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$Y32CTOP 5 Mg dumMHpaiih TaGn LETREE B e e
Suzastor 5 mg film-coated tablets o e L

Cysactop 10 mg (bunmupann TabeTky
Suzastor 10 mg film-coated tablets

Cysacrop 20 g dunmupanu rabnerku
Suzastor 20 mg film-coated tablets

2, KAYECTBEH H KOJIMYECTBEH CbCTAB

Cyzacmop 5 mg urmupanu mabremsu
Beaka dunmupana ta6nerka CBABPIKA J Mg pO3yBACTATHH (rosuvastatin) (kato po3ysacraTuy
KaJTLi).

IloMomaM BemecTsa ¢ u3BecTHO NCUCTBHE:
Beska dunmupana ta6nerxa ChABpPKa 26 mg j1akTo3a.
Cyzacmop 10 mg unmuparnu mabnemxu

Besaxa ¢punmupana tabnerka ceaAspxKka 10 mg posysactariy (rosuvastatin) (kaTo po3yBacTaTHH
KaJILHif ).

IoMoinHn BEIICCTBA C H3BECTHO ACHCTBHE:

Beska ¢unmupana Ta6nerxa ChABPXKA 52,9 mg nakrosa.

[ loMolHY BemecTRa ¢ mpecTHO eUCTBHE:
Beska dunmupana ta6nerxa Cbabpika 105,8 mg naxrosa,

3a MBITHUSA CIMCBK HA NOMOIHHTE BEIIECTBA, BHKTE TOUKA 6. ] .

3. JEKAPCTBEHA ®OPMA
DuiMHpana Tabrerka

Cysacmop 5 mg Guamupanu matrenxy
Kadapu, xperim dunmupam ranern.

4.1 TepaneBTuunn nokazanns




Jlewenne na XHIOEpXOaecTepo/IeMus

Bb3pacTu, IoHOWM ¥ fe1a Ha 6 TOTUHM C bpBHHA XHniepXxonecreponeMud (T Ila Bmountento
H XeTePO3UroTHA haMUTHa XHIEPXONCCTCPONEMHSA )} HITH CMECEHA AUCTUNHAEMHS (TN [Ib) kaTo
nobaBka KbM JHETAaTa, KOraTo PE3yATaT®T OT HETaTa M APYTH HehapMaKOIOrHYHH MEpPKH (Hanp.
(PH3HYIECKH YHpaXKHEHMs, HaMaNABAHE Ha TETIOTO) HE € 33 10BOJTHTEIEH.

XOMO3HroTHa paMusiHa XHIIEPXOIeCTEPONICMHA KAaTO 106aBKa KbM THETATA, KAKTO H C Apyro
/IMTTIOTIOHIDKABAINO NeveHHe (Harp. LDL agepesa) unu kxorato Tosa JICYEHHE HE € NTOAXOAALLO.

IlpeBenuns na cbpaeuno-cLI0BR HHIHJEHTH

IIpeBeHUHA Ha 3HAYMMY CBPACYHO-CHIOBH HHUM/CHTH NPH MALUMEHTH, KOUTO ¢a C BUCOK PHCK 3a
ITbPBH CBPACHHO-CHAOB HHUMAEHT (BX, TOYKA . ), KATO IONbJIHEHHE 34 KOPEKUHA Ha JpPYTH PUCKOBH
¢akTopm.

4.2 /103HpoBKa B HaunH Ba NPHI0KEHHE

Ilpenu 3amousane Ha TCpanuaTa NauMeHTHT TPAOBA 13 OB NocTaBeH Ha CTaHJapTHa AHETA 3a
MOHIDKaBaHE HUBOTO Ha XOJIECTEPONa, KOATO 12 MPOABJLKM K MO BpeMe Ha fedeHHeTo. U3GopsT Ha
IOSHPOBKA CE oNpeens 0T MHAMBHAYAJHHTE TepaneBTHYHY LICIH, KOMTO € ONIPeEIAT OT
[IPCTIOPBKUTE Ha CEBPEMEHHHTE KOHCEHCYCHH PBKOBOACTRA.

Cysacrop Moxe na ce 1IPHCMa MO BCAKO BpeMe Ha JeHs, ¢ uiu 6e3 xpaHa.
Jleuenwe Ha XHIEPX0J1eCTEPOJIEM AR

[TpenopbumTenHaTa HavaiHa 1033 e mg win 10 mg nepopanHo BeAHBIK JHEBHO, KAKTO npu
MaUMCHTH, KOUTO HE C2 NPHEMAId CTATHHH, TaKa U Npu cMaHa ¢ apyr HHxubuTop Ha HMG-CoA
penykTasara. M300pbT Ha HayanHa no3a 3aBUCH OT HMBOTO HA CEPYMHHA Xonectepon, Obaeuius

CBPACYHO-CBA0B PHCK H PHCKA OT NOSBA HA HEXKETAHU PCaKUUH KbM JI€UeHHETO (BHXK MO-A0s1y). [pu
HEOOXOAMMOCT 03aTa MOXeE na ce KOPHUIrHpa KaTo Ce NpeMHHE Ha CeABAIOTO J030BO HHBO ciiel 4

CEAMHLIH (BX. Touka S.1). [Tpensun nosumienara HECTOTA Ha CbOOIUABAHE HA HEKE/TAHH PeaKLMH TIpH
1032 OT 40 mg B CPaBHEHHE C MO-HUCKHTE 103N (Bxk. Touka 4.8), mocneauo THTPUpaHE A0
MaKCHMaliHaTa no3a oT 4() mg TpsabBa aa ce peanpreMa caMo NMpH MaLHUEHTH C TeXKa

TPH KOHTO 1I€ C€ MpaBH PYTHHHO MPOC/IEAABAHE B X012 HA JICYEHUETO (Bk. TOUKa 4.4).
IlpH 3ano4Bane Ha neuenue ¢ 40 mg C€ Npenopbusa Hab/IOAeHHE HAa NALHEHTa OT CIIELMATTHCT,
Iipesennns na cbpaeuno-chAORM HHUHIEHTH

[Tpu npoyusane 3a noHwkaBaue Ha ChbPACYHO-CHAOBH UHUMAEHTH € M3MNOJI3BaHa 1033 OT
20 mg/aneBHO (BXK. TOuKa 3.1).

[leawaTrpauna nomynranus

lHemuarpuynara ynorpe6a TpAOBa [1a ce NpWIara camo OT CHEeLHATHCTH.

Jena v 1oHouM Ha BB3pact ot 6 10 17 roauHy (crenen no ckanara Ha Tauep <II-V).

[IpH peua u ronomm ¢ XETEPO3HIOTHA (haMHIIHA XHIEPXOTeCTepoIeMits obHua
mg AHEBHO.



* Ilpu peua ot 6 a0 9 rogmuna Bb3pacT ¢ X€TCPO3HTOTHA (PAMHIIHA XHITEPXOJIECTEPOTEMHA,
00MYAHHHAT 10308 AManasoH e 5-10 mg AHEBHO, NIPHEMaHH npe3 ycTaTa. be3onacHocTTa 1
¢(pHKACHOCTT2 Ha fo3uTe Haa 10 mg He ca 6UH NMPOYy4YBaHU B Ta3H MOITyAaLUs.

* [Ilpu geua ot 10 no 17 roaniuna Br3pact ¢ XETEPO3UTOTHA (PAMIIIHA XHIEPXOAECTEPOIEMHH,
oOMYafiHHAT 00308 QHana3oH e 5-20 m g NHCBHO, IIDUEMAaHH Mpe3 ycrata. be3onacHocTTa 1
e(pUKacHOCTTa Ha fo3uTe Hax 20 mg He ca OGN [IPOYYBAHH B TAa3H ITOMYJIALUA.

Tutpupanero Tpsa6sa na ce npoBexaa B CHOTBETCTBHE C HHIMBHAYATHHA OTTOBOP H NOHOCHMOCTTA
IpH JICLIA, KAKTO € NPENOPBHHAHO B NPETIOPBKHUTE 3a NIEAHATPHYHO JICHSHHE (BXK. TOYKa 4.4). leua u
FOHOINH TpA0BA Ja 3aN0YHAT CTaHAApTHA X0JIECTEPON NOHMKABALLY AMETa MPeAH HAYAI0TO Ha
JICTICHHC € PO3yBaCTaTHH; Ta3H uera TpA6Ba 1a NPOABLIKH H 110 BpeMe Ha JIEYEHHETO C
pO3yBAaCTaTHH.

OnyuTeT NpH Aeua ¢ XOMO3UroTHA dbaMuiHa XHUTMIEPXONECTEPOJIEMUS € OIPaHHYEH 10 MaLK 6poli aeua
Ha BB3pacT oT 8 10 17 roauHu.

Heua noa 6 rogunm
besomacHocTTa M edukacHoCTTA Mpy aeua nox 6 ronuHH He ca 6unM npoyyeHu. 1o Tasu [IPUYHHA
Cy3acTop He ce npenopb4ea 3a ynotpeda npu aena noa 6 rogHHm.

Crapuecka Bbp3pacr
[IpenopbuuTennara HavanHa no3a NpH NauueHTH Haz 70 roauinHa Be3pact € 5 mg (Bx. Touka 4.4).
Jlpyro kopHrvpane Ha 1O3HMPOBKATA B 3aBHCHMOCT OT BBE3pPACTTa HE € HEOOXOIHMO.

bnOpeano yBpexaane

He e HeoOxoauMo kopurupane na nosara [PH MALHEHTH ¢ JIEKO 10 yMepeHo OBOpeuHo yBpexaake.
Ipx naunenTH ¢ ymepeHo 616peuto YBPEX/IaHe NpenopsUHTE/IHATA HAYAIHA 1034 € S mg
(KPCaTHHHHOB KJIHPBHC <60 mi/min). losupoekara or 40 mg e NPOTHBOIIOKA34aHA NPH NALMEHTH ¢
yMepeHo 6b0peuno yBpexaane. Ipy naluenTy ¢ TeKKO ObOpeyHo yBpexaane ynorpebara nHa
Cy3acTop € NpoTHBONOKA3aHa 33 BCHYKH JMO3HPOBKH (BX. To4ka 4.3 H Touxka 5.2).

YepHoapobuno yspexxaane

He ¢ HabmonaBana noBuieHa cucremMHa CKCIMO3MLHA Ha pO3YBaCTATHH MIPH MaLHEHTH ¢ OLUCHKA 1O
ckanara Ha Child-Pugh pasna ua 7 win no-Hucka. Bbrpexu ToBa, NOBHIIIEHA CHCTEMHA €KCIIOZULIMA €
HabJilonaBaHa MpH NaUKEHTH ¢ OLIEHKa 1O CKAIATa Ha Child-Pugh 8 1 9 (Bx. Touka 5.2). Ilpu Tesn
NMaLHEHTH TPAOBA 1a Ce HanpaBH OLEHKA Ha 6h6peunara ¢yHkuuA (BK. Touka 4.4). Hama gaHuu 3a
MALMEHTH ¢ OLieHKa no ckanara Ha Child-Pugh Han 9. Cysactop e NPOTUBOIIOKA3aH TPH NALIHEHTH C
AKTHBHO Y€PHOAPOOHO yBpexaaHe (Bk. Touka 4.3).

Paca

lipu naumenTH ot a3marckara paca ce Haba01aBa NOBHINEHA CHCTEMHA €KCIO3HLIMA Ha JIEKaApCTBOTO
(BX. Touka 4.3, 4.4 u 5.2). [IpenopbuuTentara Hauanua 103a NPH MAUKMCHTH C a3UaTCKH [IPOU3X0oa € 5
mg. Ilpu Te3u nauveHTH e MPOTHBOMNOKa3aHO NPHIOKEHHE Ha 1032 oT 40 mg.

I'eneTnunn noanmopduimu

H3BeCTHH ca crieundUIHN BUAOBE reHeTHUHH MOJIMMOP(MUIMHA, KOHTO MOTaT Aa AOBeAaT 10
MOBHILCHA CKCIIO3HIMA HA PO3YBAaCTaTHH (BHX TOuKa 5.2). IIpu naumeHTH, 32 KOUTO € U3BECTHO YE €
HMAT TaKbB OCODEH BUA NOTHMOPGUIBM, Ce Npenops4Ba No-HUCKA NHEBHA f103a Cy3acTop.

HauneHTH, DPeAPA3NOIOKEHH KLM PA3BHTHE HA MHONIATHA

[Ipu naumenTy ¢ npeapaznonarawm (hakTOpH 3a pa3BHUTHE HAa MHONATHS [IPENC
Ac3a e 5 mg (BX. Touka 4.4).

