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1. UME HA JIEKAPCTBEHUSA ITPOAYKT
6 334-2 03-09- 2008
Pozetun 10 mg/10 mg ¢punmupanu tabnerku ot S

Pozetnn 20 mg/10 mg ¢unmupanu Tabnetku

Rozetin 10 mg/10 mg film-coated tablets
Rozetin 20 mg/10 mg film-coated tablets

? X KAYECTBEH U KOJIMYECTBEH CHCTAB

Pozetun 10 mg/10 mg: Beska ¢uamupana tabnerka cwvabpka 10,40 mg posysacmamun kanyuii
(rosuvastatin calcium), koWto e exkBHBajeHTeH Ha 10 mg posysacratun, ¥ 10 mg e3eTHMHG
(ezetimibe).
Poszetnn 20 mg/10 mg: Bceska ¢unmupana tabnetka cwvavpxka 20,80 mg posyeacmamun xanyuis
(rosuvastatin calcium), xolito e exBuBaneHTeH Ha 20 mg posysactaTvH, U 10 mg e3eTumu6
(ezetimibe).

[1OMOLIIHO BELIECTBO ¢ H3BECTHO ACHCTBHE:

Posernn 10 mg/10 mg: Beska ¢unmupana tabnerka cwbabpika 200,50 mg nakTo3a MOHOXHApAT
(ekBuBasieHTHa Ha 190,47 mg nakro3a, 6e3Bo/Ha).

Posetnn 20 mg/10 mg: Beska ¢unamupana Tabnerka cuaspxa 200,50 mg nakTo3a MOHOXHApPAT
(exBuBaneHTHa Ha 190,47 mg nakro3a, 6e3BoHA).

3a MbJIHUA CMTHCHK Ha NMOMOILHUTE BELIeCTBa BHXKTe TOuka 6. 1.

3. JIJEKAPCTBEHA ®OPMA

Ouamupana tabnerka.

Posetnn 10 mg/ 10 mg: bexoBH, KpbriM, ABOHHO-M3NBbKHAIH (DUIMHpPAHH TaGNETKH C JAMAMETHP
npubau3nuTenHo 10 mm u ¢ BuIb6HaTO penedHo o6o3Hauyenne “EL4™ ot enqnata um ctpana.
Posetnn 20 mg/ 10 mg: JXXbatH, kpbrim, ABOHHO-M3MBKHAMH (UIMHpaHH TabneTKH C JAMaMeTsp
npubausurenHo 10 mm u ¢ BTE6HaTO penedHo 0603HaueHue “EL3” or enHara uM cTpana.

4. KJUHWUYHHU JIAHHH

4.1 TepaneBTHYHH NOKA3AHHA

[IbpBHYHA XHNepXosiecTepoaeMus / XoMO3HroTHa hamuina xunepxonecreponemus (HoFH)

PoseTuH e nokasan kato no6aBka KbM JHeTaTa 3a JieYeHHE Ha MbPBHYHA XHMIEPXOJIECTEPOIEMHS
(XeTepo3uroTHa (paMuIHa WK He(paMHIIHA) WIIK XOMO3MIOTHA (D)aMHJIHA XHMIIEPXOJIECTEPOIEMHS KATO
3aMECTBALLO JICYEHHE MPH BB3PACTHH TMALMEHTH, aJ€KBaTHO KOHTPOJIMPAHH OT PO3yBACTATHH M
€3eTUMHO, NpHEeMaHH €IHOBPEMEHHO B CBLUMTE 103H KATO Te3M Ha (MKCHpaHaTa KOMOWHALMS
JIEKAPCTBEH INMPOAYKT, HO KaTO OT/AEJIHU MPOAYKTH.

[IpeBeHLIMs HA CHPAEYHO-CHIOBH HHLIMAECHTH
Po3eTHH € nokasaH 3a HaMassiBaHe Ha PHUCKa OT CbPAEYHO-CBHAOBH CHOUTHS (B




4.2 /103HpPOBKA B HAYHH HA NPHJACKEHHE

do3upoBka
[TaumeHTHT TPadBa a € Ha NMOAXOAALLA JHMKAC-NOHKXKABALIA AHEeTa H TpAOBa Aa NMpPOABIKH Ta3u

AueTa no BpeMe Ha neueHueTo ¢ PoseTun.

Po3zeTHH He € moaxoadll 3a Ha4anHO Je4YeHHe. 3ano4yBaHe Ha JICYEHHE WIH aKko € HeoOXO0AMMO
KOpHIrHpaHe Ha Jo3aTa TpaOBa Aa cTaBa ¢ MOHOKOMIIOHEHTH H CI€H OMNpeAesisHe Ha NOOXOAALIHTE
A03H Ja C€ MpEeMHHE, aKO € BBb3MOXKHO, Ha (HKCHMpaHaTa KOMOMHALMA NE€KApCTBEH MPOAYKT OT
NMOAXOAAIIHTE KOHLCHTPALIWH.

[TauueHTsT TpadBa 1a H3NON3Ba KOHUEHTPALMATA, OTIOBapAlla Ha HETOBOTO NPEAXOIHO JICUEHHE.
[lpenopbuanara no3upoBka ¢ 1 tabnerka Po3eTHH nHeBHO.

Eonospemenno npunodicerue CbC CeK8ECMPARMU HA HCTLYHU KUCEAUHU
Pozetun TpabBa na ce npuema >2 uyaca npean uaM >4 yaca ciel NMPHEM HA CEKBECTPAHT Ha ¥IbYHH
KHCENAUHY (BHXKTE TOUKaA 4.5).

Heouampuuna nonynayus

BezonacHocTTa M eduKacHOCTTa Ha €3eTHMHO+pO3yBacTaTHH NPH Aella Ha BB3pacT noa 18 ronuHu sce
owe He € ycTaHoBcHa. HanwuxuTte noHactosieM JaHHM ca onucaHu B Touxkd 4.8, 5.1 u 5.2, Ho
NpenoOpPbKH 32 AO3HPOBKATa He MOTaT Aa ObJaT Aa/IeHH.

Cmapuecka év3pacm

Ilpn nauyenTd >70 roguHK C€ NPENOpPLYBA HAyYallHA A03a OT 5 mg po3yBacTaTHH (Bx. Touka 4.4).
KoMburanmaTa He € noaxoadlla 3a HAYaNHO JieueHKe. 3anoysaHe Ha JIeUeHHE WM aKO € HeoOXOIMMOo
KOpPHrHpaHe Ha Jo3aTa TpsAOBa Na craBa ¢ MOHOKOMIIOHEHTH H CJ€l ONpefe/isHE Ha MOAXOAALLHTE
JAO3H Ja C€ TNpEeMHHE, aKO € BB3MOXHO, Ha (PHKCHpaHaTa xOMOUHALMA JIEKapCTBE€H NPOAYKT OT

NOAXOOALIHTE KOHICHTPALMH.

Yeprodpobro yspexcoane

He e HeOOX0AHMO KOPDMIHpaHe Ha A03aTa MpPH MaLHEHTH ¢ IEKO YepHOAPoOHO yBpexaaHe (5 10 6 no
ckanata Ha Child Pugh). Jleuenne ¢ PozeTnH He ce npenopbusa npH naiMeHTH ¢ yMepeHa (7 10 9 no
ckanara Ha Child Pugh) wnu Texka (>9 no ckanara Ha Child Pugh) ueproapobua aucdynkuns (x. T.
4.4, 1 5.2). Po3eTH € NpoTHBOMOKAa3aH NpH NALKMEHTH C aKTMBHO YepHOAPOOHO 3abongeane (BXK. T.
4.3).

bvbpeuno yepesicoane

He e HeoOX0OHMO KOpHIrHpaHe Ha fo3aTa NpH NAUKEHTH ¢ Nexo OnOpeuHo yspexnane.
[IpenopbuvTenHaTa HavanHa A03a NPH DAUUEHTH ¢ yMepeHO OnLOpedHO yBpekaaHe (KpeaTHHHHOB
KiHpbHC <60 ml/min) e 5 mg po3yBacTaTuH.

Ynorpebata Ha PoseTuH npu nauueHTy ¢ TexKo 00peuHO yBpexKaaHe € NPOTHBONOKAa3aHa 33 BCHUKH
o034 (BXK. TOYKH 4.3 ¥ 5.2).

Paca

[1py naumeHTH OT a3aTCcKkaTa paca ce HabmoaaBa NOBMILIEHA CHCTEMHA €KCITO3HLIMA Ha PO3YBacTaTHH
(Bx. Toukn 4.4 u 5.2). IlpenopbunrentHara HayaiHa J03a NMpPU NaLMEHTH C A3HATCKH NPOU3X0A € 5 mg
po3yBacTaTMH. (PMKCHpaHaTa KOMOHHALMA NEeKapCTBeH NPOAYKT HE € MNOAXO0AAINa 338 HAYalHO
JeyeHre. 3a 3aMOYBAHE HA JI€YEHHE WIH 3a KOPHIMpaHe Ha Jo03aTta TpAOBa fga Ce W3MOJI3BAT
MOHOKOMIIOHEHTHH MPOIYKTH.

I'enemuuen nonumopghuzom
N3ecTHH ca cneun¢pUUHA THIOBE Ha I€HETHYEH NOJIMMOP(H3IBM, KOMTO MOTa
NOBULIEHA €KCIIO3ULHA Ha pO3YBACTATUH (BXK. T. 5.2). 3a nmauFeHTH, 3a KOUTO €//M35%

TAKHBA CACUM(PHYHH THMOBE HA NOTMMOP(PHIBM, CE MPENOPbYBA MO-HUCKA AHEBHY ? A RPRe2Y
4 ‘-

Y - .
¥ ..

Ho3uposxa npu nayuenmu c npeopaznorazawu paxmopu 3a pazeumue Ha Muony
[lpenopbunTenHaTa HauanHa A03a NPH MAUWEHTH C MpeApaznojnaraly ¢s
MHOMATHA € 5 mg po3yBacTaTHH (BX. T. 4.4). OukcupaHata KOMOHHAUMA JeKa




MOAXOAALNA 32 HAYaJIHO IeYEHHE. 3a 3aNOYBAHE Ha JICYEHHE WK 3a KOPUTHpaHe Ha 103aTa TpabBa fa
C€ H3NOJI3BAaT MOHOKOMIIOHEHTHH NPOAYKTH.

Cvnvmemeawya mepanus

PosyBacTaTHH € cy6cTpaT Ha painuuyHM TpaHcrnioprepHu nporeduun (Hanp. OATP1B1 u BCRP).
PuckbT OT MHOnatHa (BKMOUMTENHO paGloMHONM3a) ce noBMuIaBa, korato PosetwH ce npuwiara
CAHOBPEMEHHO ¢ OTIpPelC/ICHH JICKapCTBEHH MNPOAYKTH, KOWTO MOFaT JAa NOBMWAT IUIa3MEHaTa
KOHLUEHTpalMs Ha po3yBacTaTHH, NOPaAH B3aHMOICHCTBHE C TE3H TPAHCMOPTEPHH NMPOTEHHH (Hamp.
UMKIOCTIODHH M HAKOM MNpOTeasHH HHXHOMTODH, BKIIOUHTENHO KOMOHHALIMM HA PHMTOHABHp C
aTasaHaBHMD, JIOTTMHABUP W/HIIK TUNPAHABUP; BXK. TOUkH 4.4 1 4.5).

Koraro € Bb3MOXHO, TpA0Ba la ce HMaT NPEeABHA ATTEPHATHBHH JIEKAPCTBA U, ako € HeoBX0auMo, Aa
CE€ HMa DNpPCABHA BPEMCHHO TipekpaTaBaHe Ha JacuenHero ¢ PozetdH. B cioywau, xorarto
€AHOBPEMEHHOTO TPWIONKEHHE Ha TEe3H JIEKAPCTBEHH NpoAyKTH ¢ PoseTHH e HeniGexro, Tpabea
BHHMATEJIHO Aa ce OOMHCIAT MoN3aTa H pHCKa OT ChITBTCTBALLOTO JIeHEHHE M KOPEKLHA Ha J03aTa Ha
pO3yBacTaTHH (BXK. TO4Ka 4.5).

HauunH Ha npuaoxeHune

3a nepopasiHO NPUIOKEHHE.
Po3eTHH TpAOBa na ce NpHEMa BCEKH JIEH, BEAHBK AHEBHO, MO €JHO U CHILO BPEME Ha ACHS, C WIH Ge3
xpaHa. TabneTkata TpaGea aa ce norseiua Us1a ¢ BOAA.

4.3 IlpoTHBONOKA3aAHHA

— llpu nauMeHTH CbC CBPBXYYBCTBHTEIHOCT KbM AKTHBHHTE BELIECTBA MIM KbM HAKOE OT
MOMOLUHUTE BELECTBA, H3OpoeHH B T. 6.1.

— o Bpeme Ha OpeMeHHOCT, KbPMEHE W NPU KEHH C JETEPOAEH MOTCHLMAJN, HENpWiAralLy
NOAXOAALIH KOHTPALUEITTHBHY MEPKH (BK. T. 4.6).

— Ilpu naumeHTH ¢ aKTHMBHO 4¢pHOApOOHO 3aGonsBaHe, BKIIOYHTENHO HEYTOYHEHO,
NPOABIDKHTENHO NOKAUBAHE HA CEPYMHUTS TPAaHCAMMHA3H M BCAKO TMOKAYBAHE Ha CepyMHa
TpaHCaMHHa3a, NpeBHILIABAILO TPH NbTH ropHara rpanduua Ha HopMara (I'TH) (Bx. T. 4.4).

— Ilpn naumentn ¢ Texxo 6u6peuHo yBpeknaHe (KpeaTMHHHOB kaMpBHC <30 ml/min) (Bx. T.
4.4),

— [Ipu nauueHTH ¢ Muonatus (Bx. 1. 4.4).

— Ilpy naumeHTH, npHeMamM €QHOBPEMEHHO KOMOHMHALUATA coocOysup/Bennaraceup/
BOKCHIIaNpeBUp (BXK. T. 4.5).

— Ilpu nanuenTH, NpUemMaluy eAHOBPEMEHHO LIHKIOCTIOPHA (BXK. Touka 4.5).

4.4 CoeuHajanm npeaynpexJeHHS H NPEANA3HH MEPKH PR ynorpeba

EdexTy BbpXY CkeneTHaTa MycKyJaTypa

Edexry BbpXY CKeneTHaTa MycKyjaTypa, Hanp. MMairMs, MHONATHA M PAAKO pabGaoMuonH3a ca
cbOOLABAHH NpPH JIEKYBaHH ¢ PO3YBACTATHH NAlUWEHTH MPH BCHYKH 034 U 0COGEHO NpH A03M
>20 meg.

Cnen myckaHe Ha maszapa Ha e3eTHMMO ca CbOOLIaBaHM Clyuad Ha MHONATHA H paGaoMMOnM3a.
Brnpeku ToBa, pabaomnonnsa e chobLiaBaHa MHOTO PAOKO MPH MOHOTEPATIHA C €3eTHMHMG H MHOTO
PAIKO NPH N0DaBAHE HA €3€THMHO KbM APYTH CPEACTBA, 32 KOMTO € M3BECTHO, Y€ MOBHMINABAT PMCKa
oT pabaoMHonu3a,

[Ipn nonosupaHe Ha MHOMATHA NOpanH MYCKYNHH CHMNTOMH WIH aKO Takasa € NMOTBBPAEHA OT
HHBOTO Ha KpeaTHH ¢ochoknHazara (CPK), Poserun, kakro m BcHuku apyru cpenc:'raa KOMTO
NaUMEHTHT MPHEMAa €AHOBPEMEHHO, TpAOBa He3abasHO Aa ObIaT cnpeHm. Bcuqku n‘,‘ W, N
3anouysar neuycHHe ¢ PoseruH, Tpsbea na 6bAaT yBEIOMEHH 3a pHCKa OT M 3. St
HHGOpMHpaHH na chobluasat 3a HeoOHuaiina mMyckynHa Gonka, '-lyBCTBH'I‘EJ'IH i &
Touka 4.8).




MuacTeHus rpaBuc

B Hakonxo cmyuas ce cpobulaBa, 4e cTaTMHMTE HHAyUHpar de NOVO WM BJIOIIABAT Beue
CHLICCTBYBallla MHACTEHHS TPaBUC WM OYHA MUACTeHH (BXK. Touka 4.8). [Ipuioxenunero Ha PoszeTun
TpAbBa 1a ce cnpe B ciyvali Ha BroOlWaBaHe Ha cummToMHTe. MMa chobBlIEHUs 3a peuUrIMB NpH
(MOBTOPHO) MpHiaraHe Ha ChLLMA WIH Pa3jIHYEH CTATHH.

H3mepBaHe Ha KpeaTHHKHHA3ATA

KpearunknHasara (CK) He Tpa6Ba aa ce uzmepsa cliell yCHieHH YNpaOKHEHUS WIH DU HaRH4YHE HA
Apyra nphyinHa 3a nosMwasaxe Ha CK, XoeTo MoXe na 3aTpyAHH MHTEpNpeTHpPaHeTO Ha pe3y/TaTHTE.
Ako HuBata Ha CK ca 3Ha4MTENHO NOBHILEHH NPH H3XOAHOTO HHMBO (>5xI'TH), e Heobxoaumo na ce
MPOBEAC H3CICABAHE 3a NMOTBLPKAABAHE HA PE3YJTATA B PAMKHMTE Ha 5-7 AHM. AKO NOBTOPHOTO
H3CICABaHE NOTBBPAH H3X0AHO HHBO Ha CK >5xITH, ne Tpabea aa ce 3anouea neyenue.

