KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA
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1. HME HA JIEKAPCTBEHMUS IMTPOAYKT M3NbJHUTENHA ATEHUMS 110 JTEK

"
Poszetnn 10 mg/10 mg dunmupanu tabnerku ' . Kpamxa xapaxmepucmuxa wa npogyxme - Npusowente 1
% l KoM Pez. Ne ~JC’¢M¢’4‘73/¥‘/

APCTBATA |
{ Paspewerue Ne

Rozetin 10 mg/10 mg film-coated tablet % Er
g o s : BG/MA/MP*‘((:(G“(I/N{“ Ll

2. KAYECTBEH H KOJIMYMECTBEH CBbCTAB
Pozetun 10 mg/10 mg: Beska dunmupana Ttabnetka cbabpka 10,40 mg posyveacmamun xanyuii

(rosuvastatin calcium), xo#ito e exuBaneHTeH Ha 10 mg posyeactatiH, W 10 mg e3eTumMuo
(ezetimibe).

Iomo1HO BELIECTBO ¢ H3BECTHO JCHCTBHE:
Pozerun 10 mg/10 mg: Beska ¢unmupana TtaGnetka chaspika 200,50 mg nakrosza MOHOXHapaT

(exBuBaneHTHa Ha 190,47 mi JIAKTO3a, 6eanonﬂai.

3a MBJIHHE CIKMCBHK HA MOMOILIHUTE BELECTBA BHKTE TO4Ka 6.1.

3. JIEKAPCTBEHA ®OPMA
@Ounmupana TabneTka.

Pozerun 10 mg /10 mg: BexoBH, Kpbriu, ABOHHO-M3MbKHAMM (QHIMHpaHH TableTKu ¢ auaMeTsp

ninﬁnnan'renﬂo 10 mm ¥ ¢ M3NBLKHANIO ineiﬂo obo3Hauenne “EL4” ot eqHaTa um iaﬂa.

4. KJIHUHHYHH JAHHH

4.1 TepaneBTHYHH NOKA3AHHS

[ILpBHyHa XunepxonecTeponeMus / XoMo3uroTHa dpamuiHa xunepxonecreponemus (XODX

Poszetun e nokasan kato nobaBka KbM JAueTara 3a Jie4eHHE HA NMbPBHYHA XHMMEPXOJIECTEPOIEMHA
(xerepo3uroTHa GamuiHa WK HepaMHIHA) WIH XOMO3HIOTHA (JAMWIHA XMUIIEPXOIECTEPOIEMHA KATO
3aMeCTBALO JIEYEHHE MPH BB3PACTHH MALUMEHTH, aJICKBATHO KOHTPOJIMPAHH OT PO3YBAaCTATHH H
e3eTUMH0, NpUeMaHH eJHOBPEMEHHO B CBIIMTE J03M KaTo Te3H Ha (PUKCcHpaHaTa KOMOHHALMA
JIeKapCcTBEH MPOJIYKT, HO KaTO OTAENHH MPOIYKTH.

[IpeBeH1IMa HAa CHPAEYHO-CHAOBH HHUMAEHTH

KOHTO ca Ce MOBJHMAIM B JOCTaTb4HA CTENEeH OT OT/IENMHHTE BEIIECTBa, NMPHIATAHH eIHOBE
chinara 103a KaTo Ha (PMKCHpaHaTa KOMOMHALMS IEKapCTBEH MPOJIYKT, HO KATO OTIEIHH



4.2  To3HPOBKA H HAMHH HA TPHIOKE HHE

Joanpoka

[ManmeHTsT Tpadea aa e Ha NOIXCAAMA MHNKAO-TIOHIKABALLA AMETA W TPSOBA 1a NPOTEIKH TasH
JIHETA MO BPEME HA JikueHHeTD ¢ PoseThH.

PoseTd ne e TOAXOJALN 33 HAYAIHO NEYSHHE. 3aNOYBAHE HA JICYEHHWE HITH KO ¢ HeoGXOAHMO
KOpHrUpaHe Ha fosara Tpabea 12 cTapa ¢ MOHOKOMIIOHCHTH M cllea onpeelgHe Ha MOOXOASUIHTE
AO3M Ja Ce MPEMHHE, aKO € BB3MOXKHO, HA (HKCHPAHATA KOMOMHALWA NIEKAPCTBEH NPOOYKT OT
DOAXOANLLHMTE KOHLEHTPELIMH, 7

TlaiseHTHT TpAbEa Ja HINON3BA KOHLEHTPALMATA, OTrOBAPsLIA Ha HETOBOTO NIPEAXOAHO JTeYeHHE.
Ipenopwuanara 1o3HpoBka ¢ | tabnerka Po3eTHH IHEBHO.

EdnospeMenno npuoscenite Cbe CeKGecmpanmy R JCIbYIH KUCEIURY
PosetuH 1pabsa na ce npuema >2 uyaca npeau WIK >4 4aca Clie] NPUEM HA CEKBECTPAHT HA KIBYHH
KHCEIHHH {BHKTE Touka 4.5).

{Teduampuyna nonyaayus

BesonacHocTTa K edukacHoCTTa Ha €3¢ TMMUGTPO3YBACTATHH [IPH JEUA HA BH3PACT oA 18 roaman Bee
Owe He ¢ ycraHoBeHa. HanWyHHTe noHacTodileM JaHHH ca onvcavd B Toukw 4.8, 5.1 » 5.2, no
NPEMOPHKH 3a JOIMPOBKATA HE MOTAT Aa GbaaT AafeHH.

Cmapuecxa ev3pacmi

[Ipn nawuenty >70 rofMHK ce Npenopb4ea HauaiHa o033 0T 5 mg posyBacTatdH (Bk. Touka 4.4).
KomOuHaUMATA He € MOIXonsAlna 33 HAYAITHO J1eYeHHe. 3aNOYBaHE Ha ICUEHHE HIN aKO € HeOBXOIHMO
KOPHIHPaHE Ha J103aTa TpaldBa 1a cTaBa ¢ MOHOKOMIICHEHTH W CMEA ONMpeleNaHe Ha NOIXOASUIHTE
M03W [a C€ NPEMHUHE, AKO € Bb3MOXHO, Ha (HKCHpaHATa KOMOHHAUHA JIEKAPCTREH INIPOAYKT OT
NOIXOASIIATE KOHUCHTPALHH.

Hepnoopobno yspexcoane

He ¢ HeoGxonMMo KOpPHIHpaHe Ha 1034Ta NPH NAUMEHTH ¢ JIEKe YepHoapobHO yBpeskaHe (5 no 6 mo
ckanara na Child Pugh). Jleuenne ¢ Posetun He ce mpenopbusa npw natpueHT! ¢ yMmepeha (7 oo 9 no
ckanata Ha Child Pugh) wau Texkka (>9 no ckanara va Child Pugh) yepronpo6ua amedyHkuns (. T.
4.4, u 5.2). Po3eTHH ¢ NPOTHBONOKA3aH TPH NAUHEHTH ¢ AKTHEHO 4epHOIpoGHO 3abonsasane (BX. T.
4.3).

bunapeuno vepesoane

He e HE00X01MMO KOPHTHPaHe HA 7034Ta MPH IALMEHTH ¢ Neko GHOPEUnO YBpekaaKe.
[{penopbuuTentaTa HavalHa 1032 TIPH NALMEHTH C YMepeHo OBOpewHD yBpexaaHe (KPeaTHMHHMHOB
KIHpbHC <60 ml/min) e 5 mg pozyBacTaTHH.

YnorpeGara Ha PoseTun npu malHerTH ¢ Teuko 6b0peyHO YBPER/IaHe ¢ NPOTHEOMOKA3aHA 32 BCHHKH
J03H (mK. Toukn 4.3 w 5.2).

Paca

INpu naumeHTH OT a3HaTCKaTa paca ce HaGn101aRa NIOBHIEHA CHCTEMHE EKCTIO3HIIHS HA PO3YBACTATHH
{BxK. ToUKn 4.4 1 5.2). [IpenopbunTenHaTa HaYaHa 033 NPH NALMEHTH C a3HaTCKH TIPOMSXO € 5 mg
posyBacTaTHH. DUKCHPAHATA KOMOMHALMA NEKAPCTBEH MPOMYKT HE © MOZXOAINA 33 HAYATHO
JeueHHe. 3a 3anOuBaHE Ha JIeYeHMe MM 3a KOPHIMPAHE HA 103aTa TpAaSBa Ja ce H3mo3BaT
MOHOKOMIOHEHTHH MPOAYKTH.

Tenemuven nosumopghuzom
H3pecTHH ca cnEM@UYHH THNOBE Ha FeHETHHEH MOJIMMOPPHIBM, KOHTO MOFAT Aa AOBEJAT 10
TIOBHILEHA €KCNOIMLMA HA PO3YBACTATHH (B, T. 5.2). Ja MauyeHTH, 32 KOMTO € M3BECTHO, M€ MMAT
TAaKHBa CNeUnhHUHY TUIIOBE Ha NOJHMOPPHILM, Ce NPENOPRYBA NO-HHCKA NHEBHA 1032 Ha Pozer

Hosupoeka npu nayuenmy ¢ npedpasnoadzaul harmopu 30 Pazgumue Ha MUonRamus

[penopbunTenHaTa HauanHa 103a NpPH MauMeHTH ¢ MpeapasnonaramH Gakropu 3a pa
MHOTIATHA € 5 mg posysacTaTuH (B, T. 4.4). duxcHpanata koMOWHALMA JeKapeTBeH np
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NOAXCIALEA 334 HAMATHO JTeUEHHE. 33 3aMouBale Ha NeyeHHe WM 3a KOPHUTHpaHEe Ha J03ara Tpnﬁsa Ja
C€ H3NOA3BAT MOHOKOMIIOHCHTHH NPOAYKTH,

Cbnvmemeaiya mepanus

PosyeacTatn € cydcTpar Ha pasfiHYHH TpaHcnopTepHd nipotedHd (Hanp. OATPIB1 u BCRP).
PuckyT OT MBonaThs (BRIKWHTENHO paCiomuonuza) ce nopHinapa, korato Posertun ce npunara
€IHOBPEMEHHO C ONPEAETEHH JICKAPCTBEHH NPOAYKTH, KOMTO MOraT iz TIOBHIUAT [ia3MeHaTa
KOHUEHTPALHA HA PO3VBACTATHH, MOPAAH B3aHMOACHCTBHE ¢ TE€3H TPAHCIIOPTEPHH NPOTEHHH (Hanp.
UMKTOCTIOPHH B HAKOH NPOTEa3HH HAXHOMTOPH, BKIIOMHTENHO KOMOMHAUMM Ha PHTOHaBHp C
ATa3aHaBHP, JOTIHHABHD HW/WIH THNPAHABHD; BK. TCUKH 4.4 n 4.5).

Koraro e pbaMonso, TpaOBa Ja ce HMaT NpeasH;l ATTEPHATHBHU JIEKAaPCTRA M, aKo ¢ HeoOXoaHMo, Aa
ce HMa TpeABHA BPEMEHHO MpekpaTszaHe Ha JjcuenHeto ¢ Posetun. B ciyvuam, korato
€AHOBPEMEHHOTO NPHIOKEHHE HA TE3H NEKapCTBEHH NPOAYKTH ¢ Po3eTHH e HewsbexHo, TpaGea
BHHMATETIHO Ja c¢ OOMMCIIAT NON3aTa H PHCKA OT ChITBTCTBALILOTO JIEUCHHE M KOPEKLMA Ha 03a7a Ha
po3yBacTaTHH (BXK. To4Kka 4.5).

Hauux Ha npHIomeHHE

3a nepopanHe OpHIMGKEHHE.

PoseTuH Tpabea na ce npueMa BCEKH JEH, BEAHBAK AHSBHO, N0 €HO H CHILO BPEME HA J1eHA, ¢ uiln Oe3
xpana. TabaeTkata TpabBa Ja ce nornsina nAna ¢ BOAA.

4.3 IiporaBonokalanus

— [lpr nauWeHTH CbC CBPBXUYBCTBHTENHOCT KBM aKTHBHHTE BELNECTBA MMM KbM HAKOE OT
NOMOIIHHTE BEIUECTBA, H3OPOEHH B T. 6.1,

— [lo BpeMe Ha DpeMEeHHOCT, KbPMEHe M MPH HEHH C AETEPOISH NOTEHUMAN, HEMPHNArallH
NOAXO0AAUH KOHTPAUENTHBHU MepkH (Bk. T. 4.6).

— 1lpy nNauHEeHTH ¢ AKTHBHO YEPHOAPOBHO 3aD0NABaHE, BKMOUUTETHO HEYTOUHCHO,
POXBIAKHTEIHO NOKA4YBAHE HA CEPYMHHTE TPAHCAMHHAZH W BCAKO MOKAYBAHE HA CEPYMHA
TPAHCAMHHA3A, MIPEBHLLEABALIO TPH MBTH MropHATa rpaHHLa Ha HopMata (TTH) (Bx. 1. 4.4).

- Ilpn naumentn c Texko OBOpeUHO yBpexaaHe (KpeaTHHMHOB KIMpBHC <30 ml/min) (B T.
4.4).

— Hpu nanmentn ¢ Muonarus {Bx. T. £.4).

— [lpn nauHeHTH, OpHEMAalUH ELHOBPEMEHHO KOMOWHauMATa cothocdysup/Bennaracsup/
BOKCHJTanpeBHp (Bx. 1. 4.5).

~  [py nanHeHTH, NpHeMaliy eAHOBPEMEHHO LHKIIOCTIOPHH (B, Touka 4.5),

4.4  ChneuHaJHH IpeaynpeaacHus H NpeINa3HA MepKH NPH ynoTpeba

EdexIn Bbpxy CkeneTHaTa MYCKYTATVpa
Edexrn Bbpxy ckeneTHaTta MycKyIaTypa, Hanp. MHAITHA, MHONatvs W psaako pablaoMHonMia ca
ChOOLIABAHM NPH NEKYBAHH € PO3YBACTATHH NALMEHTH NpPH BCHYKW JO3H H 0CODEHO MpH A03M
>20 mg.

Cien nmyckaHe Ha nmazapa Ha e3¢THMHO ca cboOLIABAHM CNyYaH HA MHONATHA W pabaoMHonMia,
Bilpekd 1082, paboMHOTH3A € CHOGILABAHA MHOIO PAAKO MPH MOHOTEPAMHA ¢ e3eTHMHMO H MHOrO
paako npd nofaBaHe Ha €3e¢THMHO KBM APYIH CPefCTBA, 32 KOWTO & HIBECTHO, Ye NOBHINABAT PHCKA
oT pabnoMHonM3a.

[Ipy mopo3upaHe Ha MHUONATHA NOPARY MYCKYJHH CHMIITCMHM HIH aKO TAKARZ € MNOTBbPAEHA OT
HHROTO Ha kpeatdd (ocdormnnazata (KOK), PoseTHH. KAKTO W BCHYKH APYTH CPEACTBA, KOWTO
NalMEeHTLT NPHEMA eJHOBPEMEHHO, Tpadea HezabasHO Ra Obaar crpeHd. Bewdky mauMeHTH, KOHTO
3ano4saT AecueHHe ¢ PozetuH, Tpadsa na ObaaTr YBENOMEHH 34 PHCKa OT MMQNATHS M
HHpOPMHUpaHH Aa csoOINABaT 3a HeoOHualiHa MYyCKVIHA OOJIKa, YYBCTBHTENHOCT WIH C
Touka 4.8).




MuacTenns rpasuc
B Hakonko cayuwas ce cwoOmaBa, 4Ye CTATHHHTE HEIyLUMpaT de nOvo WIH BAOLIABAT BEME

CLIUECTBYBALIA MHACTEHHA IPABNC MM OYHA MHacTeHus (. Touka 4.8). Ipunokentero nma Pozetun
Tps0Ba Aa ce cnpe B CcIyuait Ha BOWABAHE HA CHMITOMHTE. HMa choDIUCHMA 33 peLMIHB (DU
{IOBTOPHO) NPUIATAHE HA CBIUMA WK Pa3IHYeH CTATHH,

H3MepRANE HA KPEATHHKHHA3ATA

Kpeatnukunazata (KK) ne Tpabea 1a ce wamepsa ciei yCHASHM yNpawHEHHS HIH NP HaIHIME Ha
Apyra Npy4yHa 3a nopduiasane Ha KK, KoeTo MOXe a 3aTpyAHH HHTEPTIPETHPAHETO HA PE3VITATHTE.
Ako nusata Ha KK ca 3nauuTenso norHmenn npa H3xonuoto Hueo (>5xI'TH), e HeoOxonumo na ce
npoBede W3CMEABAHE 3a MOTRBDKIABAHE HA pe3y.]iTata B PaMKMTe Ha 5-7 IHH. AKO NORTOPHOTO
HiCJeIBaHe NOTELPAH H3X0AHO HHBO Ha KK >5xI'TH, He TpabBa na ce 3arouBa neuetue.