CubRbTeTBAIIO JIeYeHHe




Po3yBacTaTuh € cy6eTpar Ha HAKONKO TpaHCTIOPTHH npoTerHa (T.e OATP1B1 u BCRP). Uma
TOBHLICH PHCK OT MHOMATHA (BKJI. pabJOMHON3a) KOTaTO PO3YBACTATHH Ce Npuiara €THOBPEMEHHO C
HAKOU ApYTH JCKapCTBEHH NPOAYKTH, KOUTO 6MXa MOT/IH 13 MOBUILAT TUIA3MEHMTE KOHLIEHTpallUH Ha
pPO3yBACTATHH TOPAH B3AHMOAEHCTBHE € TE3H TPAHCIIOPTHH NIPOTEHHH (Hamp. UHKIOCTIOPHH, HIAKOH
MPOTEA3HH UHXHOHTOPH, BKIIOYHTETHO KOMOHUHALIHU PHTOHABHP W aTa3HaBUP, JIOMUHABHD H/HIIH
TRNpAaHABHD; BHX TOUKH 4.4 U 4.5). Korato e BB3MOXKHO, Tpsa0Ba a ce OOMMCIIAT AITEPHATUBHH
JICKapCTBCHH NPOJYKTH, a KO € HeoOXO0MMO H BPEMEHHO NPEYCTAHOBABAHE HA TEPAITHATE ChC
Cysacrop. B cimyqaure xorato CAHOBPECMEHHOTO JICYCHHE C TE3H JICKAPCTBEHHM MPoaykTH u Cy3acTop
HE MOKe Na Obe u3berHato, € Heo6x0aMMa BHUMATETHA NPEOLICHKA HA MON3UTE H PUCKOBETE OT
TaKkoBa CHIIETCTBALLO JIEHCHHE KAaKTO H NpepasriexaaHe Ha A03HPOBKATA Ha Cy3acTtop (BUX ToUKa

4.3).
4.3 IlporHBonoxazauns

CysacTop e npoTHRONOKa3aH:

— 1pH NALKCHTH CbC CBPBbXYYBCTBUTENHOCT KbM AKTUBHOTO BEILECTRO WM HAKOE OT
MMOMOLLHHTE BeulecTBa U3OPOEHH B TOUKa 6.1

— IpH NAlIMCHTH C aKTHBHO YepHOAPOOHO 3abonaBaHe, BKIIFOYHTENHO HEYTOUHEHO,
MPOAB/UKATETHO MOKAa4YBaHe HAa CEPYMHHTE TPAHCAMHHA3H H NMPH BCAKO NMOKAYBAHE Ha
CCpyMHaTa TpaHCaMHHa3a Haa 3 MbTH Haj ropHarta rpanuiia Ha sopmara (I'TH).

— TPH NALMEHTH C TeKKO ObOpeuHO yBpekaaHe (KpeaTHHHHOR KIMpBHC <30 ml/min).

= TMPH NAalHEHTH ¢ MHOMATHS.

— P NALMCHTH, NPHEMAILM €IHOBPEMEHHO KOMOHHALMS OT codocOyBHp/
BEJINATACBUP/ BOKCHIANPEBHP (BHXK TOuKa 4.5)

— NpH NAlIHCHTH, NPUEMALUH €AHOBPEMEHHO LIHKIIOCTIOPHH.

— 10 BpeMe Ha OpPeMEHHOCT, KEPMEHE M IPH JKEHH B ACTEPOAHA BB3PACT, KOMTO HE H3ITOJI3BAT
MOAXOAAIIH KOHTPALIEITTUBHHY MEPKH.

Hosarta ot 40 mg e nporuBonokasana NpH NMAILMECHTH ¢ NpeApa3noiaraliy ¢akTopH 3a pa3sBHTHE Ha
MHonaTHa/pabromMuonusa. Takusa dakropu ca:

—  YMCpPEHO no cTeneH Ob0peuHo yBpexaane (KpeaTHHHHOR KIHPEHC < 60 ml/min)

—  XUINOTHPEOUIUIEM

~ JIHYHA WIH aMWJIHA aHAMHE3a 34 HaCJIeCTBEeHH MYCKYNHH 3a00/19BaHUA

—  aHaMHE3a 33 osBa Ha MYCKYJTHO YBPEXkKIaHe TI0 BpeMe Ha JIEYECHHE ¢ APYT HHXUOUTOD Ha

HMG-CoA penykrasara unu ¢ dubpar

— 310ynorpeda ¢ aATKoxo

~  CBCTOAHMA, NIPH KOHUTO MOXKE 1A C€ MOBULIH TUIa3MEHOTO HHBO HA JIEKAPCTBOTO

— JIMUA OT a3HMaTcKaTa paca

~ CBHOBTCTBALLO JieUeHUue ¢ pubparu,

(BX. Touku 4.4, 4.5 1 5.2)

44 CroeuHajJHH NpelynpexIcHHs M CHC€UHANHH NpeANasHH MEPKH NPH ynoTpeba

Edektn Bopxy 6u6permTe
I1py nauuenTn, nexypanm ¢ no-eucokH 103m pO3yBacTaTHH, NMo-KOHKpeTHO 40 mg, € HaOmoxaBaHa
HPOTENHYPHA, KOATO € yCTAHOBEHA NPH H3C/IEBAHE C TECT-JIEHTH, ¢ PeAHMHO TyOYJIEH NPOU3X0 U B
HTOBEUETO CTyuan ¢ PeXo/ieH WK HHTEpMUTEHTEH XapakTep. He e qokazaHo n1anu NPOTEHHY PHATA
MPCALICCTBA OCTPO WK NporpecHBHO 6B6peyHo 3abonssane (Bxk. Touka 4.8). ChoOHIEHIIETECTON
CEPHO3HH OBOpeuHH yBpexaaHus npu NOCTMApKETHHTOBA yNoTpeda € no-BHCOKA MNp# 105
40 mg. OueHka Ha 6u6peynara (yHKuUHA TPAOBa Na ce HaMpaBy NO BpeMe Ha pyTH '-/: 3

Ha MalHEHTH TpeTHpaHu ¢ 40 mg,

EdekTd BLpXy ckeneTHara MYCKYyJaTypa




Edextu BppXxy ckenernara MYCKYJaTypa Hanp. MHAJICHs, MHONIATHS H, O-pAaKko, pabroMHOTH3a, ca
CHODINABAHH PU MPHIIOKEHHE HA BCHYKH AO30BH PEHMH C PO3YBACTATHH, 0cob6eHO npH 1031 > 20
mg. MHOro peaxu cmyun Ha pabaoMHOIH3a ca CBOOIIABAHH NP W3MO3BAHETO HA €3CTUMHUD B
KoMOHHauug ¢ HMG-CoA pPenyKTa3zHu HHXHOUTOPH. He Moxke aa 65be M3KTIOYeHo
(papMaKoIMHAMITIHO B3aMMOACHCTEHE (BX. Touka 4.5) ¥ € HeOOXOAUMO BHUMAHHE [IpH
KOMOHHHpaHaTa UM yIIoTpe6a.

Kakto npu apyrure HMG-CoA PCAYKTa3HH HHXUOMTOPH, JOKTaABaHaTa Y€CTOTA Ha padoMHOIU3a,
CBbp3aia ¢ pO3yBaCTaTHH MPH NOCTMAPKETUHTOBATA ynotpeba e no-BHcoka NpH A03MpoBRKa oT 40 m g.
B exunnanu cayvau ce chobuasa, ye cTarHHuTe HHIYUHUPAT NEPBOHAYAJIHH WX BIOLLIABAT BEYE
CBHICCTBYBALlH MUACTEHHA TPABHC HJIX MHACTEHHS HA OUHTE (Bix pasnen 4.8). Ynorpebarta Ha
Cysacrop TpsaOBa a 6be npexpatena B CIIyHJaH Ha BJIOLIaBaHE Ha CHMITOMHTE. JIOKIaaBaHo € 3a
NIOBTOPHH NPOSIBH KOTaTO CHIHSA WM APYT BUJ CTATHH Ca OHIIH [IPENHCAHH (TIOBTOPHO).

Hzmepesane na kpeamunrxunazama

Kpeatunkunasara (CK) ve tpsi6ea na ce M3MEpPBA CIE YCHICHH YNIPAXKHEHUS WIH [IPH HAJIMYHETO HA
APYT GaKTop 3a MOBHIIABAHE Ha CK, koeTo Moxe 1a 3aTpyaHu THIKYBAHETO Ha pe3yaTaTa. AKo
HHBOTO Ha CK e 3HaunTenHo noeumeno ITPpH H3XOAHO HUBO (> 5 bk I'TH), TecT 3a noTbpKIEHME
TpsOBa 1a Ob/ie HaNpaBeH B paMKHTe Ha 5-7 THH. AKO NOBTOPHOTO M3CIEABAHE IIOTBHPAH H3XOIHO
HUBO HA CK > 5 it I'TH, ne Tpa6ea na ce 3anousa Jieuense.

{Ipeou nevenuemo

Kakro u npyru uaxu6urops Ha HMG-CoA penykrtasara, Cysactop Tpabea aa 6b1e npeanucsas ¢

0COOEHO BHHMaHU€ NPH NaLVEHTH, 33 KOKTO ca HanuIEe (PaKTOpH, NpeapasnoNaralii KbM Pa3BHTHE HA

MHOTMAaTHA/pabaomuonnsa. Takliea (hakTopH ca:

~ OBOpeUHO yBpexIaHe

— XHIIOTHPEOHIHI M

— JIHYHA WIH (PaMHITHA aHAMHE3a 3a HAC/IEACTBEHO MYCKYJIHO 3abonsgBane

—- aHaMHEC32a 32 MYCKYJTHa TOKCHYHOCT KbM Apyrd HMG-CoA MHXHOUTOPH Ha
peAyKTa3aTa vnu hudpatu

- 3noynotpeda ¢ ankoxon

- BB3pact >70 roguuu

— CbCTOAHHA, IIPH KOMTO MOXKE Ja ce HaOIio1aBa MOKAYBaHe Ha IUIa3MeHHTe HIBa (BK.
TOUKH 4.2, 451 5.2))

— CAHOBPEMEHHO MPIIICKEHUS HA GHUbGpatH.

I1py TaKKBa NalMEHTH, PHCKBT OT JIEYEHHETO TpsA0Ba /1a ce cbobpasu ¢ BEIMOXKHATA 1107132, KAaTO Ce
HPEMOphBa KIMHHYHO HabmoaeHHe. AKO M3XOOHOTO HUBO Ha CK € 3HAYMTE/HO MORHLIEHO
(> 5 moti [TH) He TpabBa ma ce 3anovsa Jreuenue.

Ilo epeme na neuenuemo
Tpabea na ce ucka ot nauMeHTHTE He3a0aBHO Ja ¢bOOIIABAT HEOBACHHMU MYCKYJIHH 00JIKH, ycelnmaHe
3a cnabocT uiH cxeamane, ocobeHo ako ca CBBP3aHH C HEPA3MOIOKEHHE HIIH MTOBHILIEHA
TeMnepartypa. Ilpu Tesu nauuenTy Tpatea aa ce H3MepAT HMBaTa Ha CK. Tepammsara Tpabea xa ce
Upckparty, ako HHBoTO Ha UK e sHauurenso nmosumeno (> 5 mera I'TH) wam MycKynHHTE CUMIITOMH
¢a TCKKH H NIPHYHHABAT €XKEIHEBHO HEPA3IONOKEHUE (nopy HHBOTO HAa CK nae <5 metu I I'H). Axo
CHMITTOMHTE H34e3tiaT H HHBOTO Ha CK ce HopMamu3ipa, Moxe /1a ce IOMMCIH 3a NOBTOPHO JICUEHHE
noA Habimonenue cbe CysacTop wiu anrepHaTHBEH HMG-CoA Hipaiurop Ha penykraszara B naii-
HHCKa no3a. PyTHHHO Habnosende Ha HMBOTO Ha CK NpH NAHEHTH 0€3 CHMIITOMH HeE €
OCHOBAaTEJIHO.

MHoro paaxo ce croburapa 3a HMYHOMCAHWpaHa HeKpoTU3upama Muonatua (IMNM), rio Bpe
HIIH CIIEJL IEUCHACTO ChC CTATHHH, BKIIOYHTENIHO po3yBacTaTHH. IMNM KIMHHYHG ce X
¢ pOKCHMATHA MYCKYITHa c1abO0CT M MOBHIIEHH CEPYMHH HHMBA Ha KpeaTUHHHKHHA3A
Ad HEPCHCTHPAT JOPH CJlIeA CIIHPaHe Ha TEYCHHETO ChC CTATHHM.

[IpH KTHHUYHUTE NpOyUBaHMS He ca HaOITI0/1ABaHK IaHHH 3a TIOBUIIICHH e(heKTH B
MytKynaTypa B MajikaTa IpyTia NalMEHTH, [IPH KOUTO PO3yBACTATHH © MpUIIAraH ¢
CBHITETCTBALIO JICHEHHE. Y BEIMYCHHE HAa YECTOTATA HA MHO3HMT H MHOIATHS Habmon,



[TaLMCHTH, OTy4aBalud Apyru wHHxuGuTop Ha HMG-CoA peaykrasara 3aeIHO ¢ [MPOH3BOJIHH Ha
¢ubpuHOBaTa k¥cenuHa, BKJTFOUYBALIH reMOUOpo3m, LIMK/TOCTIOPHH, HUKOTUHOBA KHCETUHA, a30JI0BH
AHTHMHKOTULIH, ITPOTEA3HH HHXMOMTOPH M MaKpPOJIUIHU AHTHOUOTHIIH, I'eM¢pubpo3nn nosuinasa
PHCKA OT MHOTIATHA, aKO C€ IIPHEMa €HOBPEeMEHHO ¢ Hakou HMG-CoA HHXHOHTOPH Ha peayKTas3ara.
Ilopanu ToBa koMOHHalMATA Ha Cy3actop u reMpuGposnn He e npenopbuurenna. [lonsara ot
AOMBJIHHTCIHO NOHIKABAHE HA JIMIHIHHTE HHUBA B PE3YJITAT OT KOMOHHHPAHOTO NpHEMAaHE Ha
Cy3acrop ¢ pubpaT Win HHAIMH TpadOBa Aa Obae BHHMATETHO NpELIEHEHa CIPAMO MTOTeHLIHATTHHS
PHCK OT noaobHu koMOuHaumu. [Ipu eqHOBpeMeHHOTO MPWIOKEHHE Ha PUOPATH JIEUEHHETO ¢ 103H
oT 40 mg e npoTHBoMOKa3aHo (Bixk. ToUKa 4.5 M Touka 4.8.).

