHE (CrCl) £ 30 ml/min/1,73m?), cpeanara AUC 3a oﬁuum e3e _'
yBpexJaHe.
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INauwpeHT, BKMOYEH AOIMBJIHHATENHO B TOBA NMpOy4BaHe {C npexwusana Op0peuHa TpaHCIUIAHTaLMA H HA
NedeHHE C MHOMKECTBO JIEKApCTBEHH MPOIYKTH, BKL. LHKIOCNOPHH), € HMan 12-kparso no-rofagma
€KCIO3HLMA Ha OOIpsA e3eTUMHO.

Pocyeacmamun

Tpu npoyyBaHe Ha HHIMBHIHN ¢ pa3HO0Opa3HO Mo crenek OBOpedHO yBpEXAAHE, NeKaTa A0 YMEpeHa
616peuna GonecT He NMOKa3Ba BIAMAHHE BBPXY IUIA3MEHHUTE KOHLEHTPALMH HA POCYRacTaTHH Wil N-
AesMmeTiwt metabonura. MHameHAH ¢ Texko 6u0peuHo yspexaane (CrCl <30 ml/min) umar 3-kpatHo
HOBMINCHHE HA NIA3MEHHTe KOHLICHTPAUMM M 9-KAPTHO MOBHILEHHME HA KOHLEHTpaUWHTe Ha N-
Ae3MeTHN MeTabonuTa B CpaRHEHHe CLC 3ApapHTe aobpoBonuy. PaBHOBECHHTE TM/Ia3MEHM
KOHLEHTPALMK Ha POCYBACTATHH MPH HBAHBHIH Ha XeMoJHaIn3a ca Mpubausutenno 50% Mmo-BHCOKH
B CPaBHEHHE CkC 371paBH A0OPOBOMLIA.

Bw3pacm u non
Esemumub

TnasMeHuTe KOHLIEHTPALME Ha 00LIMs €3eTHMHO NpH NALUMEHTH B CTAPYECKA BH3PACT (> 65 roauHH) B
CpaBHEHME ¢ Te3H NpH NalMeHTH oT 18 A0 45 roauHn ca nea MeTH no-BHCOKH. CHipkeHHeTo Ha LDL-
xonecrepona v npodHIET Ha 6€30MaCHOCT Ca CXOHHM TIPH MALMEHTHTE B CTAPYECKa BE3pacT H No-
MJIaJMTe NalMeHTH, KOUTO ce NeKysaT ¢ e3eTHMHO. [lo Tasu MpHYKHA HE C¢ Hajlara KOpUrHpaHe Ha
J03aTa MpPH NALMEHTUTE B CTapuecKa Bh3pacT.

IMnasMeHHTe KOHUCHTPALMH ca o0LIHS e3eTUMEG ¢a NeKko noBHLIeHH (¢ npubiusurenHo fo 20%) npu
JKEHHTE B CpaBHeHHe ¢ Muxere. Hamanenuero wa LDL-xonectepona u npoduna Ha 6e30macHOCT npH
JKEHH H MBKe, JIEKYBaHH ¢ €3eTHMHO, ca cpaBHEMHE, [1o Tazu NpHYHHA HE C& HAIAIA KHPHTHpaHe Ha
Jo3aTa CHopen 11071a Ha MalMEHTa.

Pocysacmamun

Hama xnuHuaHO 3Ha4MM edeKT Ha MoJa U BB3pacTTa BhpXy (papMakOKHHETHKATA HA POCYBACTATHH
NPH Bb3PacTHH.

Heduampuuna nonyrayun

Ezemumub

dapMakoKHHETHKATa Ha €3¢THMHG € noac0Ha npH Aena > 6 TOAWHH H NpH BL3pacTHH. Hama
(hapMAKOKHHETHYHH JAHHH MPH NEAHATPHYHA TIOMYNANKA Ha BB3pacT <6 roauHu. KnMHHIHHAT ONKT
Np# Aeua ¥ IOHOWH BoTiovea naiyenTn ¢ HoFH, HeFH unn cutocTeponemus.

Pocysacmamun

JBe $apMaKOKHHETHUHH NPOYYBAHNS C POCYBACTATHH (MPHJIOKEH KATO TAONIETKH) NPH NEAHATPHIHH
NalMeHTH ¢ XeTepO3UroTHa GpaMUIHa XHUnepxonecTepoieMHs Ha BE3pacT 10-17 nmu 6-17 ronuHu
(06wo 214 naumpeHTH) MOKA3BaT, 4¢ SKCIOZHIMATA IPH NMEANATPHYHH NAlHEHTH H3TIeKAa CPaBHHMA
WIH NO-HHCKA OT Ta3H NMPH BL3PACTHH MALHEHTH. EXCHIO3HIMATA Ha pocyBacTaTHH Gelle
npeAckasyeMa 110 OTHOLIIGHHE Ha J03aTa H BPEMETO 3a NIEPHO/, OT 2 FOIMHHH.