Ilpedu nevenvemo
Pozerun TpabBa 1a c¢ NpeANHCBA ¢ TIOBHILICHO BHHMAHHE NPH NALHEHTH C Mpeapaioaralm
taxTopH 3a MHOMATHa/pabaomiontsa, Takuea dakTopu BKTHOUBAT:
— bubpeuno yepexaaHe.
—  XUNOTHPEOHAHIBM.
— JTuuna vav dammwina aHaMHe3a 33 HAacTIeACTBEHH MYCKYJTHH 3a0071ABaHHKA,
— IlpemmecTramma asamHesa 3a MyCKyJAHa TOKCHYHOCT ¢ Apyr WHXMOWTOp Ha HMG- CoA
penykrazata Hnx Gudpar.
- 3noynoTpeba ¢ ankoxon.
—  Bwn3pact >70 roannu.
— CuTyalsy, NpH KOMTO MOXeE Ja Bb3HHKHE NOBHLIABAHE Ha IUIA3MEHHTE HuBa (BX. T. 4.2, 45n
5.2).
— Ennospevenna ynotpeda Ha dhubpatw. .
Ipy TakHBa nauHeHTH TPAOBA Aa ce 0OGCHIN CHLOTHOLICHHETO HA PHCKA OT JI€YEHHETO H BB3MOHATA
no.13a M e MPEnopbhbuBa KIHHHYHO Halmonenne. Ako HuBata Ha KK ca sHauuTenHo noBuuend npu
H3x0AHOTO HURO (>3x[ TH), He TpadBa 1a ce 3anmovBa JICUeHuUe.

flo epese Ha aevenueno
[aumentute Tpatea aa Gwaat noMoneHH sia cs001MABAT He3abasHe 3a HeOOACHUMH MYCKYIHH GOMKH,

cnabocT WIH CNa3MH, 0CODEHD, aKo ca CBbP3aHH ¢ HEPAZNONOKEHHe WITH Tpecka. I1pH Ten maunenTn
TpAdBa na ce m3mepaT hueata Ha KK. Jlewenwero Tpafea na ce cmpe, ako wmeata Ha KK ca
3HAUMTENHO TOBHIWEHH (P3XITH) MAH ako MYycKyQHUTE CHMITOMH ©4 TEKKH H NPHUMHSBAT
eXKEAHEBHO Hepasnoimkenre (AopH ako nuBara Ha KK ca <5xI'TH). AKe CHMNTOMHTE OTILYMAT H
Hupata Ha CK ce HopManH3dparT, TpAdsa Aa ce 0OMMCIH NORTOPHOTO BbBEXKAAHE Ha PO3YBACTATHH
HIH anTepHaTeeed MHxMOWTOp Ha HMG-CoA peaykrazara B Haii-HHCKAaTa 032 NMPH BHHMATEIHO
‘TpocieaABane wa nmaumeHTa. PyrumHoTo npocnenssaHe Ha HuBata wa KK mpH nanment Ges
CHMITTOMM He € HeOGX0IHMO.

Hma mHOrC peaxku chobLIEHHA 38 HMYHOMEWHpPaHA HekpoTH3upawa yMuonatia (MMHM) no epeme
HA HIH CheA JeYeHWE CBC CTAaTHHH, BKITOUMTENHO posyeacraridH,. HMHM  xaumvuso ce
XapaKTEPU3UPA C TNIPOKCHMANIHA MYCKYNHa OOfKE H NOBHIUEHW CepyMHH HHBA Ha KpeaTHMHKHHA3a,
KOWTO TIEPCHCTHPAT HE3ABHCHMO OT NPEKECBAHETD HA JIEUEHHETO Che CTATHHH,

[lpn KNMHHYHHTE NPOYYBAHMA JIMIICBAT JAOKA3ATEICTBA 33 NOBHIIEHH eeKTH BLPXY CKeleTHaTa
MYCKYNaTypa npH MaTbk Opoi NALMEHTH, NEKYBAHH C PO3YBACTATHH H APYTO CHITBTCTBALLY J1€YEHHE,
Brnpexv Toea, e Habmnto1aBaHa NOBHILIEHA YECTOTA HA MHO3HT H MHONATHA TIPH NMAlIHEHTH, NPHEMALITH
apyri wHxubntopd na HMG-CoA peaykrazata €1HOEPEMEHHO ¢ MIpPOM3BOJAHH Ha QuOpunoBaTa
KHCENHHA, BKAKOMHMTEIHO  TeM(puOpo3wn, UMKTOCIIOPHH, HHKOTHMHOBA  KMCENMHA,  asoOBH
TIPOTHBOTLOMUHK CpeICTBA, MPOTEa3HH HHXHOHTOPH H MAKPOIHAHM aHTMBNOTHLM.

Temdudposun noBuIaBa PHCKA OT MHOTATHA, KOTATO CE NPHEMA EAHOBPEMEHHO ¢ HAKOH
nuxubutopn Ha HMG-CoA penykrasara. Tlopaam ToBa me ce npenopbyea KOMOWHAIMATA HA
po3yBacTaTHH W remoudposun. [loasata OT JONBLIHHTENHH TIPOMERH Ha IHNHAHMTE H
KomOHHHpaHa yrnoTpeba Ha posvBactarvH c ¢uGpaTH HWAW HMAuWH TpaGea na Gnie B
fIpeLEHEHa CIPAMO MOTEHIMATHUTE PUCKOBE MPH TAKHBA KOMOHHALLMH,

Pozerun ne Tpabea na ce ynorpe0aBa Npd NALMEHTH C OCTPU, CEPHOIHH CLCTOAHMA, [T
MHONATHA MWW [Ipefpa3nofaraliil KbM pa3sBUTHE Ha OnOpedHa HeTOCTATLYHOCT,
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palbiCMHONIN3a (HANp. CEMCUC, XHMOTOHWA, 3HAYMTENHA XHPYPrHYHA ONEpalMsA, TpaBMa, TEXKH
MeTa0OINTHI, €HAOKPHHHH HWIH €N1eKTPOIIHTHH 3aD0MABAHMA MM HEKOHTPOJIHPAHM ThDUORE),

Edexrn pupxy uepHus Apob

[Tpu KOHTPONMpAHH TPOYYBAHMH 33 €IHOBPCMEHHO MPHIONKEHHE NPH MAUMEHTH, MPHEMALUH
e3eTHMHD cbe craTuh, € HabmoaaBaHO NOC/IeABallO YBENHUYEHHE Ha TpchaM}'lHaSHTe (23 nvTH
ropHaTa rpaiuua Ha Hopmara [I'TH]).

[TpenopbuuTenHO € A2 Ce HANpaBaT YHKUMOHATHH YMepHCOApOOHW H3CNeaBaHHA 3 Mmeceua cien
3an04BaHE Ha JISYCHHETO ¢ PO3yBacTaTHH. JleueHHeTo ¢ po3yBacTaTHH TpaOBa Na C& NPEYCTAHOBH HIH
A03APOBKATA [a ¢& HaMallh, aKo HHBOTO HA CepyMHMTE TpaHCaM#HA3H HAJBHLIABA 3 NETH rOpHATa
rpaHHLa HA HOpMATa.

[IpH TNaLMeHTH ¢ BTOPHYHA XHIIEPXORECTEPOTEMHS, NpPHUMHEHZ OT XUMOTHPEOHAMILM FIIH
HepoTHYEH CHHEApOM, TPADBA da ce NeKyRa OCHOBHOTO 3abonaBaHe MpedH 3anoyBaHE Ha NieHeHHE ¢
PO3YBACTATHH.

TMopanu HewssecTHHTE e€EKTH OT NMOBHILEHATA EKCNO3MLUMAE HAa €3eTHMHUO MPH DALHEHTH C YMEPEHO
JIO TEKKO 4epHOAPOBHO YBpE#KIAHE, IIPH TAX He ce npenopbyBa PoseTHH (Bx. T. 5.2).

Yepnoapobno 3a0015Bpane B anKOX0I

Kakto npu apyrure #Hxp6uTopu Ha HMG-CoA peaykrasara, posyBacTaTiH TpabBa 1a Ce W3noI3ea ¢
0coDEHO BHHMaHKE NPH NaLMeHTy, KOHTO KOHCYMHPAT TIPEKOMEDHH KOTHYECTBA A/IKOXO u/inM AMaT
aHaMHesa 3a yepHoapolbHo 3abongsaHe.

EdekTH Bopxy Ob0peunTe

[Tpy nauMeHTH, NEKYBAHH ¢ MO-BHCOKH A03M po3yeacTaTHH, ocodeno ¢ 40 mg, e Habmomasana
MPOTEHHYPHUA, KOATO € YCTAHOREHA C TECT-IEHTHUYKH H € NPEAHMHO ¢ TyOynapeH rpou3xo, 1 KOATO e
Gni1a BpeMEHHaA MM IEPHOIWYHA B NoBeyeTo cnyvan. He € okasaHo, Ye NpoTeuHypHRTa NpeacKa3ea
ocTpo 1nK nporpecieHo HuOpeyro 3abonsrane (Bxk. T. 4.8).

3axapeH Juabdet

Hsakon aokasatencrsa Npeanonarat, 9€ CTATHHUTE KaTC KNac NOBUINABAT KPbBHATA TJIKWKO3a W NPH
HSKOH NALHEHTH ¢ BHCOK PUCK 3a Pa3BUTUE Ha 1naber 8 Graemne, MOTAT Ja aoBedaT A0 TAKOBa HHBO
HA XHNSPITHKEMHS, TIPH KOETO € TIOAXOAALI0 IPHIarade Ha peAOBHATa TpHika NpH auader. Tosu
pHck, o0ave, ce HaAJE1dBa OT MOHWKABAHETO HA CBIOBHA PUCK CBC CTATHHM H CIEACBATENIHO HE
Tpadsa aa Obae MpHYMHA 33 CIMPAHE HA JIEYSHUETO ChC CTATHHH. PUCKOBMTE mauWeHTH (rmioko3a Ha
rnagHo 5.6 1o 6.9 mmol/L, nueke Ha Tenecuara maca (BMI)>30 kg/m?, nosrweny Tpurnuuepumm,
XHnepTohua) Tpabea Aa ObaaT npocnenfBaHH KakKTO KIMHWYHO, Taka H OMOXHMHYHO, cropes
HALMOHANHHUTE PBKOBOJCTRA.

B npoyusaneto JUPITER, crobwenara ofuma uecTora Ha 3axapeH auaGer e Ouia 2,8% =
pozveactaTud U 2,3% 3a ninaueSo, NpeIMMHE NPH NALMEHTH ¢ TIIICKO3a Ha raanne 5,6 Ao 6.9 mmol/l.

HuTepcTuimania Genoapobua Sogect

Hma chobIIIeHHA 32 W3IMIHPAHH CIyYaH HA HHTePCTHUMANHA SenoapobHa 601eCT MpH NIPHILOAKEHHE HA
HAKOH CTaTHHH, 0cO0EHO NPH NPOIbIKHTENHO evyeHue (k. T. 4.8). KNHHHUHHTE NPoABM MoraT aa
REJHOUBAT THCNHEA, HENPOAYKTHEHA KAUTHLA H BIOIIABaHE Ha 0dlI0TO CBCTOAHEE (YMOpa, 3arvDa Ha
TErJ0 U Tpecka). AKO HMa MOA03peHNE, Ye TAMeHTLT € pasBHI MHTEPCTHLHANHA OeloapobHa GonecT,
NEYEHHETO CbC CTaTHH TPAOEa J1a ce NPEyCTAHOBH.

IpoTeasHH HHXHOHTOPH
TMopMineHa cHCTEMHA EKCTNIO3HIMS Ha PO3YBACTATHH ¢ HalmopaBaHa NMpPH TIALMEHTH, NpMeMaliH

PO3YBACTATHH EAHOBPSMEHHO C Pa3THYHH NPOTCA3HH HHXHOHTOPH B KOMDHHALIMA ¢ PHTOHABHMP.
Tpabea 1a ce ofcvan nonsara OT TOHHAKABAHS HA JHNuiAute upes ynortpeba Ha PoseTHH npw
naudeHTH ¢ XHB, npHemawm npoTeazHd WHXHOMTOPH W BB3MOKHOCTTZ 3a MCBHILCHH MITa3Me




@ubpatu
besonacHocTTa M edukacHocTTa Ha Neuedweto ¢ eserumub, TpHMaran saeHo © tubparu, He e

YCTAHOBEHA (BXK. No-rope HT. 4.3 u 4.5).
Tpn caMHeHMS 3a XONenHTHA3a TpH NalwenTd, npHemamy Posetwn u denodubpar, ca nokasaHu
H3CEARAHMS HA ACTEYHMA MEXYD M TOBA neuenue TpsdBa fa Obje npeycratoseno (Bx. T. 4.5 n 4.8).

AHTHKCATY.1aHTH
HurepHaunonantoTo HopMannsupano choTHowenne (International Normalised Ratio, INR) Tpa6ea na

¢& npocieassa no HeoOXOAMMHA HauuH, ako PojeTHH ce noGaev xbM BapdapHH, APYT KyMapHHOB
@HTHKOArYaHT WIH GroyunauoH (k. 1. 4.5).

I !HK.I'[DCI'IOQHH

Buxkre Touku 4.3 1 4.5,

©y3MI0Ba KHCENHHA .

Po3eTrH He TpAdBa 1a Ce npunara eIHOBPEMEHHO ¢ ¢y3MI0BA KMCEAMHA 33 CHCTEMHO MPHIOKEHHE
WIH B DaMKUTE Ha 7 NHM ClleA cNUpaHEe Ha JiedenneTo ¢ $y3unoBa kucenuua. [lpH mauuesTw, npu
KOHTO CHCTEMHATA TEPanMa ¢ (JY3H/I0BA KHCENWHA CE CUHTA 3a OCHOBHA, JEYEHHETO ChC CTATHHH
Tpa6Ba na ObIE NpeycTaHOBEHC MAPE3 LeNMA NMEepHOA Ha Jedchue ¢ dysuToBa Khcenwna. Mma
¢LOOLIEHIA 32 Cy4aH Ha paGaOMHONH3a (BRMIOMHTENHO C JIETATEH H3XO0M) MPH TALMEHTH, NpHeMAINH
(hY3M10BA KHCEIMHA W CTATHHH B KoMOHHanws (mK. T. 4.5). TlauwentsT Tpabpa Aa Gbae nocheeTBaH
Aa NOTHPCH He3a0aBHO MENUUMHCKA NOMOW, NPH BB3HMKBAHE HA CHMNTOMATHKE KATO MYCKYJIHA
cnabocT, GOIKH WIKH YYBCTBUTENHOCT.

TepanHara cbC CTATHHM, MOXE J1a OBAC BL3CTAHOBEHA CENEM AHM CIe MOC/EIHATA 1038 hy3unoBa
KHCEJIHHA.

[py HIKNOUMTENTHH OBCTOATENCTBA, B KOHTO € HEOOXOIMMO HPOIRIKHTEIHO CHCTEMHO TPIIoHKEHHE
Ha (QYIMIOBA KMCENNMHA, HANDHMEP MPH JeuEHHE Ha TEXKM MHPEKLUMM, HEODXOIMMOCTTA OT
€JHOBPEMEHHOTO npunarade ua Posewr u ¢y3unosa kucennHa Tpabea aa ce oOMHCNH NpH BCEKH
CJTy4ali ¥ NPH CTPOT MEMUMHCKH KOHTPON.

TexKa KO#HY HeweNaHH PeaKiHi

lipn neucHHe ¢ podyBacTaTWH ce ChoDILABa 33 TEKKH KOKEHH HEMENaHH pPEaKIHH, BKITHOUBALIH
CHHApoM Ha Stevens Johnson (SJS) 1 nekapcTBeHa peakuus ¢ e03MHO(GHIMA U CUCTEMHH CHMIITOMH
(DRESS), xouTo MoXe na ca HMBOTO3ACTPAILABAIIA HIH C NeTaned u3xoa. IIpu npeannceaneTo Ha
JIEKEPCTBEHHA MPOAYKT mauMeHTHTe TpAabsa na OpaAT HHGOPMUPAHH 33 MPH3HALMTE W CHMITOMHTE
Ha TEKKH KOKHHM PeakiMd M Ja ObJar HabmoJaBaHH C MNOBHINEHO BHHMAaHHE. AKO ¢¢ NOABAT
NPH3HALE 4 CHMHTOMH, MOKA3aTe/HA 32 Ta3H peakilid, IpHAoKeHHETO HAa PoseTHH Tpabea HelaGaBHO
Ja ce NPeyCTAHOBH H 13 ¢& OOMMCIIH ANTEPHATHEHO JIEHEHHE.