PosyBactatin He Tpa6Ba na ce npeanucsa €AHOBPEMEHHO C PY3HUTOBA KUCEIHHA 32 CHCTEMHO
MPHIOKECHHE, KAKTO U B PAMKHUTE Ha 7 IHU ClI€]l CITHPaHE HA JICUCHHUE C ¢y3unoBa kucesnnna. Ipu
HIAIMCHTH, 33 KOUTO TepanuaTa Ha Qy3Ha0Ba KHCEIHHA Ce CMATA 33 0COBEHO HeOOXOAUMA, JTEUYEHHETO
CbC CTATHHM TpADBA 1a Gk/ie NpeycTaHOBREHO Mo BpPEME Ha MpPUNAraHeTo Ha (Ppy3UI0BA KHCETHHA.
CboOiasaHo e 3a palaoMHOIH3a (BKIIOUYHTEIHO # ¢ (aTtaneH kpai) Mpu NalMEHTH, NPHEMaLIH
KOMOHHaUUA OT Qy3MA0BA KHCETHHA H CTATHHH (Biok T.4.5). [TaumenTsT TpabBa 1a 6bAE 1MOCHBETBAaH
Aa NOThpCH HezabaBHAa MeIHLIMHCKA [IOMOLL, KO YCETH HAKAKBY CUMITTOMM HA MYCKYJ/IHA ¢1a6ocCT,
O0JiKa WM YyBCTBHTEITHOCT.

JleueHHeTo Che CTATUHM MOXKe Aa 6BE 3AMOYHATO OTHORO CeleM JHM ClIe1 IocieHaTa 103a
dy3uaoBa kHcenuua.

[pu ocobenu obcTosTencTra, korato € HEOBXOIMMO NMPOABLIKUTENHO JIEYEHHE ¢ Py3HI0Ba KHCETHHA,
Hallp. IPH ICICHHE HA TEXKH HHPEKLUHMH, HEOGXOIMMOCTTA OT €HOBPEMEHHO MPHUIOKEHHE Ha
PO3YBAaCTaTHH H QY3H0Ba KHCIMHA TpsOBa na ce MPELIEHABA CAMOCTOATENIHO 32 BCEKH CITYYaiil U NpH
CTPOro MEAULIMHCKO HAOMOIeHHUE.,

CysacTop He Tpabea ja ce npunara [IPH NNAUHEHTH € OCTPH, CEPHO3HH ChCTOAHMA, IPEATIONAraliH
MUONATHA WK NPEAPA3oNaraliy KbM pa3BHTHE Ha 6bOpEeUHa HENOCTATBYHOCT BCIIEACTBUE
padnoMuonmsa (Hanp. cencuc, XHIIOTOHUA, rofiiMa onepalus, TpaBMa, TEXKH MeTa0OIMTHH,
CHAOKPHHHH H €NICKTPOINTHA HAPYLIEHHMS WK HEKOHTPOJIHPAHH 'bPYOBE).

TeXKH KOXKHY HeXeTaHH PeakiMu

TexXKH KOXKHH HeXeNaHH PeakiiHK, BKTIOYHTEIHO 1 CHHIpOM Ha Stevens-Johnson (SJS) u
/ICKAPCTBEHA peakLns ¢ €03MHOPHIMA H cHeTeMHH cumnToMu (DRESS), koHTO Morat na 6saat
KHBOTO3ACTpAUIABALIK MITH C JIETAIEH H3XO/, Ca AOK/IAABAHM MPH ynoTpebara Ha pO3yBacTaTHH (BHOK
TouKa 4.8). [lo Bpeme Ha HazHayaBaneTo MY, NaUHEHTHTE TP#OBa Na 6baaT HHPOPMHUPAHH 32
MPU3HALINTE H CHMNTOMUTE Ha TEXKH KOXKHH peakuuH B 1a 6bJaT BHUMATETHO HABIOIaBaHH. AKO ce
HOABAT MPHU3HAUK H CUMITTOMH, NPEATIONATALIN TE3H PEaKLHH, JIEHEHHETO Che Cyzacrop TpabBa 1a
Ob1e npeycTaHOBEeHO He3a6aBHO U 12 6Ba¢ OBMHCIEHO AJITCPHATUBHO JICYEHHE.

AKO NMAUMEHTBT Pa3BHE CEPHO3HA Peakuma KaTo SJS wiu DRESS npu ynorpeba na Cysacrop,
JIeHeHUETO CbC Cy3acTOp He TpAGBa HHKOra 4a ce NOIHOBSRA NpH TO3H NALMEHT.

Edexry pbpxy uepuua apo6

Kakro npu apyru uuxu6uropu sa HMG-CoA peaykrazara, Cy3acTop TpabBa BHUMATENHO 7a Ce
lIpHiara npi MalHeHTH, KOHTO HPHEMAaT roJIIMO KOJIMYECTBO aJIKOXON WHIIH ca HMATH 3a6015BaNe Ha
YEPHHA Apod.

ITpemopbunTenHo e na ce HanpaBaAT u3cIeBANHS Ha HePHHS Apo0 npeaH U 3 Mecela Chel 3anoyBaHe
Ha evyeHueTo. [IpuembT Ha Cysactop Tpabea 1a 6b1e NpEyCTaHOBEH WIH RX03aTa TpAOBa na Obae
HAMAJICHA, aKO HHBOTO H& CEPYMHHTE TPAHCAMHHA3H HAJBHIIABRA 3 TLTH ropHaTa rpaHuiia Ha

nosata ot 40 mg.
[Ipn nauumenTH ¢ BTOpHUHa XHIEPXOIECTEPONIEMHMSA, MPUUHHEHA OT XHIIOTHPEO

HEPPOTHYEH CHHAPOM, OCHOBHOTO 3360/ IABaAHE TpA0Ba 1a ce jleKyBa Npeiu 3ano
Cy3sacrop.




Paca

QapMakokuHeTHYHKTE NPOYUBaHHUA MOKa3BaT, Y€ NPH NALHEHTHTE OT A3HATCKaTa paca € HaJluIle 110~
BHCOKA CKCMIO3ULIMA B CPABHEHHE C T€3H OT KaBka3kata (bsnarta) paca (Bx. Touka 42,43 u5.2).

aJlanTrpaHa (BHX Touku 4.2 y 4.5),

HurepcTuyuanua benoapobua Gonecr

Covobienu ca ornenum “IyHan Ha uHTEepCTHLMATHa BenoapobHa Gonect NPU HAKOU CTATHHH,
0COOEHO NMPH NPOTBIDKHTENHO Neuenme (Bx. Touka 4.8). CUMNTOMHTE MOraT Aa BKJIKOYBAT: JJUCIIHEs,

CTaTHHOBaTa Tepanus Tpabea 1a ce crpe.

3axapeH nuaber

Hma nanHu, ye CTATHHHTE, KaTO KAc JIEKAPCTBEHH POLYKTH, MOraT Ja MOBHLIAT KpbBHATA 3axap u

110JT3aTa OT HAMATABAHETO HA CHPAEUHO-CHICRHS PHCK W 3aTOBa He TpsaOBa Aa € npUuMHAa 32
MPCKpaTABaHe Ha TeYeHHeTo. PuckoBuTte nanuenTy (XpBBHa 3axap Ha r1aaHo oT 5.6 10 6,9 mmol/l,
BMI > 30 kg/m?, nosumeny TPHIUIHUEPUIU, XMIIEPTOHKA) TPA6Ba Na 6baar NpOCEAaBaHH KAKTO
{NIHHHYHO, Taka H OHOXMMHYHO, CBIIACHO MECTHHUTE U3UCKBAHHUS.

B npoyusanero JUPITER, lOKN1aBaHaTa 0b1a YecToTa Ha 3axapen quaber e 2,8% 3a poszyBactaTun
H 2,3% 3a nnauebo, riasno 1PH NAlMEHTH € KPbBHA 3aXap Ha I7IaaHo OT 5,6 40 6,9 mmol/I.

6-17 ronunm, [MPHEMALOH PO3YBACTATHH, e OFPaHHYCH 0 NepHo oT 2 roavHa. Iipn npoyusane cneg 2
FOTHUIHO NICYeHHE, He € HaOmIonaBay eekT BbDXY pactexka, termoro, UTM wnu nonosoro CE3pABaAHE
(B)k TOouka 5.1).

Edextu Bbpxy posyeactatun MPH CIHOBPEMEHHO JICYEHHE C APYTH JIEKAPCTREHM nph




HuxnbuTopn Ha TpPaHCHOPTHATE IPOTEHHHN: Po3yBacTaTHH € cyOcTpat Ha HAKOH TPaHCMOPTHH
NMPOTCHHH, BKITIOYHTEIHO H HAa YepHOApOOHHUA BHACALL eH3HM OATPI1B! u usHacauus BCRP.
EnnoBpemeHHaTa ynoTpe6a Ha po3yBacTaTHH ¢ 1eKapcTBEHH NPOAYKTH, KOUTO ¢4 HHXHOUTOPH Ha
T€3H TPAHCIIOPTHH €H3MMH, MOXE Aa I0BEAe AC NOBUINABaHE HA IIa3MEHUTE HUBA HA
PO3YBACTATUH W 0 MOBUIIEH PUCK OT MHOIIATHA (BIK TOUKK 4.2, 4.4 1 4.5 v TaGmuua 1).

IHuxaocnopun: [1pu eHOBpEeMEHHOTO NeYeHHE ¢ pO3yBacTaTHH K UMKJICIIOPHH, CTOMHOCTHTE Ha
AUC Ha posyBacTaTHH ca OHIH cCpeAHO 7 MbTH MO-BUCOKH OT T€3H, HAaOJi0laBaHU NpH 3ApaBH
no6pososum (Bx.Tabmiua 1). CysacTop € NpOTHBONOKA3aH [PH [TALMEHTH, JIEKYBaHH €IHOBPEMEHHO
H ¢ LKMKIOCTIOpUH. ENHOBPEMEHHOTO NpWIoKEHHE HE € TIOBHAIO TU1a3MEHHTE KOHLEHTpaLlu1 Ha
LIUKJIOCTIOPHH.

Hporeaznn unxnGuTOpH: BHhnpeky ue TOUHMAT MEXaHHW3bM HA B3aUMOACHCTBUE HE € HU3BECTEH,
CAHOBPEMCHHOTO TIPUJIOXKEHHE ¢ MPOTEa3HH HHXUOHTOPH MOXKE PA3KO Ad NOBUIIM SKCITO3ULIUATA HA
po3yBacTaTuH (Bx.Tabnuia 1), Hanpumep, eqHOBpeMeHHOTO npunoxxeHue Ha 10 mg po3yBactaTvH H
KOMOMHHpaH MPOAYKT, ChCTOMII C€ OT ABA npoteazHu vHXubUTOpa (300 mg araznaeup/ 100 mg
PUTOHABHP) MO BpeMe Ha eHO (hapMaKOKHHETHYHO NMPOYYBAHE TIPH 3paBH JOGPOBOIILM, Ce acolUHupa
C IPHONTH3UTENHO TPH- M CeleM-KpaTHO HapacTBaHe choTBeTHO B AUC # Cax. EAHOBpEMEHHATA
ynotpeba Ha Cy3acTop M HAKOH NPOTea3Hu UHXMOUTOpH TpaOBa Ja ce MpeANpHEMa caMo ClIeA
BHUMATCJIHA NIPCLICHKA HAa JO3WPOBKaTa Ha Cy3acTop, Bb3 OCHOBA Ha OYAKBAHOTO YBEIHYEHHE HA
CKCMO3NLMATA CIIPAMO PO3YBACTATHH. (BIXK TOUKH 4.2, 4.4, 4.5 v Tabnuua 1).

I'empnOpozan B APYrH JTHNAIONORMKABAIH NPOXYKTH: EAHOBpEMEHHOTO NNPUIOKEHHE HA
PO3yBacTaTHH W reMbHOPO3UI € I0BENO 40 ABYKpPaTHO nosuLieH#e Ha Crax 1 AUC Ha posyBacTaTvu
(BXK. TOuKka 4.4).

JlaHHHUTE OT HhapMaKOKUHETHYHHUTE MPOYUBAHMS, W3CIIEIBALIM cneuuPrYHH JIeKapCTBEHH
B3aWMO/ICHCTBHA, HE NIOKA3BaT B3aUMOJEHCTBHE ¢ (peHodUOpaT, HO € BB3MOXKHA MOABA Ha
hapMakoJgMHaMHuHM B3auMozekcTeus. [emdubposun, deHOPHOPAT M ApYTH JIeKapcTBa OT rpyraTa
Ha (puOpaTHTE U TUMUIONOHIDKABALIIUTE JI03H (N10-BUCOKH MM pPAaBHH Ha | g/1eH) HHALMH
(HIKOTHHOBA KMCE/IHHA) TIOBHILABAT PHCKA OT NOABA HA MHOMATHS npy KoMOUHHpaHe ¢ UHXUOHTOPH
Ha HMG-CoA penykrasara, BepoaTHo nopaau ¢aKTa, ye NOCACAHATE MOTAT Aa [PEANU3BHKAT NOABATA
Ha MHONaTUA U NpH MOHOTepanus. Jlozara ot 40 mg € NpoTHBONOKA3aHa NPU €IHOBPEMEHEH NTPHEM
Ha (puOpaTH (BK. Touka 4.3 ¥ Touka 4.4). [IpH Te3H NAIMEHTH JICYSHHETO ChILO TpsAOBa Aa 3amouHe ¢ 5
mg.