Paca
Pocysacmamun

DapMaKOKHHETYHHTE MPOYUBAHHA NOKA3BAT NPHOIHINTENHO NBYKPATHO MOBHIICHHE HA MEJHAHHATA
croitnoceT Ha AUC 1 Cmax npn HHIMBHAM ¢ a3HATCKH NPOH3XOA (AMOHUH, KHTaHIH, GRIHNHHLE,
BHETHaMLIK H KOpeiiy) B cpaBHeHne ¢ Ganata paca. Ipu asnatuu-uuapiing uma 61n3o 1,3-kpatHo
HapacTBaHe Ha MeJHaHHaTa cToiHocT Ha AUC 1 Cmax. IMomynausporeH dapMakoxuH H, AHA
NIOKa3Ba, 4e HAMA KIHHHYHO 3HAYHMMH PasiiKH BbB PapMakOKHHETHKATa MEXKIY
pacH.

Tenemuuen noramoppuzvm
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Pocysacmamun

Ipenpasnonokennero wa HexubuTopy HAa HMG-CoA-peaykrasara, BIIIFOYHTENHO POCYBACTATHH
BKmouBa ydactietTo Ha OATPIB1 u BCRP tpancnopthy npotennu. [pu nanpentd ¢ SLCO1BI
(OATP1B1) wunu ABCG2 (BCRP) ¢ reneTHveH NoauMopdH3BEM HMA PHCK OT NIOBHIICH:
eKCIIO3MLMA Ha pocysacTaTul. MHauBuayanaus nonumopdmssm Ha SLCO1B1 ¢.521CC n ABCG2
c.421AA ca cBBp3aHH C O-BHCOKA €KCMO3HLMA Ha pocysactatiH (AUC) B cpasherne ¢ SLCO1BI
¢.521TT win ABCG2 ¢.421CC renotuny. To3n cniewphuyieH reHOTHI HE € YCTaHOBEH B KIMHHYHATA
NpaKTHKA, HO 32 NAIMEHTH, 332 KOHTO Ce 3Hae, Y€ HMaT TaKbB THI NOJHUMOP(HIEM , CE TIPEMOphUBa
N0-HHCKA THEBHA J03a.

5.3 Hpeaxaannwan JanHy 33 Gezonacnocr

Ipw npoy4paHHA 38 €JHOBPEMEHHO TIPHIOXKEHHE C €36THMHO M CTATHHH , HaOMONABAHUTE TOKCHYHH
eeKTH ca OCHOBHO T€3H, THIIHYHO CBBP3BAHH CHC CTATHHHTE. HAKOH OT TOKCHYHHTE e(eKTH ca 1o-
SICHO M3PAa3eHH, OTKONKOTO HabmojaBaHHTe M0 BpeMe Ha CAaMOCTOATEIHO JIEYEHHE ChC CTATHHH. ToBa
ce OTAaBa Ha apMaKOKHHETHHHHTE H (PAPMaKOIMHAMHYHH B3aHMOACHCTBHA NIPH CEBMECTHA
tepanng. Takuea B3auMoaeHCTBHA He Ca BH3HHKBAMH B KITHHWYHHTE Npoy4BaHnd. Muonaruu
HACTBHIBAT NPH [L1HX0BE CAMO C/EA eKCTIO3HIIAA Ha J03H, KOHTO ¢a OMIN HAKONKO IMhTH NO-BUCOKH,
OTKOJIKOTO TEpaneBTHYHATA A03a NPH YoBeK (npubmmsuTento 20 meTH Hupoto Ha AUC np# cTaTHHH
1 500 g0 2 000 v HuBOTO HAa AUC 3a akTHBHHTE MeTaDONHTH).

EnHOBpeMEHHOTO NPHNOKEHHE Ha €3¢THMHO H CTATHHH HE € TepaToreHHo npH rbxose.lIpu
OpemeHHH 3aiity ca HaGmoaaBaHA MATBEK Opoit AedopMaLMi Ha ckeseTa (CPacTHAIH IPBIHE H
OMAILHHM MpelLUIeHH, HamManeH Opoii onamHK NpeluieHH).

Cepuu OT in vivo u in vitro w3cieABaHUA Ha e3eTHMUG, NPHIAraH CaMOCTOATENIHO HIH €IHOBPEMEHHO
ChC CTATHHH He MOKA3BAT MeHOTOKCHYEH NIOTEHLIHAL,

