KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA ——
' A2(995 3¢/ 9188/ 955

1. UME HA JJEKAPCTBEHHUSA TPOAYKT -
FAE 02 L71-08- 006 |
Cy3zacTop 5 mg ¢punmMupanu TabiieTKu | |

Suzastor 5 mg film-coated tablets

Cy3actop 10 mg puamupanu tabiieTku
Suzastor 10 mg film-coated tablets

Cyzactop 20 mg ¢puamupaHu TabieTku
Suzastor 20 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CHhCTAB

Cyzacmop 5 mg purmuparnu mabiemxu

Bcska punmupana tabnerka cbabpka 5 mg po3yBacTaTHH (rosuvastatin) (KaTo po3yBacTaTHH
KaJILIUH ).

[ToMOLIIHM BELIECTBA C U3BECTHO JECHCTBHE:

Besika gunmupana tabnerka cbabpka 26 mg nakro3sa.

Cyzacmop 10 mg punmupanu mabaremxu

Beaka dunmupana tabnerka cvabpxka 10 mg posyBacTaTtuH (rosuvastatin) (KaTo po3yBacTaTHH
KaJILIUH ).

[loMOLIHHM BELLIECTBA C U3BECTHO JICHCTBUE:

Bcesika dunmupaHa tabsieTka cbabpka 52,9 mg j1akro3a.

Cyzacmop 20 mg purmupanu mabiemxu

Bcska dunmupana rabnerka cbabpaka 20 mg po3yBacTaTHH (rosuvastatin) (KaTo po3yBacTaTUH
KaJILUH ).

[IoMOILIHHM BELIECTBA C U3BECTHO JACMCTBHE:

Beska dunmupana tabnerka cbabpxka 105,8 mg nakrosa.

3a IMbJIHUSA CIIMCHK HA MOMOLLHMTE BElLEeCTBa, BUKTE TOUKa 6. 1.

3 JIEKAPCTBEHA ®OPMA

dunmupana Tabserka

Cyzacmop 5 mg puimupanu mabremxu
Kadsasu, Kpbriv GuiMUpaHd TaONETKH.

Cyzacmop 10 mg ¢purmuparnu mabremxu
KadsaBu, kpbrinu dpunmMupanu tadnetku, ¢ BTbOHATO penedHo obo3Hayenue “RSV 10” ot eanara
CTpaHa.

Cysacmop 20 mg urmuparnu mabremxu
Kadsasu, kpbriau ¢uamupanu tabneTky, ¢ BUTbOHaTO penedHo odo3HayeHue “RSV
CTpaHa.

4. KJIAHUYHUA JAHHUA

4.1 TepaneBTHYHH NOKA3AHHA




Jledenne HA XHIIEPXOJIECTEPOJIEMHA

Br3pacTHH, IOHOIUIM M Jela Haj 6 roOAMHYM C MbpBUYHA XUMepXxonecteponaeMus (Tu lla BKTIOYHTETHO
H XeTepo3uroTHa (paMIHa XUIepXoJiecTeposieMus) WM cMeceHa aucnunuaeMus (THn [1b) kato
nobaeka KeM JMETATa, KOraTo Pe3yATATHT OT AHETATA U APYTH HeapMaKOAOrHYHH MEpPKH (Hanp.
(H3NYECKH YIPpaOKHEHWA, HAMAJIABAHE Ha TETJIOTO) HE € 3a/I0BOJIUTENEH.

B13pacTHH, IOHOIIH H ella Ha MM HaJ 6 roAHIIHA BB3PACT ¢ XOMO3HIOTHA (paMWITHA
XHTIEPXOJIECTEPOIEMHUS KaTO JobaBKa KbM AUETATA, KAKTO H ¢ APYTO JHNHAONOHWKABALLO JIEUYEeHHE
(Hanp. LDL adepesa) uan korato TOBa JICUEHHUE HE € NMOAXOAALIO.

l'[peneamm Ha ChpACHRO-CHA0OBH HHIIHACHTH

[IpeBeHUMs HA 3HAYHMH CHPACYHO-CHIOBH HHIIMEHTH TIPY NALHEHTH, KOUTO Ca C BHCOK PHCK 3a
NbPBH CHPACYHO-CHAOB HHIMAEHT (BX. TOYKa 5.1), KaTO AOIMBIIHEHHE 32 KOPEKLIHA Ha JPYrH PUCKOBH
dbaxTOpH.