Ezerumu6: EnnoBpeMenntara ynorpeba Ha 10 mg posyeactatvs u 10 mg ezetumud Boau 10 1,2 meTH
yBeanueHrue B AUC Ha po3yBacTaTvH NMpH NayMeHTH ¢ xunepxonecreponemus (tabnuua 1). He Moxe
1a ce H3KIIOYH PapMaKOIHHAMUYHO B3aHUMOAEHCTRUE Mexay Cy3acTop M €3eTHMHO, KOeTO Ja uMa
KaTO pE3yJITAT HEXKEJIRHH peakiuu (BxK. Touka 4.4).

AHTHAOHAM: EQHOBPEMEHHHMAT NPHEM Ha PO3YBACTATHH W HA AHTHALIAIHA CYCIIEH2HA, ChAbpKAallia
ATYMHHHCB H MATHE3UEB XHIPOKCH], € 10BE/ 10 HaMajleHHe Ha [U1a3MeHaTa KOHLIEHTpauus Ha
po3yBacTaTHH ¢ 0koJI0 50%. To3u edexr ¢ Gun oTcnabeH, KOraTo aHTHALIMANTE ¢a JABAHHM 2 Yaca criel
[IpHeMa Ha po3yBaCTATHH. KITHHHYHOTO 3HAYEHHE HA TOBA B3aUMOAEHCTBHE HE € H3C/IEABAHO.

EpaTrpoMmanan: EnHoBpeMeHHUMAT npreM Ha pPO3YBacTaTHH H EPUTPOMMLMH € NOBEJ 10 HaMaIEHHE C
20% Ha AUC 1 ¢ 30% Ha Cnax Ha posyBacTaTHH. TOBa B3aHMO/IEHCTBHE MOXKE 1A € MPeAU3BUKAHO OT
IIOBHUICHHA YPEBCH MOTHIIMTET BCJICICTBHE HA TPHEMAHETO HA €PUTPOMHLIMH,

PO3yBacTaTHH HE € HUTO UHXHOUTOP, HUTO HHAYKTOP Ha UHUTOXpoM P450 H30eH3uM /
JIOMBJIHCHHE, PO3YBACTATHH € ¢/1a0 cyObCcTpaT Ha Te3u H30eH3HMH, 3aTOBa He ce Ouaf(Ba:
B3aUMOJCHCTBHA B PE3YNITAT Ha UMTHXpoM P450 mMeauupan metabonnssm. He ca HAGS

KIMHHYHO 3HAYHMH B3aUMOIEHCTBHSA MEXy PO3yBacTATHH U (JIYKOHA3071 (MHXH{ S OPRICH) }
CYP3A4) wiu keTokoHason (Maxuburop Ha CYP2A6 u CYP3A4). - " .




Tukarpenop:

Tukarpenop Moxe aa nosnmse 6u6peynara €KCKpELIMA Ha PO3yBACTaTHH, YBEHYABAMKH PUCKa OT
KYMYJAHPAHE Ha pO3yBacTaTHH. BbNpeky Ye TOUHHA MEXAHHIBM HE € M3BECTEH, B HAKOH CTy4au
CAHOBPEMEHHOTO NPHUITOKCHHE HA THKArpesop ¥ po3yBacTaTHH BOAM 10 HAMATABAHE Ha 6bOpeuHara
$yHKUMA, noBULeHO HUBo Ha CPK M paGrnomuonisa. [IpenopbuBa ce KOHTpON Ha OBOpeuHa PyHKUHUS
i CPK npu cbnbreTBama ynorpeta na TUKArpeaop U po3yBacTaTHH.

B3aumoae#icTBHS, KOHTO H3INCKBAT KOPRTHPAHE HA PO3YBACTATHN (BHXK ¢bHIO Ta0uma 1):
Koraro ce Hanara e{HOBpEMEHHO NPUIOKEHHE Ha Cy3acTop ¢ Apyru JeKkapcTBeHH NPOAYKTH, 3a
KOHTO © H3BECTHO, Y€ yBe/IM4ABAT CKCMIO3ULIMATA KBM PO3YBAcTaTHH, Ao3arta Ha Cy3acTop Tpabea 1a
Ob/1e KopurupaHa. 3anousa ce ¢ A03a OT 5 mg Cy3acTop BeIHBXK IHEBHO, aKO OYAKBAHOTO
MOBULICHHE Ha ekcro3uLuaTa (AUC) e npubnuzurenHo AByKpaTHO WM noBeue. MakcHMa/iHATa
AHCBHA f03a CysacTop TpabBa aa Obae KOpPHrUpaHa Taka, 4e OYaKBAHATA €KCIIO3ZHLMA Ha
PO3YBAcTaTHH 1a HE HaAXBBPIIA eKBHBacHTa Ha 40 mg Cy3acTop 1HEBHO, NpMeMaH 6e3 ChITbTCTBAILO
neuenne. Hampumep: 20 mg Cysactop ¢ rembubposnn (1,9- kpaTHo yBesnueHue) 1 10 mg Cysacrop
[IpH KOMOMHALIHS C aTa3aHaBUpP/pHTOHABHD (3,] - KpaTHO YBEJIHYEHHE ).

AKo ce HaOmonasa, de iekapcTaen npoaykT nosruasa AUC Ha pO3yBacTaTHH IO-MAJIKO OT 2 ITbTH,
HavajlHaTa 103a He Tps0Ba Jla ce HaManABa, HO TPAOBA A CE MOOX0XKIA ¢ BHUMAHHKE, aKo [03aTa Ha
Cysacrop ce nosuimm Haza 20 mg.

Tabauna 1 Edext na nekapcrsennte npogyxrn BHPXY EKCIO3HUHATA HA PO3IYBACTATHH NpPH
cAHOBpeMenHO NpuankenHe (AUC; n3bpoenn no raMassBaima crenen) cnopen OyGIHKyBaHH
KJIHARYHH NPOYYBAHHSA

2-KPATHO HJIH OBe'e OT 2-KPaTHO YBemdenne Ha AUC Ha PO3YBACTATHH

) *
/l03HPOBKA HA CHLILTCTBAMHA JIEKAPCTBEH lozupoBka ma  |[[Ipomana B AUC™ Ha
NpOayKT PO3YBACTATHH  |pPO3YBACTATHH

CogocOysup/sennaraceup/Bokcunanpesup (400 |10 mg, eaMHuuHa |7,4-xkpatHo T
mg-100 mg-100 mg)+ Boxcunanpesup (100 mg) |no3a
'BEIHB)K AHEBHO 3a 15 qHuU

Luxocnopud 75 mg nBa nsTH AHEeBHO 1o 200 10 mg BeaHEX 7,1-xpaTtHo 1
mg ABa ITbTH JHEBHO, 6 Meceua OHEBHO, 10 HM

Haposrytamua 600 mg n18a nbTH gHEBHO, 5 qHU  |S m g, eAMHUYuHa  |5,2-KpaTHO 1
no3a

Peropagenu6 160 mg, sexnnx axeBHO, 14 1uH |5 mg eHokpatHa [3,8- kpaTHo 1

A03a
Atasanasup 300 mg/Puronasup 100 mg Benunxk |10 mg, 3,1- kpatHo 1
|DHEBHO, 8 THH €IHOKpaTHa J103a
[Bennartaceup 100 mg Beanbx aHeBHO 10 mg, 2,7- xpaTHO 1

€HOKpaTHa J103a

Om6uracsup 25 mg/ITapuranpesup 150 mg/ > mg, eAHOKpaTHa |2,6- KpaTHO 1
Puronasup 100 mg Beanbk nHeBHO/ Hazabyeup |no3a
400 mg npa nbTH AHEeBHO, 14 qHM

I'pasonpesup 200 mg/Enbaceup S0mg 10 mg, 2,3- kpaTHO 1
BEAHbXK AHEBHO, 11 aHu €HOKpaTHa R03a

¥

I'nexanpesup 400 mg/TIuGpenracsup 120 mg 5 mg BETHBXK 2,2- KpaTHO
BEAHDbK JHEBHO, 7 JIHH NHEBHO, 7 THH




Jlonunasup 400 mg/ Puronasup 100 mg aga 20 mg pennexk  |2,1- kpaTHO 1
[TbTH AHEBHO, 17 AHU JHEBHO, 7 THU

1'Km:;rnm::)r[:)e.rl 300 mg natoBapaaina no3a, 20 mg, 2 - kpaTHO 1
nocaenBaHa ot 75 mg Ha 24 yaca €IHOKpAaTHA J1034

fremcjmﬁposun 600 mg nBa nvTH aHeBHO, 7 aHu |80 mg, 1,9- kparno 1
| €IHOKpaTHa J03a

Jl’lﬂ-ma.nxo OT 2-kpaTHo yBeiHuenue Ha AUC Ha poO3yBACTATHH

?Empomﬁonar 75 mg BeAHbXK THEBHO, 5 THH 10 mg, 1,6- kpaTtHO 1

| ¢JHOKpaTHa 1034

iﬂapyHaBHp 600 mg/ Putonasmp 100 mg Ba mbTH ;10 mg BegHBK 1,5- xparHO 1

AHEBHO. 7 NHH OHEBHO. 7 IHH

Tunpanasup 500 mg/ PutoHasup 200 mg npa 10 mg, 1,4- xpatHO 1

[TbTH AHEBHO, 1] OHHM CJIHOKpaTHa J03a

]I[pﬂHeﬂaporl 400 mg aBa NbTH QHERHO Hama ganau 1,4- xpaTHO 1

Htpakonason 200 mg reanni JIHEBHO, 5 THH 10 mg, 1,4-fold 1**

- CAHOKpATHA J03a

Ezerumu6 10 mg Beanwbx quesno, 14 qum 10 mg, Benek  |1,2- kpaTHO T**
JHEBHO, 14 nHU

Hamannsane na AUC na posysacraTum |

Epurpomuunn 500 mg uetnpu muta AHeBHO, 7 |80 mg, 20% |

'IHH €IHOKpaTHa 1034

batikamuu 50 mg Tpu myTH gHeBHO, 14 AU 20 mg, 47% |
€/THOKpaTHa 1034

"JlaHHWMTE mpeacTaBeHH KaTo X-KpaTHO U3MCHEHHE NPEICTABAT ChOTHOWIEHHETO ChITHTCTRALLC
JICUCHHE M CAMOCTOSATETHO MPHAOKCHHE HA PO3YyBACTAaTHH. JJaHHUTE NPEACTABEHH KATO MPOLIEHT
(% ) npeacraBar Y%-uara paznuka CIIPAMO  CaMOCTOATETHO NPHIIOKEHHE HA PO3YBACTATHH.
YBEJIHYCHHETO € 03HauYeHO ¢ “1”, Tuncata Ha MPOMAHA ¢ “>”, NOHWKEHHETO ¢ “|”,

" IpoBeaeHH ca HAKOMKO HpOY'BaHUA HA B3AHMOZEHCTBHETO C PA3IHYHK NO3H PO3YBACTATHH:
TabMuaTa MPeACTaBA Hai-ChILUECTBEHUTE B3aUMOEHCTBHA

AUC= o nop kpuBata, OD = segubx auesro; BID = nsa muTw AHeBHO; TID = Tpu nbTH
[,E[HE‘:BHO; QID = 4eTHpH mbTH AHEBHO

Crennure jiekapcTBeHH POJYKTW KOMOHHALIHM He OKAa3BaT KIMHUYHO 3HAYMM edekt Bppxy AUC Ha
PO3YBaCTaTHH NPU €IHOBPEMEHHO NPHIIOKEHHE:

Anernurazap 0,3 mg npwioxenue 3a 7 nnu; Denopubpar 67 mg 7 mHM npHIoKeHHE TPH ITBTH Ha
AcH; @rykoHa30.1 200 mg 11 aHK npricKeHHe BEAHBK AHEBHO; Po3amiipenasup 700 mg/puronasup
100 mg 8 nuu npunoxenue aBa MbTH Ha IcH; KetokoHazon 200 mg 7 AHH NpuioxeHue BA THTH Ha
AcH; Pudamnun 450 mg 7 aum NPUJIOKEHUE BEAHBXK NHeBHO; CiuimMapuH 140 mg 5 quu
NPHIOKECHHE TPH MbTH Ha JeH.

EcdekT Ha posyBacTaTHH BbPXY €/IHOBDEMEHHO NPHJIATAHH NEKAPCTBEHH NPOAYKTH

AHTaroHucTH Ha Butamuu K: Kakro u MpH Apyru uexuburopr Ha HMG-CoA pe
SalIOYIBAHCTO Ha jlevetine Cbe Cy3acTop HIIM THTPUPAHETO Ha 103aTa MY IIPU MaIfHe
CAHOBPEMEHHO aHTAarOHHMCTH Ha BHTaMHH K (Hanp. Bapdapwn win APYrd KYMapHHoO



aHTUKOATyJIaHTH) MO3Ke [1a IOBEAE 10 MOBHUIIABAHE HA MeX1yHapoaHO HOPMATH3HPaHO
cboTHOWEHHe (INR). [IpekbcBaHeTo Ha TeueHHETO MM HAMAIABAHETO HA 1032Ta Ha THTPMpPaHE Ha
CysacTop Moxe 1a 1oBene 1o Hamasienue Ha INR. [1py nopobHHU ciTyvaH ce npenoprusa
MOHHTOpHpaHe Ha INR.

Ilepopasind KOHTpanen THBH/XOPMOHO3AMECTHTEIHA Tepanud (X3T): EnHoBpeMeHHUAT npHeM Ha
PO3YBACTATHH H NEPOPAIHA KOHTPALICNITUBH € J0BeN0 10 nosuiuasalne Ha AUC Ha €THHUWIECTPATHOIT
H HOPrecTpes1 ChOTBETHO ¢ 26% u 34%. Te3n NoBHILEHH IU1a3MEHH KOHLIEHTPALMH TPSOBa 1a ce
B3tMar noa BHHMAaHHE, KOTaTo ¢e onpelens JO3HPOBKATA Ha NepOpaiHHTE KOHTpaLenTHei. Hama
(PapMAKOKMHETHYHH JJAHHHM 32 TTALHEHTH, KOHTO IPUEMAT €JHOBPEMEHHO po3yBacTaTHH U X3T u
NMopajH TOBA MOROOHH e(eKTH He MoraT Aa GbaaT M3KTIoUEHH. BbNpekH ToOBa Ta3n KOMOHHALHUS ¢
LUIAPOKO NpH/iaraHa OT )KCHH B KNMMHHYHH NIPOYYBaHMA H € MIOHECEHA 06pe.