IIpeou nevenuemo
PozeTuH TpsaGea na ce mpeanMcBa ¢ NOBHMINEHO BHMMAHHME MpPU MALKEHTH C npeApa3noaraiiy
akropu 3a MHonaTHa/pabaoMuonunsa. Takupa GaKTOpH BKIIOYBAT:
— bnbpeuno yBpexnaue.
—  XHNOTHPEOHOH3IEBM.
— JlnuHa unu GpaMujIHa aHAMHE3a 32 HAaCNeACTBEHH MYCKYJIHH 3a60/15BaHHA.
— [lpeawecTraia aHaMHe3a 3a MYCKYJIHA TOKCHYHOCT C apyr uHxuburop Ha HMG-CoA
penykrasara Hnu ¢pubpar.
— 3noynorpeba ¢ ankoxon.
— Bwapact >70 roaunm.
— CHTyauuu, npy KOMTO MOXe [1a Bhb3HHKHE NOBHILABAHE HA TUIa3MEHHTE HMBA (Bk.T.4.2,45
3.2).
— EnanospeMenHa ynorpe6a Ha ubparw.
[Ipn TakuBa naumeHTH TpsGBa Aa ce 06CHAM CHOTHOILIEHHETO Ha PHUCKa OT JICUEHHETO H BB3IMOXKHATA
1nojsa u €€ NpEropbp4Ba KIMHKWYHO HabmoacHne. Ako HuBata Ha CK ca 3HaUYMTENHO MOBRIIEHH npu
H3X0aHoTO HUBO (>3xI'TH), He Tpabea pa ce 3anousa neueHwue.

110 epeme na revenuemo

Ilaupentute TpaGea na 6baaT NOMoJIeHH Aa cHOOLIABAT He3a6ABHO 33 HEOOICHHMM MYCKYJIHH OOJKH,
C1abOCT WIIH Cr1a3MH, 0COGEHO, aKO Ca CBBP3aHH C HEPA3NOJIOKEHNHE WINH TpecKa. Ilpu Te3n naumeHTH
TpabBa na ce w3mepsat HuBata Ha CK. Jleuensero TpaOBa na ce cnpe, ako HuBata Ha CK ca
3HAYMTE/IHO MOBHUICHH (>5XI'TH) wnu ako MyckyaHuTre cummromu ca Texku mu NPUYHHABAT
CIKCAHEBHO HEpa3noyokeHue (AopH ako HuBata Ha CK ca <5xITH). Axo cHMOTOMUTE OTIUYMAT U
HupaTa Ha CK ce Hopmanusupar, TpaGBa na ce OOGMHCIM MOBTOPHOTO BLBEXKAAHE HA pO3yBacTATHH
HIH anTepHaTHBeH WHXHOWTOp HAa HMG-CoA penykrazata B Haii-HHCKAaTa 1032 NP BHHMATEAHO
npociensBaHe Ha nauueHTa. PyTHHHOTO mpocnenasaHe Ha Husata Ha CK npu naunentn Gea
CHMITTOMH HE € HeoOXoauMoO.

Hma MHOTO peaKH ChoOLIEHNS 328 HMYHOMEIHHpPaHA HeKpoTH3Hpawa muonatus (IMNM) no speme Ha
WK CICA JCHCHUE CBC CTATHHH, BKIIIOMHTENHO po3yBacTaTHH. IMNM knuHH4HO ce xapakTepH3Hpa ¢
NpOKCHMaHAa MyCKyJIHa 60JIKa M MOBHUIEHH CEPYMHH HHMBA HA KPEATHHKHHA33, KOWTO NEPCHCTHPAT
HE3aBHCHMO OT NMPEKBCBAHETO HA JIEYEHHETO CbC CTATHHH.

[Ipn KIMHHYHKTE NPOYYBaHHA JIMMICBAT AOKA3ATENCTBA 33 MNOBHIICHH edeKTH BBLPXY cCKeneTHarta
MYCKYNIaTypa NpH Matbk Opoi nauHeHTH, JieKyBaHH ¢ Po3yBACTATHH H APYrO CHITLTCTBALIO NEYeHHUe.
Bnnpeku ToBa, e HabmoaapaHa NOBHILIEHA YECTOTA HA MHO3MT H MHOMATHS NpH NaLHUEHTH, NPHEMaIIlH
apyrd MHXHOHTOpH Ha HMG-CoA peayxTazata emHOBpPeMEHHO c NPOM3BOAHH Ha ¢ubpHHOBaTa
KHCE/IHHA, BKMOYHTEIHO reM(HOpO3WI, UMKIOCNOPHH, HHKOTHHOBA KHCENWHA, a30JI0BM

NPOTHBOrLOMYHH CPEACTBA, NPOTEA3HH HHXHOUTOPH H MAKPOTHIHU aHTHOHOTHLIN. n \
Ny

'em¢pubpo3nn nopuinaBa pucka OT MHONATHA, KOraTo ce npHeMa eqHOBpPEHE
uHxuburopn Ha HMG-CoA pepykrasata. Ilopaau ToBa He ce npenopLuBa / MO,
po3yBacTaTMH M remdudbposun. Ilonsata or JombiHMTENHM npoMeHH Ha JHUHED
koMOMHHpaHa yrmoTpeGa Ha po3yBacTaTHH ¢ GUOpaTH WIKX HMALMH TpAOBa Id FHkriBRUMETES
NMpeLCHEHA CNPAMO MOTEHUKAITHHTE PHCKOBE NMPH TAKHBaE KOMOWHALIKMK. % ‘-iﬂ e

Poszetun He Tpabsa na ce ynorpe6ssa npH naimeHTtH ¢ OCTPH, CEPUO3HH CHCTOA
MHONATHR WKW MNpeApasnonarally KbM pa3BuTHE Ha ObOpeuHa HeZOCTaTHHHOR)
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pabLoOMHONH3A (Hanp. CEMCHMC, XWNOTOHHMSA, 3HAYMTEIHA XHPYPrHHHA ONepaus, TPABMa, TEXKH
METabOIUTHH, €HAOKPHHHH WIIH €NIEKTPOIIHTHH 3aG0NSBAHKS WIH HEKOHTPOMHPAHH IrbpYOBE).

EdexTr BbpXy yepHus apobd

Ilpn koHTponMpaHM mnpOyuBaHMs 3a EAHOBPEMEHHO NPHIOKEHHE INPH NALMEHTH, npHeMaulM
€3¢TUMHO CBC CTaTHH, € HabmoAaBaHO TNOCHEABALIO YBEIMYEHHE Ha TpaHCaAaMHHa3HTe (=3 NbTH
ropHara rpanvua Ha Hopmara [I'TH])).

IlpenopbuuTenno € na ce HanNpaBAT (QYHKUHOHATHH YEPHOAPOOHM M3CNedBaHMs 3 Meceua cien
34MOYBAHE HA NEYCHHETO C PO3YBACTATHH. JleueHHETO ¢ po3yBacTaTHH TpsGBea N2 c€ MPeyCTaHOBH WM
AO3HPOBKATa Ja C¢ HaMa/M, aKO HHBOTO Ha CepYMHWTE TpaHCaMMHA3H HaJBMLIABAa 3 NMbTH ropHarta
rpaHHLa Ha HOpMaTa.

Hpn nauMeHTH ¢ BTOpHYHA XHMOEPXONECTEPONEMHA, NPHYMHEHA OT XHIOTHPECOUANIBM WK
HedpoTHYeH CHAPOM, Tp26Ba na ce JieKyBa OCHOBHOTO 3a60NsBaHe NpPeAH 3aModBAHE HA JICHCHHE ¢
pPO3YBacTATHH.

[Mopanu HensBecTHHTE eeKTH OT NOBHLIEHATA EKCIO3MLHA HA €3€THMHG MPH MALMEHTH C YMEPEHO
N0 TEKKO 4EPHOAPOOHO yBpexkKAaHe, NPH TAX He ce Npenopbusa PozeTHH (BX. T. 5.2).

Yepuonpobuo 3abongpase U anxkoxon

Kakro npu apyrure unxuburopn Ha HMG-CoA penykrasara, posyBactaTvH Tpa6Ba na ce H3NO/I3Ba C
0COOEHO BHUMAHHE NPH NALKEHTH, KOUTO KOHCYMHPAT NMPEKOMEPHH KOJIHYECTRA A/IKOXON HWUAM HMAT
aHaMHe3a 3a YepHOapoOHo 3ab0n9BaHe.

Edekt# BhpXy 6B6penuTe
[Ipu nauxenTH, NeKyBaHW ¢ MO-BHCOKM 03M PO3yBacTaTHH, ocobeno ¢ 40 mg, e HaGmojaBaHa

MPOTCHHYPHA, KOATO € YCTAHOBEHA C TECT-IICHTHYKH K € NPEAMMHO ¢ TyGynapeH npousxo, U KoATo e
Ousia BpeMeHHa HAM NepHOAHYHA B MOBeYeTo caydan. He e nokasamo, ye NPOTEHHYPHUATA NPEACKA3Ba
OCTPO WM NporpecuBHO 6nOpeuno 3abonasane (Bk. T. 4.8).

3axapeH aAuaber

HakoH nokasaTencrsa npeanonarar, 4e CTATHHHTE KATO Kiac MOBHLIABAT KPBBHATA IIOKO3a M npH
HAKOH NMAalHEHTH C BUCOK PHCK 3a pa3BUTHE HA nualer B ObAele, Morar Ja noBenaT A0 TAKOBA HHBO
Ha XHMEPrJIMKEMHs, NPH KOCTO € MOAXOIALILO NPWIaraHe Ha PeROBHATa rpxka npH anaber. Tozu
pHCK, oDave, ce HanaensBa OT MOHWXKABAHETO HA CHAOBMA PHUCK CbC CTATHHM M CJICHOBATENHO HE
Tps6Ba 1a 6LAe NpuuKHA 32 CNMPAHE HA JIEUEHHETO ChC CTATHHU. PUCKOBHTE HalMEHTH (rmoko3a Ha
rnaaHo 5,6 no 6,9 mmol/L, unnekc Ha tenecnara maca (BMI)>30 kg/m?, nosuurenn TPHIJIMIEPHAM,
XHMEPTOHHA) TpabBa Aa OBAAT NpocnielABAHM KAKTO KIMHHYHO, Taka H OGHOXMMMYHO, cropes
HALIMOHA/THHTE PBKOBOACTBA.

B npoyusanero JUPITER, cbobwienata ofwma uectora Ha 3axapeH auaber e 6una 2.8% 3a
po3yBacTaTHH K 2,3% 3a ninane6o, NpeARMHO NPH NALMEHTH C TIIOKO3a HA TMATHO 5,6 1o 6,9 mmol/l.

HurepcTuumanba 6enoapobha Sonect

HMa cvoOLICHHA 32 H30TMPaHH CyyaH Ha MHTEPCTHUMANHA GenoapobHa Gonect npu NPWIOKEHHE Ha
HAKOH CTaTHHH, OCOOCHO NMPH NPOABLDKHTENHO JleyeHHe (Bx. T. 4.8). KnHHHYHHTE NposBH MoraT Aa
BKITIOYBAT JHCITHES, HENPOAYKTHBHA KalIMUA M BIOIMaBaHe Ha o61IOTO CheTodHHME (YMOpa, 3ary6a Ha
TErNO M TPEcKa). AKO UMa NOJIO3PEHHE, He MALUNEHTHT € Pa3Biil HHTEPCTHLMANHA benonpobHa 6onecr,
JICYCHHETO CHC CTaTHH TPAOGBa Na ce NpeyCTaAHOBH.

[IpoTeazHy HHXHOUTOPH
[ToBHileHa CHCTEMHA €KCMO3MUMA HAa PO3YBACTATHH € HabnIonaBaHa NPH NALMEHTH, npreMaLy
PO3YBACTaTHH CAHOBPCMEHHO C Pa3IWYHH NPOTEa3sHH MHXHOHWTOPH B KOMOWHalWMA ¢ PHTQHARM
Tpabsa na ce ob6cvam nomsara OT MOHWKABAHE Ha NHIHAMTE Ype3 ynotpeda H G0y
nauuMeHTH ¢ XHB, npuemamn nporeazHn HHXMOMTOPH M BB3MOXKHOCTTA 3a MOB et FTasMeHY
KOHLUEHTPaUHH Ha po3yBacTaTHH, NPH 3allOYBAHE Ha JICYCHUE M THTpHpaHe Ha PPRBACTE

Le S e
NAlMEHTH, JICKYBAHH C NMPOTea3HH MHXHOUTOPH. ENHOBPEMEHHOTO NpHNoKeHHe cf Hkd S

HHXHOHTOPH He Ce MpenopbyBa, OCBEH aKO 03aTa Ha PO3YBACTATHH He Ce KOpUIrupa (&




®ubparu

bezonacHoCTTa M edHKACHOCTTA Ha JIEUEHHETO C €3€TUMHMO, MPUNATAH 3a€AHO C ¢ubparu, He e
YCTaHOBCHA (B, no-rope U T. 4.3 n 4.5).

[IpH cpMHEeHHs 3a XONeNHTHa3a MpM MalMEHTH, npueMamd PoseTHH M ¢enopubpar, ca nokazaHu
U3CNCBAHUA HA HUTBYHHA MEXYD H TOBA JicueHHe TpAOBa na 6bae npeycraHoBeHo (BXK. T. 4.5 1 4.8).

AHTUKOATrYJIAHTH
HMHTepHaUMOHANHOTO HOpMaNH3HpaHo choTHOWeHue (International Normalised Ratio, INR) TpaOBa aa

C€ npocneassa no HeoOXOAUMMA HAuYMH, ako PoseTHH ce noGasu KbM BapdapHH, APYr KYMapHHOB
aHTHKOAaryJaHT Wik GayuHIHOH (BXK. T. 4.5).

Llnxknocnopux
Brkre TouxkH 4.3 n 4.5.

@!3@033 KHCCJIHHA

Po3eTtHH He TpsabBa na ce mpunara eAHOBpPeMEHHO ¢ Gy3MIOBa KMCEIMHA 34 CHCTEMHO NPUNOKEHHE
WIM B PAMKHTE Ha 7 AHM Cllell CMpaHe Ha neueHHeTo ¢ dy3unosa kucenusa. [Ipu naumenTy, npH
KOHTO CHCTEMHATa Tepanusd ¢ (y3ugoBa KHCENMHA C€ CYMTA 3a OCHOBHA, JICUYEHHETO CbC CTATHHM
TpsOBa fna Obae NpeycTAaHOBEHO MNpe3 LEeNMs MEPHOA Ha JIeYEHHEe C ¢y3unoBa kucenuHa. Uma
CbOOLIEHH 3a CTy4aH Ha pabIOMHONH3a (BIIIIOYHTEHO ¢ JIETAIEH H3XOA) NPH NaLHMeHTH, pHEMaLlH
dy3ua0Ba KUCENMHA U CTATHHH B KOMOHHalKa (BX. T. 4.5). [TaunenTsT TpabBa aa 6bae NochBeTBaH
la MOTHPCH He3abaBHO MEJMUMHCKA NOMOLL NMPH Bb3HHKBAHE HA CHUMITOMATHKA KAaTO MYCKYJIHA
cnaboct, 60KH WM YYBCTBHTETHOCT.

TepanusaTa chC CTaTUHH, Moxke na ObIe BBL3CTAHOBEHA CeNeM AHHW clel MOocNeaHaTa 1o3a ¢y3unoBa
KHCE/IHHA,

Ilpn m3rTIOUMTENHN OOCTOATENICTBA, B KOHTO € HEOBXOAMMO NMPOABIDKHTENHO CHCTEMHO NPUIOKEHUE
Ha (Qy3Hi0Ba KHCENHHA, HANPHUMEP NpPH JeYeHHE HA TEKKM HH(EKUMH, HEOBXOAMMOCTTa OT
CAHOBPEMEHHOTO NpunaraHe Ha Po3eTHH M ¢y3naoBa kucenwHa Tpabea na ce 0OMMCIH NPH BCEK
CJIy4yaH U NP CTPOT MEAULIHHCKH KOHTPOII.

TexKH KOXXHH He)XXeJIaHHU pEaKLiuH

Ilpu neueHHe ¢ po3yBacTaTHH ce CbOOLLABA 33 TEXKH KOXKHH HEKENAHM PEaKUMH, BKIIOYBALN
cuHapoM Ha Stevens Johnson (SJS) u nekapcTeena peakuma ¢ eo3HHODHIHA M CHCTEMHH CHMITTOMH
(DRESS), kouTO MOXE 1a ca XKHBOTO3acTpallaBallld WIH C JETaJIEH H3XOL. IIpy npeanucBaHeTo Ha
JICKApCTBEHUA TPOAYKT MaLMeHTHTE TpAOBa Na O6baaT MHPOPMHUpAHH 3a MPU3HALIMTE W CHMITTOMHTE
Ha TEXKKHW KOXHM peakuud M Aa Obaar HabmopasaHM C NMOBMINEHO BHUMAaHHE. AKO C€ NOABAT
NpH3HALM H CHMITTOMH, MOKa3aTe/IHH 3a Ta3H peaKkuus, NpHIoKeHHeTo Ha PoseTnH Tpabaa He3zabaBHO
Ja c€ NpCyCTAHOBH H J1a C€ OOMHCIIH aNnTEPHATHBHO JICUCHHE.