AKO NAUMEHTLT € Pa3Bi]l CCPHOIHA Peakimd, kaTo HanpuMep SIS wim DRESS npu viorpeGara ua
PoseTun, neuenneTo ¢ Po3eTHH He TpaGBa HUKOTA 1A Ce NOAHCBARA MTPH TOIH NALMEHT.

Paca
DapvaKOKHHETHYHHTE NpOYYBAHMS HA POIYBACTATHH NOKA3BAT NOBMWEHA EKCMO3MLMA TIPH
NAUUEHTHTE OT a3HaTCKaTa paca B CpaBHEHHE ¢ eBpornieHaAHaTa paca (Bx. T. 4.2, 4.3 u 5.2).

NeavaTpruna nonynaums
Be3onacHocTTa H eUKacHOCTTA Ha €3eTHMHGHPOTYBACTATHH TIPH /€A Ha BB3pacT nox 18 roaunn Bee
OLlle HE € YCTAHOBEHA, MOPAIH TORA HE C¢ NPenopbHEa yNnotpetara My B Ta3H BL3PacToRa Ipyna.

Po3eTHH cbAbpKa 1aKTO3a MOHOXMAPAT H HATPHIL
[JauHeHTH © pEAKM HACNeACTBEHH NPOGNEMHM Ha HEHNOHOCHMOCT KbM FaJ1aKT03a, [BIEH JIAKTA3EH
AeULMT WK LIOKO30-TaNaxTo3Ha MasabcopOims He TpabBa Ja npHeMar TOBa JICKapCTBo.

ToBa neKapcTBoO cbABDIKA NO-MATKO 0T | mmol Hatpuil (23 mg) Ha TabreTka, T.e. MOXKe Ja ¢
4e NPAKTHYECKH HE ChAbPAE HATPHH.




4.5. BsammoneiicTeHe ¢ IPYIH JiekapeTBeHH NPOIVKTH H ApYrH (popMH Ha BIaHMOAEHCTBHE

[TpoTHEOIOKAIAHN KOMEHHALIHH

L{uxrocnopun

EagoBpemeHHOTO npuioweHHe Ha Po3eTHH € UMKNOCMOPHH € MPOTHBOMOKA3aHO NOpaad
ChAbPMAHHETO Ha polyBacTatHH (Bx. 1. 4.3). Ilpy enHoBpemeHHO AgyeHHe ¢ PO3YBACTATHH M
HHMKTOCTIOPHH, CTOHHOCTUTE Ha IL10wTa nog kpueata {AUC) Ha pozyBacTaThek ca Ounu cpeaHo 7 mbTh
No-BHCOKH OT Te3u, Habonasann npM 3apaem aodposoiuu {Bk. Tabnuua ). EaHospemeHHOTO
MPHIOKEHHE HE € NOB/IHAJO IIA3MEHHTE KOHLEHTPALHH Ha UHIUTOCNOPUH.

[ipu npoyusane ¢ 8 naumeHTa c:1ea 6b0pedHa TPAHCNNAHTALMS H KPEATHHHHOB KITHPRHC > 50 ml/min
¢ NMOCTOAHHA JI033 WMKIOCTIOPHH, ¢iHCoKpaTHa nosa eseTHMHO ot 10 mg e aorena no 3.4 neta (B
rpa#iuy ot 2,3 xo 7,9 msTu) yeennuapade Ha cpenHata AUC 3a ofmms e3eTMHD B CpaBHEHHE Chbe
CTOMHOCTHTE NPU KOHTPOIHATA FPYNa OT 3ApasH HHAHBHAM, NpHEMAUIM camo e3eTuMUb npm apyro
npoy4eaxe (n = 17). B npyro npoyusate, nauueHTH ¢ 6L0peyHa TpascnnanTalig H Texko 6nOpeuno
VBpPEKAAHE, TIPHEMAIIIH LUHKIOCIIOPHH H MHOMKECTBO JAPYTH Jdekapcrsa, € Olia yeradoBeHa 12 mbTH
TIO-BHCOKA €KCNO3MUNA Ha 00LuHMA e3¢THMHO B CpaBHEHHE ¢ KOHTPOJIHATA rPYyila, NpHEMalua camo
€leTHMHO. B €3H0 ABYNEPHOAHYHO KPBCTOCAHO MpoyyuBaHe Npy 12 3apaBu 10DPOBOLN, NPHNATAHETO
Ha 20 mg e3eTHMHG nHeBHO 3a 8 AHM ¢ eaHoKpaTHA a03a 100 mg wHKIocnoprH Ha 7-u4 neH, e I0BeNo
Ao cpeado 15%-Ho yeenuuenne Ha AUC na quxnocnopun (8 rpanuin o1 10% namanasane no 51%
yBeHuYABaHE) B CPABHEHHE ¢ eqHOKpaTHa ac2a oT 100 mg uMKIOCMOPHH, NPHICKEHA CAMOCTOATETHO,
KonTponupano npoyupane Bepxy edeKTa OT €IHOBPEMEHHO NPHICKEHHE HA €3eTHMUG BBDXY
EKCTIO3HIIMATA HA LMI1OCTIOPHH IPH NAUHEHTH ¢ HOpedHa TPAHCINAHTANUS HE & NPOBEAKABHO,

KomOuHauHy, KOHTO HE C€ MPELHopbYBAT

DubPamu 4 APY2u BURHOOROHUNC GEAUIN HPOOYKINY

[Tpy naumnenTH, npuemaiid Genodubpar v e3eTHMuO, nekapaT TpaGBa A2 € HAACHO 32 BRIMOMKEH DHCK
OT XONENHWTHA3A W 3a00NABAHE Ha MUThUHHA Mexyp (BX. T. £.4 u 4.8). Ilpu cbMHeHHR 3a XonenuTHA3A
NpH MALUHEHTH, TIPHEMALLH e3eTHMHO H deHodbpaT, ca NoKa3aHN W3CIEABAHHS Ha XIBYHHE MEXVP H
TOBA NleueHHe TpgOBa da Obae TpeycTaHoBeHo (BK. 1. 4.8). ENHOBpeMEHHOTO npwiarane Ha
tbenodnbpar wam rempudpozun crado ysennuarpa obWIATA KOHLUECHTPAlHA HA €3€TUMUD (CHOTBETHO
npubauantento 1,5 1 1,7 meth).

EQHOBpEMEHHOTO NPHACKEHHE HA e3eTAMAD M npyrH Gubpati He e npoyuyeno. ®ubpatrTe MOTAT Aa
VBEHYAT eKCKPEUMATA HA XOJecTepol B IBUKATA, KOETO Jd UPHMUMHH XodenuTvasa. [lpu
MPCYYBAHKS ¢ XKHBOTHH, MOHAKOra €3¢THMMHD MOBHLIAEA XONECTEpOaa, ChIBPWKAL ¢ B XKITBUKATA B
MITBYHHA MEXYP, HO HE TIpH BCHYKH BHAobe (BX. T. 5.3). JIHTOreHHHST pHck, CBBp3aH ¢
TepaneBTHYHATA yIoTpeda Ha e3eTUMHD, He MOsKe Ja OBbAS HIKMIOYEH.

EnHOBpeMEHHOTO NpHIMKEHHe Ha po3yBacTaTHH H reM$pubpozwn ¢ [0BEno a0 ABYKpaTHO
yeennueHue Ha Cray M AUC na posyBacTatad (B, T. 4.4),

B2 ocHora Ha faHHHTE OT cREUM(MYHA DPOYYBAHHA 32 BIAHMMOJCHCTBHA He MOMe 1A Ce O4aKsa
bapMaKOKHHETHYHO 3HA4HMO B3auMmorneicTere ¢  deHoGHOpaT, BBIPEKH Ye € BBLIMOXKHO
dapmakoauHaMHyno  Biammopelictene.  Demdwdposun, denodubpar, npyrw  Gulpatw
JHNHAOTIOHIDKABAIMATE AC3H (> WM paBHH Ha | g/IHeBHO) HAa HUALMH (HHMKOTHHOBA KHCEMHA)
NOBHIIARAT PHCKA OT MHOTIATHA, KOT'aTo € TIPHEMAT eaHoBpeMeHHO ¢ Wuxubutopu Ha HMG-CoA
peayKTasara, BeposaTHC Mopanu dakra, ye Te MOraT 1a NpeAH3BHKAT MHONATHA TIPU CAMOCTOSTE1HO
npufiarage.

IIpomeasznu unxubumopu .
Bbpexkn ye TOUHHST MEXAHHIBM HA B3AMMOASHCTBHE HE ¢ H3BECTEH, e/lHOBpeMeHHaTa yroTpela Ha
NpOTEa3€H HHXHOUTOpP MOXe pA3IKO 13 MOBHINH €KCNO3HUMATA Ha po3yBacTaTHH {(B:k. Tabauua 1),
Hanpumep, ¢AHOBpeMEHHOTC MpUiokenne Ha 10 mg posypacTaTHH M KOMOMHHPAH NpOIYKT OT JBa
nporeaznd mHxuburopa (300 mg arazanasup/100 mg puTonasup) npH  GapMaKOKHHETHYHO
Npoy4RaHe MpH 3ApaBM JOOPOBCALH, € OMIO CBBP3aHO © MPUONHIHTENHO TPH- H CEREMKPaTH

PO3YBACTATHH W HAKOMW KOMOMHALMH OT NpoTeasHH HHXHOHTOPH MOXE Aa CE MMa npe
BHMMATETHO NpeleHABAHE Ha KOPEKUHMUTE HA 103aTa pO3YBACTATHH Bh3 OCHOBA Ha
MOBULIEHHE HA EKCNIOIHIHATA HA POIYBacTaTHH (BK. T. 4.2, 4.4 1 4.5 Tabnuua 1).




Huxubumopy na mparncnopmepuume HpOIMeuny

PosypacTaTit ¢ cybcrpar Ha ompene/ieHn TPaHCTIOPTEPHH NPOTEHHH, BKIIOYMTENHO YepHOIpOGHO
saxpawawms - tpavcnoprep CATPIBl wm  edayke 7tpancnoprepa BCRP.  Ennospemednoro
NPWIOKEHHE H& PO3YBACTATHH C JICKapCTBEHH TNPOAYKTH, KOHTO ca MHXHOUTOPH Ha Tesw
TPaHCIIOPTEPHK NPOTEHHH, MOXKE A J0Be/E JI0 NOBHINSHH [L1a3MEHH KOHLEHTPALMH HA PO3YBACTATHH
H OBHLUEH PHCK OT MHONATHA (Bx. ToukH 4.2, 4.4 1 4.5 Tabnuna 1).

Dyzudosa kuceiuna

PHCKBT OT MHOTIATHA, BRIKOUYHMTENHO palioMHONH3a MOKE 13 ce YBENHYH NpH KoMOuHHpaHa Teparua
Ha (PY3HN0BA KHCENNHA 32 CHCTEMHO NPHIONKEHNE H CTATHHH, MeXaHH3MbT Ha TOBA B3aMMOIeHCTRHE
(@ann e dapmakoaHHaMHUeH WNM (papMaKCOKMHETHHEH, HAM M 1BATA} e BCe oule HeWlgecTen. HMa
cboOIenns 3a cayqad Ha pabaoMHONH3a (BRIIKIMHTENHO C JETaleH H3X01) NpH TAHMEHTH, KOMTO ¢4
Ha Ta3H KOMOHHHpaHa TeparuAa.

AKO € HAIOKMTENHA CHCTEMHATA TEPANKA Ha (y3HI0BA KHCEIHHA, TEUYEHHETO C PO3YBAcTaTHH TpaGea
Ja c& NPEeYCTaHOBH Npes Lig/HA NIEpUO Ha edeHHe ¢ Py3HN0Ba KMCENHHA, Bukre cbino 1. 4.4,

Jpyru ezauMociicTeas

Humoxpom P50 enzinu

Pesyatarure ot in Vitro M in vivo NpOyYBAHHA MOKA3IBAT, Ye PO3YBACTATHH HE € HHTO HMHXWOHTOP,
HHTO HHAYKTOP Ha LWTOXpoM P450 uzocuanmute. JIOMBIHHTENIHO, polyBacTaTHH € cnal cybeTpat Ha
Te3H H30eHIMmMH. JlopagH ToBa JeKapcTBEHH B3ZHMONSHCTBMS B Pe3yATaT Ha UuTOXpom P450
MCIMHPAHHA MeTaboNTH3BM He ce cyaksat. He ca HADMIOLaBaHH KIHHWYHO 3HAYMHMH B3aMMOISHCTBHA
Mexay posyBactaTHH H duivkonason (uuxuburop Ha CYP2CY% w CYP3A4) wiu xeTokodazon
(uaxuburop Ha CYP2ZA6 1 CYP3A4).

B npeaknuHM4yHM DNpOyYBaHHMA € YCTAHOBEHO, Y€ €3eTHMHO He BoaM A0 WHAVKUHA Ha
MeTabONH3MPAIIATE €H3HMH OT rpyrnaTa Ha UHTOXpoM P450. He ca Habmonasanu KNTHHHYHO 3HAYHMH
(apmakOKHHETHUYHH B3aHMOAEHCTBHS MEXTy €3eTMMHO M JeKapcTBa, 33 KOMTC € H3BECTHO, Y€ ce
meTabonusupar or untoxpomu P450 1A2, 2D6, 2C8. 2C9, 3A4 win N-auerunrpancdepasa.

Annnigiuo
EQHOBpEMEHHOTO NPHNAraHe Ha aHTHALWA & NOHWKKIIO CKOPOCTTa Ha abeopOima Ha eaeTmMud, HO He

¢ 0ka3ano edexT Ha OHOHAIMYHOCTTA Ha ezeTumud. ToBa HOHIKeNNE Ha ckopocTTa Ha abeopbims He
Ce CYHTA 33 KIHHHYHO 3HAUHMO.

EnnospemennoTo npHnarane Ha po3yBacTaTHH ¢ AHTHALMAHA CYCTIEHZHA, ChIbpXKALLA AMTYMHHMER H
MArHE3HER XWJPOKCHJ, € J0BEIO [0 MOHWKABAHE HA [L1a3MEHHMTE KOHLIEHTPALUMH HA PO3YBACTATHH
npubnmsutenHo ¢ 50%. Tosu edekt oTcnabpa, KOraro aHTHALMALT ce mpueMa 2 uaca cnea
PO3YBACTaTHH. KUIMHHYHOTO 3HAYEHHE HA TOBA B3aHMOJEHCTBHE HE € H3C/IEIBAHO.

Xoaecwmupantun
ExnOBPEMEHHOTO NPHIOKEHHME HA XOJNICCTHPAMHH HAMANARA cpeHaTa ruow noa kpueara {(AUC) Ha

o0wHA esetimub (esermud + e3eTMMHO T IIOKYpOHWA) mpudnuskTenHo ¢ 55%, Yactuyuorto
NMOHHXABAHE HA JIMMONPOTEHH XoyiecTepana ¢ Hueka reTHOCT {LDL-C), awmcawo ce na nobagaHeto
HA €3€THMHC KbM XCIECTHPAMMH, MOsKe Aa Obje HAMANSHO 0T TOBA B3aNMOISHCTBHE (B T. 4.2).

AnmUKOUSY AN, GHIRAZOHRCITH 1A gumavun K
B npoyuBane Ha JBAHAJECET 3ApaBU BBLIPACTHH MBXKE ¢AHOBPEMEHHOTO MPHIOKEHHE HA e3eTUMHD
{10 mg BenHBLIK AHEBHO) HE € NOBJHANO OMOHATHYHOCTTA HA BApDAPHH M MPOTPOMOHHOBOTO BpeEME.
Brnpexkn ToBa MMz ChODIIEHHA OT Mepuoja clel NMyCcKaHe HAa na3apa 3a TOBHLWIABaHe Ha
HHTepHaunoHanHoTe HOpManM3upaHo cwoTHoweAne (International Normalised Ratio (INR)) npu
TalHEHTH, BPM KOUMTC € A0DaeeH e3¢ THMUO KbMm BapdapiH MK GavaHaHOH. Ako PozeTun ce 100aen
Kb BapdapuH, ApyT KYMapHHOR AHTHKoArynaHT Wi ¢ayuHado, INR tpabea na Swae noaxondmo
npocaeiiBan (Bx. 1. 4.4).