JApyra sexapcTBeHE APOAYKTH:
/ARroxcHH: Bb3 0CHOBa Ha JaHHUTE OT creUUIHHU [MpOY4YBaHHA 3a H3CJIEJABAHE HA JIEKAPCTBEHH
B3aMMOJEHCTBUA, HE CE OYAKBA KIWHMYHO 3HAYUMO B3aUMOJIEHCTRBHE C JHI'OKCHH.

Py3H10Ba KHCETHHA: PHCKBLT OT MMONATHS, BKAFOYHTEHO pab1oMHONK3a, MOKE J1a CE YBEJIUYH OT
€AHOBPEMEHHATA ynoTpeda Ha ¢y3unoBa KHCEHMHA 38 CHCTEMHO NPUIOKEHHE U CTATHHH.
MexaH{3MBT Ha TOBa B3aMMOJEHCTBHE (HE3ABHCHMO JAJTH € ¢dapMakoAMHAMHYHO WIH
hapMaKkOKMHETHYHO, WK U ABETe) Bee Ollie He ¢ H3BecTeH. MiMa CcHO0WIEHHA 3a pabaoMHONIH3a
(BKIIIOUHTENHO M ¢ daTasieH M3X0/1) NIPH HallHeHTH, NpUEMany Ta3u KOMOMHALIH.

AKO JIeYeHHeTOo C dby3ua0Ba KHCENHHA 33 CHCTEMHO MPWIOKEHHE € HATIOXKHUTETHO, TEPANMATA C
pO3yBacTaTHH TpAOBa na Obae PEYCTaHOBECHA 110 BPEME Ha JIEUEHHETO ¢ Qy3HI0Ba KHCEeNMHHA. Bukre
ChIIO T.4 .4,

IleanaTpuyna NOIyaalms

IIpoyuBaHus BBpXY B3auMOAEHCTBUATA ¢a IPOBEXKAAHH CaMO NPH Bb3pacTHH. CTeneHTa Ha
B3aMMOIECHCTBUE B [Ie/IMATPHHHATA [OMYJIaLMA HE € MPoyyeHa.

4.6 PepTHAHTET, GPEMEHHOCT H KbPMeHe
Cy34acTOp € NpoTHBONOKA3aH MO BpeMe Ha GpeMeHHOCT | KbpPMECHE.,
/KeHn B meTepoiHa BB3pacT TpabBa Aa NPUIAraT noaxoasim KOHTPALETTHBHA MEPKH.

Tt KaTO XONECTEPONLT U APYTH NPOIYKTH HA HETOBATA GHOCHHTE3a CA BAKHH 33 PA3BHTHETO HA
[UTO/13, MOTCHUHAIHUAT PHCK OT HHXHOHpaHe Ha HMG-CoA penykra3zara € no-romm B CPpaBHEHHE C
roJIsdTa OT JIEUCHHETO N0 BpeMe Ha OpeMeHHOCT. M3cnenBaHHATa BHpPXY )HBOTHM OCHIYPABAT
OTPaHHYCHH JAHHH 32 PENPOAYKTHBHA TOKCHYHOCT (BXK. TO4Ka 5.3). AKo nallMeHTKa 3abpeMeHee no
BPEME Ha JICYCHHE C TO3U NPOAYKT, JIe4eHHETO TpsAOBa fa 6b/e He3a6aBHO MPEyCTAHOBEHO.

PosyBacTaTHH ce 0TAeNd B MISKOTO Ha ILUTbXxoBe. Hama YCTAHOBSHH AAHHH 34 OTAE/IAHE B MIAKOTO
MpH Xopa (Bxk. TO4YKa 4.3).

4.7 EdexTH BLpxy cniocobnocTTa 33 modupane u paboTa ¢ MAITHHHU

He ca nposexpany npoyysanus 3a ycTaHOBABAHE HA BIMSHHUETO Ha Cy3acTop BEPXY CNIOCOOHOCTTA 34
modgupane u pabora ¢ MalmeH. Bunpekn T0Ba, BB3 OCHOBA HAa (apMaKkOAMHAMHYHUTE CBOF
ce oyaksa Cy3acTop /1a MOBJIMAE BPXY TE3U CIIOCOBHOCTH. IIpy wodnupane wiu pabora
TpAOBa na ce UMa NpeABHA, e MOXe /14 ce MOSBH CBETOBBPTEXK 10 BpEME Ha JICYEHH

4.8 Hexenanu JiekapcTBeHH peaknnn



Hexenanure nexapcreeny PEaKUHMH, HaOII0AaBaHH NPH PO3YBACTATHH KaTO LANO ca JIEKK U

pexoaHu. B xoHTpompany knuHmuHK MPpOy4BaHHA NO-MaNKo OT 4% OT nauHeHTHTe Ha
POSYBACTATHH Ca U3TETNICHH OT NPOYYBAHHATA 3apaJli HEXEIAHH JIEKaPCTBEHH PEaKLIMHK.

TabavdeH pun Ha HEKENIAHUTE peakLiMu

B33 ocHOBa Ha ganHu oT KIMHBEYHY MPOYYBAHHA H OOLLIHPEH MOCT-
Tabauna e npeacrasen NPOGHILT Ha HEXENaHHTe PEAKLIHK Ha PO3
Hexxenanure peakuuu ca H36poeHHn no-0iy cnopesn cHcTemo-

NpPaBWIIATA [10-AQITY:

Muoro yectu (>1/10)

Hecru (21/100 mo <1/10)
Heuectu (>1/1000 a0 <1/100)
Peaxu (>1/10 000 a0 <1/1000)
Mhnoro peaku (<1/ 10,000)

C Hew3BecTHa yecToTA (OT HAIMYHUTE JAHHM HE MOXKe 71a Obae HanpaBeHa oLeHka)

Tabanua 2. Hexenann peakunm,

HOCTMAPDKETHHIOBHS OIHT

BL3 OCHOBA HA JIaHHH OT KIRHHYHH ApOYYBAHHA H

MapKETHHIOB OTHT, B C/I¢HATa
YBaCTATHH.
OpPraHHH KJ1aCOBE H YECTOTA.

CHcreMo- YectH HeuecTn Peakn Muoro peaxn | C Hen3BecTHa
OPraHeH KJiac 4eCcTOTa
Hapyienus na Tpombouuro-
KpBBTa H MEHUsA
AuM¢HaTa
CHUCTEMA
Hapyuienus Ha Peakuuu Ha
MMYHHaTa CBPbXYYBCTBHTE
CHCTEMa HOCT,
BIUTHOYHTEJTHO
AaHTHOEIEM
Hapymenus Ha 3axapeH
€HIOKpUHHATa nuader’
CHCTEMA
ITcnxuynu Henpecus
HapylUIeHH
Hapymenus na I'maBoGonue [Monuuespona- | Ilepudepna
HEpBHAaTa 3aMasiHOCT THS HEBPOMATHA,
CHCTEMA 3ary6a Ha Hapyuienus na
nameT CBHHS
(BKAOYHTENHO
O€3ChHHE U
KOLLIMAapH)
Muacrenus rpaBuc
Hapymenus Ha MucTeHus Ha
OuYHTE OUHTE
Pecnimparopun, AT
rpeAHU H
M€ IHACTHHAITHH
HApPYLICHHS
CroMaurgo- 3anex ITankpeaTur
YpEBHH ["anene
HapyLIeHUs bonku B

KopeMa




Xenarobunuapuu YBenuucHH ABTeHHIIA
HapyIICHHSA YyepHOoAPOOHH XenaTur
TPaHCAMHHA3H
Hapylenud na Copbex CHHIApOM Ha
KOXaTta u Obpus Stevens- Johnson,
NOIKOXXHATa YpTukapus JlekapcTeeHa
TBKaH peaxkuus ¢
€O3HHODWINA H
CUCTEMHHU
CHMITTOMH
(DRESS)
Hapyumenuns Ha Muanrus Muonatus Aptpanrus HMmyHomeauupana
MYCKYJIHO- ( BKJIFOWHTEJTHO HeKpOTH3Upaila
CKeNETHATA MHO3HT) MHOITATHA
cACTEMA U PabpoMuonnsa YBpexKaaHue Ha
CbC/IMHHTEJIHATA Jlynmyc-nnonoben CYXOXH/IMATA, BKJI.
THKaH CHHIOPOM YCIIOKHEHH C
Pyntypa Ha pynTypa
MYCKYJIHTE
Hapymenus ua XeMaTypus
0BOpenUTe u
MTHKOYHUTE
ITETHIIA
Hapymenus na ['uHEKOMacTHs
BB3NPOU3BOAUTE]
HaTa CUCTEMA H
rbpaara
Oo6u AcTeHus Enem
HapylLUeHHUA H
e¢eKTH Ha
MACTOTO Ha
IPWIOKEHHE

' YecToTaTa 3aBHCH OT HATHYMETO HITH JIMIICATA Ha PHCKOBH (paKTOpH (HHBO Ha KPBRBHATA 3aXap Ha TTAJHO >
2,6 mmol/l, U'TM >30 kg/m?, ysemuueny Tpurnuuepuu, anamuesa 3a XUNEPTOHHSA).

Kakro npu apyru uuxuburopu va HMG-CoA peAyKTa3aTa, Y€CTOTATa Ha HEXEJTAaHHTE JIEKapPCTBEHH
peaKkiLHK 3aBHCH OT J03aTa Ha JIEKAPCTBOTO.

E¢exTa supxy 0b6pennte: [Tpu nauuenTy, NIeKyBaHH C pO3YBAaCTATHH ¢ HA0TIOaBaHA

NPOTCHHY DU, YCTAHOBEHA ITPH U3C/IE/IBAHE C TECT-JIEHTH H KOATO € C IIPEUMHO TyOYJIeH IPOU3XOL.
B onpejiefieHH MOMEHTH OT AeUeHHETO npu <1% ot nauuentuTe Ha 10 mg 1 20 mg 1 opu
MpUOIM3HTENHO 3% OT MauMeHTHTE, NEKYBaHH ¢ 40 mg, ca HaOJIIoAaBaHU [POMEHH B H3C/I€ABAHUATA
34 IIPOTCHUH B YPHHATA OT OTPHLIATEIIEH PE3YATAT MM CIeaH H0 ++ HWiH nosede. HesHauHTeHO
OTK/IOHCHHE B [10COKA OT OTPULIATEIIEH Pe3YNITAT Wi ClIEAH KBM + € HabIioIaRaHo npu ao3a 20 mg. B
HOBCHETO CITy4an IPOTEMHYPHATA HAMAJIABA WITH M39€3Ba CIIOHTAHHO B IPOLIECA HA JIedeHHeTo, OT
UpeTiicaa Ha JaHHHTE OT KITMHAYHHUTE NPOYYBAHHA H OT MOCTMAPKETHHTOBHTE MPOYYBAHHS TOCEA HE
¢ HACHTHDULHPAHA MPHYHHHO-CIIECTREHA BPB3Ka MEXAY MPOTEHHYPHATA H OCTPO HIIH MPOrPECHBHO
OnOpeuHo 3a0onaBane.

IIpu naumenTH, nexysanu ¢ po3yBacTaTi e HabmoIaBaHa X€MaTypHs, HO JaHHHTE OT KJIH
NPOYYBAHHA COYAT, Y€ € ¢ HUCKA YECTOTA.

EdexTn BEpXy cKesreTHATA MYCKyJarypa: Be3aeincTBHA BEPXY CKEEeTHATA MYCKY
MHAJITHS, MHOTIATHSA (BEJTIOYHTE/THO MHO3HT) H, PAIKO, pabIOMHOIN3E, ¢ WK 663 oC

HEIOCTaTBYHOCT, Ca ChOOIABAHM NPY NALMEHTH, JIEKYBAHH ¢ PO3YBaCTATHH, 32 BCH
ocodeHo ¢ 1o3u > 20 mg.




YBenuueHne Ha HuBoto Ha CK BesiencTeme Ha YBEJIHYEHHE HA 103aTa € HAOMI0/IaBaHO NPH NALMEHTH,
[IpHEMALIIH PO3YBACTATHH; [TOBEYETO OT CIIYYAUTE €a JIEKH, ACHMITTOMATHYHH H NPexXoaHu. AKo

HUBOTO Ha CK ce nosuun (>5 metu ITH), neuennero TpAOBa BpeMeEHHO Aa Objie NpeyCcTaHOBEHO (BXK.
TO4YKa 4.4),

Edexrn Bnpxy 4epuus gpo6: Kaxro npy Opyru HHXHOHTOpH Ha HMG-CoA penykrasara,
YBCHIEHHE Ha TPaHCAMMHA3KTE, CBBP3aHO C JO3HPOBKATA, € HabIONaBaHO TIPH MATBK OpoH
ALMEHTH, NIPHEMANH PO3YBACTATHH; NIOBEYETO OT CIYYAUTE CA JIEKH, ACHMITOMATHYHH H NPEXOAHH.

CrneaHure Hexenauu JICKAPCTBCHH peaKUMH ca HabNKoAaBaHU NMPU HAKOH CTATHHH,
* Hapymenns na cekcyannara dyukuus

* (OTaenHy cTy4yaHu Ha HHTECpCTHUHANHA OenoapodHa 6onect, ocobeno MPH NPOTBIKHTETHO
JIEYEHHE (BXK. TOuUKa 4.4).