AKO MaUMEHTBLT € Pa3BUJI CEPHO3HA peakuys, kato Hanpumep SJS wnu DRESS npH ynorpedara Ha
PosetuH, neveHueto ¢ PoszeTHH He TpaGBa HHKOra [la e MOAHOBABA TIPH TOM MALIAEHT.

Paca
(DapMaKOKHHETHYHHMTE MpPOYYBAHHA HA PO3YBACTATHH [OKa3BaT MNOBHILEHA EKCIIO3ULIMA npH
NALMEHTHTE OT a3MAaTCKaTa paca B CpaBHEHHE C eBponieuaHaTa paca (Bx. T. 4.2, 4.3 u 5.2).

[leavaTpHyHa nonynaLus
besoniacHocTTa M eHKacHOCTTA Ha e3eTHMUG+PO3yBaCTATHH NPH felia Ha BB3pacT noA 18 roanHH Bce
OLLEC HE € YCTAHOBEHA, NOPa/IH TOBA HE CE MPENOpbUBA ynoTpebaTa My B Ta3u BL3pacToBa rpyna.

Po3eTHH chABDXKA 1aKTO3a MOHOXHJIPAT M HATPHH

IlauneHT ¢ peakM HacneACTBEHH NPOGIEMH HAa HEMOHOCHMOCT KbM [a/laKTo3a,
AePULIMT WK MII0OKO30-TanakTo3Ha ManabcopGuna He TpaGBa Aa NpueMar ToBa Jie
Tosa nekapcTBo cbaBbpika no-Manko ot | mmol Hatpuii (23 mg) Ha Tabnetka, T.
Y€ MPAKTHYECKH HE ChABPIKA HATPHIA.




4.5. BaaHMoaeHCTBHE ¢ APYrH JeKapcTBeHH NPOAYKTH H APYrH GopMHE na B3anMoaeiicTBHE

[IpoTHBONOKa3aHK KOMOHHALIMH

Luxrocnopun

EanoBpeMeHHOTO npunoxeHWe Ha Po3eTMH C LMKJIOCHOPHH € MPOTHBONOKA3aHO MNOpaaM
ChAbPXKAHHETO Ha posyBacTatHH (BXK. T. 4.3). Ilpy enHoBpeMeHHO JieUeHHE C PO3YBACTATHH M
LIMKJIOCTIOPHH, CTOHHOCTHTE Ha molnTa noa kpueara (AUC) Ha posyBacTaTHH ca 6uam cpeaHo 7 mbTH
No-BHCOKH OT Te3d, HabmoaasaHW NMpH 3apaBu goOpoBonuy (Bx. Tabnuua 1). EnnorpeMeHHOTO
NPHIOKEHHE HE € MOBJIHAIO M1a3MEHUTE KOHLEHTPALIMH Ha LIMKIOCTIOPHH.

[Tpu npoyusaHe ¢ 8 nauuenTa cnen 6s6pevHa TpaHCIAHTALMA H KPEATHHUHOB KIMPBHEC > 50 ml/min
C MOCTOSIHHA JO3a LIMKIOCHOPHMH, €AHOKpaTHa Ao3a €3¢TiMHO ot 10 mg e poeena 10 3,4 meTH (B
rpanuuy ot 2,3 no 7,9 neTH) yBennyasane Ha cpeadata AUC 3a ofwust eseTHMHb B CpaBHEHHE ChC
CTOHHOCTHTE MpPH KOHTPONHATA Ipyna OT 3[paBH WHIAMBHIH, NPHEMalIK caMo €3eTUMHO npu Apyro
npoyusaHe (n = 17). B apyro npoyusane, naunenT ¢ 660peuHa TpaHCIIaHTaLMs H TexKo 6u6peuHo
YBPEXKAAHE, MpHEeMAlUH LMKIOCHOPHH H MHOXECTBO HApYrHd JIEKApCTRa, € 6Hna ycrtanoBeHa 12 mbTH
MO-BHCOKA €KCMO3MLIHA Ha OOIIMA e3eTHMHO B CpaBHEHHE ¢ KOHTPOJHATa I'pyna, MPHEMAllla CaMo
e3eTHMHO. B e1HO ABYNIEPHOIHYHO KPBLCTOCAHO MpOyUBaHe NpH 12 3apaBH JOOPOBOJILIM, NPUAATAHETO
Ha 20 mg eseTuMu® OHEBHO 33 8 AHM ¢ eaHoKpaTHa fo3a 100 mg UHKIOCNOPHH HA 7-HA AEH, € 0BENO
no cpenro 15%-xo yeeanuenne Ha AUC na umiuiocniopuH (B rpaunum ot 10% nvamanseane go 51%
YBEJIMYABAHE) B CpaBHEHHE ¢ eAHOKpaTHA Ao3a oT 100 mg unkiocnopuH, NPUIOKEHA CAMOCTOATETHO.
KoHTponupano npoyusaHe BLPXy eekTa OT €JHOBDEMEHHO NPUIOKEHHE Ha €3€THMHUO BLPXY
CKCITO3HUHUATA Ha LIHKJTOCNIOPHH NMPH NMaLHEHTH ¢ ObOpeyYHa TpaHCIUIaHTauMs He € NIPOBeXkKIaHO.

KoMOHHaUHH, KOWTO HE C€ NMPENOPBLYBAT

Dubpamu u Opyu TUNUCORORUNCAGAULU NPOOYKMU

IIpn nauneHTH, npuemainy gpeHopuOpaT u e3eTHMHUO, nekapaT TpaGBa /12 € HAACHO 3a BHL3IMOXKEH PUCK
OT XOJIEJINTHA3a W 3a00n9BaHe Ha XNBbUHUA Mexyp (BK. T. 4.4 u 4.8). IIpn cbMHeHHs 3a XonenuTHasa
FEPH NMAUMEHTH, NpHeMailM €3¢TUMHO K GeHodHOpaT, ca nokasaHu HICNEABAHHA HA HUTbYHHA MEXYD H
TOBa JeveHHe Tpabea na Obae npeycraHoBeHo (Bxk. T. 4.8). EnHOBpeMeHHOTO npunaraHe Ha
denopudpaT unu rempubposun cnabo ysennuapa obliata KOHLEHTpaLMA Ha e3eTHMHO (CHOTBETHO
npubausurento 1,5 n 1,7 memh).

EAHOBPEMEHHOTO NPHIOKEHUE Ha €3€TUMHUO M aApyrn ¢ubpatu He e npoyueHo. Gubpature Morar aa
YBEJIAYAT CKCKpELMATAa HA XONIeCTepONl B MUTBYUKATA, KOCTO MAa MPHYMHH XONeNnuTHasa. [lpu
MPOYUYBaHHA C JKMBOTHH, MOHAKOra €3¢THMHO NOBHILIABA XOJIECTEPONA, ChABPKAL C€ B HITHYKATA B
MITBYHUA MEXYp, HO HE NpPH BCHYKM BHAOBE (BX. T. 5.3). JIMTOreHHMAT pHCK, CBBpP3aH C
TepaneBTHYHaTa ynoTpeda Ha e3eTHMHO, He MoXe 1a Oble HIKMIOUEH.

EQHOBPEMEHHOTO TPUIOKEHHE Ha po3yBacTaTHH H reMpubpo3nn e a0Beno A0 JBYKpaTHO
yBennueHHe Ha Cnax ¥ AUC Ha posysacTaTuH (BX. T. 4.4).

Bb3 ocHOBa2 HAa JaHHMTE OT CneUM(HYHH NMPOYYBAHHUA 33 B3AHMOJCHCTBHSA HE MOXE [Ja C€ OuaKBa
(papMaKOKMHETHYHO 3HAYKMO B3auMoOAcHCTBHE C (deHoDUOpaT, BBLAPEKH Ue € BB3IMOMKHO
(apMaKORHHaMH4YHO  B3aumoneiicTeue. ['eMpubposun, denodudbpar, npyru dubpatu wu
NMNHAONOHWKABALLIWTE A03M (> MAW paBHHU Ha 1 g/AHEeBHO) Ha HUALMH (HHKOTHHOBA KHCEJIMHA)
MOBHIUABAT PUCKA OT MHOMATHA, KOTaTO C€ NPHEMAT €AHOBPEMEHHO ¢ MHXHOMTOpH Ha HMG-CoA
peaykKrasata, BepoATHO nopaau (akTa, 4e T€ MOTaT Aa NMPEAM3BUKAT MHOMATHA MPH CAMOCTOATENHO
NpHiaraHe.

IIpomeasnu unxubumopu
BoIpeky ye TOUHMAT MEXAHH3BM HA B3aUMOAEHCTBUE HE € H3BECTEH, €AHOBpeMEHHaTa ynoTpeba na

NpoTeaseH HHXUOUTOP MOXKEe PA3KO Aa MOBULIM E€KCTIO3HIMATA HA po3yBacTaTuH (B. Tabnuua ).
Hanmpumep, eaHoBpeMeHHOTO npunoxeHue Ha 10 mg posysacTatHH M KOMOHHHMpPaH 11poz
nporeasHn uHxHOMTOpa (300 mg arazaHaBup/100 mg puronaBup) npu dapyas
NMpoy4BaHe MpH 3[paBH AOOPOBONLH, € OWIO CBBP3aHO ¢ NPHUONM3BHTENHO TPH
yBennyasaHe cboTBeTHO Ha AUC u Chax Ha posyBactaruH. EnHoBpeMeHHOTS
po3yBacTaTHH H HAKOH KOMOMHAUMHM OT MpOTea3HW HHXHMOUTOPK MOXKE ha ce
BHUMATEJIHO MNpPELECHABAHE Ha KOPEKUMMTE HA A03aTa PO3YBACTaTHH Bb3 OCHO¥
NOBUILIEHHE HA €KCMO3UIHATA Ha po3yBacTaTHH (BX. T. 4.2, 4.4 n 4.5 Tabnuua 1).




Huxubumopu na mpaxcnopmeprume npomeunu

PolyBacTaTHH € CyOCTpaT Ha OMNpeaeeHH TPaHCNOPTEPHH NPOTEMHH, BKIIOUMHTENHO UYepHOAPOOHO
saxsamiatius  tpaHcnoprep OATPIBlI wu  edunykc tpancnoprepa BCRP. Eanospemennoro
MPAJIOKECHHE HA PpO3YBACTATMH C JIEKAPDCTBEHH MNPOAYKTH, KOMTO ca HWHXHOWTOpPH Ha TE3H
TPaHCMIOPTEPHH NMPOTEHHH, MOXKE 1a J0BeAe IO MOBHULICHH [U1a3MEeHY KOHLEHTPALIMH Ha pO3yBaCTATHH
1 MOBRMILUEH PHCK OT MHoNaTus (BxK. TOukH 4.2, 4.4 u 4.5 Tabnmua 1).

@PV3u006a Kuceuna

PUCKBT OT MUONATHA, BKTIOUHTENHO PabAOMHONH3a MOKE Aa C¢ YBE/IMYM NPH KOMOMHHpaHa Tepanus
Ha (y3MI10Ba KHCEIHHA 32 CUCTEMHO NPWIOKEHHE H CTATHHU. MeXaHHU3MBT Ha TOBa B3aUMOAEHCTBHE
(mamm e dapmakoauHamuueH WIH (apMakOKHHETHUYEH, MWW M JBATA) € BCE OWIC HEH3pecTeH. Mma
cpoOUICHHUS 3a cnyuan Ha pabaommuonusa (BIUTIOHMTENHO ¢ JIETAJIEH M3XOJ) NPY NAaUMEHTH, KOUTO ca
Ha Ta3H KOMOHHUpaHa Tepanus.

AKO € HaJIOKHUTeNTHAa CHCTEMHATA Tepanud Ha (py3xaoBa KHCENHHA, ICYEHHETO C pO3yBacTaTHH TpabBa
Ja ce NpeyCTaHOBH Mpe3 LIEHR NEPHOA Ha JeyeHHE ¢ dy3unoBa KHCeanHa. Buxre coino T. 4.4,

Jpyru B3auMoeHCTBAS

Lumoxpom P450 enzumu

Pesynrarure OT in vitro n in vivo Npoy4BaHHA NOKA3BaT, Y€ pO3YBACTATHH HE € HHTO HMHXHGHTOP,
HUTO UHAYKTOP Ha LMTOXpOM P450 uzoeH3uMHTE. J[OMMBIHHATENHO, pO3yBACTaTHH € cnab cyOcTpaT Ha
Te3n H30¢H3UMH. Ilopaau ToBa NekapCTBEHH B3aMMOAEHCTBHUA B Pe3yNTaT Ha nuroxpom P450
MEIHHpaHHa MeTaboIM3IbM He ce ouakBaT. He ca HabmiosaBaHH KNHHHYHO 3HAYMMH B3aMMOZeHCTBUS
MEXIY po3yBacTaTHH H QuiykoHaszon (uHxuburop Ha CYP2C9 u CYP3A4) unu kerokonaszon
(nHxubuTop Ha CYP2A6 1 CYP3A4).

B OpeaAKNMHUYHH TNpOYYBaHMA € YCTAHOBEHO, 4e e3¢TMMUO He BOOM [0 MHAYKLMA Ha
MeTadOIH3HPALLHTE €H3MMHU OT rpynara Ha uMroxpom P450. He ca HaGnonaBaHH KNTHHHYHO 3HAYHMHE
¢apMaKOKMHETWHHH B3aUMOAEHCTBHA MEXIY €3€THMHO M JIEKApCTBa, 38 KOMTO € H3BECTHO, Y€ Ce
MeTabonusupar oT udtoxpomu P450 1A2, 2D6, 2C8, 2C9, 3A4 wnu N-auetwrrpancepasa.

Anmuayuo

EnHOBpeMEeHHOTO fIpHaraHe Ha aHTHaLMA € IOHWKHIO CKopocTTa Ha abcopbums Ha e3eTHMHO, HO He
€ OKa3aio edeKkT Ha HHOHATHUHOCTTA Ha e3eTHMHO. ToBa noHwKeHHe Ha ckopocTTa Ha abcopbuus He
C€ CYMTA 33 KIIHHHYHO 3HAYHMO.

EAHOBPEMEHHOTO NpUIAraHe Ha po3yBAaCTaTHH ¢ aHTHALMAHA CYCMEH3HA, ChABPKALNA ATYMHHHEB M
MarHe3ueB XUAPOKCHA, € AOBENO 10 NMOHWKABaHE HA TUIa3MEHHWTE KOHLICHTPALMH HA PO3YBACTATHH
npubnusutrenHo ¢ 50%. To3u edext orcnabea, xOraTo aHTHAUMABT C€ MpHema 2 yaca clel
po3yBacTaTHH. KITHHMYHOTO 3HaueHHe Ha TOBA B38UMOREHCTBHE HE € H3CIEABaHO.

Xoaecmupamun
EAHOBpEMEHHOTO NMPHIOKEHHE HA XONECTHPAMHH HaMasiBa cpefHaTa mom noxa kpusara (AUC) Ha

obuHa e3eTuMub (eszetumud + ezetumMub rmokypouma) npuGausuTenHo ¢ 55%. YacTHYHOTO
NOHWXXaBaHEe HA JIMTMONPOTEHH XonecTepona ¢ HUcka bTHOCT (LDL-C), apkaiio ce Ha aobassHeTo
Ha €3eTUMHUO KbM XOJlecTHpaMuUH, MOXe 1a Objie HaManeHo OT TOBa B3aMMoAeHcTBHE (BkK. T. 4.2).

Aumuxoazyaraumu, anmazorucmy Ha eumamun K

B nmpoyuBaHe Ha [BaHaneceT 3ApaBH BB3PACTHU MBKE €IHOBPEMEHHOTO MPHUJIOKEHHE HA €3ETHMHO
(10 mg BeaHBXK AHEBHO) HE € NOBNHANO GHOHATHYHOCTTA Ha BapdapuH H NPOTPOMGHHOBOTO BpeMe.
Boripekn TOBAa HMa CnODLIEHHS OT nepHoAa ciea MNycKaHe Ha Masapa 3a NOBWILABaAHE Ha
M HTEepHAUHOHATHOTO HOPMAH3MpaHo chOTHollleHuwe (International Normalised Ratio (INR)) npwu
MaLMEHTH, NPH KOUTO € nodaBeH e3eTHMUO KbM BapdapHH Wi ¢ayuHanoH. Ako Posery '
KbM BapapuH, Apyr KyMapHHOB aHTHKOArynaHT Wnu ¢ayuHauoH, INR Tpabsa na ¢
npocneassaH (BXK. T. 4.4).