Ezemumub

[IpoyuBaHHATa PH )KHBOTHH OTHOCHO XPOHHYHATA TOKCHHMHOCT Ha €3¢THMHO He ca YCTaHOBHITH
NIPHLIESTHA OPTaHH 2a TOKCHYHO BhazelicTere. [Ipu Ky4era, nexypanu ¢ e3eTHMHG 4 ceamumm (> 0,03
mg/kg/IHeBHO), KOHLIEHTPALHATA HA XOJISCTEPOIA B XKITBUKATA OT JKITRYHHA MEXYp € HapacTHana or
2,5 no 3,5. HesaBHcuMO OT TOBA, B NPOYYBAHE MIPH Ky4eTa, KOHTO ca noimyvasant no 300
mg/kg/nHeBHO e3eTHMHD B NpoAB/DKeHKe Ha |1 rofnHa, He e OWIa yCTAaHOBEHA TOBHILCHA
3a00/1eBaeMOCT OT XOJIeMTHA3A WITH APYTH ATHYHO-YEPHOIPOOHH HapyINEHHA. 3HAUYCHHETO Ha TE3H
J@HHH N0 OTHOLICHHE HA NPHIATAHETO HA JIEKAPCTBEHMA NPOJYKT NPH XOpaTa He € H3BSCTHO.
JIMTOreHeH PUCK, CBEP3aH ¢ TEPANEBTHUHOTO MPUIOKEHHE Ha e36THMHO, He MOXKE Aa C& HIKTIOUH.

JBarocpoyHnTe TECTOBE 32 KAHLIEPOTCHHOCT Ha e3¢THMHO ca OWIH HeraTHBHH.

EsernmnG He e nosnuan GepTHAHOCTTA NPH KEHCKH M MBKKH IUTbXxoBe. He e 6un ycraHoseH
TeparoreHeH eexr npy 3aHlM K IIbXOBE, KAKTO B He ca OHIH NOBJHAHH IPEHATATHOTO U
MOCTHATANHOTO paseuTHe, EseTuMub e npemMuHagan npes rnaueHTapuara Gapuepa npH GpeMeHHH
TUTEXOBE H 3aiLM, MOMY4YaBai MHOrOKpaTHO ao3u ot 1 000 mg/kg/nHesHo.

Pocysacmamun

IlpeAxNMHMYHHTE NAHHH He NOKAa3BaT CrelHaleH PHCK 3a XopaTa Ha Ga’a Ha KOHBEHIIHOHAIIHM
M3NUTBAHUA 3a dapMakoNorutdHa Oe30MacHOCT, TEHOTOKCHYHOCT M KAHLEPOrEHEH TMOTEHLHAN.

thapMakonorHuyHOTO ACHCTBHE Ha POCYBAaCTATHH ce¢ HabmonaBaT MpH MHLIKH,
Malka CTeNeH ¢ NOCHERUIH B JUTBYHHA MEXYp MpH KydeTa, HO He W NpH Maii
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TOKCHYHO BB3/CHCTBHE BBPXY TECTHCHTE ¢ HalmoqaBaHo pH MaliMyH# W Ky4eTa, pH N0-BUCOKH JAO3H.
TokcHYHO BL3ASHCTEHE BEPXY PENPOAYKIHATA NPH ILTEXOBE € A0KA3aHO MO HAaMayeH 6poi risXyera B
KOTHAOTO, PENyLMPaHH Termo W MNpeXHMBAEMOCT Ha HOBOPOJIEHMTE IUTbX4eTa. Te3d edextn ca
Haﬁmo,uanaﬂu TIPH TOKCHYHH OO3H 334 MaiKaTa v CHCTEMHH CKCITO3HLHH, HAJABHIIABALIH HAKOMKO THTH
HHBOTO Ha TEpaNeBTHYHATA €KCIO3HLHA.

6. @®APMAINEBTHYHH JAHHHA

6.1 ConHEchbK Ha NOMOLIHHTE BelleCTBA

3eHoH 10 mg/20 mg:

Hopo

Jlakro3a MoHOXMApAT
MukpokpucTanHa Lenysiosa
Hatpuer naypuncyndgar
IoBuaon 25

CHIHIMEB THOKCHI, KOJOHAECH
Kpockapmenosa Hatpwit
Marnesues creapar

Obeuska:

Xwunpomenoza 2910/5

Maxporon 6000

Turanoe auokcun (E-171)

Tank

HKbar xenesen okeun (E-172)

6.2 HechBMecTHMOCTH

Henpunoxumo

6.3 Cpox Ha rogHOCT

2 roguaM

6.4 CphenHaiHH yCJ0OBHA HA CHXPAHEHHE
Crxpansgaiire noa 30 °C B opHriHaNHaTa ONakoBKa 3a NpeNa3BaHe OT BAara H CBETIHHA.

6.5 BuaH cLABPXAREE HA ONAKOBKATA

OPA/Anymunnii/PVC/AmyMununii 61HcTep, KapTOHEHA KYTHA

Buaose onakosku: 28, 30, 84, 90 ¢punmupany tabnerku.

He BcHukH BHOOBE OMaKoBKM Morat Aa Obaar mycHaTH B npoiaxda.

6.6 Cpenuanau npeaAUA3HH MEPKH NPH HIXBHpJIAHE

HensnonssaHus NeKapcTBeH NPOAYKT HIIH OTIAJHNTE NPOAYKTH TpAbBa Aa ObJaT H3XBbPIIHH B
CLOTBETCTBHE C MECTHHTE H3HCKBAHHS.

7. IPHTEXKATEJI HA PASPEIIEHUETO 3A YIIOTPEBA
CAHO®DH BBITAPHUA EOOLL

oyn. ,llapurpaacko moce* 90

rp. Codus 1784
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