OT4eTeHHTE YECTOTH Ha pabHMHOIH3a, CEPHO3HH OBbOpeYHH CLOMTUA H YepHOAPOOHH CHOUTHS
(CBCTOAILH C€ IIaBHO OT MOBHILICHH HEPHOAPOOHM TPaHCAMMHA3H) Ca TI0-BHCOKH IIPH A031 oT 40 m g.

IlennaTpuyuna nonyaanus:

B KIMHUYHO MPOYYBaHe NMPM Aera K IOHOMH, IMOJIy4aBalllH pO3YBACTATHH B PAMKHTE Ha 52 CeAMHMLH,
MOBHILEHHE Ha KpeaTHHHH KWHa3a (CK) > 10xI'TH, MyckyaHu cHMITOMH cliex YIIPa>KHEHHE WIH
MOBHIICHA PHU3NYECKA AKTHBHOCT ca HAOIIOABAHH 110-4ECTO B CPaBHEHHE ¢ KIIMHUYHU NPOYYBAHUSA
IIpH BL3pacTHH (BX. To4Ka 4.4). B aApyru oTHOWEHUS npoguna Ha 6e30MaCHOCT Ha PO3yBACTATHH €
CXOICH NpH 1A H IOHOLIH, CPABHEHO ¢ Bb3PACTHH.

(CsoD1aBaHe Ha OA03MPAHH HEXKENAHH PEAKLIMHU

Cbo01maBaHeTo Ha NONO3UPAHM HEKETAHN PCaKUKHH Crea paspelliaBaHe 3a ynorpeda Ha JieKapCTBEHUSA
MPOAYKT € BaXkHO. ToBa MO3BONABA A4 MPOALIKHM HAGTIOEHHETO HA ChOTHOIIEHHETO Nnon3a/puck 3a
ICKAPCTBCHHA MPOAYKT. OT MEAHMLMHCKKTE CIIELMAITHCTH Ce U3HCKBA 14 ChOBILABAT BCIKA
[TOA03MpaHa HEXENaHa peaKlis Ype3 HALMOHAIIHA CUCTEMaA 3a ChoBINaBaHe KbM M3NbIHHTEIHATS
areHLMA No JiekapcTeara, ya. ,,Jlaman I'pyes” Ne 8, 1303 Codus, Ten.: +359289034 17, yebeaiit:
www.bda.bg.

4.9 Ilpenosupane
Hsma cnieunduyHo neueHue B CJIy4aH Ha nipeaosupane. [Ipu npenosupane malMeHTsT TpsadBa 1a ce

JICKYBa CHMIITOMAaTHYHO M /1a C€ 3aMOMHAT MOAAbPIXKALLH MEPKHM cniopea Hyxaara. YepHoapoOHara
($byHKLHA 1 HUBaTa Ha CK TpaOBa na ce cneasat. Maiko e BEPOATHO XeMoauanu3aTta ga Osae ot noJiza.

8. PAPMAKOJIOTAYHM CBOMCTBA

S.1 DapMaKkoAHHAMHEYNE CBOCTBa

PapmakoTepaneBTHuMA rpyna: [ToHwkaBalli HUBOTO HA JIMMTHAUTE ar€HTH, YACTH, HHXUOHTOPH Ha
HMG-CoA penykrazara, ATC kog: C10A AQ7

MexaHH3BM Ha felicTBHe

PosyBactaTHH € cenexkTHBeH H KOHKYPEHTeH HHXUOUTOp Ha HMG-CoA penykrasara, ckopoct-

OrpaHH4aBalllUAT CH3HM, KOWTO MpeBpbLIa 3-XHAPOKCH-3-METHITTYTAPH/T KOGH3UM A B MEBAJIOHAT,
MPEKYPCOp Ha XoNlecTeposia. OCHOBHOTO BB3EHCTBME PO3yBaCTaTHH OKa3Ba BBPXY YCPH
OpPraHbT, B KOMTO C€ W3BBPINBA HAMANABAHE HUBOTO Ha XOJIECTEPOT.

Po3yBacTtaTH yBenuyasa 6pos Ha 4epHoapoOHMTe LDL peuienTopn BupXy KiaeTbuH
KaTO 3acHBa NIOCMAHETO U KaTabou3ma Ha LDL u unxubupa yepHoapo6GuaTa cie
K4aTO 110 TO3H HAYMH HaManABa oOus Opoit Ha VLDL u LDL vactuiy.




dapMakoIHHAMHYHH edeKkTH

Po3yBacTaTuH HamaIABa MOBHLIECHUS LDL-xonecrepon, o6uns xonectepon v TpurinLepuanTe u
nosuwasa HDL-xonectepona. Toii cho nonmkasa ApoB, HeHDL-C, VLDL-C, VLDL-TG u
yBenmiasa ApoA-I (rxre Tabnuua 3). PosyBacTaTuH MOHMKABA H ChOTHOLICHMETO LDL-C/HDL-C,
o0 C/HDL-C u ueHDL-C/HDL-C u ApoB/ApoA-I.

Tabamna 3. Orroeop Ha nosara npu nauueHT! ¢ MbPBH4HA XHUnepxonecTeponeMus (Tun lla u I1b)
(KOPHIMpaH CpeaeH MPOLIEHT HA NMPOMSAHA OT H3XOIHOTO HHRBO)

Ho3a N LDL-C | O6m-C | HDL-C TG HeHDL- | ApoB | ApoA-]
C
[L1anebo 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

TepaneBTHuHMAT edekT ce 3abena3Ba B paMKHTE Ha | ceAMHLA OT HAYANIOTO Ha jJeueHHeTo H 90% oT
MAKCHMATHHA OTrOBOP C€ MMOCTHra 10 2 CeAMHLM. MaKCHMATHUAT OTrOBOP OOHKHOBEHO C€ MIOCTHa
KbM 4-Ta CeMHLA U Ce MOATbPIKA Clle] TOBA.

KauHHYHa epHKkacHOCT U 6e30nacHoCT

PosyBacTaTHH e eeKTHBEH NpH BB3PACTHH JTHLA CTpajaily OT XHIIEPXOJIECTEPOIEMHS ChC WM Oe3
XHUNCPTPUIIINLICPHICMHUA, HE3ABHCHMO OT PacoBa MPHHAAIEXKHOCT, M0JT HIIH BB3PACT U [PH
CHNCLMATHH IPYIH KaTO AMaOETHLM WM NALUMEHTH ¢ GaMIITHA XHTIEPXOIECTEPOTIEMHS.

O600wennTe naHHy ot daza Il Ha kTHHUYHUTE MpOYy4YBaHUA MOKA3BAT, Y€ PO3IYBACTATHH €
€PEKTHBEH MPH IEYEHHE Ha roNAMa 4acT OT NaureHTH ¢ tun 1la u IIb XHIIEPXOJIECTEPONEMHA (CpeHa
H3xoaHa ctorHocT LDL-C okono 4,8 mmol/l) cnopexn onpeneneaure ot Esponeiickata O6uHocT no
ATepOCKIIepo3a NPHLUETHH cToiiHocTH (EAS; 1998); okono 80% ot maumentrre Ha 10 mg ca
AOCTHIHATTA XKENaHUTE CTOHHOCTH Ha LDL-C (<3 mmol/l) cnopen EAS.

B enHo o6wMpHo npoyusaHe, Ha 435 nalMeHTH ¢ X€TEPO3UTOTHA (PAMHITHA XUTIEPXOAECTEPOIEMHA €
Oun npunoxen posyracratuu ot 20 mg no 80 mg no Moaena Ha popcupano THTpHpaHe. Beruku 103m
¢a NOKa3a/I1 OaronpHATeH eekT BbPXY TUNHIHKTE [TOKA3aTe N | HITEKYBAHE [0 MTPHUCITHUTE
CTOHHOCTH. Cliel THTpHpaHe A0 AHERHA J03a OT 40 mg (JIeYCHHE B NMPOABIDKEHUE Ha 12 ceaMULM),
LDL-C ¢ 6un nonmxen ¢ 53%. 33% OT nalmenTUTe ca AOCTHTHaTA HUBata Ha LDL-C, kaxTo ca
npenopruuaHo cnopex EAS (<3 mmol/l).

B eaHo oTBOpeHO npoyusase ¢ (opcupano THTpHpaHe Ha 103aTa NpH 42 MaLKMEHTA ¢ XOMO3UIrOTHA
(haMHITHA XHNEPXOIECTEPONEMHSA Ca OTUETEHH pe3yTaTure OT npHeMmaHe Ha 20 - 40 mg
po3yBacTaTiH. B obwiara nonynaims cpeatoro nonmxenue Ha LDL-C e 22%.

I1py KTMHMYHM U3NUTBAHKA ¢ OrpaHUYEH Opo¥ malueHTH po3yBACTATHH TOKA3BA aJUTHBHA
e(pHKaCHOCT NpH HaManABaHe Ha TPHIVIHLICPHANTE, KOraTo € NpHeMaH B KoMOWHauuA ¢ peHopHOpat u
yBenMICHHe Ha HUBOTO HA HDL-C B koMGHHauMs ¢ HHALMH (BXK. TouKa 4.4).
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B €1HO MHOMOLEHTPOBO, NBOHHO CJIAMNO, 111ale00-KOHTpoMpaHo npoyueane (METEQ
MALMEHTH MEKAYy 45 1 70 roauMiHa Bb3pacT ¢ HUCHK PHCK 32 HCXEMHYHA GONIECT Ha CF
(neHupano kato Framingham puck <10% 3a 10 FOAHHH), ¢BC cpeHu LDL-C 4.0 ol
mg/dl), Ho cbe cyOKIMHHUHA aTEPOCKIEPo3a (YCTAHOBEHA Ype3 H3IMEPBaHe Ha Caroti RH AT g -
Thickness) 6axa pangoMusupanu Ha 40 mg po3yBacTaTHH BEAHBX JHEBHO WIH ILIaL -t'.  FOAHM, ~
Po3yBacTaTHH 3HauYMTENHO 3a0aBN nporpecusita Ha MakcUManHoTo CIMT Ha pcuukm \' eda |




KapOTH/IHUTE apTepUH B CpaBHEHKE ¢ iauedo -0,0145 mm/roauna [95% aoBepHTeeH HHTEpBA -
10,0196, -0,0093; p<0,0001]. [TpomsnxaTa CTIPAMO U3XOJHHTE CTOHHOCTH 3a pO3yBacTaTHH Ipymnara € -
0,0014 mm/roauna (-0,12%/roauna [necurundukanTHo) B CpaBHEHHe ¢ ruiauebo rpynara ¢
nporpecus ot +0,0131 mm/roauna (1,12%/roauna [p<0,0001]). He e JEMOHCTPHpaHa AHpPEeKTHa
B3aMMOBPE3KA MEXAY NOHMKEHHeTO Ha CIMT HuBaTa u NOHIKEHHA PHCK OT CHPACYHOCHAOBH
cvOuTHA. Ilomynauuara s npoyueavero METEOR e ¢ HHCBK PHCK OT HCXeMHUYHA DONIECT HA CHPLETO
W HE € NPEICTaBHUTEIHA 3a TapreTHaTa NoMyJiauMs Ha posyBacTatuH 40 mg. Jo3upopkara ot 40 mg
TpsaOBa Na ce NPeANUCBa caMo NMPH MALKUEHTH C TEXKA XHUIIEPXOJIECTEPOIIEMHS ¢ BHCOK
CbPACYHOCHAOB PHCK (BXK. TOYKa 4.2).

B npoyuBaneTo “O6ocHOBKA 3a ynoTpebaTa Ha CTaTUHYU NPU IBPBHYHA NPEBEHIIUS;
HHTCPBCHIHOHATHO NpOy'BaHe 3a oueHka Ha posypactatuH” (JUPITER) e oneHen edekra Ha
PO3YBAacTaTHH BbPXy NMOABaTa HA IOJIEMH aTEPOCKIEPOTHHHH ChPACYHOCHAOBH UHIIMAEHTH TIPH
17 802 merke (=50 romuHu) M xeHH (>60 roguHn).

YHacTHHUMTE B H3C/IEABAHETO Ca PAHAOMH3HPAHHM HA ILTalE60 (n = 8901) wnu pozysactaTun 20 mg
BEAHBXK AHEBHO (n = 8901) 1 ca mpocsieaeHH 3a cpeHa NPOABDKHTENHOCT OT 2 TOIHHM.

KonuenTpauusra Ha LDL-xonectepon € HamaneHa ¢ 45% (p <0,001) B rpynara Ha po3yBacTATHH B
CpaBHEHHE C rpynara Ha miauedo.