Kakro u npH apyru uuxudburopn Ha HMG-CoA penaykrasara, 3anousaHe Ha Jieye
32 NOBHLIABAHE HA K03aTa PO3YyBACTATHUH IIPH NALIUEHTH, IEKYBAHH €IHOBPEMEHH r.
eutaMudH K (Hanp. BapdapuH wunu ApyrH KyMapHHOBH &HTHKOATYJIAHTH) MO
nosHilasaHe Ha MHTepHalMOHATHOTO HOPpMANTH3UPAHO CHOTHOLLEHUE (lntematlona




(INR)). IIpexbcBane Ha nedeHHETO WIN THTPHPAHE 32 MOHH)KABAHE Ha JI034Ta PO3YBACTATHH MOXE /A
posese A0 noHwxkasaHe Ha INR. B TaxuBa ciyuan e skenarenso noaxoasino npocienssase Ha INR.

Epumpomuyun
EanoBpeMeHHaTa ynorpe6a Ha po3yBacTaTHH M ePHTPOMHLHH € faoBeio ao 20% HaMmajleHde Ha
AUCwo - y n 30% nonmwkenue Ha Cuex Ha posysacTaTHH. ToOBa B3aMMOZEHCTBME MOXE A3 €

NPCAH3BHKAHO OT ITOBHUIEHHA YPCBCH MOTHJIHTET, AIPHYHHEH OT CPHUTPOMHLIUH.

Ilepopanuu xonmpayenmuseuw/xopmonozamecmumenna mepanus (HRT)
EnHoBpemenHaTa ynoTpeba Ha po3yBacTaTHH H NEPOPATHHA KOHTPALICITTHBH € AOBEJIO JI0 MOBKIIABAHE

Ha AUC Ha eTMHHN ecTpazuoa ¥ HOPrecTpesl ChOTBETHO ¢ 26% H 34%. Te3u MOBHILEHH ILU1a3MEHH
KOHUCHTpalMN TpAOBa Na ce¢ WMAaT MpeABHJ, KOTaTo C€ OmpeleNis AO3MPOBKATA HAa TNEPOPATHHTE
KOHTpaileNnTHBH. HaMa HannyHu GpapMakOKHHETHYHH AaHHH 3a TIALMEHTH, IPUEMALIY €THOBPEMEHHO
po3yBacTaTHH U XOPMOHO3aMeCTHTENHA Tepanus, nopagu koeto noaobeH edekt He Moke Ja Obae
H3KNtOYeH. Bbnpekn ToBa koMOuHauMsTa € OWila IWIKPOKO ynotpeGABaHA TNPH >XKEHH B KIHHHYHY
npoyusatusa U ¢ Ouna nodpe noHacaHa.

B WIMHHYHM NpOYuBaHMs €3eTHMHO He € MOBIHAN BbPXY (ApMAKOKHHETHKATA Ha NEPOPATHHTE
KOHTpaLENTHBY (CTHHHK €CTPaHOI H JIEBOHOprecTpen).

Cmamunu

He ca HabaronaBanu KIMHHYHO 3HAUYNMH PapPMaKOKHHETHYHH B3aMMOAEHCTBHS P4 €AHOBPEMEHHOTO
NPUAOKEHHE Ha €3¢THMHO C aTOpBACTAaTHH, CUMBACTATHH, NPABACTATHH, JOBACTATHH, ¢ITyBacCTATHH
UK PO3YBACTATHH.

Lpyau nexapcmeenu npooyxmu

B13 0CHOBA Ha AaHHMTE OT cNEeUM(HUYHH NPOYYBAHHA 33 B3AWMOJCHCTBHA HE Ce OYaKBa KJIMHMYHO
3HAYHMO B3aMMOACHCTBHE MEXITY pO3YBACTATHH M [JMIOKCHMH. B KJIMHHuYHM npoyuBaHMa 3a
B3aUMONIEHCTBHSA e3eTHMUO He e noBMMAN (apMakOKHHETHKATA HAa [AancoH, AEKCTpoMeTopda,
LHTOKCHH, [JIKMHW3HA, TONOYTaMMA WM MMAa30/1aM 1O BpPeME Ha €JHOBPEMEHHO NPHIOKEHHE.
LIHMEeTHIHH, NPHIIOKEH EAHOBPEMEHHO C €3eTUMMUD, He € NOBIUAN GHOHANTHYHOCTT2 Ha €3eTHMHO.

Ezemumub/pozyeacmamun
EnnospeMenHata ynotpe6a Ha 10 mg posysactatuh u 10 mg eserumu6 Boast a0 1,2-kpaTHo

yBeanieHne Ha AUC Ha posyBacTaTtvH NpH MALUMEHTH ¢ xunepxohecteponemus (Tabnuua 1). He
MOraT Ja OBAaT H3KIOUEHH (papMaKOAWHAMHYHM B3aHMMOJCHCTBHA 1O OTHOLUEHHE HA HEXEIaHWTE
peakLHH MEXIY po3yBacTaTHH U e3eTHMHO (BXK. T. 4.4).

Tuxazpenop

Tukarpenop Moxe aa npuurHH 6E0peyHa HEAOCTATHYHOCT W MOXE Ja Nosause 6bOpeyHaTa
€KCKpEeLMs Ha pO3yBacTaTHH, YBENHYaBAHKK DHCKA OT KyMYJIHpaHe Ha pO3yBacTaTHH. Bunpexu ue
TOYHHAT MEXAHN3IBM HE € M3BECTCH, B HAKOM C/TyuaH €JIHOBPEMCHHATa ynoTpeba Ha THKarpenop W
po3yBaCTaTMH JAOBeae A0 HamangBaHe Ha ObOpeuHata ¢yHKuUMA, noBuiueHo HMBO Ha CPK
pabaoMuonu3a.

BiaamoneiicTBHA, KOMTO H3IHCKBAT KOPeKIHS HA [03aTA HR pPO3YBACTATHM (BXK. CBHINO
Tabnnnoa 1)

Koraro e Heo6xoanMO aa ce npunara po3yBacTaTHH €IHOBPEMEHHO C APYTH JIEKAPCTBEHH NPOAYKTH,
338 KOMTO € H3BECTHO, Y€ NOBHILABAT KCNO3KLIMATA HA PO3yBAcTaTHH, TpAGBa Jia ce KOpUrupa o3aTa
Ha pO3YBacCTaTHH. 3amo4Ba ce ¢ A03a PO3YBaCTaTHH OT 5 mg BEAHBX AHEBHO, aKO OYAKBAHOTO
nosyiiaBaHe Ha ekcnosvuuaTa (AUC) e npubnusurento 2 meTH MM noBeue. MakcHME MF 5.
A03a TpsAOBa Na ObJe KopMrHpaHa Taka, 4€ OYAKBAHATA €KCNO3MLMA Ha PO3YE RO a1
BEPOATHOCT Aa HaIOBHMUIM AHEBHA Jo03a posyeacTaTuH oT 40 mg, npuera Ge3s /.:-- MO ,i"’-'u;';jr O,
N€KapCTBEHH NPOAYKTH, HanpuMep 20 mg n03a po3yBacTaTHH ¢ reMpHOpo3na (1g 1@ N T
H 10 mg no3a pozyBacTaTH ¢ KOMOUHALMA PUTOHABHp/aTazaHasup (nosuenue 3|1 HLN

Axo ce Habmonasa noeuwasane Ha AUC Ha po3yBacTaTHH noa 2 MbTH, HAYATHATY @

Ce HamaiaBa, HO TPAOBa Na C€ BHHMABa, aKo C€ YBEJIMYH J034aTa HAa PO3YBACTATHH HAX 20'mg
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Tabnuna 1: Edexr Ha eqHoBpeMesHO npriaraHy iekapCTBEHH NPOAYKTH BBPXY eKCTIO3SHLIMATA (AUC;
B HU3XOAALY peNl) Ha po3yBacTaTHH OT IMyONMKYBaHH KITHHHYHH NIPOYYBAHMS

Honﬂmanane OT 2 HJIH NMoBeYe NLTH HA AUC HA PO3YBACTATHR

Ilozon PEXHM HA B3AEMOAEHCTBROTO
 JIEKAPCTBO
- CodocOysup/BennaTacBHp/BOKCHNANPEBHP |
" (400 mg-100 mg-100 mg) + Bokcunanpesup

- (100 mg) Bennwxk AHEBHO 3a 15 THK i

- Iluxnocnopun 75 mg no 200 mg, ABa meTH |
' AHEBHO, 6 Mecella

- Jlaponytamua 600 mg, ABa IBTH JHEBHO, 5
 AHR j
- AtasaHasup 300 mg/puronasup 100 mg
' BEAHDBIK JHEBHO, 8 nHH

~ Peropagenn6 160 mg, Beansxk aAnesHo, 14

. AHH

~ Bennaraceup 100 mg, BeAHBX AHEBHO
OmOuracerp 25 mg / napuranpesup 150 mg /
puroHaBHp 100 mg seaHbK AHEBHO /

- Jacabysup 400 mg npa nuTH AHEeBHO, 14 AHK

- I'pazonpesup 200 mg/enbaceup 50 mg
- BCAHDBX AHEBHO, 11 nun
I'nekanpesup 400 mg / nubpenraceup
120 mg, BeaAHDbX AHEBHO, 7 AHK
- Jlonunasnp 400 mg / puronasup 100 mg, npa
- II>TH AHEBHO, 17 AHH
Knonuaorpen 300 mg Hatosapsawma nos3a,
nocneBada ot 75 mg 3a 24 yaca

Fehicbﬂﬁposun, 600 mg, 1Ba MHTH AHEBHO, 7
- AHH

-~ Jl030B pexAM HA

fl'lpnmnna Ha AUC na

. pO3yBACTATHH | PO3YBACTATHH*
10 mg exHoxpatha go3a | 7,4-kpatHo 1
| . :
10 mg Beauwbk AHeBHO, ' 7,1-KkpaTHo 1 !
- 10 anm | |
' 5 mg, eHOKpaTHa 1034 - 5,2-kparHo {
10 mg, ennokpaTHa no3a | 3,1-kpatHo 1
5 mg eAHOKpaTHAa 1034 ' 3,8-kpaTHO 1
10 mg, €AHOKpaTHa 4034 { 2,7-kpato 1
5 mg, €AHOKpaTHa A03a | 2,6-kpaTHo 1
' 10 mg, eaHOKkpaTHa n03a ' 2,3-xpaTHo |
" 5 mg BeAHBXK JHEBHO, 7 i 2,2-kpatHo 1
AHH |
- 20 mg BenH®BXK RHEBHO, 7 - 2,1-kpaTHo 1
- AHH |
20 mg, exHOKpaTHa A03a  2-KpaTHO
' 80 mg, eAHOKpATHA 1038 ,-9-xpaTHo 1

[Tosrmasane 20 2 nuTA B3 AUC Ba PO3YBACTATHH

- H030B pexnM Ha B3IAHUMOAEHCTBAIOTO

. IRKAPCTBO

- EntpoMbonar, 75 mg, Beqnbk AHEBHO, 5 qHH
- Hapynasup, 600 mg / puronasup, 100 mg,

. ABa ITBTH AHEBHO, 7 NHM

Tunpanasup, 500 mg / puronaeup, 200 mg,
~ ABA TLTH OHEBHO, 11 aHH
| HpoxenapoH, 400 mg, 1Ba NbTH AHEBHO
| Hrtpakonason 200 mg seaHbK AHEBHO, 5 JHU
Eietumubd, 10 mg, seanbxk AHeBHO, 14 AHM

14 nH#K

IToumxasane na AUC na polysacraTan
/L030B pexxHm Ba B3anMoaelicTBAOTO

'~ JIEKApPCTBO

" Epurpomuunn, 500 mg, yeTHps neTH

~ AHEBHO, 7 AHH
baiikanud, 50 mg, Tpu MbTH nHEBHO, 14 OHK

- 034
/laHHHTE, MOCOYEHH KAaTO X-KpaTHa MpPOMsAHA, MPEACTABIABAT MPOCTO CHANH
€AHOBPEMEHHOTO NPHUNIOKECHHE K CAMOCTOATENHOTO NMPHIIOXKEHHE Ha PO3yBa \

. [1030B peXHM HA
' PO3yBACTATHH

~ Jlosos PeXHM Ha

' PO3YBACTATHH PO3YBACTAPE
80 mg, eaHokpaTHa 20% | vé("
. A03a ~§'

IIpomana na AUC ua
ipoayaac'ra'mn *
~ 10 mg, eaHokpatHa no3a - 1,6-kpatno 1

10 Mg BEAHBX QHEBHO, 7 | 1 ,S-Kparuo 1

IHH
10 mg, epnokparna no3a : 1,4-xpaTHo 1
" He e Hanuuen 1 ,4-KkpaTHO |

10 mg, eaHokpatha nosa R ,4-kpaTHo 1

10 mg, BeAn®bK OHEeBHO,  **1,2-kpaTHO 1

Ilpomsana Ha AUC Ha

20 mg, enHOKpaTHa 47
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HlaHHHTe, NOCOYEHH KaTo %, NMPEACTABNSBAT NPOLIEHTHATA PAVIMKA CIIPAMO CAMOCTOSTEIHOTO |
NPHICKEHHE HA PO3YBACTATHH.

YBENHUYECHHETO € NPEICTaBeHO KaTo “1“, a HaManaBaHeTo KaTo “}”.

Hsaxou npoyusanus 3a B3auMoaeiicTBHeE ca NPOBEAEHH C Pa3IMYHH JIO3M PO3YBACTATHH, KATO .
i Ta0jiMuaTa NOpeicTaBd Hal-3HAYHMOTO CHOTHOLIEHHE. |

- AUC = ruroin noa kpHpara;

Cnenrute J€KapcTBEHH NPOAYKTHW/KOMOMHALMH HE Ca MMM KIMHHYHO 3HAYHM e(eKT BBPXY
CbOTHOLUEHHETO AUC Ha po3yBacTaTHH NPH €JHOBPEMEHHO NPIIOKEHHE:

Anernutaszap 0,3 mg, npunoxenue. 7 nnu; deHodubpar 67 mg, npunoxenme: 7 NHM, TPH IbTH
AHEBHO; ¢nykonason 200 mg, npwioxerne: 11 1HW, BeAHBXK JHEBHO. do3aMnpeHaBHpP
700 mg/putonaenp 100 mg, npunoxexue: 8 qHM, ABa ITbTH JAHEBHO; KeTokoHason 200 mg,
NpUNoXKeHue: 7 OHM, 1Ba ITbTH AHEBHO; pudamnun 450 mg, npunoxeHue: 7 NHH, BEAHBK AHEBHO:
cuauMapuH 140 mg, npunoxeHue: 5 IHH, TPH ITETH AHEBHO.,

IlenyaTpHyHa nornyaaLys
IIpoyuBaHui 32 B3aMMOACHCTBHE Ca NPOBEXIAHH CAMO NPH BbL3PACTHH.

4.6 PepraanTeT, GpEMEHHOCT H KLPMEHE

PoseTHH e npoTHBOMOKa3aH 1o BpeMe Ha OpeMeRHOCT M xbpMeHe (Bk. T. 4.3). Xenn ¢ nerepone
MOTEHLHaN TPAOBA Aa NMPHIAraT noAXoAALH KOHTPALIENTHBHH MEPKH.

bpeMeHHocT

HaMa KIHHHYHM [aHHM 3a NPWIOXKEHHETO Ha €3eTHMUG No Bpeme Ha Gpemennoct. FlpoyusanusTa
TIPH J)KHBOTHH 32 MOHOTEpanHs C e3eTHMHO HE Ca YCTAHOBWIM JaHHH 33 AMPEKTHU WM HEAMPEKTHM
BpeHH e(eKTH BLpXy GpeMeHHOCTTa, eMOPHOGETANHOTO pa3sBHTHE, PAYKAAHETO WIH MOCTHATAIHOTO
pa3BUTHE (BXK. T. 5.3).

Toh kaTo x0onecTeponsT W APYrHTE NPOAYKTH OT GHOCHHTE3a HA XONECTEPONIa Ca OCOBEHO BAKHHM 32
Pa3BHTHETO Ha ¢ieTyca, IOTCHUHATHUAT PHCK OT HHXHOKpane Ha HMG-CoA penykrasara NpeBHILIABA
Mosi3aTta OT JICUCHHETO No BpeMe HAa OpemenHocT. IlpoyusaHusTa Npu KHMBOTHH NpPEROCTABAT
OrpaHHYeHH AaHHW 33 PENpOAYKTHBHA TOKCHYHOCT (BX. T. 5.3). AKO maumeHTKa 3aGpemeHee no
BpeMe Ha ynoTpeba Ha PosetuH, neuennero Tpsadea He3abaBHO Na ce NPeyCTaHOBH.

KbpMeHe
H3cnenaBaHnaTa 1pH IUTEXOBE Ca YCTAHOBMIIH, Ue e3eTUMHO ce oTaes B KbpMaTa npu 6o3aiiHuLMTE.

He e n3BeCTHO nann e3eTHMHO ce oTaens B YOBELIKATAa KbpMa.
Po3yBacTaTiH ce eKCKpeTHpa B KbpMaTa Ha rurbxoBe. JIMNCBAT NaHHM 33 €KCKPELMA Ha PO3YBACTATHH
B HOBELUKa KbpMa (BX. T. 4.3).