Kakro n npu apyra uuxuburops Ha HMG-CoA peaykrazarta, 3an04Bane Ha neyeHHE HIH TH
33 MOBHUIABAHE HA [03aTd PO3YRACTATHH IIPH NAUMEHTH, EKYBAHH ¢HOBPEMEHHO C AHTAL
euTamun K (vaop. sapdapuH uiaM ApYrd KyMAapMHOBH AHTHKOATYAHTH) MOME A
NOoBHLIABAHE HA MHTEpHALIMOHATTHOTO HOpMAIH3HMpaHo choTHoIWeHHe {International No




(INR)). [lpekbeBane Ha NEUEHHETO WAM THTPHPAHE 32 NOHHAGEBAHE HA M03aTa POIYBACTATHH MOWKE 1a
Aoeeae Ao noHwkasaHe Ha INR. B Takupa cyuau e xenatento noaxoasmo npocieaneane va INR.

Epumposiigin
EnnoBpemeHHata ynorpeba Ha po3yBACTATHH M EPHTPOMMLUMH € aoBeno 10 20% HaManeHue Ha

AUCp - o n 30% nonmwkerne Ha Cuny; Ha podyBactaTud. ToBa BIAHMOIGIHCTEME MOXe Ta e
NpeIM3BUKAHC OT NOBHUIECHHS YPEBEH MOTHITHTET, IIPHMHHEH OT EPHTPCMHIHH.

{lepopantiy kowmpayenmuswxopmonosamecmumeina mepanus (X37)

EmnoBpeMenHaTa ynorpeda Ha po3yBACTATHH W TIEPOPAIHH KOHTPALENTHEH € J0BENO N0 MORHIIARAHE
Ha AUC Ha eTMHWI ecTPaHOn M HOPrecTpen ChOTBETHO ¢ 26% W 34%. Teld NoBHWEHH NIa3MeHH
KOHUEHTpaumMK TpAOBA 1a ce MMaT MpeZIBHI, KOTATO Ce Onpensns JO3HPOBKATA HA MepOpaiHuTe
KOHTPAUeNnTHBH. Hima Hanvunn apMakOKHHETHYHH aHHH 33 MAlHEHTH, IPUeMALUN eIHOBPEMEHHO
pO3YBACTATHH W XOPMOHO3AMECTHTETHA TEPANHA, TIOPAIA KoeTo noaobeH edekt He Mome aa Obie
H3KIoYeH. Boapeku ToBa komOHMHaumara e Gui1a MMPOKO ynoTpebiBaHA NPH KeHW B KIMHHYHH
npoy4eanus M € 61una 10dpe noHacaHa.

B kWMHWYHH NPOY4BAHHA €3€TMMHO HE € NOBIHAN BbPXY (apMaKOKHHETUKATA HA LepopasHHTe
KOHTPAIETITHBH (ETHHWI ECTPAAHON W ASBCHOPrecTped).

Crmamunu

He ¢a Habnopasany KIWHHTHO 3HAYHMH (DApPMaKOKUHETHUHE B3AHMOEHCTEHA NPH €AHOBPEMEHHOTO
MpYI0KeHUE HA e3eTMMHO C aTOPBACTATHH, CHMBACTATHH, NPABACTATHH, NOBACTATHH, (MyBACTATHH
HIH PO3YBACTATHH.

Hpyeu rexapcmeeny HpooyKmu

Bx3 ocHOBa Ha faHHHTE 0T cnemuHyHM TPOYYBAHHA 3a B1aMMOACHCTBHA HE C& OHAKBA KIHHHMMHO
3HAYHMO B3AHMOJICHCTBHE MEKMY POIYBACTATHH M AMTOKCHH. B KIHHWM4HM npoyuBaHHs 3a
B3AMMOACHCTEHA e3eTUMMG He € MoBIMAT (PapMAKOKMHETMKATA HA IAINCOH, AEKCTPOMETOpdaH,
JATOKCHH, TIHNHK3HA, TonSyTaMMA WIH MKa307aM 0O BPEME HA CAHOBPEMEHHO MPHIOMKEHHE.
LInMETHANN, NPHIIOKEH EAHOBPEMEHHO ¢ €3ETHMHD, HE & NMOBMUAI OHOHANIMYHOCTTA HA €36 THMHE.

Esemumub/pozysacmamun

Ernospemennarta ynotpeba Ha 10 mg posypactatud u 10 mg eserumud Bogar o 1,2-kpartHo
yBenusenre Ha AUC Ha po3yBacTAaTHH NPH NalUMEHTH ¢ xunepxoiecteponemus (Tabauua 1). He
moraT aa Gbaar uskmodeHH (GapMaKOLHHAMHUYHM B3GHMOACHCTBHA [0 OTHOIIEHHE HA HEXKE1aHWTE
peaKLMH MeXTY PO3YBACTATHH K e3eTUMHO (B, T. 4.4).

Tuxqzpenop
- Turarpenop Moxe 1a MpHUMHK GBOpevHa HEAOCTATBEYHOCT M MOXE J1a MOB1HAe HL0peynaTa

€KCKPELMA HA pO3YBACTATHH, YBEIHYABARKH PUCKA OT KyMYNHPaHe Ha po3yBactaTuH. Bunpexw ue
TOYHHAT MEXAHH3bM HE € M3BECTEH, B HAKOH C/1y4aM €RHOBPEMEHHATA ynoTpefa Ha THKarpenop H
pO3yBACTATHH [OBEAE 10 HaMmaldBaHe Ha OnOpedqHaTa ¢wHKIMA, NOBMIeno HuBo Ha KOK u
paGnoMuonMia.

BzanMoaeHcTBHS, KOMTO H3HCKBAT KOpPeKUHS HA [03aTA HA pO3YBACTATHH (BK. CbLIO
Tab.;nua 1)

Korato e HeoDxoanmo ja ce mpuiara po3yBacTaTHH €IHOBPEMEHHO C APYTH JICKAPCTBEHN MPOIYKTH,
38 KOHTO € W3BECTHO, “€ MOBHINABAT SKCIIOIHLUATA Ha PO3YBACTATHH, TPAOBA Ja & KOpPUIHpa 103474
Ha pO3YBACTATHH. 3an04Ea & ¢ JI03a PO3yBACTATHH OT 5 mg BEIHBAK IHEBHO, AKO OYAKBAHITO
NOEUIIAEAHE HA exkcnoaniHaTa (AUC) e npubimazarenso 2 nuTy wiM noseve. MakcHMalHATA AHEBHA
nosa Tpadea iz Obae KOpUrHpaHa Taka, Ye OUYAKBAHATA EKCIIO3HLMA HA POIYBACTATHH Ja HAMA
BCPOATHOCT Aa HaIBHIUM AHEBHZ f03a po3ypacTaTHH oT 40 mg, npuera Ge3 B3aHMONEHCTE.
TISKapeTBCHH NPOAYKTH, HanpuMep 20 mg A03a po3yBacTaTHH ¢ reMguibposun (NOBHINEHHE
1 10 mg 1033 po3yBaCcTATHH ¢ KOMOWHALIHA PHTOHABHP/aTa3aHABHP (NOBHIDEHME 3,1 MHLTH)
Axo ce Habmogasa nopuinaeaie Ha AUC Ha po3yBacTaTHH Noa 2 mbTH, HAYaIHATA 1033
Ce HAMaNARA, HO TPAOBa fa e BHUMARA, AKO €€ YBEJTHYH J103aTa HA PO3yBacTaTHH Haa 20




Tabnnua 1: Edbext na ennorpemenno npunaranu NCKAPCTBEHH NPOAYKTH BBPXY ekcnosnumaTa {(AUC:
B HH3XOLALIl ped) Ha pO3YBACTATHH OT My6.IMKY BAHK KIHHHYHH NpOYYBaHHA

Tloprmasaune o1 2 uan noseue mu1n ma AUC Ha pPoO3YBACTATHH

J030B pexuM ua B3aAMORelcCTRAMOTO
JEKAPETBO
CotocGyBHp/BennatacBup/Bokc LaTIpeRHp
(400 mg-100 mg-100 mg) + Bokcunanperup
(100 mg) pemHbk aHEBHO 3a 15 KM
Lnkaocnopus 75 mg no 200 me, nga nbm
JMHeEHO, 6 Meceua

Haponytamus 600 mg, ara nuTH auesio, 5
JHH

ATazanasnp 300 mg/putonasnp 100 mg
BEAHEK AHEBHO, 8§ qHi

Peropadenud 160 mg, Bennwx mHesHo, 14

~ AHH
Bennaraceup 100 mg, BEAHBX AHEBHO
OmBuraceup 25 mg / napuranpegup 150 mg /
putonaeup 100 mg Benubx nHEBHO /
Aacabysnp 400 mg 18a nuTH OHEBHO, 14 nHK
I'pasonpesnp 200 mg/enbacrup 50 mg
BEAHBLAC THEBHO, 1] nuu
| mexanpesnp 400 mg / nudpenraceup
120 mg, BeAHBXK AHERHO, 7 K

HNonusaeup 400 mg / puronaeup 100 mg, Aea

NLTH ARCBHO, 17 aHR

Kaonuaorpen 300 mg natopapeama nosa,

nocneasana ot 75 mg 3a 24 vaca

l'empubposnn, 600 mg, 18a THTH fnerHo, 7
IR

Ho308 pexnM na
PO3YBACTATHH
10 mg eanoxpatha 1o3a

10 mg BenH®* OHERHO,
10 anun
3 Mg, eAHOKPaTHa n03a

10 mg, enHoKparHa noza

3 mg eNHOKpaTHA 1033

10 mg, enHokpatHa nosa
3 mg, efHOKpaTHa 103a

10 mg, eanokpaTtna ao3a

5 myg BeHDXK AHEBHO, 7

AHH

20 mg BeAHL¥ aHeRHO, 7
JAHH

20 mg, ensokpatna ao3a

80 mg, easokparna nosa

Tlopnmasane 20 2 nbta Ha AUC Ha posyBacTatus

o308 pexum Ha slanmoeiicTeamoro
ACRAPCTBO

Enrpombonar, 75 mg, BeHbXK THERHO, 5 AHK
HMapynaeup, 600 mg / puronasup, 100 me,
JBA METH AHEBHO, 7 JHM

Tunpanasup, 500 mg / purosasup, 200 mg,
JlBa NBTH AHEBHO, 11 aHR

Aponeaapoy, 400 mg, aBa nbTH AHeBHO
HMTpakonazon 200 mg reELK AHEBHO, 5 AHH
Eserumud, 10 mg, Beannx 1HerHO, 14 nan

Ionmkasane na AUC ua posyBacrarun
A6308 pexum Ha BzanmogeiicTBAMOTO
JNeKapeTBO

Eputpomuunn, 500 mg, uethpn nuTH
AHEBHO, 7 AHH

Baiikanun, 50 mg, Tpu T THERHO, 14 AHN

JaHHIATE, NOCOUEHM KaTO X-KpaTHA TPOMSHA, NMPEICTABIABAT ApacTO CHOTHO
CAHOBPEMEHHOTO MPUITONKEHHE U CAMOCTOATENHOTO TIPHACKEHHE Ha PO3YBACTATH

Ho3on peaum Ha

_ po3yBacTaTHH

10 mg, eanokpathz no3a
10 mg Beaubx auesHo, 7
JHH

10 mg, ennokparua go3a

He e nanmyen
10 mg, eaHoKpaTHa 1033

10 mg, BeAHBXK AHEBHO,
14 nun

o308 pexum na
PO3YBACTATHH

80 mg, enHoKpaTHa
Ao3a

20 mg, eaHOKpaTHA
ao3a
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Ipomana ha AUC ua
PO3YEACTATHH ™
7.4-xparyo t

' 7,1-kpatho T
5,2-Kpam6 1
3,1-kparuo 1
3,8-kparno 1
2,7-kpatHo 1
2,6-xpaTHo T
2,3-§paTHo 1
2,2-kparHo 1
2,l-xpartHo T
2-kparno t

' ,-9-kpatho 1

Ilpomana na AUC ma

po3ysacTtaThm *
1,6-kpatHo T
1.5-kparHo 1

1,4-kpatro 1

1,4-kpatio 1
**1,4-xkpatHo 1
**1,2-kparHo 1

ITpomauna na AUC na
posyBacTaTUH *
20% |

47% |




Mlanuute, nocodenu kato %, npeacTaBnssaT NPOUEHTHATA PAa3THKA CIIPAMO CAMOCTOSTEAHOTO
NPHIMKEHHE HA PO3YBACTATHH.
YRETHUEHHETO € IPECTABEHO KaTo “1, a HAMagBaHeTo KaTo |,

-t

Hskou npoyusanus 3a gzanMoneHicTBHE Ca NPOBENICHH C PAMTHYHH [I03H PO3YBACTATHH, KATO
Tal/TMlIaTa IpeACTaBs HAH-3HAYHMMOTO CHOTHOLIEHHE.

AUC = naow nox kpHeaTa,

Coreauure nekapcTBeHH OPOAYKTH/KOMOMHALMH HE €2 HMIM KIHHHMHO 3HAYMM edeKT BBDXY
croTHoweHHETO AUC Ha po3yBacTaTHR npu eHOBPEMEHHO NPUIOKEHHE, :

Aneraurasap 0.3 mg, npunoxkenue: 7 Aun; deHodubpat 67 mg, npunoxenne: 7 IHW, TPH ITETH
neeBHo;  duaykorHazon 200 mg, opeacwende: 11 auuM,  Benpbx AHEBMO,  dosamnpeHarup
700 mg/puronasup 100 mg, npunosenue: 8§ nHM, fMBa IMLTH AHERHO, KeToKowazon 200 mg,
NpWICKeHHe: 7 HH, JBa bTH JHEBHO; pudaMnuH 450 mg, npwiokenve: 7 AHH, BEAHLR IHEBHO,
cHanMapkH 140 mg, npunoxeHue. 5 IHK, TP NBTH THCBHO.

[leanaTpuuna momynalng
[Ipoyusanns 3a B3aHMOIeHCTBHE ca MPOBEXKIAHH CAMO NPH BB3PACTHH.

4.6 @epTHINTET, DpeMERHOCT H KbpPMeHe

PozeThH & npoTiBonoKasaH no speme Ha GpemeHAOCT H KbpMene (Bxk. T. 4.3). Xenu ¢ erepomes
NOTEHUMAT TpAGEA A2 NPHIAraT NOAXOAN LM KOHTPALICITHBHY MEPKH.

BpemeRHoCT
Hama KIHHMYHK NaHHH 33 IPHIIOKEHHETO Ha €3CTHMMHO mo BpeMe Ha GpeMeHHoCT. [TpoyupaumusTa

MpH AHBOTHH 32 MOHOTEPANHMA ¢ e3¢THMHD HE ¢4 YCTAHOBMNH JaHHH 33 NHPEKTHH HIIH HEJHPEKTHH
BpeHd edeKTH BEPXY OPeMeHHOCTTa, eMOPHORETANHOTO PA3BHTHE, PAXKAAHETO HIH [OCTHATANHOTO
paiBuTHe (BX. T. 3.3).

TwH KaTO XONECTEPONLT M APYTHTE OPOAYKTH OT GHOCHHTE3a Ha XONecTepona ca 0coHeHO BaXHU 3a
Pa3BUTHETO Ha QeTyca, NOTEHUHANHEAT pHCcK oT uixubipane Ha HMG-CoA peaykrasaTa npesminasa
noa3ata OT JICHEHHETO Mo BpeMe Ha OpemennocT. TlpOyYBaHHATA npH KMBOTHH [IPEeAOCTABAT
OFpAHHYCHH AAHHH 338 PETIPOAYKTHBHA TOKCHUHOCT (BX. T. 5.3). Ako nauMeHTKa 3alpemenec 110
BpeMe Ha ynorpeba Ha PoseTHH, neveHneTo Tpabra He3abaBHO a ce peyCTaHORH.

Knpmene
H3cneaBannaTa NpH IIBXOBE €A YCTAHOBHIIH, u¢ e3eTHMHMG ce oTaens B KbpMara npH Ho3aliyuuMTE.

He e u3BECTHO NanH ¢3eTHMHUG ce OTTENd B YOBEMIKATA KbpMa.
PosyBacTaTiH Ce €KCKPETHPa B KBPMATa Ha IUTbXoBe. JIMIICBAT JaHHM 33 eKCKpenMs Ha PO3YBACTAaTHH
B HOBEWIKA KbpMa (k. T. 4.3).

depTHIHTET
Hama HalHUHH A4HHM OT KMUHHYHH NPOYYBAHHMA 34 BIHAHHETO HA €3¢TUMHO WM PO3VBACTATHH HA

thepTHanTETa NpH X0opa. E3eTHMHO He nmoBnMsBa GEPTHAHTETA HA MBKKH HITH MEHCKM TUTLXOBE, HO
PO3YBACTATHH B MO-BHCOKH JI03H NMOKA3BA TECTHKYJIAPHA TOKCHUHOCT NPH MAMMYHH H KydeTa (BXK. T.