B post-hoc aHanu3 Ha BUCOKO pMCKOBA MOArPYMA MALHEHTH ¢ H3XOAHO HHBO HA puck Framingham >
20% (1558 muua) ce HabMOAaBa 3HAYKMTETHO HAMAJISBAHE B KOMOMHHpaHaTa KpaifHa TO4Ka Ha
CBPACYHO-CHAO0BA CMBPT, HHCYNT ¥ HHQAPKT Ha Muokapaa (p = 0,028 ) npu nedeHHue ¢ po3yBacTaTHH,
B CpaBHCHHE C riauedo. AGCONIOTHOTO HaMansiBaHe Ha PHCKA B YECTOTATA HA HHIMACHTUTE Ha 1000
NALHEHT-TOANHH, € 8,8. Ob1aTa CMBPTHOCT € HEMPOMEHEHA B Ta3M BUCOKO PHCKOBA rpyna (p=
0,193). B post-hoc aHanu3 Ha BHCOKO pHCKOBa noArpymna nauxesTy (odmo 9302 nuia) ¢ u3xoaHo
HHBO Ha pHCK SCORE 2>5% (exctpanonaums fa ce Bkmouar nuua Han 65 rogunm) ce Habmonasa
SHAUTETHO HAMANIABAHE B KOMOHHHpaHAaTa KpaiHa TOUKa HA ChPAEYHO-CHAOBA CMBPT, HHCYIIT U
WH}apKT Ha Muokapaa (p = 0,0003) npu neYeHHe ¢ PO3yBaCTATHH, B CpaBHEHHE ¢ u1auedo.
AGCOMIOTHOTO HAMAIABAHE HA PHCKA B 4YeCTOTaTa HA HHUMACHTHTE € 5,1 Ha 1000 nauMeHT-roquHH.
Ob1ara CMbPTHOCT € HEMPOMEHEHA B Ta3W BUCOKO PHCKOBA rpymna (p = 0,076).

B npoyusaHeto JUPITER e umasno 6,6% OT nauyeHTHTe Ha po3yBacTaTUH H 6,2% Ha nauedo, KOUTO
Ca IPCYCTAHOBWIH U3MON3BAHETO HA HIITUTBAHHA JIEKAPCTBEH MPOAYKT, OPAJH HEXENAHU CLOUTHA.
Haii-uecTuTe He)ENaHH CLOMTHA, KOMTO Ca IOBEIIH IO NPEeKpaTABAHE HA JCUCHHUETO Ca: MHANT U
(0,3% posysacratun, 0,2% ¢ [1aue6o), kopemHa 6onka (0,03% posysacratun, 0,02% miaueto) u
o6pus (0,02 % posysacrartun, 0,03% rraue6o). Haii-uecTuTe HexenaHu peakuMH ¢ MO-rojAMa WiH
paBHa 4CCTOTa CNpaMo miauedo ca HHbEeKUMH Ha MHKOYHUTE THTHILA (8,7% posyBacraTuH, 8,6%
I1auedo), hazodapunrur (7,6% posysacratus, 7,2% Itanedo), bonku B repbda (7,6% po3yBacTaTHH,
6,9% mnaue6o) u muanrud (7,6% po3yBacTaTHH, 6,6% mnaie6o).

| leavaTpryHa nonynanus
B ABO#HO-CI1AMI0, PaHAOMH3HPAHO, MYJITHUEHTPOBO, I1anedo-KOHTpOAUpaHo, 12-ceaMUYHO
npoyusaHe (n = 176, 97 mbxke u 79 xehu), nocnensano ot 40 ceIMUYHO (n=173, 96 Mmbke u 77
KeHH) OTBOPEHO npoy4Bake ¢ $asa Ha THTPHPAHE Ha A03aTa po3yBacTaTHH, narMeHTd Ha 10-17
roaunu (II-V crenex no Tanep, xenu none 1 roguHa cien MbPBAa MEHCTPYALIHA) C X€TEPO3UIOTHA
(baMUITHA XHMIIEPXOIECTEPONIEMHS Ca MOy YaBa/IH po3yBacTaTHH 5, 10 wnu 20 mg qHeBHO HIH ru1auedo
3a 12 ceaqMuum, cileq KOETO BCHYKM Ca MOTy4YaBa/iH BCEKH JIEH pO3yBacTaTHH B MPOABLKEHUE Ha 40
CeAMHLH. B npoy4saHeTo okono 30% or naumeHTHre ca 61nm Ha 10-13 roauny u okono 17%
40%, a 25% ca 6unm I, H1, IV u V cTenen no Tanep.

LDL-xonecreponst € nonmwxken ¢ 38,3%, 44,6% u 50,0% ot po3yBacTatiH 5, 10 u 20
B cpaBHeHHE ¢ 0,7% 3a niauebo.

B kpast Ha 40 ceaAMHUYHOTO OTBOpEHO NMpOyUYBaHEe C THTPUPAHE HA A03ATA 10 MAKCHMYM
AHEBHO, 70 ot 173 mauuentu (40,5%) ca nOCTHrHAIKM HUBA HA LDL-xonecrepost no-m



mmol / |.

Cnena 52 ceamuuHo npoyusaHe He e Habro1aBaH eekT BbpXY pacTexa, Ternoro, M”TM ik nonoeoro
Ch3pABaHE (BXK. TOuka 4.4). ToBa npoy4saHe (n = 1'76) He € noxxoasAIIO 3a CpaBHEHHE HA PE/IKHTE
HEXCIAHH JICKAPCTBCHHU PEAKLIMM,

Posysactatun e 61t npoyusan npu eauo 2-FOIMLIHO, OTBOPEHO NPOYYBAHE ¢ THTPHPAHE /10 MKeTaHaTa
no3a npH 198 neua ¢ xereposurotHa dhamunna XHIICPXOECTEPOIEMHA Ha BH3PaCT MexXTy 6 u 17
roAHHH (88 MomueTa 1 110 MoMuueTa, cTaguii no Tanep <II-V). Hauyannata n03a npy BcHuky
MallMeHTH € Oula 5 mg po3yBacTaTHH BeAHbX NHEBHO. [Ipu nauueHTHTE Ha BB3pAcT 6-9 roaHuHH
(n=64) no3ara e 6una ysenuyasaua 1o MakCHMyM 10 mg BeZIHBX NHEBHO, a MPH nauMeHTuTe ot 10 10
I'7 ronunu (n=134) 1o se noeeue or 20 m £ BEAHbXK JHEBHO.

Cnen 24 mecena neyenue ¢ posyBacrarun, CpeHHA NPOUEHT Ha LS NOHWXEHHUETO B NMPOLEHTH
CHPAMO U3XonHaTa CToHHOCT Ha LDL-C e 6una -43% (u3xoaHo HUMBO: 236 mg/dl, na 24 meceu; 133
mg/dl). BB Beaka BB3pacToBa rpymna CPEIHUA NPOLIEHT Ha LS NOHMXEHHETO B MPOLIEHTH CIpAMO
H3xonHara CToORHOCT Ha LDL-C e 6m1a -43% (M3xonHo HUBO: 234 mg/dl, Ha 24 meceu: 124 mg/dl), -
45% (u3xoxHo HUBO: 234 mg/dl, Ha 24 Mecel;: 124 mg/dl), and -35% (u3xoqHo HUBO: 241 mg/d], Ha
24 mecew: 153 mg/dl) 3a cboTBeTHMTE BB3pacTOBH rpymnu oT 6 no <10, ot 10 no <14, 1 ot 14 1o <18
F'OJHHH,

Posysacratin 5 mg, 10 mg u 20 Mg Ca TOBE/IH 10 CTATHCTHYECKH 3HAYUMH NPOMEHH CIIPSAMO
M3XONHHATE HHBA U NIPH CIIEAHMTE BTOPHYHH JIMIIMIHH M JHITONPOTEHHHH NOKA3aTENH: HDL-C, TC,
non-HDL-C, LDL-C/HDL-C, TC/HDL-C, TG/HDL-C, non-HDL-C/HDL-C, ApoB, ApoB/ApoA-1.
T'e3u npomeHH ca 6MAM BUHArK B N0COKA KBM NOXOOPEeHHE Ha THITHAHHA OTITOBOP H €4 € 3aXbPKaIH
[MOBEYE OT 2 I'OJHUHH.

He e ycranoeH edexT Bepxy pactexa, Ternoro, BMI Mnu nonosoto chapsasane cies 24 Mecena Ha
neyeHHe (BIx 1.4.4).

PosyBacTaTiH € npoyyeH B PaHAOMM3IHPAHO, JBOHHOCIIANO, MNaleGo-KOHTPOIHPaHoO, MHOTOLIEHTPOBO,
KPBCTOCAHO NpoyyBaHe ¢ 1103a 20 mg BEAHEXK HEBHO, CNPAMO IUTaLe6o npu 14 neua 1 1oHOWH (Ha
BB3pacT OT 6 10 17 roannu) ¢ xomMo3urotTHa baMunHa XHIepxonecreposeMHi. IIpoyusaHeTo BKIKOYBa
aKTHBHA 4-CeIMMYHa BCTHIMTENHA (hasa Ha aueTa, 110 BPEME Ha KOATO MALMEHTHTE €A JIEKYBAHH C
posyBacTtaTun 10 mg, enHa kpucrocana daza, KOSTO BKITIOUBA [ICPHO OT 6-CEAMHYHO JIEYEHHE C
po3dyBacTatuH 20 mg, npequiecTBaHa MK MOC/IEABAHA OT 6-CEIMHUYHO TEUYEHHE C riaLebo H
noaAbpxkama 12-cenmMuuna dasa, npes koAT0 BCHYKH MalMeHTH ca JIEKYBAaHH ¢ po3yBacTaTHH 20 mg,
[TauveHTHTE, KOHTO MOCTENBAT B NPOYYBAHETO Ha T¢panus ¢ e3eTUMHO unH adapesa, npoawpKaBaT
JICHCHUETO CU NPE3 LETHs IEPHOA Ha MPOYYBAHETO.

CTaTHCTHYECKH CUrHH(HKAHTHO ( p=0,005) Hamanerue Ha LDL-C (22,3%, 85,4 mg/dL wmm 2.2
mmol/L} ce nabmoznara cnex 6 cenmuny Ha neuenne ¢ po3yBacTaTHH 20 mg, B cpaBHEeHHe ¢ NUianebo.
CTaTHCTHYECKH 3HAYUMH HAMANEHHS B 00U xonecrepon (20,1%, p=0,003), ueHDL-C (22,9%,
p=0,003) u ApoB (17,1%, p=0,024), ca Habmoaasanu. [ToHwkaBane ChILO ce Habnro1aBa nNpu
Tpurinuephanre, crorHomeHuata LDL-C/HDL-C, 06w C/ HDL-C, #eHDL-C/HDL-C u
ApoB/ApoB-I ciea 6 cenMuum Ha neyenue ¢ posyeactatud 20 mg, B CpaBHEHHE ¢ mianedo.
Hamanennero Ha LDL-C cnen 6 ceamuum Ha jieuenne ¢ po3yBacTtaTvH 20 mg, nocieaBaHo ot 6
CCAMHLIH Ha JIEYCHHE € u1alieDo, ce 3ana3pa B paMKuTE Ha 12-CeIMHYHO HEMPEKBCHATO JICYEeHHE.
Enun naumeHT € uMan no-HataThwHO noHwKasade Ha LDL-C (8,0%), O011-C (6,7%) u ne-HDL-C
(7,4%) cnen 6 cenMuuHO NeueHue ¢ 40 mg ciell MOBHIIABAHE HA [i03aTA.

llo Bpeme Ha pasiuupeno oTBopeno MPOYUBaHe, NPH 9 OT TE3H NaLMeHTH Ha 20 mg po3yBacTaZHE qalA Mg ,
He rnoseye ot 90 cenmuuy, HaMansBaneTo Ha LDL-C ce 3anaspa B paMKHuTe Ha -12,1% no -24.3%
Ipu 7-1e ouensaBanu neua u oHOWM (Ha BB3pacT oT 8 10 17 roauHM) ¢ XOMO3HIOTHA bamida/
AUTICPXOJIECTEPONEMHUA, OT OTBOPEHOTO MPOYy4BaHE ¢ POPCHPAHO THTPHPAHE (BIDK MO-TORE ) fg‘ L.
MPOLEHTHOTO noHvxkeHue Ha LDL-C (21,0%), 06w C (19,2%) u neHDL-C (21,0%) ot ni; Ggfk __‘ ¥ DA ‘.
HUBO clie] 6 CeAMHULIH Ha JIeYeHHE ¢ po3yBacTaTuH 20 mg € B CbOTBETCTBHE C TE3H, HAOION @H‘E’%“E BN/

-
- <}
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HOCOMCHOTO NO-rope Npoy4BaHe NP J€La H IOHOWH ¢ XOMO3HIoTHa (haMiuiHa
XHITEPXOIECTEPOTIEMMS.

EBponefickara areHuus no JleKapCTBaTa 0cBOOMKAABA OT 3aXbIKEHHETO 3a NIPEJOCTABAHE HA
PE3YITATATE OT MPOYYBAHHUATA ¢ pO3YBACTATHH BbB BCHYKHU NOArPYIH Ha NEeAHATPHYHATA NOITY/IaLH
34 JICYEHHCTO HA XOMO3HUIOTHA (PaMHUITHA XHIIEPXONECTEPOIEMHUA, MbPBHYHA kOMOHHHUpaHa (CMeceHa)
AMCTTHITHACMAA U 32 MpeAna3BaHe OT ChPAECYHO-CHAOBH HHIMAEHTH (BWK Touka 4.2 3a MHQOpMaIHA
OTHOCHO ynorpeba B nexdaTpusTa).

3.2 DapMaKoOKHHETHYHH CBOHCTBA

AOcopOnua. MakCUMAIHK I1a3MeHH HUBA Ce NOCTHIAT NpHOIHM3UTENHO 5 Yaca cjiea NepopaiHo
npueMaHe. ADCONIOTHaTa GHOHANTHYHOCT € MPHOAN3HTENTHO 20%.