QepTHAHTET
HaMa HanHYHM QaHHH OT KIMHHYHK NPOYYBAHMA 33 BIUSAHUETO Ha €3eTHMHO WM pPO3YBACTATHH Ha

deprunnrera npu xopa. EseTnMu6 He noBnusBa GepTHANTETa HA MBXKKH WIH KEHCKH ILTBXOBE, HO
pO3yBacTaTHH B NO-BHCOKH N03H NOKa3Ba TECTUKYJIapHA TOKCHYHOCT MPH MaiiMyHH U KydeTta (BXK. T.

5.3).

4.7 Edexrn BLpxy cnocobuoctTa 33 odpupane u pabora c MAMIHAH

He ca npoBexaaln HicnenpaHud 3a onpeaensHe Ha edexTHTE BbPXY crnocobH
pabora ¢ maluMHK. Benpekn TOBa, NpK ynpaBlicHHE Ha NTPEBO3HH CPEACTBA WIH
TpabBa [1a Ce HMa NpPEABHL, Y€ M0 BPEME Ha IEYEHHETO MOXKE N1a CE MOSBH CBETOB
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4.8 Hexenann JexapcTBeHn peaknAn

Ob061ten npodna Ha He30nacHOCT

Hexenanure nekapcTBend peakuuu, HabmonasanH npu ynotpeba Ha €AMH OT MHOWBHAYANHHTE
KOMIIOHCHTH (€3€THMHO HIH pO3yBacTaTHH), MOraT Aa ObJaT Npeau3BHKAHM U NpH PoseTHH.

B KIHHHYHY NPOYUBaHUS € NPOABLIGKHTENHOCT A0 |12 ceamuun, 10 mg aneBHo e3eTHMHG € npHnara
CaMOoCTOATENHO NpH 2 396 naumenTa, Che cTathi npH 11 308 naumnenta uau ¢ dpenodpubpar npu 185
NalHeHTa.

Hexenanure peakumn obukHoBeHO ca OMiM ek W npexogsu. YectoTaTa Ha HexeNaHHTe
NIEKAPCTBEHH peakuii e Onna cxoaHa npH e3eTHMMO H ale6o. ChblIO Taka, YECTOTATa HA CITyYauTe
Ha NMPEKBCBAHC HA JICYCHHETO NMOPaaH MOABA HA HEXENAHO CHOMTHE € cpaBHHMa MeXy e3eTumub M
mauedo.

Hesxenanure nexapcTBeHM peakiid, HabmopaaesaHu npu ynotpeba Ha po3yBacTaTuH, Hal-o6mo, ca
NEKH U npexoanu. [Ipu KoHTponMpaHuTe KIMHMYHH NPOYYBAHMA NO-MAIKO oT 4% OT MALMEHTHTE,
JICKYBaHH C PO3yBACTATHH, C& NPEKBCHANIH JIEUEHHETO NOPAAH HEXKENAHH PEaKLMM.

Cnopen HanuuHuTe AaHHH 1 200 nauMeHTa ca mpHEMATH KOMOHHALMA OT PO3YBACTATHH M €3¢THMHG
MpH KNHHHYHH npoyuBaHudA. Kakto e chobumieHo B myOnukyBaHaTa nuTepatypa, Haii-uyecTHTe
HEXEJIAaHH pEaKUMH, CBbP3aHH ¢ KOMOMHHPAHO NieYeHHEe ¢ PO3YBACTATHH-C3CTUMHO HA TALIHEHTH C
XHIIEPXOECTEPO/IEMHA, CA MOBHIICHH HHBA Ha YEPHOAPOOHMUTE TpaHCaMHHA3M, CTOMALIHO-YPEBHM
npobnemMH U MyCKyJiHa OoJka.

ToBa ca H3BECTHM HEXENAHM peakLHH Ha aKTMBHHTE BellecTRa. Bunpeku ToBa He moraT na 6baar
H3KTIOYEHY (hPapMaKOJAHMHAMHYHY B3aUMOJCHCTBHA MO OTHOWIEHHE HA HEXXEJAHMTE peakly MEXY
PO3YBACTaTHH H €3¢TUMHO (BXK. Touka 5.2).

TabnuueH CNUCHK HA HEXKETAHUTE peaKLIMH

HecToTaTa Ha HeXeNnaHWTE peakuuH Ce OMPEAENs MO CneaHaTa KoHBeHUMs: MHoro yectu (2 1/1 0);
yectH (= 1/100 no < 1/10); Heuectu (> 1/1 000 a0 < 1/100); peaxu (> 1/10 000 no < 1/] 000), MHOroO
penku (< 1/10 000) n ¢ HensBecTHa 4ecTOTa (OT HATMYHWTE NAHHM HE MOXKE Aa Oble HanpaseHa
OLICHKA).

CHcTemo opranen xnac/ YecroTa Hexenana peaknns

MedDRA

Hapyuenuns Ha KpbBTa H peaKH TpoMGOLIHTONEHHS?

nuMHaTa CHCTEMa C HeM3BecTHA | TpombolToneHus’
4eCTOTA

Hapyiuenus Ha nMyHHaTa penKH PEaKkLHH Ha CBPbLXYYBCTBHTEIHOCT, BKITIOUHTE!-

CHCTEMA HO aHTHOHEBPOTHYEH OTOK?
C HEH3BECTHA CBPBXYYBCTBHTEIHOCT ( BKIIIOYHTENTHO OOpHB,
4eCTOTa YPTHKapHs, aHapuiakCus U aHTHOHEBPOTUYCH

oTOK)®

Hapyuienus Ha eHROKpUHHATA | YecTH 3axapeH nuaber'-

cHCTEMaA

HapymeHus Ha Metabonu3mMa | HedecTH HaMaJIEH afeTHT

H XpaHeHeTo

[McuxHuHM HapylLeHUs C HEW3BECTHA nenpecua’’
YeCTOTa

HapyuieHus Ha HepBHaTa 4ECTH rnaBoGonue’?, samasHocT?

cucTeMa HeYeCTH napecresus® /4
MHOI'0 PEJIKH MOTMHEBPONATHA?, 3ary6a Ha namifrys /~ A%
¢ HEW3BReCTHa | nepudepHa HeBponaTHa?, HapyéHlY ubosit
YecToTa (BiIOYMTENTHO Ge3ChHUE H KomMagin) . b

3aMagHOCT , MAPECTE3NA°, MUAC \a

Hapywexns Ha ounre C HEM3BECTHA | OUHA MHACTEHHS N\

4ECTOTA
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HCHCCTH

CbAOBH HapyLIEHHA ropelitd BBJIHK®, XHNEPTOHHA®
PecniipaTopHH, rpbHH H HEYeCTH KauLUHLa’
MENHACTHHATHY HADYWICHUA | ¢ Heu3BeCTHA | KauuMual, JucnHes?
4eCTOTa
CToMAaIIHO-YPEBHH YecTH KOHCTHNaLH#, rajieHe’, Gonka B kopeMa>
HAPYLICHHS auapus’, pnaryneHuus’
HEYecTH OHCTIENncHA, ractpoesodareanna pediykcHa
Oonect’, ranene’, cyxora B
ycrara®, ractpur’
peAKH MaHKpeaTHT’
C HEH3BECTHA | JHApHA’, NaHKPEaTHT , KOHCTUMALMA®
YeCcTOTA
XenatoOwiMapHu HapylLIeHHs | peakw MIOBULICHH Y€PHOAPOGHH TPaHCAMHMHA3K

MHOTI'O pCAKH

XBJITCHHLIA®, XenaTHT

C HEH3BCCTHaA
HECTOTA

XEMaTHT , XONeAUTHA3a>, XONEHUCTHT

HapyieHus Ha xoxara M
NOAKOXHATA ThKaH

HEYECTH

npyputyc*?, obpus®*, yprukapus®*

C HCH3BCCTHA

cuHpom Ha CTHBLHC-J[)KOHCHHZ, epUTeMa

yecToTa MynTHOpME®, TeKapCTBEHa peakLiis ¢
eosuHopunns 1 cucreMHy cumntomu (DRESS)
HapyiueHHs Ha MyCKYJIHO- YECTH muanrus °*
CKEJIETHATA CHCTEMA H HEYECTH apTpanrus’, MyCKyJIHH CNasMHi®, GONKH BbB
ChEIUHUTEIHATA ThKaH Bpata’, Gonku B ropba’, Myckysina
cnaboct?, 6onka B kpaiinnumTe?
peaKy MHONATHA (BKIIIOYHTENHO MHO3HKT)?, pabaoMuo-
NH3a‘, mymyc-nopobeH CHHAPOM, MYCKYJ1Ha
pynTypa
MHOT'O PEAKH apTpanrus’

C HCH3BCCTHA
HECTOTA

MMYHOMEIHHPAHa HEKPOTH3Hpalla
MHOMATHA, YBPEIKAAHNA HA CYXOKHITHSTA,
MOHAKOTa YCIOKHEHH OT pynTypa’, aprpanrus’,
MHANTHA’,

MHonaTtHs/pabaomMuonnsa’ (BX. T. 4.4)

Hapyiienns Ha 6s0peumre H
MHKOYHHTE MbTHLA

MHOI'O pCIAKH

XeMaTypHA-

HapymeHus Ha
Bb3MPOR3IBOAHTENHATA
CHCTEMA M I'bpaTa

MHOI'O PCAKH

rHHEKOMacCTHA?

HU3cneasaHus

HCCTH

nopvinapane Ha AJIAT w/wiu ACAT?

HCUCCTH

nosuiasane Ha AJIAT w/nwim ACAT?,
NnoBUllaBaHE HA KpeaTHH-pocdokHHa3aTa B
kpbBTa (CPK)’,

MOBULIABAHE Ha raMa-CayTamMuaTpaHcdepasara’,
aHOPMATHH M3C/IeJBAHUA Ha YepHOAPOOHATA

$yHkuns?

O61M HapyuieHHs H edeKTH
HA MACTOTO HA NPHAOKEHHE

HECTH

acTeHHs?, ymopa’

HCUYCCTH

6onka B repanTe’, Gonka’®, acpediag!

nepudepex orok* / y

C HCH3BCCTHA
yecToTa

OTOK?, aCTeHHs’
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' YecroTaTa e 3aBHCH OT HAIMYMHETO HJIH JIMICATA Ha PUCKOBH (axTopH (IMOKO3a Ha CNagHO
> 5.6 mmol/l, nnagexc Ha Tenecnara maca (BMI) > 30 kg/m?, noBHIIEHH TPHIIMLECPHAH, aHAMHE?3a
38 XHIIEPTOHHA) - 38 PO3YBACTATHH.

2 TIpouabsT Ha HEXKeNaHW peakliMW Ha pPO3YBacCTATHH € Bb3 OCHOBA Ha JIAHHHU OT KIHHHYHH
Npoy4BaHus ¥ HOraTUg ONMUT OT MEPUOAA Clie IMyCKaHe Ha nasapa.

> MoHotepanua ¢ e3eTuMHG. Hexenanurte peakuuu ca HaOmOKaBAHW NPH NALMEHTH, NEKYBaHH C
e3eTuMHUO (N = 2 396) , kaTO YecTOTaTa € MO-BUCOKA B cpaBHeHKe ¢ mnauebo (N =1 159).

* EnHoBpeMeHHO mMpwiaraHe Ha €3eTHMHO chc cTaTHH. HexenanuTe peakuuH ca HabnioAaBaHH NpH
NalHUEHTH, NPH KOHUTO €3¢THMHO € npunaraH eaHoBpeMeHHO ¢b¢ ¢raTHH (N=11 308), kato
YE€CTOTaTa € MO-BHCOKA B CPABHEHHE C NPWIAraHeTo Ha CTaTHH caMocToAaTenHo (N=9 361).

> JIOMbIHUTENIHK He)KeNlaHH PeakilMH Ha e3eTMMHO, KOMTO ¢a ¢hofulaBaHy ciiell IyCKaHe Ha na3apa
(ipy €AHOBPEMEHHO NpUEMaHe ChC WIKM 03 CTaTUHH).

Kakro u npu apyru uaxuburopn Ha HMG-CoA penykrasara, yecToraTa Ha HEXXeNIaHHTE JIEKapCTBEHH
PEaKLHH 38BHCH OT 103aTa.

Edhexmu evpxy 6v6peyume
Ilpy mauMeHTH, IEKYBaHH C pO3yBacTaTHH, € Owia HabalonaBaHa NPOTEHHYPHSA, KOATO € YCTAHOBEHA ¢

TECT-JICHTHYKH M € NMPEeJUMHO ¢ TyOynapeH npousxoa. B onpeaeneHd MOMEHTH OT JICUEHHETO, NPH <
1% ot nauuenTUTe, NnexysaHu ¢ 10 u 20 mg ca HaGnogaBaHH NPOMEHH B U3CNEABAHHATA 32 MPOTEHH
B YPHHAaTa OT OTPHLATENEH pe3yaTar a0 ++ KWK noede. HeaHauuTenHo OTKAOHEeHHE (OT oTpHLIaTENeH
pe3yaTat go +) e HabmioaasaHo npu ao3a ot 20 mg. B noBeveTo ciryyau NpoTeMHYpHATa HAMAaigBa
WIKX OT3BYHMaBa CTIOHTAHHO NPH NpOABDKaBaHe Ha neueHdero. Or nperneaa Ha JaHHHTE OT
KIHHHYHHTE NpoOy4YBaHHA H OMNHTa CAEn IMyCKaHE Ha nasapa A0 cera, He € YCTAHOBEHA NMpPHUMHHA
BpB3Ka MEXIY NPOTCHHYPHATA H OCTPO WM NpOorpecHBHoO 6b6peuHo 3abonapane.

IIpy nauMeHTH, NEKYBaHU C pO3yBacTaTHH, € HaOlioaaBaHa XeMaTypHus, HO JaHHHTE OT KAHHHYHHUTE
NpOYyYBAHHUA NMOKA3BAT, Y€ YECTOTATA i € HUCKA.

Eghexmu evpxy cxenemuama Myckysamypa
EdekTH BbpXy CKeneTHaTa MyCKynaTypa, Hanp. MHAJITAA, MUONATHA (BIJTKOYMTETHO MHO3HT) H PAAKO

pabpomuonuia ¢ winKu 6e3 octpa 6bOpeuyHa HEAOCTATBYHOCT ca ChOOINABAHM NPH JIEKYBAHH C
pO3yBAaCcTaATHH NALMEHTH IIPHU BCUUKH A03H H 0cobeHOo rnipH 103u > 20 mg.

CpBbp3aHo ¢ J03aTa NOBMUIABAHE HA HHBATAa Ha KpeaTMHKHHa3a (CK) e nabmoaasaHo npyu nauMeHTH,
NpHeMallid pO3yBECTATHH, KaTO rofsMa 4acT OT CJiyvyauTe ca OMNM JiekH, acCHMITOMATHYHH M
npexoaHHu. Ako HuBara Ha CK ca ysennuenn (>5xI'T'H), neuenuero Tpsiba z1a ce npeycraHoBM (BX. T.
4.4).

Egexmu evpxy uepnus opod

Kaxro u npu apyru unxuburopu Ha HMG-CoA peaykrasara, cBbp3aHO C A03aTa NMOBHILIABaHE Ha
TPaHCaMHHa3uTe € HabnogaBano NMpyU MaTbk OPOH NMaLMEHTH, PUEMALLH PO3YBacCTaTHH, KATO rojaMa
4acT OT CAy4aure ca OWIH JIEKH, aCUMIITOMATHYHH H NIPEXOAHH.

Cneanute HeXenalH peakUMH ca OWin ¢bo01IaBaAHH NPH HAKOH CTATHHH:
— CexkcyanHa AHCHYHKLHA.
— H3sonupann cinyyan Ha MHTEpcTHUHanHa Oenoapodua Gonecr, ocobeHO MNPH NPOABLIDKHUTENHO
neyeHue (BX. T. 4.4).

Habopamopnu noxazamenu
B KOHTpONMpaHM KIMHHYHH NPOYYBAHHA HA MOHOTEpANHA 4YECTOTATA HA KJIMHHYHO 3HAYHUMHTE
nosuuieHus B cepyMHuTe TpaHcamuHasu (AJIAT w/unn ACAT > 3x I'TH, nocnenoBaTenHg .
cxonHa Mexay esetiMud (0,5%) u mnanebo (0,3%). Ilpn npoyusaHua 3a exFQePdeNt ﬂdl.gtk

NMpWIoKeHHe, Yectorarta € Ouna 1,3% npu nauMeHTH, 1eKyBaHH €THOBPEMEHHO C €3€T A 50 41 ol A\
H 0,4% npu NatMeHTH, 1eKyBaHH ¢caMO ChC CTAaTHH. Te3u noBHIleHHs ca OWIH aCHMH
Ja ca OWNM CBBP3aHM C XOJNECTa3a, KAaTO €a Ce BbPHAIM KbM H3XOJHHTE HMBa Chej
NEYEHHETO WIH NPH NPOABLIKABaHe HA IEUYEHHETO (BXK. T. 4.4). e Be s
B kauHMYHM NpoyyBaHHS € choOllaBaHa kpeaTHHdocdokunaza (CPK) >10X ITH Rpidlo: -y
(0,2%) nauMesTH, JIEKYBaHH caMmMo ¢ e3eTHMHG, cnpamo | ot 786 (0,1%) naume MENELT
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mauebo, n npu 1 or 917 (0,1 %) nauveHTH, NEKyBaHH €AHOBPEMEHHO ¢ €3€TUMUE M CTATHH CIPAMO 4
oT 929 (0,4%) nanMeHTa, npuemamld camMo cTaTHH. He € HMMano ypenMyaBaHe Ha ClyyauTe Ha
MHOMAaTHA HAH pabAOMMONN3a, CBLP3AHH C €3€THMHO, B CpaBHEHHE CBbC CHOTBETHATA KOHTPOIHA
rpyna (rnnauebo nnu camo cratul) (BXx. T. 4.4).