4.2 J{03HpOBKA H HAYMH HA NPHJIOKECHHE

[Ipenu 3ano4yBaHe Ha TepanuATa NalHeHTHT TpsAOBa na Obje NocTaBeH HA CTaHAAPTHA AMETA 33
NOHWKABaHE HUBOTO HA XOJIECTEPOIIa, KOATO [a MPOABIIKY H IO BpeMe Ha jieueHHeto. M30opbT Ha
JO3MPOBKa Ce onpeaena oOT MHAUBHAYAHUTE TEPANEeBTHYHH L€, KOUTO C€ ONpeaessaT oT
NpenopLKHUTE Ha CbBPEMEHHUTE KOHCEHCYCHH PBKOBOACTBA.

Cy3acTop MoXe 1a ce NpHeMa 10 BCAKO BPpEME Ha ACHS, ¢ WK 0e3 xpaHa.
JleuenHe HA XHIIEPXO/IECTEPOJIEMHNA

[IpenopbunTenHaTa Ha4allHa A03a € 5 mg ik 10 mg nepopanHo BeAHBK JHEBHO, KAKTO NPH
MAalUEHTH, KOWTO HE ca MPHEMAJIM CTATUHM, TAKa U NpH cMsHa ¢ aApyr uhxuburop Ha HMG-CoA
peaykTasara. H36opbT Ha HayalHa 1032 3aBUCH OT HMBOTO HA CEPYMHMS XOnecTepo, Obaeius
CBPACHHO-CHAOBR PHCK M PHUCKA OT MOSBA HA HEXKEIAHH pPeakLMH KbM JIEYSHHUETO (BIOK MO-10ay). [1pn
HeOOXOOUMOCT J03aTa MOXE J1a C€ KOPHIHpa KaTo ce IPEMUHE Ha CIEIBALLOTO 03080 HUBO ciael 4
ceaMuLM (Bx, Touka 5.1). [Ipeneua noeuieHaTa yecToTa Ha cLoOLIaBaHE HA HEXXKENMAHH PEaKLMH MPH
A03a ot 40 mg B cpaBHEHHE C IO-HUCKHUTE J103H (BXK. TOUKA 4.8), NOCAECAHO THTPUPAHE RO
MakcuMaHaTta fno3a oT 40 mg Tpabsa na ce npeanpueMa caMo MPH NAUUEHTH C TEXKKA
XMIIEPXOIECTEPONIEMHA C BUCOK ChPAEYHO-CBAOB pUCK (0c0obeHO Te3u ¢ PpaMuiHa
XHIIEPXOJIECTEPOJIEMHS ), KOUTO HE JOCTHIAT XKEJZHOTO HUBO Ha XOJIecTepo: NpH jieueHue ¢ 20 mg u
IpH KOHUTO L€ CE MPAaBH PYTUHHO NpPOCIEsBaHe B X0Aa Ha JIEYEHHETO (BX. TOUKa 4.4).

IIpu 3anoyeaHe Ha nedeHue ¢ 40 mg ce npenopbusa HabNOASHKE Ha MAUMEHTA OT CIICUMAJHUCT.

IIpeBennAs HA CHPACYRO-CHAOBH cLONTHA

[Ipn npoyuBaHe 3a MOHWXKABAHE Ha ChPACYHO-CHAOBH UHLMACHTH € U3MOJI3BaHa 4034 OT
20 mg/nHeBHO (BXK. TO4YKA 3.1).