Pasupenenenne: Po3syBacTaTHH ce oeMa OCHOBHO OT YEPHHSA Jp0O, KOHTO € OCHOBHOTO MACTO Ha
CHHTE3IHPAHE Ha XoJaecTepona H otaensane Ha LDL-C. O6emsT Ha pasnpenensne Ha PO3YBACTATHH €
npuonusuTento 134 1, PosyeactaTiH e CBBbP3aH C MIa3MEHUTE MPOTEHHH, NPEIAMHO aT0yMUHa,
npubnuzurenso 90%.

buorpancopmanns: MeraGonusmbr Ha po3yBacTaTHH € orpaHuueH (npubnuszurento 10%). n vitro
NIpOY'BaHUA HAa METaDO/IM3MA € H3NOI3BAHE HA YOBENIKH XENATOLMTH MOKA3BAT, ue pO3YyBACTaTHH e
cnad cyberpat 3a uuToxpom P450 o6yciosen metabonnanm. CYP2CY e 0CHOBHHST H30€H3HM, KOHTO
y4acTea B MeTabonusMa Ha posysactatus, a 2C19, 3A4 u 2D6 y4acTBaT B [10-MaJlKa CTeTIeH.
OcHoBHHTe MeTabomuTH ca N-1e3Mernn u stakToH. N-ge3mern e okono 50% [M0-MaJIKO aKTUBEH B
“PAaBHCHHUE C PO3yBACTATUH, IOKATO NAKTOH CE CYMTA 33 KJIMHWYHO HeaKTHBeH. Po3yBacTaTHH
onpenens noseye ot 30% oT akTHBHOCTTA Ha LUMPKyIupaums HMG-CoA HHXHOHUTOP Ha PEAYKTA3aTa.

Examanunpaune: [pubnuszurenuo 90% ot PO3YyBaCTaTHH Ce €JIMMHUHUDPAT HENPOMEHEHH ¢ (PeKATUHTE
(CBCTOALM ce OT abGeopOupano U HeabcopOUpaHO akTHBHO BEIIECTBO), KATO OCTAHAIATA HaCT Ce
€KCKpETHpa ¢ ypHHaTa. Okos1o 5% ce eKCKpeTHpa HenpoMeHeH B ypHHaTa. [LasMeHusT [OJIYKHUBOT €
OK0J10 19 Yaca. ENMMMHALMOHHUAT MOMYKHBOT He ce yBeJIU4aBa NMPH N0-BHCOKH J03H. CpeaHHsT
UIa3MEH KTHPBLHC € NpubansuTenHo 50 muTpa/yac (KoepuuneHT Ha BapHabunHocT 2 1 ,17%). Kakto
npu Apyri HMG-CoA uHxubuTopu Ha pexykrasara, YEPHOAPOOHOTO NTOEMaHe Ha PO3yBACTaTHH
BKJIIOUBA MeMOpaHHus npeHocuten QATP-C. Tozu MPEHOCHTEJT € BAXKEH 34 YEPHOAPOOHOTO
€IMMHHHPAHE HA PO3YBACTATHH.

JInHeinocT: CucTeMHaTa eKCIO3HLIMA Ha PO3yBacTaTHH C€ yYBenH4aBa MporopLUHOHaIHO Ha
NpUeMaHaTa 103a. Hama npoMsaHa 8B (JapMaKOKHHETHYHHTE [IAPAMETPH MPH MHOTOKPaTHO
NO3UpaHE,

CroenganHu NOIMYJIaHHH

Bwspacm u non: Bb3pacTra wiv noasT HAMAT KIHHHYHO 3HAYUM eeKT BepXy PapMakOKHHETHKATa
Ha po3yBaCTaTHH IPH BB3PAaCcTHH. EXCosHIUATA NPy Aela M OAPacTBALIH ¢ X€TEePO3UrOTHA
(hPaMHTHA XMITEPXOIECTEPONEMHS HAMTICHIA € [0J00HA MJIH NO-HUCKA OT Ta3H [PH Bb3PacTHH
MALHCHTH € MCannuaeMus (BX. "ITequaTtpuuHa nonynauus” no-momy).

Paca: DapmakOKHHETHYHHTE NPOYUBAHHS [IOKa3BaT, Y€ MPH HHIHBUAM OT a3MAaTCKATa paca (SOHLM,
KHTaHLH, QHWIMIMUHLM, BHETHAMLIM M Kopeiium), ce Haboasa ABYKPAaTHO MOBHIUABAHE B CpeNHATa

AUC # Crax, OTKOIKOTO IIPH MHAWBHIM OT KaBKA3KaTa paca; MpH HHAMHLH € HaJIMLE MOBUIIABAHE HA
cpennata AUC u Cuax 1,3 netv. Eauu nonynanmonen (apMaKOKHHETHYEH aHATM3 TIOKA3Ba, Y
HHAHBUINTE OT KABKa3KaTa M OT YepHATa paca HAMA KITHHHYHO 3HAYUMH Pa3/IHymA,

bvopeuno yspescoane: B enno npoyusane Ha muua ¢ pa3jinyHa cTeneH Ha 6u0peuno ys
JIEKOTO AO YMepeHo O0p0peuHo 3a6onaBane He e MOBIHAIO Ia3MeHUTe KOHLEHTPpaLHH

PO3YBacTaTHH HIIH HA HETOBHA N-Ae3MeTHIIMETab0HT. JIHUA ¢ TEXKO YBpex/IaHe (CrC
¢4 HMa/TH TPHKPATHO YEBEJIMYCHHE Ha MJ1a3MEHATa KOHUEHTPALHA B CPABHEHHE ChC 3PAB



ROOPOBOMIM M 9 IBTH MO-BHCOKA KOHUCHTpanus Ha N-nesmetwiMetabonura. PaBHoRecHuTE
IUTA3MCHH KOHLICHTPALMK Ha PO3yBacTaTHH MpH TAIIHEHTH HAa XeMOHanu3a ca NpuonuzuTenno 50%
{I0-BHCOKH B CDABHCHHE CBC 3APaBH J10GPOBOILIH.

HepHoopobno yepexcoane: B CAHO NPOYYBAHE HA JIMLA ¢ pa3/MYHa CTENEH Ha Y€ PHOAPOOHO
YBPCHAAHE HE CA NIONTYHEHH JAHHH 33 NOBHIICHA €KCIIO3HLMA Ha PO3yBaCTaTHH MpPH NMALUCHTH C
pesynrat Child-Pugh 7 vwnu no-nucek, Bripexu ToBa, npu apaMa NaLMeHTH ¢ pe3yntaT no Child-
Pugh 8 i1 9 cucremuara CKCIIO3HIMA ¢ OWjTa YBEIHYEHA HAlt-MaJIKO 2 IThTH B CpaBHEHME C JIHLIA C
NO-HHCEK pesynrat no Child-Pugh, Hama nanuu 3a nanuent c pesynrat no Child-Pugh nan 9.

I'enemuuen nonumopguzvm: Jucnosuumara va HMG-CoA PEIYKTa3HHTE HHXHUOHTODH,
BITHOHTENIHO pO3yBacTaTHH, BiI0uBa OATP1B1 u BCRP TPAHCIIOPTHH npoTenHd, [Ipu
nanuent ¢ SLCO1B1 (OATP1B1) w/unu ABCG? (BCRP) reHetnueH nomumopdusum, uma pyCK
OT YBETHHCHN® HA €KCMO3MLMATA Ha PO3yBacTaTUH. FIuHHYEY nosuMoppuzMu Ha SLCOIB]
¢.321CCu ABCG2 c.421AA ca CBBP3AHU C MO-BUCOKA €KCITO3HLMA HA PO3YBACTATHH B CpaBHEHME
¢ reotunose SLCOIBI1 ¢.521TT wiu ABCG2 ¢.421CC. Toea cneunduyHo reHoTUHzHpane He ¢
o0H4aliHa KITHHNYHA MPaKTHKa, HO 33 MALICHTH, 32 KOHTO € M3BECTHO, Y€ UMAT Te3H THIIOBE
[TOIAMOP(H3EM, C& MPenopbYBa MOHHKABAHE Ha AHEBHaTa fo3a Cy3zacTop.

{leduampuvna nonyrayua: /Be dapMakoxuHeTHUHH [IPOYYBAHHS C PO3YBACTaTHH (IPHEMAaH KaTo
TaONETKH) MIPH NEAHATPHYHM MALHUESHTH C XETePO3HI'OTHA (paMHUJIHA XHIIEPXONECTEPOIEMHS HA
BB3pacT oT 10 10 17 roxuum unu 6-17 romqunn (0010 214 naumenTH) nokassa, Ye eKCrO3HLUSTA NpH
HCAHATPHHH MAMEHTH U3TIIEX/a CPaBHEMA FIIH NO-Cl1aba OTKOJIKOTO €KCIIO3ULIHATA MPH BB3PACTHH
NauKeHTH. ExcrnosumusTa cipsamo PO3YBacTaTHH € OHJ1a NpeABHAMMA 10 OTHOLIEHHME HA A03aTa U
BPEMETO B NPOABLIDKEHUE HA 2 rOMHHM.

S.3 IIpenximuaugann qannd 3a Ge3omacnoct

IIpeaknuHuaHuTe NaHHE He HOKA3BAT CHICLHGHYEH PHCK Bb3 OCHOBA Ha CTaH/IAPTHHTE [IPOYYBAHHA 34
Oe30macHa $GapMaKkoNnorus, reHOTOKCHIHOCT H KaHIEepOreHCH NoTeHuHa1. CrenudpHUHM TecToRe 3a
¢pexTH Bpxy hERG He ca onenssany. B KJIHHHYHH TIPOYYBaHUA HE ¢a HaO onaBaHy HeKeaanu
PCAKLMH, HO Ca PETHCTPHPAHH IIPH KMBOTHH [PH HURA Ha CKCIIO3HMIUS OJIH3KH JO KITHHHYHKTE HHBA
Ha CKCUO3HIFA U Ca KaKTo crnieaBa: B npoyuBanms Ha TOKCHUHOCT IIPH MHOTOKPATHO MPHJIOKEHUE Ca
HaOMII01aBaHH XMCTOMATOIOTHYHM HIPOMCHH Ha YCPHUA APo0, HAH-BEPOATHO Ib/DKAIIH Ce HA
(hapMaKoTOTHYHOTO AeiicTBHe Ha PO3YBAaCTaTHH NPH MHIINKH, ILTEXOBE H B [I0-MAJIKA CTENeH ebexTH
BBPXY HUTBYHHA MEXYP IIPHU KYY€ETa, HO HE U [IpH MAHUMYHH. B I0ITB/IHEHME, IPH BHCOKH JIO3H €
HaOJIF0IaBaHA TOKCHYHOCT BbpXY TECTHCUTE NPH MaHMYHH H Ky4eTa.

PenpoayxtueHa TokcHunoCT € 61na w3gBena [IpH ILTBXOBE C HAMANICHHUTE Pa3sMEPH, TEIJIo, KaKTO H 10
HaMasicHaTa MPeXHUBIEMOCT Ha MAJIKUTE, HAOAI01aBAHM NpH TOKCHYHH 3a MaiikaTa JO3H [IpH
CHCTEMHA CKCTIO3MLHA HAKOJIKO ITbTH HA HHBOTO HA TepaneBTHYHA EKCIIO3HI[HA.

6. PAPMAIIEBTHYHN JAHHHN

6.1 Chnacnk Ha AOMOUIHHTE BEUIeCTBA

TabseTkaTa cLanpKa:

JlakTosa

Cununues nrokcu, KOJIOHUAcH Oe3BoaeH
Chmnduuppana Mukpokpuctanua LeNya03a
Llaperudno Huniecte

Tank

Hatpuesr creapungymapar

IloxpuTHE HA TabaeTKKATA:

XHUIIpOMeNo3a
Manuron E 421




Maxporon 6000

Tank

TuranoB auokcua E 171

XKeneszen okcua, xwint E 172

XeneszeH okcup, yepBeH E 172

6.2 HecnBMecTHMOCTH

Henpunoxumo

6.3 Cpox Ba roanoct

2 TOAMHHK

Cpok Ha roaHocT cnex nupBo oTBapane Ha HDPE OyTwikara: 100 gum.
6.4 Crennannn yciioBus Ha chxpanenne

Ha ce cbXpaHsBa B OPHrMHaNHA4Ta OMNAKOBKA, 32 Jja C€ IpeANnasH OT BJiara.

6.5 /laHHH 33 omakoBKaTa

DunmupanuTe TabneTku ca onakobann B OPA/AlW/PVC/Alu Onucrepy wn B 6ytHixu ot HDPE ¢ PP
KdllaiKa ¥ CYLIUTEN CHIIMKAreNl, NOCTaBEHH B KAPTOHEHA KYTHA.

Buaose onakosxwu:

bauctepu: 7, 10, 14, 15, 20, 28, 30, 42, 50, 56, 60, 84, 90, 98, 100 (PUAMHpaHu TabneTKH
bytunka: 30, 100 punmupann Tabnerku

He BCHYKH BHOOBe ONakoBKH MoraT na 6nnat MyCcHaTH B nNpoaax0da.

6.6 Cleusanss npeanasnan Mepkn IPH HIXBBLPJISHE

Hsama cneunanuu usnckeanus,

Hensnonssanuar nexapcTeen npoayKT MM OTNAXBYHKTE MaTEpPHaJIH OT Hero TpabBa aa ce
H3XBBPIAT B ChOTBETCTBHE C MECTHUTE M3HCKBAHMA.

7. IIPHTEXATEJI HA PA3SPEIIEHHUETO 3A YIIOTPEEA

Sandoz d.d.

Verovskova 57,

1000 Ljubljana,

CnopeHus

8. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEEA
Cysactop 5 mg: 20100591

Cy3actop 10 mg; 20100488

Cysactop 20 mg: 20100489

9. JATA HA ITBPBO PASPEINABAHE/MIOAHOBSIBAHE HA PA3PEIWES
3A YIIOTPEBA -

Jata Ha mepBo pa3spewasane; 23.09.2010



Jlata Ha nocnegHo nogHoBsaeane: 06.08.2021

10. JAATA HA AKTYAJ/IM3UPAHE HA TEKCTA

01/2022