IleanaTpruyHa nonynauvs
be3onacHOCTTa M e(hUKACHOCTTa Ha e3eTHMUO+PO3YBAaCTATHH NPH Zelia Ha Bh3pacT noR 18 roauum Bce
Ollle He € YycTaHOBeHa (BX. T. 5.1).

Pozysacmamun.

[lopninasane Ha kpeatvnkunasara >]10X ITTH u MycKynHM CHMITTOMM Clefl ynpaskKHEHHA WM
NOBHILICHA (PH3HUECKA AKTHBHOCT ca HabN10aBaHH M0-YECTO B 52-CEeAMHYHO KITHHHYHO NMPOy4YBaHE Ha
ACa H IOHOLUW B CpaBHCHHE ¢ BB3pacTHH. Ot Apyra crpaHa npoduwisT Ha Ge3onacHOCT Ha
PO3YBACTATHH NPH Jelia ¥ FOHOLIH € CXOIEH C TO3W NPH BB3PAaCTHM.

Ezemumub:

[Ipy npoy4eaHe, BkmoOYBau©O 10HOWH (6 no 10-roavmHa BB3PACT), MALKMEHTH C XETEPOIHrOTHA
pamunna unu HedamMuiHa xunepxonecteponemus (n = 138), nosuwenne va AJIAT wunu ACAT (> 3
X I'TH, nocnenosarenno) e HabmopasaHo npu 1,1% (1 naumeHT) OT NauMeHTHTE, NpHEMALIH
e3eTHMHO, B cpaBHeHne ¢ 0% B mauebo rpynara. Hama yesenmuenne va CPK (> 10X I'TH). He ca
ChOOLIABAHH CITy4aH HA MHOTIATHA.

[Ipy otaenHo npoyusane, Bkmoysawio wWHOWH (10 no 17-roaMiiHa BB3PacT) ¢ XETEPO3UroTHa
¢damunHa xunepxonecreposiemus (n = 248), noeuwenve Ha AJIAT wuan ACAT (> 3 x ITH,
nocnefoBarenHo) e Habmonapano npu 3% (4 mnNauMeHTH) OT MAUMEHTHTE, MPHEMALIM
e3eTUMHO/CHMBAcTaTHH, B cpaBHeHHe ¢ 2% (2 naudeHTa) OT rpynara Ha MOHOTEPANHA CbC
CHMBACTaTHH; Te€3M 1aHHK ca OWIH CrotBeTHO 2% (2 nmauvenTa) u 0% 3a nosmnasane Ha CPK (> 10X
I'TH). He ca crobmaBanm cmyuan Ha MHONaTHA,

Tesn u3NMTBaHHMA He ca OWIM MpeAHA3HAYEHM 33 CPABHEHHE HA PeAKMTE HEXKEJaHH eKapCTBEHN

pPEaKLIHH.

CrobuiaBaHe HA MONO3UPAHH HEXEIAHH DERKLIMH

Cro0iiaBaHeTo Ha OAO3MPAHH HEXETAHH PEAKLHH Chej] pa3pelliaBaHe 3a ynotpefa Ha neKapCTBEHHS
MPOAYKT € BAXHO. ToBa nMo3sonspa Aa NPOALDKH HaOMOAEHHETO HA CHOTHOMICHHETO NOJI3a/PUCK 3a
NEKapcTBCHNA nNpoAyKT. OT MEeIHUHHCKUTE CreuMaluMcTH c€ H3WCKBa aa cboblaBar BcAka
MOAO3MpaHa HexxenaHa peakuus Hpe3 M3mbNHUTENHa areHU|s o JeKapcTRaTa, yi. ,.JlaMaH I'pyes” Ne

8, 1303 Cogus, Ten.: 02 8903417, yebcaiiT: www.bda.bg.
4.9 Ilpenozupane
B cimyuaii Ha npenosupane, TpabBa na ce NPUICKH CUMITTOMATHYHO H NOUTLPXKALLO JISUEHHE.

E3zetnmMub

B IHHH4HH NPOYYBaHHs MPHUIOXKEHHETO Ha e3eTuMHO 50 mg/nueBHo npy 15 3apaBn n06poBOIUM B
npoab/okeHue Ha 14 auu unu 40 mg/aHeBHO npy 18 nauMeHTH ¢ MBPBUYHA XMMEPXOIECTEPONEMHS B
MpOAB/LKEHHE Ha 56 AHH e Ouno nobpe noHocuMo. [pu XKUBOTHHM He e HabmoOgaBaHA TOKCHYHOCT
ClIC/l NpUiaraHe Ha eAHOKpaTHa nepopanHa no3a ot 5 000 mg/kg ezeTHMHO NpK NILXOBE H MMILKH U
3 000 mg/kg npu Kyuera.

JloK1aaBaHH ca CaMO HAKOJIKO CITy4aH Ha Npeo3upaHe ¢ e3¢THMHG: MoBeueTo He ¢a GHIN CBbP3aHH C
HeXenaHH ChOUTHA. CrobHIaBaHHTE HeXENIaHH PeakLMH He ca OWITH CepHO3HH,

PosyBacTraTiH P
HaMa nyOnHKyBaHH 5WTEpaTypHH JaHHH 3a Mpeao3upaHe ¢ po3yBacTaTHH. Hg ay
JIeYEHHEe B ClIyuyaH Ha npenosupaHe ¢ polyBactaruH. YUepHoapobuara dyHk
TpsOBa na ce npocieasear. Manko BepoaTHO € XeMoqHanu3ara Aa Ob/1€e OT nonsa. g .
pi
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5. ®GAPMAKOJIO'HYHU CBOMCTBA
5.1 PapmakoagHHAMHYHH CBOHCTBA

dapmakoTepanesTH4Ha rpyna: Jiunupomoauduumpamn cpeactea, Kom6uHauus oT  apyru

mnyaomMoguduLMpay CpeacTsa;
ATC code: CI0BAOS.

MexaHu3bM Ha NelicTBHE
[Ina3smeHHAT XonecTepos ce MoyyaBa OT YpeBHa abcopBums M eHoreHeH cuHTes. PoseTHH ChABpPKA

€3¢THMHO H pO3YyBACTATHH, ABE NHNUAO-TIOHWKABALUM CHEAMHEHHS ¢ AOMBLJABALUH MEXAHH3IMH Ha
AeHcTBHe. PoseTHH HamansBa nosuwenus o6 xonectepon (06w C), LDL-C, anonmunonporens B
(Apo B), tpurnnuepumm (TG) u He-HDL-C u ysennuasa nunonporestnre ¢ Bucoka mrstHocT (HDL-
C) upe3 BOIHO HHXHOMpaHe Ha YCBOSBAHETO H CHHTE3a Ha XONEeCTEpo.

Ezemumut

EzetuMn0 npuHanneku KeM HOB KJac ChEAMHEHHS, HAMANABAIM JIHMMAMTE, KOMTO CEEKTHBHO
HHXHOMPAT HHTEeCTHHAIHATa abcopOLMA Ha XonecTepon W GIH3KH CTEPONH OT PaCTHTENEH NPOU3XOA.
EzetiMHO e nepopanHo akTHBEH M HMa MEXaHM3LM Ha AeiicTBHe, KOMTO ce pasjinyaBa OT TO3H Ha
APYTHTE KINACOBE XONECTEPOJI-NIOHHKABALIM CheJHHEHHA (HAMNp. CTATHHH, CEKBECTPAHTH Ha HUTHYHHTE
KHCEeJIHHHU [cMonM], nponsBoaHK Ha (pUOPHHOBATA KHCENHHA W PACTHTENHH CTAHOMM). Monekynnara
Len Ha e3eTHMHO e crepon Tpancnoprepa, Niemann-Pick Cl-Like 1 (NPCI1L1), kofito oTrosaps 3a
OOpPaTHOTO MOEMaHe B THHKUTE YepBa HA XONECTEPO B PUTOCTEPOIH.

Pozyeacmamun

PosyBacTaTWH € Ce/leKTHBEH W KOHKypeHTeH HHxuburtop Ha HMG-CoA penpykrasara, CKOPOCTHO
OrpaHHYaBall €H3WM, KOHTO NPEBPBILA 3-XMAPOKCH-3-METHITITYTapii KOEH3HM A A0 MEBaIOHAT,
MpeKypcop Ha Xonectepona. [IbpBUMHOTO MSCTO Ha AelicTBHE Ha pO3YyBAaCTATHH € YEPHHUS APOO, KOKTO
€ TApreTeH OPraH 3a NOHHKABaHe Ha XOJecTepona.

PosysacTaTuH noBuuiasa 6pos Ha yepHoApoGHKTE LDL-penientopu BbpXY KIeThUHATA NOBLPXHOCT,
KaTo 3aCKJIBa 3axBaulaHeTo M KaTabonusMa Ha LDL u notucka yepnoapobums cunres Ha VLDL, kato
10 TO3M Ha4YHH HamMansBea oO0wua Opoit Ha VLDL u LDL uacTunm.

(DapMakoIHHAMWYHH edeKTH

Ezemumub
E3eTHMUO ce sloKanu3Mpa HA TNOBBPXHOCTTA HA PECHHYKHTE HA TBHKHTE 4YepBa W UHXHbupa
abcopbuuaTa Ha XOJ€CTeposn, KaTo 1O TO3H HAYHH HAMAISBA TPAHCNOPTHPAHETO Ha XONECTEPOa OT
TLHKHTE 4€pBa KbM YEPHHA ApO0; CTATHHHTE MOHMKABAT CHHTE3a HA XOJIECTEPOS B YEPHUA APOb U
33CHO TE3W Pa3NUYHH MEXAHW3MH OCHIypABAT AOITBHJIHHTENHO MOHIKABAHE Ha XojecTepona. B 2-
CeAMM'YHO KIMHHYHO Npoy4BaHe Ha 18 mauweHTa ¢ xunepxonecrepoiemMus, e3eTuMub e HHXHOHpan
HHTeCTHHANHaTa abcopbuma Ha xonectepon a0 54% B cpaBHeHue ¢ miaue6o.

[IpoBeneHa e TMopenMUa OT NPEAKIHHHYHW NPOYYRAHMA 33 OMNpENENTHE HAa CENEKTUBHOCTTa HA
€3¢THMHO 3a UHXHOMpaHe Ha aGcopGumaTa Ha xonectepon. EseTumu6 mHxuGupa aGcopGumsra Ha
[*C]-xonectepon 6e3 na mnosnusBa abcopbuusTa Ha TPHIAHUEPHAHTE, MACTHHUTE KHCENMHH,
AUTBHHUTE KHCETHHH, NPOreCTEPOH, €THHHIJI €CTPAHOJ HITW MACTHO pa3TBOPUMMTE BUTAMHHHA A 1 D,
EnnaeMHONOrHYHH NPOYYBaHHs ¢a YCTAHOBHIIH, Ye ChPACYHO-ChAOBATA 3a00/1€BAEMOCT H CMBPTHOCT
BApHpAT NpaBonNponoOpLUMOHANHO OT HMBaTa Ha OOWHA-C v LDL-C u o6paTrHonponopuwonanHo ot
HuBaTa Ha HDL-C.

[pinoxeHneTo Ha €3eTHMHG CbC CTATHH € ePEKTHBHO 33 HAMAIABAHE HA PHCKA OT ChPAEYHO-CHIOBH
CBOMTHS NpPH NALMEHTH C HCXEMHYHa GONECT Ha CHPLUETO H aHaMHe3a 3a ChOUTHE, CBBLP3gHo—¢
KopoHapeH cuHaApoM (ACS).

Pozysacmamun
Po3sysactatuH Hamanssa nosmmenus LDL-xonecrepon, ofuwms xonectepon, {pRndg
nosuinasa HDL-xonecrepona. Toi#t cbmio nommxkasa ApoB, we-HDL-C, VLD G,
noBuwaea Apo A-l (Bx. Tabnuua 2). PosyracTatMH noHuXkaea ChLIO H CHOTHOY =52
C/HDL-C, o6uma C/HDL-C, se-HDL-C/HDL-C u ApoB/ApoA-1.
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Tabnuna 2: OTtroBop xbM A03aTa NpH NALMEHTH ¢ MBPBHYHA XUnepxosecteponeMua (tun Ila u 11b)
(KOpHrHpaHa cpeZiHa IIPOLICHTHA NPOMARA CNPAMO U3XOAHATA CTOMHOCT)

Ho3a N LDL-C O6m-C HDL-C T7pa- He-HDIL-C ApoB  ApoA-]

rinne-

pHAH
[Inanebo 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

TepanesTHueH egekr ce HabmopaBa ao 1 ceamuua ciel 3ano4ysaHe Ha JeveHuero M 90% or
MaKCHMaJIHHs OTrOBOP C€ AOCTUra L0 2 CeAMHUH. MaKCHMaJHHAT OTroBOp OOMKHOBEHO C& AOCTHTA
10 4 ceAMHULIM ¥ Ce MOAABPXKA Clel TOBa.

Kiaunnyna epukacHoCT U 6€30MacHoCT

Ezemumut

B KNWHHYHH NPOYYBAHHSA C KOHTPOJIHH IPYIH, €3¢THMHO, KATO MOHOTEPAnHa HiH eHOBPEMEHHO ChC
CTaTHH 3HaunTenHo HaManssa obums C, LDL-C, Apo B u TG u nosumasa HDL-C npu naumenTy c
XHIIEPXOJECTEPONIEMHS.

IIbperyHa XUIIEepXonecTepoIeMHS

B enHo ABo#HO-caano, miauebo-KOHTpONHMpaHo, 8-CeAMMYHO MpoyuBaHe, 769 NALMEHTH C
XHNEPXONIECTEPOIEMHA, KOHTO BEY€ MOMy4YaBaT MOHOTEpPANHA CbC CTATHHH, M KOMTO He ¢a OWIM Ha
ueneBoTo HMBO Ha Haumonannara ObpasoBatenna Ilporpama cpeuty Xonecrepona (NCEP) 3a LDL-C
(2.6 - 4.1 mmol/]l [100-160 mg/dl], B 3aBHCHMOCT OT H3XOAHHUTE XapAXTEPHCTHKH) Ca PAHAOMH3UPAHU
na nory4asar e3eTHMHO 10 mg Wik nnauebo B nONBIHEHHE KbM TEKYILATA UM TEpanua ChC CTATHHH.
Cpea nexKyBaHHTe CbC CTaTHHH MalHEHTH, KOWTO He ca 6WiM Ha ueneBata croiHocT Ha LDL-C Ha
H3XOAHO HHBO (~ 82%), 3HAUHTENHO NOBeve NAUMEHTH, NpPHEMAIUM PaAHAOMH3HPaHO €3eTHMHMO, ca
MOCTHTHAIN CBOATA LesieBa CTOHHOCT Ha LDL-C B xpaliHata TO4YKa Ha MpOYUBAHETO B CPABHEHME C
NALUHEHTHTE, paHAOMH3HPAHH Ha 1auedo, cboTBeTHO 72% H 19%. ChoTBEeTHUTE HaManeHus Ha LDL-
C ce paanuuaeat CuUIECTBEHO (CHOTBETHO 25% K 4% 3a eseTumub cnpsimMo nnaue6o). B nonnixeHne,
e3¢THMHO, N00aBeH KbM NPOAB/DKABALLATA TEPANMA ChC CTATHHH, 3HAYMTENHO HaMasisea obmma C,
Apo B, TG u nosrwaea HDL-C B cpaBHeHue ¢ nnanefo. Ezernmu® unu nnaue6o, 106aBeHH KbM
TEPanuiaTa CbC CTaTHHH, HaMasBaT CpeaHo C-peakTMBHMA NPOTEHH CBbOTBETHO ¢ 10% wnn 0%
CIIPAMO U3XOJHOTO HHBO.

B 2, aBoliHo-cienu, paHNOMH3MPaHK, IUlanebo-KoHTponupanH, 12-ceAMHYHH nNpoyuBaHud npH 1719
NMAUHEHTH C MbpPBHYHA XHUMepXoJecTepoieMus, e3etmmud 10 mg 3HauuTenHo noHmxasa obuwua C
(13%), LDL-C (19%), Apo B (14%) , u TG (8%) u nosuwasa HDL-C (3%) B cpasHenue ¢ nnaue6o.
B nonwiHenne, e3eTuMuO HAMa edekT BbpXY MiIa3MEHHTE KOHLEHTPAUHH HA MAacTHOPAa3TBOPHMHTE
putaMMin A, D un E, wsima edexT BbpXy npoTpoMO6HHOBOTO BpeMme M, nopnoOHO Ha Apyrw
JUNHAONOHWXABAIM CPEACTBA, HE YBPEXKIA NPOH3BOACTBOTO HAa aAPEHOKOPTHKANIEH CTEPOMACH
XOPMOH.