5.3).
4.7 EiekTH BLpXy cnocobHocTTa 3a nodupane u pabora ¢ MamIAny
He ca npoBexiaann u3cnensanns 3a onpenesiate Ha eQeKTHTe BbPXY ¢nocoSHocTTa 32 wodHpane u

paGoTa ¢ MawKHK. Brnpeky Toea, npH ynpaBieHHe Ha NPeBO3HU CPENCTBA HAM pabora c MaLIHHH,
TPAGRA J1a C€ HMA NpeaBH/L, Ye TIO BPEME Ha JISYEHHETO MOXE J1a CE NIOABH CBETOBLPTEXK.
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48 Hexenanu JeKapcTBeHH peakliHn

OGoben npodn Ha GezonacHocT

Hexenauute NekapcTBeHH peakuMH, HaOMoAaBaHH npH yrnoTpeba HAa enuH OT HHAMBMIYanHHTE
KOMIIOHEHTH (e3eTHMKO MK pO3YEACTATHH ), MOTaT A3 ObJAT MpeaH3BHKaHH W Ipa PozeTum.

B kIMHYYHK NPOYUBANKS C NPOABLBEUTERHOCT jio 112 ceamuin, 10 me AHerHO e3eTHMUD & Mphnaran
camOCTOSTENHO npu 2 396 naunenra, che cTaTHH npi 11 308 nauuenta wnu ¢ Genodubdpar npu 185
NaluMenTa.

Hexenannte peakuun oOMKHOBEHO ¢a OuMnH JIekH M npexofnu. Yectotara Ha HEXKERaHHTE
JIEKAPCTBEHH peakuMH e Onita ¢xoaua npH ezeTHMHO W mnauedo. Chilo Taka, YeCTOTATA HE CITYYaHTE
HA MPEKBCBAHE HA JEYeHHETO NOPAaH MOABA HA HEKENAHO CHOMTHE € CPaBHHMA MEXy €3eTHMHO H
nnauedo.

HeskeTaHuTe NeKapeTReHH peakimu, Habnwooasaswn npH yrotpeba Ha posyBacTaThH, HaH-ofwo, ca
neky u npexoaHy. Ilpy KOHTPONMPAHHTE KIMHHYHH NMPOYHBAHHA MO-Malko OT 4% OT NauwWeHTHTe,
NEKYBAHM C POTYBACTATUH, CA NPEKLCHANM NEYEHHETO NOPAAN HEKENAHH PEAKIINN,

Cnopest panmunnte AanEd | 200 nauvenTa ca npremany koMOHHALMA OT PO3YBACTATHH H €3eTHMHD
OpH KIHHM4HK npoyvusanus. Kaxkto ¢ cbofuweno B Oydnukysawarta nutepatypa, Had-decTuve
HEXENAHH PeakUHH, CBBP3and ¢ KOMOMHHPAHO NEYEHHE C PO3YBAcTATHH-e3ETHMUG Ha NaLHEHTH ¢
XHNEPXONECTEPO/IEMHA, CA MOBHIICHH HUBA Ha WePHOIPOOHHWTE TPAHCAMMHAZH, CTOMAIIHO-Y4PEBHH
npodnemu 1 Myckyana 6oka.

Toea ca H3BECTHH HEMENAHM PEAKLMH HAa AKTHBHWTE BEwecTsa. Bhmpekn ToBa He Morar ga Obhiar
H3KTIOUEHH (PApMAKOIMHAMMYHH B3aHUMOJAEHCTBHA [0 OTHOLUEHHE HA HEKENAHHTE PCAKLMH MEXITY
pO3YBAacTaTHH H e3eTHMHD (Bx. Touka 3.2).

TaGan4eH CNHCHLK HA HEMETAHUTE PEAKIIHMH

YecToTaTa Ha HEXETAHHTE PeakuU#H Ce OnpeaeNs NO cnejHaTa KoHBeHiMa: Muoro yectw (= 1/10);
gect (> 1/100 po < 1/10); newectn (> 1/1 000 zo < 1/100); peaku (= 1/10 000 1o < 1/1 000), muoro
peaks (< 1/10 000) u ¢ Hen3asecTHa uyectoTa (0T HANMYHHTE AaHHHM He MOXe 1a Obie HanpaBeha
OLICHKR).

CucTemo opraHeH Kiaac/ YeeTora Hexenlana peaknug
MedDRA
Hapyiienna Ha KpBEBTA H peakn TPOMOOLIMTONEHHA®
nnMpHATa CHCTEMA C HEWIBECTHA | TPOMDOLMTONCHUA
YecToTa
Hapyurenus Ha UMyHHaTa peaKH PEaKLHH Ha CBPBbXUYBCTRUTEIHOCT, BKJIUHTER-

CHCTEMA

HO aHIHOHEBPOTHUYEH OTOK?

¢ HCH3BCCTHA

CBPBXYYBCTBHTENHOCT (BKJIKYHTENHO 00pHB,

4ecTOTa YPTHKapua, AHADHIAKCHA H GHIHOHEBPOTHYEH
OTOK)
HapyiueHus Ha eHJOKPHHHATA | YECTH 3axapen auabet'’
CHCTEMA
Hapymenud Ha meTabonnsMa | HEYECTH HaMaJIEH ANETHT

¥ XpaHeHeTo

TTcHXHYHY HAPYILEHNHS ¢ HEM38ECTHA | JenpecHs™

YECTOTA
Hapyuienns na HepBHATA " qecTH rnapoGonne”, samasHocT
CHCTEMA | HeuecTy napecresns’

MHOTQ PEIKH

nosimHeBponaTas’, 3ary6a Ha namer”

C HCHIBECTHA
yecToTa

nepudiepia HERPOMATHA, HAPYIUEHUS HA
(BKJIFOYHTENHO GE3ChHHE M KOWMApH),
3aMagHOCT’, [IAPECTE3HS, MHACTEHHS

Hapyilienna Ha ounTe

¢ HEH3IBCCTHA
4eCeTOTa

O4YHa MHACTCHAA
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CBAOBH HAPYLUEHHS HEYECTH TropelllH BLTHH®, XMIEPTOHHA'
PecnupaTopHu, rphiaHy u HevecT Kanwiuna’
MEHACTHHANHH HAPYIIEHHA | ¢ yeusBecTHA | Kawnkua®, aucnues’
4eCTOTA
CTOMALIHO-YPEBHH 4ECTH KOHCTHNANHA®, ranene’, fonka B kopema®?
HAPYLIEHHA L avapua’, dnarynenuus’
HEYECTH amcnencus’, ractpoesotareanta pedyxcHa
Oonect’, ragene’, cyxora s
verara®, racrput?
penku IaHKPEATHT
C HEM3BECTHA | JIHAPHA-. MAHKPEATHT', KOHCTHIALMS
HEeCTOTa
XenaToOWIMAPHH HAPYWIEHHS | PEaKH TNOBHLIEHH 4ePHOAPOOHH TPAHCAMUHAZH?

MHOI'0 peikH

KBITEHHIA®, XenaTHT

¢ HCH3IBCCTHA
YeCcToTa

XEMATHT, X0J1enuTHasa’, Xo1euHeTHT

Hapywenun Ha kokara u
MOAKOAKHATA ThKaH

HCUECTH

npypuryc™*, obpus®?, yprukapus®?

C HEU3BECTHaA

cHHApOM Ha CTuBbHC-JDKOHCHH’, epUTeMa

YecToTa MyiaTadopMe’, lekapcTeena peakius ¢
co3uHOo(HNHA M cucteMHH cumMnToMH { DRESS)
Hapyluenus Ha MyCKyTHO- "4eCTH MHaIHA -
CKEJICTHATA CHCTEMA H | HewecTH apTPAIIrHs’, MYCKYJIHH CTia3Mi’, BONKU BbB
CbeAMHHTEIINATA ThKaH Bparta’, GokH B repba’, MycKy1Ha
cnaboer?, fonka B kpaiinunuTe’
peaku MHOMATHS (BKIIOUMTENHD MEOINTY, pabaommo-

u3a%, Mynyc-nojobeH CHHAPOM, MYCKYIHA
pyfTypa

MHOTO peJIKH

apTpanrhs’

¢ HEH3IBEeCTHa
yecToTa

HMYHOMe[IMHpaHa HeKPOTHIHPAILA

MUOTIATHSA, VEPEHKTAHMA HA CYXOKUNUATA,
MOHAKOT2 YCIOXKHEHH OT pyNTYpa’, apTpanrus®,
MHaNrua’,

MHOMATHs/pabaomMuonnsa’ (B, 1. 4.4)

HapyiireHus Ha GnOpelnTe H
MUKOYHKTE MBTHLIA

MHOro peiku

XEMATYPHA

Hapywenus Ha
BL3MPOH3BOANTETHATA
CHCTEMA W ILpAaTa

MHOTO peJIKH

IHHEKOMACTHA®

Hscneasanws

LHECTH

nosnmaane Ha AJIAT i ACAT

HEYECTH

nosHwaeane Ha ANAT wum ACAT,
NOoBHINABAHE Ha KpeaTHH-POCPOKHHAZATA B
kpbeTa {KOK)?,

NOBHIUABAHE Ha raMa-rnyTamMuiTpancdepasara’,
AHOPMAJITHH HICTETBAHHA Ha YepHoapobHaTa

OO11H HapylueHHs H edeKTH
Ha MACTOTO Ha NPWIONKEHKE

YECTH

VHKLHA
actenus’, ymopa’®

HEHSCTH

Gonka B rhpante’, Boska’, actenus®,
nepudeper otok®

C HCH3IBECTHA
yecTroTa

ek

OTOK’, aCTEHHA’
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YecroTata we 3aBHCH OT HANMMMHMETO /M JIMMCATA HA PHCKOBM DAKTOPH (FMKOKO33 HA rIAOHO
2 5.6 mmol/l, unneke ua TenecrHata Maca (BMI) > 30 kg/m?, noBuiuenn TpUrMiepUAK, aHaMHesa
3a XHIIEPTOHUA) - 3d POIYBACTATHH.

[lpodpuneT Ha HeMeNaHn peaklMH Ha Po3yBaCTATHH € BEZ OCHOBA HA J4WHH OT KIMHWYHH
NpoyyBaHHus W GOraTH OIMAT OT NEPHOAZ CJIe], MYCKAHE Ha nazapa.

MonoTepanua ¢ esetimub. Hexenanute peakiliH ca HadmIONABaHW NPH MAUMEHTH, NEKVBAHU C
e3eTHMHUG (N = 2 396) , kaTo yecToTaTa € [O-BHCOKA B CpaBHEHME ¢ nnauebo (N =1 159).
EnHopemenno npunarane Ha ezetiMub cbe cTatu, HexenannTe peakunn ca Hadmoaaeanm npu
MAUHEHTH, MpPH KOMTO €3eTHMUD € npunarad eIHOBpeMeHHO Cb¢ cratH {N=11 308), kaTo
4EeCTOTaTa € N0-BUCOKA B CPABHEHHE C MPHIATaHETO Ha cTaTHH camocToaTendo (N=9 361).
JIOMLIHATESIHA HEXKENAHH PEAKLMH Ha e3cTHMAD, KOWTO ca ¢cholllaBaHu ciel MyCKaHe Ha nasapa
(Nipe eNHOBPEMEHHO MPUEMaHe Che HIIH 0e3 cTaTHHA).

(]

Kakro v npu apyrun HHxnGuTopr Ha HMG-CoA penykTasarta, 4ecToTaTa Ha HexXe1aHHTE JIEKAPCTBEHH
PCaKlHH 3aBHCH OT A03aTAa.

Edpermu evpxy bvOpeyume

Tipn naunenTn, nexyBanH ¢ polyBacTaTHH, € OHaa HabmoJaBata NPOTEHHVPHA, KOATO € YCTAHOBEHA ©
TECT-IEHTHYKH H € [PeAHMHO ¢ TyOynapeH npounsxo/l. B onpeneienn MOMEHTH OT NeYEHHETO, (IPH <
1% ot naumwenTHTe, Nexkysanu ¢ 10 1 20 mg ca HabMOJABAHH NPOMEHH B H3CIEABAHHMATA 32 NIPOTEHH
B YPHHATA OT OTPHLATENEH Pe3yNTaT 10 ++ unu nobeye. HeznauutenHo oTknoneHHe (0T OTPHUATENEH
pesvaTar oo +) e Habmogasakro nNpH 103a or 20 mg. B noBeyeTo cyvau npoTCMHYpHSTa Hamanssa
HIW OT3BYUERE CHOHTAHHO OpU TNPOALIDKABAHE HA JedeHuero. OT nperncaa HE JaHuure oF
KIHHHYHHTE TIPOYYBAHHA W CIIHTA CJIeA NMYCKaHE Ha nasapa A0 Cera, He ¢ YCTRHOBRCHA NPHYMHHA
BPB3KA MEKTY [IPOTEWHYPHATA H OCTPO WTH MporpecHBHo 6uipeyno 3abongeane.

[lpn maumenTH, JEKYBAHH ¢ pO3yBACTATHH, € Ha(UOAARaHA XEMATYPHA, HO MaHHHTE OT KNMHMYHMTE
NPOYYBAHHA NOKA3BAT, e YecToTaTa H e HHCKA.

EQexmu ebpxy cxenemnama Myckyaam

Edekru upxy ckeneTHaTa MyCKYNaTypa, Hanp. MHAITHA, MHONATHE (BICTFCYHTENHO MUO3HT) B pAAKO
patnomuoinza ¢ nwan Ges octpa ObOpeuHz HeJOCTATHUHOCT Ca CHOGIABAHA TNPH JIEKYBAHH C
PO3VBACTATHH NAllHEHTH MPH BCHYKH A03H H 0coOeHOo NpH aozu > 20 mg.

Crbp3aHOo ¢ J03aTa NOBHUIABAHE HA HUBATa Ha KpeaThhkuHala (KK) e HabGmonagaHo nMpH mandenty,
NpHEMalllH PO3YBACTATHH, KaTO TONAMA 4HacT OT CAy4aHTe ca OHIH JE€KH, ACUMNTOMATHYHH M
npexoaHH. Ako Hupata Ha KK ca ysennuenu (>5xI'TH), neyennero Tpabea na ce NpeycTanOBH (BK. T.
4.4),

- Egpexinu evpxy yepuus opot

Kakro u npy gpyrn waxubnropu va HMG-CoA penyxtasata, cBLp2ano ¢ 1034Ta NOBMILABAHE HA
TPpaKCaMHHa3MTE ¢ HABIIONABAHO NMPH MAILK OPOH NAUWEHTH, NPHEMALLH PO3YBACTETHH, KATO FOASMA
HACT OT CTyYauTe ca DHNH 1eKH, aCHMITOMATHYHH H NIPEXOHH.

CreTHATE HeXeNaHd peakiHy ¢a GHIH cboOLABAHH NIPH HAKOW CTATHHH:
— Cekcvanna ancdyHKu#A,
— H3onmHpanu ciayvan Ha WHTepcTHUHanHa GenoapodHa GonecT, OCOBEHO NPH [IPOABIKHTEIHO
nevenue (k. 1. 4.4).

Habopamopuu noxazamenn

B KOHTPOIMPpAHH KJIHHHYHHA I'lpO}v’lIBaHH.Fl Ha MOHOTEPANHA YCCTOTATa Ha KIMHHYHO 3HaUWMMTE
MOBHINEHHA B cepyMHHTe TpaHcaMHHasu (AJTAT wian ACAT > 3x I'TH, nocaenosatenno) e 6mia
cxogHa Mmexay esetumub (0,5%) # nnawebo (0,3%). Tpu npoyuyBaHHA 33  €AHOBPEMEHHO
NpHIOKEHHE, YecToTaTa € Ouna 1,3% npu naudeHTy, 1eKyBaHH ¢AHOBPEMEHHO ¢ €3¢ THMHG U CTATHH,

.ua ca OumH cm,paa}im c xmecraaa KATO ¢a ce BLPHANK KbM WIXOMHHTE HHBA CIe] np
NEMEHHETO UNK NIPY NPOIL/KABARE HA JICYEHHETO (B 1. 4.4),
B xauHu4HM npoyusanus e cwhobliaeada KpeaTHOocthoknnaza (KOK) >10X I'TH n
(0,2%) nauWenTu, NekyraHu camo ¢ ezeTHM#d, cnpamo 1 ot 786 (0,1%) mauuen
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mnauebo, u opu 1 01 917 (0,1 %) naunenTH, NeKyBaHH ¢AHOBPEMEHHO ¢ €3¢ THMHE H CTATHH CTIpAMo 4
ot 929 (0,4%) naiveHTa, OpHeMallH caMo ctaThH, He ¢ nMalc yBenuuasade Ha ciyuaute Ha
MHOMNaTHS HAH pabioMHONK3A, CBbP3aHH ¢ €3eTMMHD, B CpaBHEHUE CbC CLOTBETHATA KOHTPOJIHA
rpyna (1auebo 1K caMo cTaTHH) (Bx. T. 4.4},

[lepmaTpHUHa DOMYJIALHA
BezonachocTra M epMKacHOCTTA Ha €3eTHMHO+PO3YBACTATHH TIPH /IELA Ha Bb3pacT oA 18 roankH Bee
Ollle He € YCTaHoBeHa (BXK. T. 3.1).