IleauaTpHuHa NOoNMyJanAd
[TeanaTprunata ynorpeda TpaOBa Oa ce mpujara caMo OT CrECLIMAITHCTH.
Jeua W IOHOMIY Ha BB3pacT oT 6 10 17 roauHu (crened no ckanara Ha Tanep <II-V

XeTepo3uroTHa daMuIHA XMOIEPXONECTEPOIIECMHA
[Tpn aeua ¥ IOHOLIM C XeTepO3UroTHA PaMUWIHA XHIIEpXoJecTeponeMus obuyaii

mg AHEBHO.




e [Ilpu peua ot 6 A0 9 roauMiLHa BB3pacT ¢ XETEPO3HUIOTHA PaMHUIHA XUIIEPXOIECTEPOIIEMHS,
oOHualiHUAT J030B A¥anasoH e 5-10 mg aHeBHO, NpueMaHH npe3 ycrara. besonacHocTTa H
eHKacHOCTTa Ha ro3ute Haj 10 mg He ca OwiM NPOYUBAaHM B Ta3W NOMMy1aLiMs.

e Tlpu geua ot 10 1o 17 roauiiHa Bb3PacT ¢ XeTEPO3UIrOTHA GaMUITHA XHTIEPXONECTEPOIEMH,
o6HUaiHUAT JO30B AMana3oH € 5-20 mg NHeBHO, IPHEMAaHH npe3 ycraTta. besonacHoCTTa H
e(dHKacHOCTTA Ha no3uTe Haja 20 mg He ca OWIH NpOoyYBaHH B Ta3H MOIMyJaLiA.

Tutpupanero TpsOBa Aa ce MPOBEkKAA B CLOTBETCTBHE C HHAMBHIAYAJIHHA OTTOBOP U MOHOCHMOCTTA
Npy AeLa, KaKTO € NpenopbyaHo B IPENOPBKUTE 32 NEAHATPHYHO JieueHHe (Bx. Touka 4.4). leua u
oHOLIY TpAOBA Ja 3ano4YHAT CTaHJapTHA XOJIECTEPOI OHHKABALUM JUETA NPeH HA9aJIOTO HA
fie4eHue ¢ po3yBacTaTHH, Ta3K auera TpAOBa Ja NPOABIDKH H MO BPEME Ha JIEUEHHETO C

PO3YBACTATHH.

XOMO3HroTHA (PaMHJIHA XHIEPX0JIeCTEPoJaeMHus

[Ipu neua ¢ XOMO3UroTHA (pamMHUIIHA XUITEPXOECTEPONIEMHA Ha Bb3pacT oT 6 10 17 roAKHH,
MpenopBYATETHATA MAKCHMaNHa no3a € 20 mg BeAHBXK AHEBHO.

[IpenopbuBa ce Ha4anHa A03a oT 5 Wik 10 mg BeAHBXK AHEBHO, B 3aBUCHMOCT OT Bb3pacTra,
TeJeCHaTa Maca U NpeaxoaHa ynorpeba Ha CTaTHHH.

TrTpupade Ao MakcHUManHa 403a oT 20 mg BeIHBK AHEBHO TpAOBa a ce U3BBPIUIH B 3aBUCHMOCT OT
HHAMBHAYAJIHHA OTTOBOP M NOHOCHUMOCT TIPH NEAHATPUUYHHTE MALMEHTH, KAKTO € OMUCAHO B
NPenopbKUTE 3a NEANATPHUHO JieueHue (Bixk Touka 4.4). [leuata H 1oHomKTe TpAGBa 1a ObaaT Ha
CTaHAApTHA /{HETA 34 MOHDKABaHe Ha XOJIECTEpoa NMpeaH 3anoyYBaHe Ha IEYEHHETO ¢ PO3YBACTaTHH,
Ta3yu auera TpaAOBa Aa MPOABLIDKM MO BPEME Ha JICHEHHETO C PO3YBACTATHH.

OnuUTHLT B 1eUeHHETO C N03a paiM4Ha oT 20 mg B Ta3H NOIyJalHd € OrpaHHYCH.

TabneTku ot 40 mg He ca NOAXOAALIM 32 YroTpeda Nnpu rneaMaTpHYHK NalHeHTH.

Jleua noa 6 roAWHHU

BezonacHocTTa M e(pHKaCHOCTTA NMPH Aela Mo 6 roqMHH He ca OwiH npoy4deHu. I1o Ta3u npuuKHa
Cy3acTop He ce npenopb4Ba 3a ynorpeba npu aeua noa 6 roaHHH.