Poszyeacmamun
PosyBacTaTHH € e€(QEKTHBEH 0NpH BbL3PACTHH JIHLA C XHNEPXONECTEPONEMUE, CbC H Oe3
XHIIEPTPHITIHUEPHAECMHA, HE3aBUCHMO OT paca, NoJ MM BB3PAcT ¥ NPH CNELMaNHK NOMYJIAIMH KaTo
ANA0ETHUM WIH NALHEHTH ¢ (paMHIHA AaHAMHE3a 32 XHITEPXOAECTEPOJIEMHA.
O6o6uenuTe Aanuu 3a ¢asa IIl nokasear, ye pozyBacTatMH € e()eKTHBEH NPH Jeu
roiaMara 4acT OT NMAaLUMEHTHTE ¢ XHnepxojecteponemus oT tvn Ila u [Ib (¢pﬂ,ﬂEH
oxosio 4,8 mmol/l) no npusHaTHTE UENEBH CTOWHOCTH, ChABLPXKALLU CE B HaCDI{HTE
ApyxecTBO no arepockyaeposa (EAS; 1998); okono 80% or nmaumenTHTe, nekyps
AOCTUrHANMH LieneBHUTe cTOoMHOCTH Ha EAS 3a HuBaTta Ha LDL-C (<3 mmol / ). ‘
B ronamo npoyusase, 435 NauUMEHTH ¢ XeTEPO3UrOTHA GaMHIHA XHMIEPXOIECTEPONE

posyBacTaTHH 20 — 80 mg npu dopcupaHo TUTpyBare. Bcuuky 103 nokassat Graky lfpgli%re
m

x@

1:“..
T \Cw I

17




BBPXY JIMITHAHUTE NapaMeTPU U JIEYCHUETO 3a MOCTHIaHe Ha LeneBuTe ctoiiHocTH. Cnea THTpyBaHe
A0 aHeBHA 103a o1 40 mg (12 ceamuiuu neuenne), LDL-C e HamaneH ¢ 53%. 33% oOT nauMeHTHUTE Ca
DOCTHTHAIH LleneBUTE CTOMHOCTH Ha EAS 3a Husara Ha LDL-C (<3 mmol / 1).

[Ipy oTkpuTO npoyuysaHe ¢ GOpCHPaHO TUTpyBaHe, 42 MAUMEHTH ¢ XOMO3HWIrOTHa (hamMmuiIHa
XHnepxonecTeponeMnus OfXa OLEHEHH MO TAXHATA pPeaxUUs KbM MEIMKAMEHTO3HO JieYEeHHE C
pasyBacraTvH 20 - 40 mg. B obiiara nonynanus cpeasoro HaManeHue Ha LDL-C e 22%.

KomOunauus or e3eTuMHUO W po3yBACTATUH

B 6-ceaMnuHO, paHAOMM3UDPAHO, ABOHHO CJANO, MAPAIENHO TPYNOBO, KIMHHYHO [IPOYYBaHE e
olleHeHa Oe30MacHOCTTa ¥ eHKacHOCTTa Ha nobapaHe Ha e3eTHMHG (10 mg) kLM cTabunHa TepanHs c
pO3yBacTaTHH CMPAMO TUTPHPaHe 33 MOBHILIABAHE Ha J03aTa pO3yBacTaTHH oT 5 1o 10 mg win ot 10
no 20 mg (n=440). O6o0wenuTe AaHHM NOKa3BaT, ye A00ABAHETO HAa e3eTMMHO KbM cTabwieH
posysactaTHH 5 mg wmm |0 mg noHmwxkasa LDL xonecrepona ¢ 21%. O6patHo, yaBoena aosa
posyBacTaTHH oT 10 mg a0 20 mg nonmwkasa LDL xonecrepona ¢ 5,7% (15,2% paznvka Mexay
rpynute, p <0,001). Oraenno, esetumu6 ruoc 5 mg posysactatuH noHwkasa LDL xonecrepona
nopeve, oTkonkoto 10 mg posysactatun (12,3% painuka, p <0,001), a esetumub nmioc 10 mg
po3yBacTaTHH noHWwkapa LDL xonecrepona nosede, otkonkoto 20 mg posysactatuH (17,5%
pa3iHkKa, p <0,001).

B enHo paHAOMH3HpaHO, OTBOPEHO, 12-ceAMMUYHO NMPOyUYBaHe ¢a M3C/eABaHU HHBATA HAa NOHMIIKABaHe
Ha LDL ebB BCcgka nekyBana rpyna (eserumu6+posyeactatin 10 mg / 10 mg, 10 mg / 20 mg, 10 mg /
40 mg, 10 mg / 80 mg). IloHwkaBaHeTO OT M3XOAHOTO HHBO ¢ KOMOMHALMA Ha HMCKAa 1038
po3yBAacTaTHH € 6uno 59,7%, 3HauMTENHO NO-TONAMO B CpaBHEHHE ¢ KOMOMHAUMA HAa HHCKA [03a
CHMBACTaTHH, 55,2% (p<0,05). JleueHuero ¢ KOMOHHALIHA Ha BHCOKA 10334 PO3YBAaCTATHH € MOHHKHIO
LDL xonectepona ¢ 63,5% B cpaBHeHHME ¢ NOHWxeHue oT 57,4% npn xoMOMHaLMA Ha BHCOKa A03a
cuMmpactaTuH (p<0,001).

[lenuaTpuyuHa nomynaiims

Esponefickara areHuMs no Jexapctsata ocBofoxaaBa OT 3a0b/DKEHHETO 34 MPEAOCTABAHE Ha
pe3ynTaTHTE OT MpOy4YBaHUATA ¢ Po3eTHH BLB BCHYKM NOATPYNH Ha MeAHaTPHYHATa MOMYJIALUHS NPH
JICYCHKHE Ha MOBHLUEH XONIeCTEpON (BXK. T. 4.2 3a HHGOpMaLIMA OTHOCHO ynotpeba B neauaTpusTa).

52 @apMakoKHHETHHH CBONHCTBS

HaMa ChINECTBEHO (PApMAKOKMHETHYHO B3aUMOJACHCTBHE MeXIY 2-Ta KOMIIOHEHTA Ha TO3H
NEeKapCTBEH Npenapar ¢ PpUkcHpaHa 103a.

Cpennnre cTOHHOCTH HA AUC U Cpax 33 061IMA €36THMHO UM pa3yBacTaTHH He Ce PasivyaBaT MEXIY
rpynHTe 3a MOHOTEPAIHA W €IAHOBPEMEHHOTO MPHAOKEHHE HA posyBacTaTtHH 10 mg H e3zetumud 10
mg.

Abcopbrius
Ezemumub

Cnen nepopaneH npuem e3etumu® ce abcopbupa OBp30 M E€KCTEHIMBHO CE€ KOHIOTHpa A0
(hapMaKoONOruyHO aKTHBHUA CHONEH MTIOKYPOHHA (€3eTHMHO-IrMIOKYpOoHUA). CpeaHHTE MaKCHMATHH
U1a3MEHH KOHUEHTPaUHMH (Cpex) C€ JOCTHIAT B paMKHTE Ha | 10 2 yaca 3a €3eTHMKG-TIHOKYPOHHA K 4
ao 12 vaca 3a e3eTuMHO. AGcomoTHaTa GHOHANHMHOCT Ha e3eTHMUO He MoXe Aa Onle onpeaescHa,
TbH KaT0 CLEJHHEHHETO € Ha MNpaKTHKa HEpasTBOPUMO BbLB BOJHA Cpela, NOAXOAAILA 3a
HMHXEKTHpaHe,

ENHOBPEMEHHO NPHEMAHE HA XpaHa (C BUCOKO ChbAbpKAHHE HAa Ma3sHMHY MM 6Ge3 MasHHHM) HAMA
eexT BLPXY nepopanHata OHOHAIHYHOCT Ha e3eTHMHO Nnpy npunaraxe oA dopMara Ha TaBRETKH OT
10 mg. EseTumu® Moxe na ce npuema c win 6e3 xpaua.

Pozysacmamun
MakcHManHiTe KOHLEHTPaUMH Ha pPO3yBAacTaTHH B IUla3Mara ce NocTHrar npuo
CJIel NepopanHo npunomkeHne. AbcomorHara 6HoHanuuHOCT € npubausuTeNHO 20%.
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PaznpeaencHue
Ezemumub
EseTUMHO M e3eTHMHO-TIOKYpPOHHA ce CBBP3BaT CbOTBETHO ¢ 99.7% u 88 mo 92% ¢ uoBewmkuTe

[J1a3MEHH NPOTEHHH.

Pozysacmamun

Po3yBacTaTHH ce NoeMa €KCTEH3UBHO OT YEPHHA Jpod, KORTO € OCHORHOTO MSCTO 38 CHHTE3HpAaHE Ha
xonecrepona u LDL-C knupsHca. O6eMbT Ha paznpeneneHue Ha po3yBacTaTHH € npubaunsuTenso 134
L. PosysacTaTiH ce cBbp3Ba npubansnTenHo 90% ¢ niazMeHHTE NPOTEHHHK, NPEIHMHO ¢ anbyMHuH.

buoTtpancdopmanns
Ezemumutb

EzetumMu® ce Merabonusupa npeanMHO B TBHKHTE uepBa ¥ 4YepHuA Apob udpes TIIOKYPOHHIHA
KoHtorauus (¢asa Il peakums) c nocienpalla eKCKpeuus upes xnbuykara. MHHHMaNeH OKCHMAATHBEH
MeTabonusbm (dasa | peakums) e HabmonmaBaH npd BCHUKH W3CIEIBAHH OWONOTHYHK BHAOBE.
E3eTHMHO M €3¢THUMHO-TIIOKYPOHHI €a OCHOBHMTE YCTAHOBEHHM B MJIa3Mara MpPOM3BOAHH Ha
NIEKapCTBOTO, KOMTO CHCTABAT CHOTBETHO npubnwmiaurenno 10 go 20% u 80 mo 90% ot obwoto
KONW4YECTBO Ha JICKApPCTBeHHA MPOAYKT 8 riasMaTta. KakTo e3eTMH0, Taka H e3eTUMHO-TNIOKYPOHH)
Ce €JIMMHHHPAT DaBHO OT Ma3MaTa ¢ JOKA3aTeJCTBA 32 3HAYHTENIEH eHTepOXEnaTalieH KPLIOBpaT.
[TomyxHBOTBT Ha €3eTHMHO M €3eTUMHO-TIBOKYPOHH] € NpHOnn3uTeNHO 22 yaca,

Pozyesacmamun

MeTabonu3smMsT Ha po3yBacTaTHH € orpaHvueH (mpubnuszutenno 10%). In vitro npoyuyBaHud Ha
MeTaboH3Ma ¢ H3MON3BaHE Ha YOBELIKH XCNaTOLMTH MOKAa3BaT, Ye PO3yBacTaTHH € ¢iab cybcTpar 3a
uuToxpoM P450-00ycnosenus mMerabonnszem. CYP2C9 € OCHOBHMAT H30€H3MM, KOWTO yd4acTBa, a
2C19, 3A4 u 2D6 yuyactBat B no-Manka creneH. OCHOBHHTe MAEHTHDHUMpaHH MeTabonuTH ca N-
JNeCMeTHI- H TaKTOHOBH MeTabonuTK. N-aecMeTHAOBHA MeTaloaHT € nNpHOau3uTento 50% no-Manxo
aKTHBECH B CPaBHEHHE ¢ pO3yBAaCTaTHH, AOKATO IaKTOHHAaTa (popMa ce CuMTa 338 KIMHHYHO HEAKTHBHA.
PosysacTaTuH omnpenens nosede or 90% oT akTHBHOCTTAa Ha LUpPKyNMpaluus uHxuGurop Ha HMG-
CoA peaykrasara.

EnuMuHHpaHe

Ezemumub

Cnen nepopanHo npuioxkenne Ha ['“C]-eserumut (20 mg) Ha xopa, oBIMAT €3eTHMHE € OTueTeH, ye e
npubausurenHo 93% or obuara paauoakTHBHOCT B TuiazMata. [lpubGamsurenno 78% u 11% ot
NPUJIOKEHATA PAHOAKTHBHOCT € OWa OTKpUTA CHOTBETHO BbB (heKanuuTe U ypuHaTa cien 10-nHeBeH
nepHoa Ha uicneasaHe. Cien 48 yaca He ce yCTaHOBSBA PaHOAKTHBHOCT B TJ1a3MaTa.

Po3yeacmamun

[TpubnusutenHo 90% ot go3ata Ha pO3yBACTATHH Ce EKCKpPEeTHpa HENpPOMEHEeHa BbhB (heKaTuHTe
(cseTon ce oT abcopbupaHo U HeabcopOHpaHO aKTHBHO BELLECTBO), 4 OCTAHANATA YacT C€ EKCKPETHpa
B ypuHata. Ilpubmmsurento 5% ce eKkckpeTMpaT HeNpOMEHEHH B ypuHaTa. [lna3MEHMAT
CIHMHHALMOHEH NMOTYKHBOT € Okono 19 uaca. ENMMUHALMOHHHAT MONYXKHBOT HE CE YAB/DKABA NpPH
No-BUCOKH 103U, ['€OMETPHUHO CPENHHAT I[UIa3MeH KIHPBHC € npubnusurenHo 50 nurpa/uac
(koepuunent Ha Bapuabunuoct 21,7%). Kakro M npu apyrure nHxuburopy Ha HMG-CoA
peayKTas3ata, 4epHOAPOOHOTO noeMaHe Ha po3yBacTaTHH BKJIIOYBA MeMOpanHus TpaHcnoprep OATP-
C. To3u TpaHCnOpTep € BAXKEH 33 YEpHOAPOOHOTO EIMMHHUPAHE HA PO3YBACTATHH,

JIuHeRHoOCT
CHeTeMHaTa €KCMO3HLIMA Ha pO3YBAcTATHH Ce YBEIHYaBa NMPONOPLMOHANHO Ha no3aTta. Hama
Ha (papMaKOKHHETHYHHTE NMapaMeTpH CNesl MHOTOKPATHO AHEBHO J03HpaHe.

Cneuyanyy nonyJauuu
Yeprodpobro yapexcoare

EzeTmMud
Cnen eaHokpatHa ao3a 10 mg e3eTHMHO Npy NaLmneHTH ¢ eka YepHoApoOHa Heo
6 no ckanara Ha Child-Pugh), cpeanara AUC 3a o6mms e3etiMH6 ce e ysennunia
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|,7 nbTH B CpaBHEHHE CbC 34paBH HHAXBUAK. B eaHo 14-aHeBHO NpoyuBaHe C MHOTOKPATHO JO3HpaHeE
(10 mg nHeBHO) NpH MalMEHTH C yMepeHa uepHoapoOHa HemocTaTbYHOCT (7 MaK 9 no ckanata Ha
Child-Pugh), cpengHata AUC 3a ol1ims ezetumud ce € ypenuuwia npubnusurenHo 4 m»T4 Ha 1-Bua U
14-THA AeH B cpaBHEHHE CbC 3ApaBH a006poBonuu. He e HeoOxoaumMo kopHrupaHe Ha no3ata npw
MaUMEHTH ¢ Jieka yepHoapoOHa nepocTaTbyHOcT. [lopanu HemsBecTHHTE edeKTH OT yBeIHWYEHATA
€KCNO3HLHA Ha €3eTHMHO TpH MalHEeHTH C YMEpPEeHa A0 TEXKa YepHoApoOHAa HenoCTaTBUHOCT (39 no
ckanata Ha Child-Pugh) He ce npenopbuBa e3eTuMub npu Te3n nauMeHTH (BXK. T. 4.4).

PosymacTraTuH

B npoyusaHe npH MHAMBUAM C paMIMYHA CTENEH Ha YEPHOAPOOHO YyBpeXJaHe He ca INOJTyYeHH
NI0Ka3aTe/ICTBA 32 MOBUIIEHA €KCHO3WLIMA HA PO3YBACTATUH MPH JIMLA C PE3yNTaT 7 WIH NO-HUCHK MO
ckanata Ha Child-Pugh. Benpekn ToBa aBama yuacTHHKa ¢ pesynrar 8 n 9 no ckanara na Child-Pugh
ca MOKa3alii MOBULICHA CHCTEMHA €KCMO3HLIHA Hai-MaNkO 2 MbTH B CPABHEHHE C JIHLA C MO-HUCHK
pesyarart o ckanara Ha Child-Pugh. Jluncea onut npn naumeHTH ¢ pe3ynraTt Han 9 no ckajsara Ha

Child-Pugh.

bvbpeuno yspescoane

E3zetumut

Cnen eanokpata a03a 10 mg eseTiMub npH nauueHTH ¢ texko 6v0peuno 3abonsasane (n=8; cpenen
CICr <30 ml/min/1,73 m?), cpennata AUC 3a o61uns e3eTHMHO ce € yBenuuwia npubnuauTenHo ¢ 1,5
ITbTH B CPABHEHHE CBC 3ApaBH HHAHBHAM {Nn=Y9). To3u pe3yarar He ce cuMTa 3a KIMHHYHO 3HaYuM, He
€ HeOOXOAMMO KOPUIrHpaHe Ha 103aTa NpHu NauMeHTH ¢ 6u0peyuHo yBpexnaHe.