Pozyaacmeamiun:

Mopuwapane Ha kpeaTHHkHHA3aTa >10X I'TH » MycKynHH CHMIOTOMH cRefl YNPDKHEHHA HIH
NOBHENEHA (H3HYECKA AKTHBHOCT ¢a HalNFo1aBaHH NMO-4eCTO B 52-CeMHUYHO KIMHMYHO NPOYYBAHE Ha
Jela2 W I0HOWM B CPABHEHHE C BB3PACTHH. OT Apyra cTpaHa npogmnsT Ha Oe3onacHOCT Ha
PO3YBACTATHH NMPH €A M IOHOLIH € CXO/IeH € TO3H MPH Bh3PACTHH.

Ezemumud;

Tpu npoyusane, skmMouBawo toHowy (6 Ao |0-TogHuiHAa BBL3PACT), MALUMEHTH C XETEPO3HIOTHA
hamuHa win nedaMiibia Xnnepxonecteposievua (n = 138), nosuenne wa ANAT wnnn ACAT-
(> 3 x ITH, nocnenosatento) e Habmoaasano npk 1,1% (1 nauHeHT) OT NaUMEHTHTE, FpHeMALlH
e3eTHMHb, B cpapHenne ¢ 0% B nauebo rpynara. Hama veenvuenne va KOK (> 10X I'TH). He ca
chOOLIABAHM CITVYAH HA MHOIIATHA.

[lpn otaenHo npoyusane, BrmouBaio tohom#n (10 1o |7-rogHmiHa BB3pact) ¢ XeTePoIMTOTHA
bamunHa xunepxonecreponemua (n = 248), noruwenne Ha AJIAT wuma ACAT (> 3 x ITH,
nocnenosateno) e Habmogasano npu 3% (4 nauuedTH) OT  NALMEHTHTE, TNPHEMALLM
e36THMHO/CHMMBACTaTHH, B cpaBHEHHe ¢ 2% (2 nauMeHTa) OT TPYNATa HAa MOHOTEpanHA CbC
CHMBACTATHH; T€3H JaHHH ca OWIA cboTeeTHO 2% (2 maumenrta) W 0% 3a nopuuasane Ha KOK (=
10X I'TH). He ca chobuarans ¢ny4an Ha MHOMATHA.

Tesn u3nureaHua He ca OWIM npeJHa3HAYCHH 33 CPABHEHME HA PEIKHTE HEXENAHH JeKapcTBEHH
peaKkuHK.

Cpobumapate Ha MO103HPAHU HEXKEIAHH PEAKIIHH
CrobmasaneTe Ha NOJO3MPAHH HEXENAHU PeaKLHH Cliell pa3peluaBaHe 3a yioTpeda Ha JekapcTeeHns

[IpeayKT € BakHo. TOBa no3gongBa Aa APeAk/DKH HAOMOREHHETO HA CHOTHOLICHHETO MON3a/PHCK 34
NeKapcTBEHHA NpoaykT. OT MeIUUHHCKMTE CHELHAIMCTH Ce H3IMCKBA Ja chobuiaeaT BesgKa
IOA03HPaHa HeXeNaHa peakimy Ypes Manbauurenda areHuMs 1o nekapereara, yi. Jdavan Ipyes” Ne
8, 1303 Codus, 1en.: 02 8903417, yebcaiit: www.bda.bg.

4.9 Ilpeaoampaue
B cnyyait ma npeaosvpane, TpadEa na ce MPHICKH CHMITOMATHYHC H MOLTBPAKALLO JICUSHME,

Ezernmu®

B KNHHHYHH TIPOYYBAHHA NPHICKEHAETO Ha e3eTMuO 50 mg/mHesuo npu 15 s31paRu 1oGpoBoLH B
npoab/keHre Ha 14 JHH Wik 40 mg/aHeBHO npu 18 MauMeHTH ¢ NBPBHYHA XHNMEPXONECTEPONEMHS B
npoabkeHHe Ha 56 AHK e Buno 1o0pe nonocumo. lpH KUBOTHH He e HABMIOAARAHA TOKCHYHOLT
¢nei MpHNaraHe Ha €IHOKpaTHa nepopanta gos3a oT 5 000 mg/kg e3eTHMHO NpH MABXOBE H MULIKH W
3 000 mg/kg npu kyuera,

Hoknansany ca camo HAKOJKO c/yyaH Ha NPefo3HpaHe ¢ e3eTHMHO: NoBe4eTo He ca OMIN CBBP3aHK C
Heskenand cuOuTHA. ChobluaBannTe HEXENAHH peakluuu He ca OHITH CEPHO3HH.

PosyBacTaTux
Hama nydnukyBaHW NWTepaTypHH AaHHM 3a MNPEL03HpaHe ¢ posyBacTatun. Hama cneundy

MeueHHe B caywaill Ha NipeAo3HpaHe ¢ po3vRacTaTHH. YepnoapoOHaTa QyHKUMA W HHEA
TpaGBa 1a ce IpoCIenRBaT. Manko BepoaATHO & XeMOAHanns3aTta fa ObJe o1 nomsa.
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5.  ®APMAKOJOTHYHH CBONCTBA
5.1 <@®apmakoIHHAMHYHK CBOHCTBA

(QapmakoTepanesTuyna  rpyma:  JlumatomonuduuMpamy  cpeactsa, KomBuwauma ot apyrw
TMIHAOMOAMPHUMPALLH CPeACTRa;
ATC code: C10BADS.

MexamnseM Ha felicTaHe

TIna3meHusT xonecTepon ce noay4asa ot upepHa abcopBLNA M enAOTeHEH CHHTe3. PoleTHH crabpika
€3¢THMHO W pO3YBACTATHH, JBC JIMIMRAO-HOHHKABAIM ChEMHEHHA C HOMBIBAILH MEXaHH3MH Ha
AeiicTBue. PozeTHH HaMansBa NopHIleHHs obm xoiectepon (odw C), LDL-C, anoaunonporent B
(Apo B), tpurnuuepuan (117} v ke-HDL-C u yRend<asa numonpoTeHHuTe ¢ Bucoka mabTHoeT (HDL-
() upe3 1BOHHO HHXMOHPAHE Ha YCBOABAHETO H CHHTE3A HA XOJIECTEpOT,

Ezemumut

EsetnMud npuHamiexy XbM HOB K1aC CHEJHHEHHA, HAMANABAINH JIMIOMAMTE, KOHTO CEJIEKTHBHO
HBXUOUPET MHTECTHHANHATA abcopOLNA HA XONECTEPON M GIM3KM CTEPONN OT PACTHTENEH TIPOHIXOA.
EzemiMHG e nepopanHo akTHBEH M HMA MEXAHH3LM Ha JEACTBHE, KOHTC CE PasfMuaBa OT TOIM Ha
APYTHTE KJIACOBE XO/ECTEPON-NOHHAXARAIIN CheAHHEHNA (Hanp. CTATHHM, CEKBECTPAHTH HA MITLUHHTE
KHCEAHHH [CMONH], NPOM3BOARM HA HHOPHHOBATA KHCENHHA H PACTHTENHH cTaHONM). Monekyanara
uen Ha esetumub e crepon Tpancnoprepa, Niemann-Pick Cl-Like 1 (NPCILI), koitto oTropaps 3a
0BPaTHOTC NoeMaHe B THHKMTE YepBa Ha XONECTEpoNl H GUTOCTEROIH.

Pozyeacmamuin

PosyBacTatHH € CeNeKTHBEH W KOHKypenTed wuHxubutop Ha HMG-CoA pemvkrasarta, ckopocTHO
OTrPAHMYARAL €H3HM, KOHTO NpeBphIla 3-XHAPOKCH-3-METUArIYTAPUI KOSH3MM A JI0 MeBAIOHAT,
IIpeKYpCcop Ha XonecTepona. HbpBHYHOTD MACTO HA AefiCTBHE Ha PO3YBACTATHH € YEPHUA Apof, KOITO
€ TAPTETEH OPraH 3a MOHIKABAHE HA XONEeCTEpOa,

Posysacratuy nosuwasa 6poa Ha uepnoapobHure LDL-peuenToph BEPXY KIETHYHATA (OBLPXHOCT,
KaTo 3aCH/IBA 3aXBALLAHETO H kaTabonwiMa Ha LDL u notucka uepHOoApoOHHR cunTes Ha VLDL, kato
N0 TO3H HAYWH Hamanara odimus Opoi Ha VLDL 1 LDL vacTuuy.

DapmakoanHaMuugH ePekTH

Ezemumuty

E3eruMub ce nokanM3sdpa Ha NOBBPXHOCTTA 1A PECHMYKHTE Ha THHKMTE HepEa H HMXHOMpa
abcopOLMATA Ha XOTECTEPON, KaTe N0 TO3H HauMH HAMAJIABA TPRHCHOPTHPAHETO HA XOJECTEPO OT
THHKHTE YEPBA KbM YePHUA JpoD; CTATHHHTE MOHIDKABAT CHHTE32 HA XO1ECTEpON B YepHHA Apob M
38EAHO TEIW PAazNYHU MEXAHHIMH OCHTYPSBAT JONLIAHMTENHO NOHWAKABAHE Ha XoNecTepona. B 2-
CEAMUYHD KIIMHHYHO NPOY4YBane Ha 18 MalMeHTa ¢ XHNepXONecTEPONeMHuA, €3eTHMHO ¢ HHXMDHpan
HHTecTHHaTHATa abcopbuua Ha XonecTepon o 54% & cpaBHeHHe C Iaueto.

IlposeneHa e nopeaMua OT MPEAKIMHHYHH NPOYYBAHHA 33 ONPENETAHE HAa CENEKTMBHOCTTa Ha
€3eTHMHD 33 HHXHOMpane Ha abcopOumaTa Ha xolectepon. EseTmmuG nuxubmpa abeopbuusta Ha
[“Cl-xonectepon Ges na noenuaea aBcopGUMATA Ha TPHIMHLCPUIMTE, MACTHHTE KHCe HHH,
ACTEYHHTE KHCEIMHM, POTreCTEPOH, €THHHN €CTPAAHO KM MACTHO PA3TBOPHMHTE BHTAMHHU A v D,
EnuaeMuonoru4nn npoy4Balus ca YCTAHOBMITH, Y€ ChPICHHO-CHIOBATA 3a501€BA€MOCT H CMBPTHOCT
BapvpaT MpaBolPONOPUHOHANHG OT HuBaTa Ha oOmmMs-C W LDL-C 4 ofpardonponopuoHanio ot
nuearta Ha HDL-C.

[IpnnoxeHHETO HA €3¢THMHD ChC CTATHH € eEKTHBHO 33 HAMANABAHE HA PHCKA OT ChPASYHO-CHAOBH
CHOMTHA TIPH NaLMEHTH ¢ HeXeMHYHa GOoecT Ha ChpUETO W aHaMHesa 3a CLOUTHE, CEBP3aHO ¢ OCTL
kopoHapeH cHuapoM (OKC).

Pasysacmanni
PosyBacTatnH Hamangea noeuweHHa LDL-xonectepoa, obwus xomectepon, Tpuriuie
nosutasa HDL-xonecrepona. Tofi ¢hluo nouwxara ApeB, ne-HDL-C, VLDL-C, V
nmosuwasa Apo A-1 (Bx. Tabnuuz 2). PosyBacraTHH MOHMKaBA CbLUO M CHOTHOLWICHHA
C/HDL-C, 06wun C/HD.-C, ne-HDL-C/HDL-C u ApoB/ApoA-1.
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Tabnuua 2: OTroBop KeM 103aTa NpH MALHEHTH ¢ MBPBHYHA xunepxoiecteponemua (Tun lla u IIb)
(KOpHrHpaHa CpPelHa NPOLEHTHA NPOMAHA CIIPAMO HIXCHATA CTOHHOCT)

Jdo3a N LDL-C Oow-C HDL-C 71pu- He-HDL-C  ApoB  ApoA-1I
' raHDe-
pHau
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 -5 -46 5
40 18 -63 -46 10 -28 -60) -54 0

TepanesrHyen epekT ce Habmoaapa 10 | cenMHI e 3ano4YBaHe Ha JSUeHHETe W 90% oT
MAaKCHMAIHHA OTrOBOP C& AOCTHra 710 2 cenMHIH. MakcuMaTHHAT OTTOBOD OOHKHOBEHO Ce I0CTHra
70 4 CeIMULIM H Ce TIOAAbPIKA CNEA TOBA.

Knunnuna edpuracHocT H 6e30nacHOCT

Eszemumith

B kAAHHYHE MPOYYBAHUA ¢ KOHTPOJIHH TPYIH, €3¢ THMHG, KATO MOHOTEPANHA WIH €HOBPEMEHHO Chi
CTaTUH 3HaunTenno Hamanasa obwums C, LDL-C, Apo B u TI' v nosnwasa HDL-C npu nauuedTH ¢
XUNEPXOIeCTCPONSMUs.

ITepBHYHA XMDIEPXONECTEPOTIEMHA

B eaHo npoliHo-ciamo, nuauedbo-kourponupado, 8-ceamuuno tpoyusade, 769 naumentd ¢
XHOEPXCIECTEPONeMHUSL, KOMTO REYE NONVYABAT MOHOTEPANMA ChC CTATHHH, H KOHTO He ca GWIH Ha
neneBoTo HUBO Ha Hawwmowanoara O6pazoeateana [lporpama cpewy Xonectepona (National
Cholesterel Education Program, NCEP) 2a LDL-C (2.6 - 4.1 mmol/l [100-160 mg/dl], & 3amMcHMOCT
OT M3XOJHWTE XAPAKTEPHCTHKH) CA PaHOOMM3MpPaHH Ja nonyyaeat ¢3eTuMHO 10 mg wiv mnauedo B
JOMb/IHEHHE KbM TEKYLLATa HM TEPanMA ChC CTATHHH.

Cpea nekyBaHHMTE ChC CTATHHH NALHEHTH, KOMTO He ca OWIH Ha Lenepata cToHHoct Ha LDL-C na
M3X0AHO HHBO (~ 82%), 3HAUMTETHO MOBEYEC MALMEHTH, MPHEMALUM PAHAOMH3HpAHO e3¢Tumub, ca
NOCTHTHANH ¢BOATA LeneBa <ToiinocT Ha LDL-C B kpaiiHaTa TOYka HAa MPOYMBAHETO B CPABHEHME C
nalMeHTHTE, PAHAOMI3MPAHH Ha Iiauebo, ¢voTReTHO 72% 1 19%. ChoTRETHHTE HamaneHus na LDL-
C ce pasnmyuaBaT chleCTBEHO {chOTBeTHO 23% u 4% 33 e3eTEMuG cnpaMo nauedo). B nonbanenne,
e3eTHMHO, aoBaBeH KbM NPOLBMKABAINATA Tepandg Che CTATHHH, 3HAUHTENHO HamataBa obmua C,
Apo B, TG u nosnwasa HDL-C B cpasuenue ¢ mnauedo. EzeTumué ann nnauebo, nobasenn kbm
TEpaluaTa ChC CTATHHH, HAManNABaT cpeaHo U-peakTHBHMA TpoTeHH cboTeeTHOe ¢ 10% wim 0%
CTIPAMO H3XO1HCTO HHBO.

B 2, ABOAHO-CHENH, PaHICMHIYPAHH, IL1aUEDd0-KOHTPOIHpAHH, |2-ceaMudHn npoyvaBatusa npu 1719
TIALUMENTH C (ThPBHYHA XUTiEpXoaecteponemus, esetumut 10 mg sHavuTeano nomwxasa obiua C
{13%), LDL-C (19%), Apo B (14%) , u TG (8%) » nosuwasa HDL-C (3%) B cpaBienue ¢ nnanedo.
B nonbinenue, eseruMud HaMa eekT BBPXY IIA3MEHHTe KOHLEHTPALME HA MACTHOPA3TBOPHMHTE
BUTaMHHH A, D n E, Hama edexr sbpxy OpOTROMOMHOBOTO BpeMe M, nojoGHo HA  apyru
JHNHAOTIOHKABALIM CPEICTBA, HE YBPEXKAA NPOM3BOACTBOTO HA AJPEHOKOPTHKANEH CTepOMIASH
XOpMOH.