Crapyecka BbL3pacT
[IpenopbunTeHATa HAYATHA 103a NIPH NMayueHTH Haa 70 roHiHa BB3pacT € 5 mg (BXK. Touka 4.4).
JIpyro kopurupaHe Ha JO3MPOBKATa B 3aBUCHMOCT OT Bb3pacTTa He € He0OXOAHMO.

buOpeuno yspexaate

He e He0GX0aMMO KOpHIMpaHe Ha A03aTa MPH MalKeHTH ¢ I€KO A0 yMeEpeHo ObOpeUHO yBpeXKIaHe.
[Ipu naupeHTH ¢ yMepeHo 6b0peuHo yBpexaaHe NpenopbuUTEIHATA HaualHa 1033 € 5 mg
(xpeaTHHHHOB KIHpBHC <60 ml/min). Jo3upoBkara ot 40 mg € NPOTHBONOKA3aHA NPH MALIUEHTH C
yMepeHo 61n0peuro yepexaane. [Ipu naumeHTH ¢ Texko 6u6peuno yspexnaHe ynorpebara Ha
Cy3acTop € NpOTHBONOKA3aHa 32 BCHYKH JO3HPOBKH (BXK. To4ka 4.3 M TOYKa 5.2).

YeproapobHo yspexgaHe

He e HabnmronaBaHa MOBHILEHA CUCTEMHA €KCMO3MIMA Ha pO3YBACTATHUH MPH NALHEHTH ¢ OLEHKa No
ckanara Ha Child-Pugh paBHa Ha 7 wnn no-Hucka. Brnpeky ToBa, MOBHIIEHA CHCTEMHA €KCITO3HLIMA €
HabnioAaBaHa Npy NauHeHTH ¢ oueHKa no ckanarta Ha Child-Pugh 8 1 9 (Bxk. Touka 5.2). I1pu Te3n
nalHeHTH TpAOBa Aa ce HanpaBH olieHKa Ha 6p6peunata pyHkuMA (BX. Touka 4.4). HaMa naHHH 3a
nauueHTH ¢ oueHka no ckanata Ha Child-Pugh nag 9. Cy3acTop € npoTHBOIOKa3aH IMpH NALMEHTH C
aKTHUBHO 4e€pHOJAPOOHO yBpexaaHe (BXK. TouKa 4.3).

Paca

[Tpy naumMerTH OT a3MATCKATa paca ce Had/1oJaBa OBHINEHA CHCTEMHA €KCITO3H
(Bx. TouKa 4.3, 4.4 u 5.2). lIpenopbunTeNnHATa HayalHa 1032 MpH NMaLHEHTH C a3H
mg. [IpH Te3u MaLMEeHTH € TPOTUBOIIOKA3AHO NPHIIOXKEHHE Ha A03a oT 40 mg.

'eHETHYHR NOJHMOP(PHIMH



[Tokasano e, ue redorunosere SLCO1B1 (OATP1B1)c.521CC n ABCG2 (BCRP) c.421AA ca
CBBP3aHH C MOBHILABAHE Ha EKCIIO3HLMATA Ha PO3YBACTaTHH. 3a MAUHCHTHTE, 34 KOMTO € H3BECTHO, Ye

umart resotn ¢.521CC unu ¢.421AA, ce npenopbUBa NOJAOBHHATA OT OOMYaHHATA NIPENOPBUHTEIHA
N03a U MAaKCHMaJTHAa eJHOKpaTHAa qHeBHa n03a oT 20 mg Cy3acTtop (Bk. ToUkH 4.4, 4.5 1 5.2)

IIanAeHTH, NpeAPa3NoJIOKEeHH KbM PAa3BHTHE HA MAONIATHA
[TpM naimeHTH ¢ Mpeapasnosaraiiy GakTopH 3a pa3sBUTHE HA MHONATHA MPENopbYMTENHATA HayalHa

A03a € 5 mg (BXK. Touka 4.4).

[IpH HAKOH OT T€3H MALKEHTH € MPOTUBONOKA3aHO MPHIMKEHUETO Ha 103a oT 40 mg (BX. Touka 4.3).