EnvH nombjHMTENEH MALMEHT B ToBa MApoyuBaHe (cied ObOpeuHa TpaHCIUIAHTal[Md, TNpUeMalll
MHOXKCCTBO JIEKApCTBA, BKMIOYHTEAHO UHKIOCMOPHH) € uMan |2-KpaTHO yBenWyeHHE Ha
€KCMO3HULIMATA HA e3¢ THMHO.

PosyBacTaTHH

B npoyuBaHe MnpH HHAWBUAM C PaljIMyHa CTENEH Ha OLOpeYHO yBpeXaaHe, JIEKOTO OO YMEPEHO
O1p0peyHo 3abonapaHe He € MOBIMANO TUIA3MEHUTE KOHLIEHTPAUMH Ha PpO3YBACTATHMH WIH Ha N-
necMeTunoBua Mertaboaut. Jlnuara ¢ texko yspexaaHe (Cler <30 ml/min) ca umanm 3-xpatho
YBEJHYEHHE Ha MIA3MEHHUTE KOHUEHTPAUHMH W 9-KpaTHO YBENWYEHHE HA KOHUEHTPALMHTE Ha N-
JEeCMETHIOBHS MeTalONHT B CpPaBHEHHE CbC 3ApaBd n00poBonuM. PaBHOBecHMTE IL1a3MeHM
KOHLIGHTpallHd Ha poO3yBaCTaTHH MPH [MalUHEHTH Ha XeMoaWanH3a ca Ownmn 50% no-BMCOKM B
CpaBHEHHE CBC TE3M NMPH 3ApaBH A0OPOBONLIM.

Bw3pacm u non

EzeTnmub

[LnasmMeHNHTE KOHLIEHTPALMH HA ODLIHA €3eTUMHO NnpK NalWeHTH B CTapuecka BB3pacT (> 65 roamHH)
ca OKOJIO 2 bTH MO-BUCOKH B CpaBHEHHEe ¢ Te3W npH Mhaau nauuentd (18 ao 45 roauum).
[lonmwxkeHnero Ha LDL-C u npodunbT Ha 6Ge30macHOCT ca CpaBHHMM NpH NMAaLKEHTH B CTApuecka
BBL3pacT H MNajJIH NAUHEHTH, NeKyBaHu ¢ €3eTuMuO. [lopanu ToBa He ce Hanara kopeknus Ha J03aTa
NpH NaUHEHTH B CTapyecKa Bb3pacT.

[lnasMeHHTE KOHUEHTpauuH Ha oOwMA €3¢THMHO ca neko no-sucoxH (npubnusurenso 20%) npw
JKCHHTE OT T€3H NMpH MbKeTe. IloHmxkennero Ha LDL-C u npodwrbt Ha 6e30nacHOCT ca cpaBHHMM
NpH MbXKE U XKEHM, JIeKyBaHH ¢ e3eTuMH0. [lopann ToBa He ce Hanara KOpeKLIMA Ha f03aTa BbL3 OCHOBA
Ha MnoJna.

Po3yBacTaTHH
Bb3pacTTa WIH NOABT HAMAT KAHHHYHO 3HAUNWM €(EKT BbpXY (PapMaKOKHHETHKATAa Ha PO3YBACTATHH
fIPH BB3PACTHH.

Paca
Po3yBacTaTHH
DapMaKOKHUHETHYHHTE NPOY4YBaHHKS MOKa3BaT NPHONHIKTERHO 2 IIHTH YBETHYEHHE MO
H Cinax NPH HHAHBHAM OT Q3HATCKATA paca (AMOHUM, KHUTaHLUN, GUIHINMHHIH, BHETHR
CpaBHCHHEC C CBPOMEWAHATA paca; HHAHHUMTE C a3UWATCKHM NMPOH3XO0J TOKa3BaT MY
nsTH yBenuueHHe Ha cpeaHata AUC u Chax. Eann nomynaumonen dhapmaxo
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MOKA3BA, Y€ HAMa KIHHHYHO 3HAYMMH PAIMKM BbB (PAPMAKOKUHETHKATA IPH €BpPONEHOHATA M
yepHaTa paca.

Fenemuven norumopghuszom

PosyeacTaThH

Aucnosvuusara Ha UHXHOMTOpHTe HAa HMG-CoA peaykrasaTa, BKIIOYHTENHO PO3YBACTaTHH, BKIKOYBA
TpaHcnoprepHuTe npotenH OATPIB1 w BCRP. [lpu naumenTd ¢ reHerwuen nonumopdussm Ha
SLCO1B1 (OATP1B1) wunu ABCG2 (BCRP) cuinlecTByBa pHCK OT NOBHIIEHA CHCTEMHA €KCITOZHLIMA
Ha po3yBactaTvH. MHaueuayanen nonuMopdussm Ha SLCOIBI1 ¢.521CC u ABCG2 ¢.421AA ¢
CBBp3aH C MO-BHCOKa eKcno3uuua Ha polyBactaTiH (AUC) B cpasHeHue ¢ reHotunosere SLCOIBI
¢.321TT unn ABCG2 ¢.421CC. Tosa cneunpuuHO FreHOTHITH3UPAHE HE € YCTAHOBEHO B KJIMHHYHATA
NPaKTHKAa, HO NPH MALKHEHTH, 32 KOWTO € H3BECTHO, Y€ MMAT Te3H THUMOBE NOAUMOP(H3BM, Ce
NpenopsYBa NMo-HUCKa AHEBHA 1032 PO3YBACTATHH.

llecuampuyuna nonyrauun

EzetumMub

@apMakOKHHETHKaTa Ha e3eTuMud € cxooHa nNpu aeua > 6 roaMHd ©W  BB3PACTHA.
(DapMaKOKMHETHYHUTE JaHHH NPH NeRMATpPHUYHATa NOmynaumMs <6-roJHiliHA BL3PACT HE €A HATIMYHM.
KNHHUYHHAT ONUT NpY NEAMATPHYHH MAUMEHTH M IOHOIIM BKNo4Ba nauuweHtu ¢ HoFH, HeFH wnu
CHTOCTEPONEMHA.

Po3yBacraTuH

(DapMakOKMHETUYHHTE NapaMeTpy Ha PO3YyBACTATHH MpPU NEANATPHUYHH MALMEHTH C XETEPO3UTOTHA
(amunHa xunepxonecTeponeMua Ha Bb3pacT oT 10 5o 17 roanHH He ¢a HAITLIHO XapaKTEpH3HUPAHH.
Manko $apMakOKHHETHYHO NPOYHBaHE C PO3YBACTATHH (Npunarad moa gopMara Ha TaGneTkH) npu
18 neanaTpHyHN NMaLHEHTH ca 10Ka3allH, Y€ €KCMO3UUMATA NPH NEJHATPHYHH NMALMEHTH M3rieKaa
CpPaBHHMA ¢ €KCTIO3HLIHATA NMPH Bb3PACTHH NAUMEHTH. B noirbnHeHNe, pe3y/ITaTHTE NMOKa3BaT, Y€ HE CE
OUaKBaT roJIEMHU OTKIOHEHHS CIIPAMO MPOMOPLUHOHATHOCTTA Ha A03aTa.

5.3. IlIpeaxInHHYHH NaHHRK 33 Ge3omacHOCT

B npoyuBaHHA ¢ e€NHOBpEMEHHO NpMJIaraHe Ha €3eTUMHO W CTaTHHH, HabMONABaHWTE TOKCHUHHM
e(heKTH NO CHILECTBO Ca OHUAM TE3H, KOWTO CE CBLP3BAT ChC CTATHHHTE. Hsikon OT TokcHuUHMTE edekTH
ca OM/IH NO-U3pa3eHHd B CpaBHEHHE ¢ HaOMOdaBaHHTE NPH JIEYEHHE CaMO CbC CTaTHHH. TOBaA ce IbIbKH
Ha (GapMakOKHHETHYHHTE H (apMaKOAHHAMHYHHMTE B3aHMOMAEHCTBHA NMPH €HOBPEMEHHO JNeYeHHE.
TaxuBa B3aUMOAEHCTBHA HE ca HaOMIOAABAHK B KJIMHWYHE NpOyuBaHMs. MHONATHA NpH IMIBXOBE €
HaCTBIBAJIA CAMO CNeJl €KCMIO3HLIMA Ha JRO3H HAKOJIKO MBTH MO-BHCOKH OT TepaneBTHYHATa 1033 MpU
xopa (mpuOmmsurenno 20 meTH AUC npu cratuHuTe M 500 po 2 000 AUC 3a akTHBHHTE
MeTabOoNIHTH).

EAHOBPEMEHHOTO NMPHUIOKEHHE HA €3eTHMHO M CTaTHHH He e 6wio TepaToreHHo npu rurbxose. [pu
OpemeHHM 3ailun ca HabmopaBann manbk O6podi ciyuyau Ha ckeneTHH aedopMaunM (CIMBaHE Ha
rPBAHHTE H OMalllHK NpelUIeHd, HamManeH Opoi OnauIHU NpeulIeH!).

B nopeauua in vive WU in vitro W3CIeIBaHHMATA HAa €3€TUMHO, MpHNAraH CaMOCTOSTEIHO WM
€IHOBPEMEHHO ChC CTATHHH, HE C€ € U3ABWI1 MCHOTOKCHUYEH NOTEHUHA.

Ezemumub: llpoyyBaHusTa NpH *KHBOTHH OTHOCHO XPOHWYHATA TOKCHYHOCT Ha e3eTHMHO He ca
YCTaHOBWJIH TAPreTHH OPraHH 3a TOKCHYHH edexTH. Iipu Kyderta, TeKyBaHH ¢ e3eTHMHO 4 cenmnum (3
0,03 mg/kg/nHeBHO), KOHLICHTPALIMATA Ha XOJIECTEPON B MIBUYHHA MEXYD ce € yBeauumwna 2,5 0o 3,5
MbTH. BBNPEKH TOBa, B MpPOYYBAaHE C NPOABDKUTENHOCT OT €AHA FOAMHA MPH KYyeTa, Ha KOUTO ca
nasaHd Ao3v 300 mg/kg/nHerno, He e Ouna HaOmMoOAaBaHa MOBHILEHA YECTOTA HA XOJEIIHT
APYTH XeNnaToOWNIHapHH €(PeKTH. 3HaUEHHETO Ha TE3M AaHHH MO OTHOLIEHHE HAa XOp
Jl¥TOoreHeH pHuckK, cBbp3aH ¢ TepaneBTHYHATA ynoTpeba Ha e3eTHMHO He Moxke fa 61
JBJITOCPOUHHTE H3CIeABaHHA 38 KAHLIEPOr€HHOCT Ha e3eTuMuG ca OWnM oTpHLa
EzerMHO He € noBaMAN QEPTUNHOCTTa HA MBXKKH H XCHCKH TUTHbXOBE, H
TepaToreHeH €(EeKT MpH IUTbXOBE WM 3allUM, HHTO € NOBIHAN MPEHATANHOTO
paiBHTHe. E3eTHMMO npemuHaBa mipe3 mnaueHTaTa NMpH OPeMEHHH TUTHXOBE M
NpUiIaraHd MHOTOKpaTtHU Ao3u ot 1 000 mg/kg/nHeBHo.
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EHOBpEMEHHOTO NnpularaHe Ha €3eTHMHO ¢ JIOBaCTaTHH € JJOBEJIO 10 eMOpHoeTanHH edeKTH.

Pozyeacmamun: 11peIKIMHHYHUTE JaHHK HE MOKa3BaT 0cOOEH pHCK 3a Xopa Ha Oa3ara Ha
KOHBEHLIMOHATHUTE (PapMaKOJIOTHYHH NMPOYYBaHHUS 3a 6€30MacHOCT, FTEHOTOKCHYHOCT M
KapuUHHOreHeH noreHuuan. CneuM@uyuHu uiciaeasanus 3a edpexkrure BbpXxy hERG He ca oueHsBaHm.
HexxenaHuTe peakilMu, KOMTO He ce HabIro1aBaT NpH KIMHHUYHH MPOYYBaHHs, HO ce Hab/II0/1aBaT NpH
’KUBOTHH MPH HUBA HA €KCMNO3ULMA, MOJOOHH Ha HUBATa Ha KJIMHHYHA €KCMO3HLUS, Ca CJIeJIHHTE: B
H3CJIEABAaHHUATA 3a TOKCHYHOCT, IPH MOBTOPHO IMpHJIaraHe ce HabJo1aBaT XHCTONATOJIOrHYHH
YEPHOAPOOHH NMPOMEHH, BEPOATHO AbJKALLH ce Ha (JapMaKOJIOrHYHOTO AeHCTBHE HA PO3yBacTaTHH
PH MHILKH, UTbXOBE H B M10-MAJIKA CTENEH C €(PEKTH Ha JKITBYHUA MEXYP NPHU KydeTa, HO HE U MNpH
MaiMyHH. JIOIMbIHUTENHO, MPH MO-BUCOKH 11034 ce Habi01aBa TECTHUKYJIapHA TOKCHYHOCT MPH
MaHMyHH U Ky4eTa. PenpoayKkTHBHA TOKCHYHOCT MPH TUTbXOBE, 3a KOATO C€ Ch/M MO HAMaJIeHHUS
pa3Mep Ha KOTWJI0TO, TErJI0TO M MPEKHUBAEMOCTTa Ha MaJIkUTe, ce Habo/1aBa MpHu J034, TOKCHYHH 34
MaHKaTa, NpH KOMTO CHCTEMHATa €KCMO3HLIMs € O1la HAKOJIKO MbTH HaJl TeparneBTHYHATA

€KCIO3HLIUA.
6. OPAPMAILEBTUYHU JAHHHU
6.1 ChnuHcbK HA NIOMOIIHHTE BelllecTBA

MukpokpucTanHa uenyinosa (E460)

CunrumeB JHOKCHA, kojsiouaeH 6e3oneH (E551)
Marne3sues creapar (E572)

[Tounon K 30 (E1201)

Kpockapmenosa Hatpuii (E468)

Hartpues naypuincyndar (E514)

JlakTo3a MOHOXHApAT

XHUIpomeriosa

OOBHBKa
Onapnpaii bexxoeo (10 mg/10 mg):
—  Xunpomenosa (E464)
—  TwranoB nvokeun (E171)
— Makporon 4000 (E1521)
—  Xenesen okcun, xuiat (E172)
— Tank (E553b)

Bmoy'r Xwaro (20 mg/10 mg):

Xunpomenosa (E464)
— TwuranoB auokcua (E171)

— Tank (E553b)

— Makporon 4000 (E1521)

— JXene3zeH okcun, kit (E172)
6.2 HecbBMEeCTHMOCTH
Henpuioxumo.

6.3 Cpok Ha roanocrt

3 rOAUHH.
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6.4 CrhneuHa/IHH yCJI0BHA HA CbXpPAHEHHE

Jla ce cbXpaHsBa B OpMIrMHanHaTa OMaKOBKa, 3a Ja Ce Npeanasd OT CBETJIMHA M Biaara. To3w
JICKApCTBEH MPOAYKT HE M3UCKBA CMELMHATHU YCIOBUS 3a CbXPaHEHHE [0 OTHOLIEHHE Ha
TeMrneparTypara.

6.5 JlaHHH 33 ONAKOBKATA

Pozerun 10 m/10 mg punmupanu rabnetku
Onakoeku ot 10, 15, 30, 60, 90 u 100 puamupanu Tabnerkn B Gnucrep ot cryaeHo GpopmMoBaHO
¢onuno (OPA/AL/PVC/AI).

Poserun 20 mg/10 mg ¢punmupanu Tabnerku
Onaxosku ot 30, 60, 90 u 100 ¢unmupanu Tabnetkn B Gnucrep ot cryaeHo ¢opMoBaHO (HonHO
(OPA/AL/PVC/Al).

He BCHYKM BH/10B€ OMAKOBKH Morar aa 6baaT mycHaTH B npoaaxoa.
6.6 Cnenua/JHH npeanasHH MePKH NPH H3XBbPJ/IsiHEe H padoTa

Hen3non3BaHUAT IEKapCTBEH NMPOAYKT HIIM OTNaJAb4HHTE MaTepHalIk OT HEero TpsAGBa J1a ce U3XBBPJIAT
B CbOTBETCTBHE C MECTHHUTE W3HUCKBAHMS.

A [MPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

Zentiva k.s.
U kabelovny 130,
Dolni Mécholupy

102 37, Prague 10
Yewka penyOiinka

8. HOMEP(A) HA PASPELIEHUETO 3A YIIOTPEBA

Po3zetun 10 mg/10 mg: Per. Ne 20210173
Pozetun 20 mg/10 mg: Per. Ne 20210174

9. JATA HA IIBPBO PA3PEHIABAHE/MOJHOBSABAHE HA PA3PEILIEHMETO 3A
VIIOTPEBA

JlaTta Ha nbpBO pa3zpeinaBane: 24.06.2021 r.
JlaTa Ha nocJie/1IHO NOJAHOBsIBAHE:

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

19.08.2025 r.
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