Pozysacmamun
PozyBacTaTud € edeKTHBEH T[IPH BB3PACTHH JHUA ¢ XHNEPXONECTeponeMus, ¢bc W Oes
XMIIEPTPHTIHLEPHIEMHA, HE3ARHCHMO OT Paca, 70.1 HIIH BB3PacT M NPH CIICUMATHA NIONYJIAUMA KaTo
AuadeTHIH HIH TAUHSHTH ¢ HaMHIHA aHEMHE3A 332 XHIEPXOIECTEPONE MHA.

Ofobwennte naHRK 3a daza ]l nokaspar, ye po3yBacTaTHH € eeKTHBEH NPH JIEUCHHETO Ha TIO-
ronsMara JacT OT [TAUHEHTHTe ¢ XunepxonecteponeMus ot Tun [la v Ilb (cpeaen v3xonex

IpyxectBo no artepockieposa (EAS; 1998) okxono 80% 0T naumenTHTe, JIEKYBaHK
JOCTHIHANK LENeBHTE cToHOCTH Ha EAS 3a HuBara Ha LDL-C (<3 mmol / 1).
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B roasmo npoyusane, 435 NaiMenTH ¢ XETEPOIHTOTHA PaMIUIHA XHITEPXOIECTEPOTEMHA Ca NOYYHIH
posyeacTatiH 20 — 80 mg nipu dopcupano THTpysaHe. Benukn nosu nokassat Gnaronpuaten edekt
BBPXY JIMIHAHUTE NIAPAMETPH W NIEYEHHETO 33 NOCTHTAHE Ha LieneBUTe cToitHocTH. Cied THTpyBake
1o aHesHa nosa oT 40 mg (12 ceaMuuy reuenne), LDL-C e Hamanen ¢ $3%. 33% oT maudeHTHTE ca
AOCTHTHANHY LENeBHTe CToHHoCTH Ha Buropean Atherosclerosis Society (EAS) 3a nwirata na LDL-C
(<3 mmol / 1).

[lpn orkpure npoyusane © «opcHpaHo TUTpYBaHe, 42 MALMEHTH C© XOMO3WIOTHA (aMMIHa
XHNEPXONECTEPOIeMHA OAXa OLEHEHM MO TIXHATA pPeakiyid KBEM MENHKAMEHTO3HO JleueHHe ¢
pasyBacTaThe 20 - 40 mg. B obwmata nonynaumg cpeanoro Hamanenne Ha LDL-C e 22%.

KomOHHauna ot e3eTHMUO ¢ po3yBAcTATHH
B &-ceqMuuHO, PaHAOMM3HPAHO, ABOWHO CHANO, MAPAIENHO TPYNOBO, KIHHHYHC NpoydYBaHe e

olieHeHa He30nacHoCTTa i ePHKACHOCTTA Ha 106aBAHe Ha eseTHMIG (10 mg) KoM cTabuana TepanHa ¢
PO3YBACTAaTUH CPAMO THTPHPAHE 3a NOBHINABAHE HA J03aTa PO3yBacTaThH oT 5 g0 10 mg wiu oT 10
10 20 mg (n=440). OfobmennTe FaHHK MOKaiBaT, 4e NOGABAHETO HA €3¢THMHO KBM craGHieH
posysactathd 5 mg nam 10 mg nonmxkara |.DL xomecrepona ¢ 21%. OGpartHo, ynBoena ao3a
posyBacTtaTHl ot 100 mg 1o 20 mg nonwkapa LDL xonecrepona ¢ 5,7% (15.2% pasnuka Mexay
rpynute, p <0,001). Ornenno, eserumud nnwoc 5 mg posyeactaThn noxnxkasa LDL xonecrepona
nopeue, oTkonkoto 10 mg posysacratud {12.3% pamumka, p <0,001), a ezernmud nmoc 10 mg
posyBacTaTHH nonuxkasa LDL xonectepona nobeue, otkoakoro 20 mg posypacratun (17.5%
pazaka, p <0,001).

B edgno panaoMH3HPaHO, OTBOPEHD, | 2-CeAMHYHO NIIPOYYBAHE CA M3CREBAHH HHBATA HA MOHMXKABAHE
Ha LDL Bue Beska nekysana rpyna {(e3eTiMub+posyeactatua 10 mg / 10 mg, 10 mg / 20 mg, 10 mg/
40 mg, 10 mg / 80 mg). loHwxkapaHeTo OT H3XOJHOTC HHBO ¢ KOMOHHAllMA HA HHCKA 0034
posyBactatiH € duno 59,7%, 3HauWTEe/IHO MO-rONAMO B cpaBHeHUE ¢ KOMOMHALMA HA HMCka 1034
cumBacTatid, 35,2% (p<0,05). Jlevedneto ¢ kKOMOHHAIMA Ha BHCOKA 1033 POIYBACTATHH € HOHHMKHIO
LDL xonectepona ¢ 63,5% B cpaBHeHME ¢ noHWwweHHe OT 57.4% npu kOMOMHauMs Ha BHCOKa 1034
cumMBacTaTH (p<0,001).

TleauaTpuyHa nonynaums

Epponeiickata areHuss no Jfiexapcreara OCBOOO#ABA OT 33JbJDKEHMETO 3a TIPEJOCTABAHE HA
pe3yATaTHTE OT MPOYYBaHUATA ¢ PO3eTHH BbB BCHYKH HOATPYIIH HA NeQquaTpHYHATA MONyNauqa npH
JeqeHHe Ha NOBHILUCH XonecTepon (Bx. T. 4.2 2a uudiopMalua OTHOCHO yrnoTpeda B eANaTpHaTa).

5.2 ®DapMaxoKHHETHYHH CBOieTRa

Hsama cbliecTBEHO (GapMaKOKHMHETHYHO B3adMOACHCTBHE Meway 2-TE KOMOOHEHTAa Ha TO3R
NEKApCTBEH Mpenapar ¢ tHKCHpaHa J103a.

Cpeanure ctoiinocTH Ha AUC U Crax 32 001HS e3eTHMHG # pazyBACTATHH HE CE PA3NMYaBaT MeKIy
FPYIIMTE 32 MOHOTEPanHa W eZHOBPEMEHHOTO MPHJIOKEHHE HA po3vBacTaTHH 10 mg u esetumud 10
mg.

AbGcopOuug
Esemunmud

Cnen nepopaned mpHeM e3eTMmub ce abcopbupa Obp30 M EKCTEH3MBHO c€ KOHIOHpa 10
thapMaKoNOrHuHO AKTHBHHS (heHOleH IMOoKY poHis, (e3eTHMUD-TTIoKYpoHKT). CpeaHuTe MAKCHMAIHH
MNazMeHH KOHUEHTPAUMH (Crax) ©€ JOCTHTAT B paMKHTE Ha | 10 2 yaca 3a e3eTHMHO-TTIOKYPOHKA u 4
a0 12 vaca 3a ezeTuMub. ABcomoTaara OHOHANHYHOCT HA e3eTHMHO He MOke pa OBJe oupeneneHa,
TBA KATO CBHEAMHEHHETO € Ha [IPAKTHKA HEpajTBOPHMO BBB BOAHA cCpedd, MNCAXOOMA 33
HHAEKTHDAHE.

ENMHOBPEMEHHO NIpHeMaHE HA XpaHa (¢ BMCOKO ChABbPKAHME HA MATHUHM WIH 6€3 MazHUHH) HAMA
edhekT BBpPXY NepopaiHaTa GHOHATHYHOCT HA €3eTHMHO NpH npuiarade noa dopmaTa Ha TABNETEM OT
10 mg. Esetumub moxe 1a ce npuema ¢ HiH Oe3 XpaHa.

Posyeacmamun

MaKCHMaTHHTE KOHUEHTPALMH Ha PO3YBACTATHH B MA3MaTa Ce [OCTUraT npHBauiuTe
¢lie] nepopante npuaokerHe. AbcontoTHara GuonaivdHocT € npudnusurento 20%.
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Paznpenenenue

Ezemumud

EszetumnG W e3eTHMHG-rmOKYPOHHI Ce CBBp3BaT CHOTBETHO ¢ 99.7% M 838 10 92% ¢ uyorewkuTe
TC1a3MEHU TIPOTEMHH.

Pozveacmanmun

PosyBacTaThH €€ 10eMa EKCTEH3HBHC OT YEPHHs Apo, KOHTO € OCHOBHOTO MACTO 32 CHHTE3HpaHe Ha
xonectepona H LDL-C knupbaca. OOeMbT Ha pa3npe/ieNeHHe Ha po3yBacTaTHL € npubamsuTenno 134
L. PozyBacTaThH ce cBbp3pa NnpudnuanTelHo 90% ¢ nasMeHHTe NpOTEHEH, PEAHMHO ¢ ATOYMHH.

buotpanchopmaniis

Ezemumud

Ezernmud ce mevalonusvpa npeanMHO B TBHKHTE YepBa M depHHA 1pof upel [IOKypOHHAHA
KoHroraiia {dasa 1l peakuns) ¢ nocneaBala ekcKpeLs Ype3 »rbukata. MUHMMANCH OKCHAATHBEH
merabonnsby (haza | peakuns) ¢ nalniogagaH NMpH BCHYKH H3CAEIRAHH OHONOTHYHM BHAOEE.
E3zeTHMMO W €3¢TMMHO-IMIOKYPOHH] Ca OCHOBHHTE YCTAHOBCHM B IUIA3MaTa NpPOM3BOJHH Ha
JIEKAPCTBOTO, KOMTO CHCTABAT ChOTBETHO npubam3Htenno 10 ao 20% v 80 10 90% ot obuoro
KOJIMHECTBO Ha JISKAPCTBEHHA NPOIYKT B mnasmara. Kaxkro ezctuMub, Taka M e3eTHMHO-TIOKYpOHHA
ce e/MMHHHPAT DABHO OT MIa3MaTa ¢ JIOKAa3aTescTBa 33 3HAUMTENEH SHTEPOXENaTANeH KPBIOBPAT.
MNonyxnBoThT Ha e3eTUMHO K e3¢TUMUO-TIIOKY poHMA € NpHEIH3UTERHo 22 uaca.

Pozveactaniun
MeTabonHIMbT Ha PO3YBACTATHH € orpaHMyed (npubnmzerenno 10%). [n vitre npoyupanus Ha
MeTabOoNMHIMa ¢ M3MO3BAHE HA YOBEIIKH XENATOUATH MOKA3BAT, Y€ pO3yBacTaTuH € cab cyberpar 3a
uutoxpoM P450-06ycnopenna metabomusem. CYP2C9 e oCcHOBHMAT M30eHIMM, KOHTO y4acTRa, a
2C19, 3A4 n 2D6 yuactear B no-Majyika creneH. OCHOBHUTE WAEHTHQHUMpauu MeTabonuTH ca N-
AECMETHN- H NAKTOHOBH MeTabonuty. N-necMeTHnoBus MetabonHT e npubnuzntento 50% no-Manko
AKTUBEH B CPaBHEHHE ¢ PO3YBACTATHH, AOKATC JAKTOHHATA (JOpMa ce cuMTa 32 KJIMHHYHO HEAKTHBHA,
Poaysactatun onpenens moseue ot 30% oT akTBHOCTTa HAa UMpKynHpamms HHXHOHTOp HAa HMG-
. CoA penykrasata.

EnumuHupaHe
Ezemuvut

Cnen nepopanno npunoxkente Ha [*Cl-esetumnd (20 mg) Ha Xopa, 0BIIHAT e3eTUMHUG € OTUETEH, Ye &
npubamsurenno 93% or obwara paguoakTeHOCT B nurasMara. [lpuGmisurenno 78% u 11% ot
TIPHICKEHATA PATHOAKTHBHOCT € DUNa OTKPUTA ChOTBETHO BLB (PexaTHHTE W YpuHaTa cien 10-1Hesen
nepyoa Ha wicaeasade. Cnen 48 vaca He ce yCTAHORABA PAJHOAKTHEHOCT B TL1AZMATA.

Pozveacmamun

Hpubrusurenio 90% ot ao3aTa Ha PO3YBACTATHH Ce EKCKPETHPA HENIPOMEHEHa BbE (eKaHuTe
(cucTOM ce oT abcopbupaHo H HeabcopbHpaHo akTHBHO BEIIECTBO), 4 DCTAHANATA YACT C€ EKCKPETHpA
B ypuHaTa. [lpubnusurenHo 5% ce ekcKpeTUpar HENMPOMEHEHM B VpHHATA. [LIa3sMcHUAT
ETMMHMHALIMOHEH NONYAHBOT € 0K010 19 uaca. ENHMUHALIMOHHHAT NONYKHBOT HE € YIBMIKABA TIPH
NO-BUCOKH [03H. [€OMETPHUHO CPeAHHAT IulasMeH xaMpbHe e npubnuzurtendHo 50 nurpa’uac
(koegrilveHT na papuadbunHocT 21,7%). Kakro B npu apyrure umxubutopn wa HMG-CoA
penyKrazara, YepHoNpoOHOTO NOEMAHE HA PO3YBACTATHH BKIKYRA MeMOpaHHus TpaHcriopTep OATP-
C. Tosu TpaHcnopTep e BKEH 33 UEPHOAPODOHOTO ETHMHHHPAHE HA PO3YBACTATHH.

Jlunenoct
CucTeMHaTa eKCIO3HUMA HA PO3YBACTATHH CE€ YBEJHYABRA NPONOPLHOHAIHO Ha nosata. Hama npomsna
HA (APMAKOKHHETHYHHTE MAPAMETPH CllE] MHOTOKPATHO ITHERHO A03HPaHE.

CreudaiHu monyJJauux
Ueproopobno yspescoune
Eszerumut
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Cnen eanoxparHa noza 10 mg e3eTHMKO 1pit NaUHEHTH © eKa 4epHOAPoOHA HEOCTATEYHOCT (5 WM
6 no ckanata sa Child-Pugh), cpeanata AUC 3a ofmus e3eTHMHD c¢ € yBENHYMIA NPHOTHIHTENHO C
1.7 nbTH B CPaBHSHEE CBC 3IPABH HHAMBHAK. B eaHo 14-1HEBHO npoyuraHe ¢ MHOTOKpPATHO 1031UPaHe
(10 mg AHEBHO) NPH NAUMEHTH C YMEPEHA 4epHOApoOHa HeaocTaThuHOCT (7 Mau 9 No ckanarta Ha
Child-Pugh), cpennara AUC 3a 06mna ezetumud ce € yeennumuna npuGIN3MTENHO 4 TETH Ha |-BRA W
[4-THa ren B cpaBHeHHe Cbe 3apaBd acOpoeonuM. He e HeoOXoaMme KOpPHTHpaHe Ha ao3ata npu
MAUHCHTH C Jeka uyepHoapoOha HepocTaThbuHOCT. [lopanu HeH3BecTHuTe eeKTH OT yBenWueHaTa
€KCNO3SHUHA Ha €3eTHMHO NPH NIALHEHTH C YMepeHa 10 Texka depuoapobHa HefocraTbuHocT (>9 no
cxanara Ha Child-Pugh) e ce npenopbupa e3eTeaMHS Hpu Te3d naiueHTH (BX. 1. 4.4).

PosyBactaTvH

B ppoyusane npH MHIMBHAH C PaiH4HA CTEMEH HA YEPHOIPOOHO YBPEXAAHE HE Ca MNOMyMEHH
JOKA3aTENCTBA 33 [IOBHIUEHA €KCNOINUMA HA PO3YBACTATHH NPH JMUA ¢ PE3YATAT 7 KTH NO-HHCHK M0
ckaitara Ha Child-Pugh. Benpexn ToBa aBama ydacTHHKa ¢ pe3y1TaT 8 u 9 no ckanara wa Child-Pugh
ca MOKA3anM NOBHIMEHA CHCTEMHA EKCIOZHLMS HA-Manko 2 mbTH B CPABHEHME C JTHUA ¢ MO-HHCBK
pesyarat no ckanata qa Child-Pugh. Jluncea onkt npn nauwenTtd ¢ pesvnarar Haa 9 no ckanarta Ha
Child-Pugh.

Brépeuno yepexcoane

EzeTumud

Cnen enrokpatua nosa 10 mg e3eTHMHO npH naudeHTH ¢ texxko 6v0peuno 3abonipane (n=8; cpeneH
CICr <30 ml/min/1,73 m?), cpenxata AUC 3a 06uina ezernmub ce e ypenuumuna npuban3nTeaso ¢ 1,5
IETH B CPaBHEHME CbC 3APABH HHAHBHAH (n=9). To3u pe3ynaTat He ce CMHMTA 33 KIHHHYHO 3Ha4vaM. He
€ Heo0X0HMO KOpHrHpaHe Ha J103aTa IIPY NMAUKEHTH ¢ Ob0pedHO YRpPSAIAHE.

EauH JonwinuTeneH nauMeHT B TOBa [poyusane {cnej ObOpevHA TPAHCILIAHTALMA, MpPHEMALL
MHOMXECTBO 1€KapcTBa, BKIOYMTENHO HHKICCTIOPHH) € HMal 12-KpaTHo YBEIHYCHHE Ha
EKCTIOIHIHATA Ha e36THMHO.

PozyBacTaThHH

B npoy4raHe 0pH WHAHBHIM ¢ pamiMyHa cremeH Ha OBOpedno yBpeskIaHe, AEKOTO 10 YMEPSHO
OubOpeuno 3abongBaHe He € MOBAHANO MAAIMEHHTE KOHLUEHTPALMH HA PO3YBACTATHH MM Ha N-
AecMeTHIoBHA MeTabonut. JInuarta ¢ Texko vepexkaadHe (Cle <30 ml/min) ca umanu 3-kpatHo
YBEJIHYEHNE HA NIA3MEHHTE KOHLEHTPAIMH H 9-KpaTHO YBENHYSHHE Ha KOHIEHTpauMuTe Ha N-
AEeCMETHAOBUA MeTabONUT B CPaBHEHWE Cbe 3ApaBu  Jobposonuy. PaBHOBecHHTe miazMeHR
KOHUSHTPALMH HA PO3YBaCTATMH NPH TAIMEHTH Ha xemomuanuia ca Oumu 50% no-pucokn B
CpaBHEHHE CbC TE3H TPH 3APABH J0OPOBOIILH.

Bu3pacm u non

Ezernmuc

Ilna3smMeHHTE KOHIIEHTpalkH Ha o0LHA e3eTMMKHO NpH MAUMEHTH B CTAPYECKa Bb3pacT (> 65 roIuHK)
¢a C0KONo 2 NETH MO-BHCOKH B CPABHEHHE ¢ TE3W MpPH MJanH nandentd (18 ao 45 ropumm).
MNorwxkennero wa LDL-C u npohunsT Ha O€30macHOCT ca CPaBHUMH NPM MALHMEHTH B CTapuecka
BB3PAacT H MJIATH NALMEHTH, JTeKyranH ¢ eleTHMHD. Ilopany Toea He ce Hanara KOpEKIMA HA 103aTa
MpH NalHEHTH B cTapUecKa BL3pacT.

[11a3MeHNTEe KOHLGHTpauuu Ha oOuHA e3eTMMHO ca Neko no-BHcokH (npubanzutenHo 20%) npu
EHHTE OT Te3u IipH MbxkeTe. [onmwkenneto va LDL-C ¢ npodunst Ha GesonacHooT ca cpaBHHMH
MpH MBIKE H 3KEHU, CKyBaHH ¢ e3eTumub. [lopaay ToBa He ce Hallara KOpEKLMA Ha A03aTa BB3 OCHOBA
Ha nona.

PosyeacTaTHH
Bn3pacTra HIH NOXLT HAMAT KIIHHMMHO 3HAYUM eekT BBPXY GapMaKoKHHETHKATA HAa PO3YBAcTaTHH
NpH BEIPACTHU.

Paca
PozyBacTaTHH
PapMaKOKHHETHYHHTE MPOYYBAHMA MOKAZBAT NPHOJIH3ATENHO 2 MbTH YBEIWYEHHE HA € @
¥ Cuax [PU HHAWBMAH OT azHATCKATa PAca (AMIOHLH, KATAHLH, QUIAIMHUH, BHETHAMIH{H &KOp
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CpPaBHEHHE C EBPONEHHATA Paca; HHAWHIHTE ¢ a3HATCKU TIPOM3XOZ MMOKa3gar npuiHzHrento 1,3
neTd yBeanuyeHHe Ha cpenHata AUC n Cpa. Enud nomynaumpoHeH (apMakoKHHeTHYEH aHAIM3
MOKa3Ba, Y€ HAMA KIMHWYHO 3HAYKMH Da3/iHKH BhB d)apmakoxnnemzcma np# E£BpONCHAHATA H
yepHaTa paca.

{evemumen noaumoppusom

PojyBacTaTHH

Aducnosdiuata va nHxuburopure Ha HMG-CoA penykraszara, BKMOUHTETHO PO3YBACTATHH, BKITIOYBA
Tpaticnoprepuute npotedid OATPIB1 w BCRP. llpn mauMeHTd ¢ reHeTHYeH NoauMopdHsbM Ha
SLCOIB1 (OATPLIB1) wunu ABCG2 (BCRP) cLUIECTBYBA PUCK OT NOBHILCHA CHCTEMHA €KCMO3HIHA
Ha po3syBacTaTHH. Huauevavaned nonaumopdmszem wa SLCOIBI ¢.521CC u ABCG2 c421AA ¢
CBBP3aH ¢ [o-BUCOKA eKcno3HIME Ha posyBactatir (AUC) B cpaBHeHue © renotunorete SLCO1B1
¢.521TT unn ABCG2 ¢ 421CC. ToBa cneuuhHUHO NEHOTUNH3NPAHE HE € YCTAHOBEHO B KJIMHHYHATA
[IpaKTHKA, HO MpPH NALHEHTH, 3d KOMTO € H3BECTHO, Y& HWMaT Te3H THUNOBE rIOIIMMOp(]:-I'-{BbM ce
NpenophYBa NO-HHCKA JAHEBHA A033 PO3YBaCTATHH.

Heouampuuna nonyaauus

EsetHmu®

QapmakokHHeTHKaTa Ha e3eTmMuMO e cxogHa pH Jewa > 6 TOTHHH W BLIPacTHH.
QapMAKOKHHETHYHHTE MaHHH NPH NEAHATPHYHATA MOMYNAIMA <6-TOAHWHA BB3PAcT He Ca HANMYHH.
KJIHHHYHUMST ONHT NpH NeARATPHYHH MALMEHTH W IOHOIIH BIJOouBa nartientd ¢ HoFH, HeFH wau

CHTOCTEPROIEMIMI,

PorypactaTil

(DapMakOKHHETHYHHTE NAPAMETPH Ha PO3YBACTATHH LPH NEAMATPHUHH IIALHEHTH € XETEPOIMIOTHA
(pamMUITHA XHIEpXOoecTepofieMHA Ha Bb3pacT oT 10 a0 17 roaMHH He ca HAMBITHO XapaKTepPUIHPaHH.
Manko bapMaxOKHHETHYHO MpPOYYBaHe ¢ po3yBacTaTHH {NpHiarad noza $opMata Ha TabAeTKH) NpH
|8 neaMaTpuHHU NaLMEHTH €A NMOKA3alM, 4e €KCIO3MUMATA NPH NEIHATPHYHH MAUHEHTH H3rIeKaa
CpaBHHMA C €KCMOIHLIMATA NIPH BLIPACTHH NauHeHT. B JoNbAHEHHe, peay/ITaTHTe NOKA3BAaT, Ye He ce
OUYAKBAT FOIEMH OTKTOHCHHA CIIPAMO [IPCNOPLHOHANHOCTTA Ha JI03aTa. :

5.3. llpeaKIHHHYHN ZAHRH 3a DeromacHoCT

B npcyusaHus ¢ €QHOBPEMEHHO MpWIAraHe Ha €3e¢TUMUO M CTATHHW, HAOMIONMABAHMTE TOKCHYHH
etheKTH MO CHLLIECTBO ¢a OWIH TE3H, KOHTO €& CREP3BAT CbC CTATHHUTE, HAKOM OT TOKCHUHHMTE eheKTH
ca QMK [10-A3DPA3EHN B CPABHEHHE C HadNMFoNaBaHUTE NPH JIEHMEHHE CaMO ChC CTATHHH. ToBa ce ABILKH
Ha (papMaKoKHHETHHHHMTE M (PapMAKOIHHAMHYHUTE B3aNMOAEHCTBHA NPH eAHOBPEMEHHO JIEYeHHE,
TaxHBa B3auMOJeHCTBHA HE CA HAOMIOIABAHKM B KIMHKYHM TpoyuyBaHHg, Muonatua npu nibxose ¢
HACTBIBAA CAMO Clefl €XCTIOZULINA HA NO3M HAKOJIKO MbTH MO-BHCOKH OT TEpANeBTHYHATA 71033 NPH
xopa (npuGmmsutenno 20 mbtH AUC npu crathHute 1 500 po 2 000 AUC 3a akTusHHTE
MeTal0NHTH).

EAHOBpEMEHHOTO MPUNOKEHHE Ha e3eTUMHO M CTATHHEH He ¢ OWI0 TepaTtoreHHo npu nubxope. Ilpu
OpemenHy 3afiM ca HaOAKAABAHM Manbk OpPOl CNYYaH HA CKENCTHH JEDOPMalHH (C/IHBAHE HA
FPBAHHTE W OMAWHKA NPEUUIEHH, HaManeH Opoii ONaIHH NPELISHH).

B nopennua in wvive M in vilre WICTIEABAHMATA HA E3€THMHO, NpWiaraH CaMOCTOATENHO MM
EAHOBPEMEHHD CBC CTATHHH, HE CE € H3ABHII [€HOTOKCHYEH NIOTEHLMAN.

Ezemvmud; [lpoydpaHuaTa OpH KHBOTHM OTHOCHC XPOHHYHATA TOKCHMUMHOCT HAa E3¢THMHG HE ¢a
YCTAHOBWIIH TAPreTHH OpraHH 3a TokcH4HHK edexTd. [1pu Kyuera, nexypaHu ¢ eseTHMUG 4 ceqmuny (>
0,03 mg/kg/aHeBHO), KOHLIIEHTPAIIMETA HA XONECTEPON B HUIBYHHA MEXyp €€ ¢ yBesinumia 2,5 10 3,5
nLTH. Benpekn ToBa, B NPOYUBAHE C MPOALIMHTEIHOCT OT €IHA IOAHHA NPH Ky4YeTa, Ha KOHMTO Ca
naBaHu 0o3n 300 mg/kg/nHerHo, He ¢ GHIA HAGMIOAARAHA TIOBMILEHA 4ECTOTA HA XOJENUTHA3E

JInroreHeH puck, CBBP3aH ¢ TEPaneBTHYHATA yroTpeda Ha e3eTUMHO He MOXKE 14 0BIe H3KN
JBATocpounnTE H3CTEARAHHA 38 KAHLCPOreHHOCT Ha e3eTUMHO ca OWIH OTPHUATENHH.

EzetHMHG He e noeanan epTHAHOCTTA HAa MBIKKH M JKEHCKM TLTBXOBE, HHTO € Gua
TepaToreHeH edekT MpH [L1EXOBE MITH 3aiiliN, HWTO € MORJHAN NPEeHATATHOTO WIH TOC
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paszsuTHe. E3eTMmnO npemuHaBa npes niaueHTata npu OpeMeHHH TUTbXOBE M 3ailiM, HAa KOHMTO ca
npunaraid MHorokpatHu 1034 ot 1 000 mg/kg/nHeBHo.
EnHoBpeMeHHOTO nmpunaraHe Ha €3eTHMHO ¢ TIOBACTATHH € J0BENO 10 eMOpHoneTaIHi e(eKTH.

Pozyeacmamun: T1peAKIMHUYHNTE TaHHH HE MOKa3BaT 0coeH pHcK 3a Xopa Ha Ga3aTa Ha
KOHBEHLHOHAJIHUTE (papMaKkoJOTHYHH NPOYyUBaHHs 3a 6€30MaCHOCT, FeHOTOKCHYHOCT M
KapuMHoreHeH notenumaln. Cneunduunm uzcnenpanus 3a edexrure Brpxy hERG He ca ouensBanu.
Hexenanure P€aKUHH, KOHTO HE CE Haﬁnm,aaaa'r NpH KIHHHYHH NMPOYYBaHHA, HO C€ Haﬁmonaaa'r IpH
’KHBOTHH TIPH HWBA Ha €KCMNO3HLMA, MONOOHH Ha HUBATa HA KJIHHHYHA €KCIIO3HLIMS, Ca ClIeJIHUTE: B
M3CJIe/IBAHMATA 32 TOKCHYHOCT, NPH MOBTOPHO NpHIarate ce Hab/o1aBaT XHCTONATONOTHYHH
YepPHOAPOOHH NPOMEHH, BEPOSTHO JbJIKALLH ce Ha (apMaKOJIOTHYHOTO JIEHCTBHE HA PO3YBACTATHH
NPH MHLIKH, MTLXOBE H B M0-MAaJIKa CTENEH C Cq)el(TH Ha *JIbYHHA MEXYD MNpPH Ky4YeTa, HO HE H NMPH
maiiMyHH. JlombIHUTENHO, NPH N0-BHCOKH 103U ce Hab/MI0/1aBa TECTHKYIapHa TOKCHYHOCT MpPH
MaiiMyHH H Ky4eTa. PenpoaykTHBHA TOKCHYHOCT IPH ILTbXOBE, 32 KOATO CE Ch/IH 110 HAMAJICHHUS
pa3Mep Ha KOTHJIOTO, TErJIOTO M MPEKHBAEMOCTTa Ha MaJIKUTE, ce HabJIio1aBa NPH 1034, TOKCHYHH 3a
Mai’ixara, IIPH KOUTO CHCTEMHATa €KCIIO3HLIMHA € Owia HAKOJIKO MbTH HaJ TepaneBTHYHAaTa
CKCIO3HLIHA.

6. OPAPMAIIEBTUYHH JAHHH
6.1 CnHebK HA NOMOIIHHTE BeleCTBA

MukpokpucTanna uenynosa (E460)

Cunuumes JHokeu, konouaeH 6essoaeH (ES51)
Marnesues creapar (E572)

IMosupon K 30 (E1201)

Kpockapmenosa Hartpwuii (E468)

Harpuer naypuncyndar (E514)

JlakTo3a MOHOXHMApAT

Xunpomernosa

OO0BuBKa
Onapnpaii bexoso (10 mg/10 mg):
- Xwunpowmenosa (E464)
—  Twuranor auokcua (E171)
— Makporon 4000 (E1521)
—  JeneseH okcun, #buat (E172)
— Tank (E553b)

6.2 HecbBMeCTHMOCTH
Henpunoxumo.
6.3 Cpok Ha rogaoct

3 rOAMHH.
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6.4 Cnenuajnu yc/I0BHSI HA CbXpaHeHHe
Ma ce cpXpaHsBa B OpHrHHaJHaTa OMNaKoOBKa, 3a Ja Ce MpeAnasd OT CBETIMHA W Bjara. Tosu
NIeKapcTBEH MpPOIYKT HE M3WCKBA CrELMAIHH YCJIOBHA 33 CBXpPAaHEHHE M0 OTHOLIEHHWE Ha

TemrepaTypara.

6.5 Jlanuu 3a onakoBKaTa

Pozetun 10 m/10 mg punmupanu tabneTku

Onakoeku ot 10, 15, 30, 60, 90 u 100 dunmupann Tabnetku B Giucrep oT cTyAeHO (GopMOBaHO
¢onro (OPA/AL/PVC/ALI).

He BcHuKkHM BMI0Be ONMAKOBKU Morar Aa ObaT MmycHaTH B npojaxoa.
6.6 Cnenna/jHM npeanasHH MEPKH NPH H3XBbPJISHE H paboTa

Hewnsnonssanuar JIEKapCTBEH MPOAYKT WIH OTIIAABYHHTE MATEPHAITH OT HETO Tpuﬁna Aa C€ HU3XBBPIAT
B CHOTBETCTBHE ¢ MECTHUTE H3HCKBAHHUA.

7. IIPHTEXATEJI HA PASPEHIEHHETO 3A YIIOTPEBA
Zentiva k.s.

U kabelovny 130,

Dolni Mécholupy

102 37, Prague 10

Yewuka pemybnuka

8. HOMEP(A) HA PABPEHIEHHETO 3A YIIOTPEBA

Pozerun 10 mg/10 mg: Per. Ne 20210173
Posetun 20 mg/10 mg: Per. Ne 20210174

9. JATA HA IIbPBO PA3PEIIABAHE/MOJHOBSABAHE HA PA3PELHIEHUETO 3A
YINOTPEBA

Jlata Ha mbpBo paspelnaBane: 24.06.2021 r.
JlaTa Ha moc/ie/IHO MOAHOBSIBAHE:

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

06.04.2026 r.
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