CuhobTCTBAIIO JeYeHHe

PosyBacrariH € cybcTpar Ha Hakosko TpaHcniopTHH nporerHa (T.e OATP1B1 u BCRP). Uma
NOBHILIEH PUCK OT MHOMATHA (BIU1. pabaOMHOIIM3a) KOraTO pO3yBaCTATHH Ce Mpuiara €AHOBPEMEHHO C
HAKOHW APYTH JIEKAPCTBEHHU NMPOIYKTH, KOUTO OMXa MOTJIM [a NOBHIIAT IU1a3MEHUTE KOHLICHTpALIMH Ha
pO3yBacTaTHH MOPaIH B3aMMOJEHCTBHE C TE3H TPAHCMOPTHHU NPOTEHHH (HAIp. LIMKJIOCIOPHH,
THKArpeinop M HAKOM TIPpOTe€a3sHH HHXUOHUTOPH, BKIKOUUTEIHO KOMOHHALIMH PUTOHABHD H aTa3HaBHP,
JIONMTHHABHP M/WJIM THIIPaHaBHp; BiDK TOUkH 4.4 u 4.5). KoraTo € Bb3MOXHO, TpaOBa 1a ce OOMHCIIAT
aNITePHATUBHH JIEKAPCTBEHH MPOAYKTH, & aKO € He0OXOAMMO U BPEMEHHO TNPEYCTaHOBABAHE Ha
TepanuaTa cb¢ Cy3actop. B cnyyaure korato €AHOBPEMEHHOTO JIEYEHHE C TE€3H JISKAPCTBEHH
npoaykTH U Cy3acTop He Moxe aa Obae u3bernaro, € Heo0XoAUuMa BHUMATENHA NPEOLIEHKA Ha
NOM3UTE K PHCKOBETE OT TAKOBA CHITHTCTRALLO JICHEHHE KAKTO H NMpEepasriexIaHe Ha JO3HPOBKAaTa Ha
Cysacrop (Brx Tou4Ka 4.5).

4.3 IIporuBONOKa3aHHA

Cy3acTop € MpOTHBOINOKA3aH:
— IPH NAaUMEHTH ChC CBPBXYYBCTBHUTEMHOCT KbM aKTHBHOTO BEHIECTBO HUAK HAKOE OT
MOMOLIHHUTE BellecTBa H30pOeHH B TOUKa 6.1
— TpH NaLMEHTH ¢ AKTUBHO 4EPHOAPOOHO 3ab0/19BaHE, BKITIOYHTEIHO HEYTOYHEHO,
NPOABJDKHTENHO MTOKAYBAHE Ha CEPYMHHUTE TPAHCAMHHA3H U MPH BCAKO NTOKAYBAHE HA
cepyMHaTa TpaHcaMUHa3a Haj 3 MIbTH Haj ropHaTa rpaHuua Ha HopMmara (I'TH).

— [pH NALHEeHTH ¢ TEXKO OB0peuHo yBpexaaHe (KpeaTUHUHOB KIMpBHC <30 ml/min).
— TpH NALHECHTH € MHOMATHA.

—  NpY NaluHeHTH, NPUEMaINy €AHOBPEMEHHO KOMOHHaLUA OT cogocOyBHp/
BeNmaTacBUp/BOKCHIANpeBUp (BHK TOUKA 4.5)

— I[IpH NALHCHTH, ITPACMAlIH COIHOBPEMCHHO HHUKJIOCITIOPHH.

— [0 BpeMe Ha OpeMEHHOCT, KbPMEHE W NPH )KCHHM B AETEPOIHA Bb3PACT, KOMTO HE H3MOI3BAT
NMOAXOAALIHM KOHTPALENTHBHH MEPKH.

Ho3ara ot 40 mg e NpOTHBOMNOKa3aHa NpH NalMEHTH ¢ Npeapasnonaramy GakTopy 3a pa3BUTUE Ha
muonaTtusa/pabaomuonusa. Takusa dakTop ca:

~  yMepeHO Mo cTeneH OLOpeuHo yBpexaaHe (kpeaTHHHHOB KIupbHC < 60 ml/min)
—  XHNOTHPEOHAH3IEM
— JH4YHA WiK GaMUIHA aHAMHE3a 3a HaCJICACTBEHH MYCKY/HHU 3a00naBaHus

— aHaMHe3a 3a MoABa Ha MYCKYJIHO YBpPEXKIaHe MO BPEME Ha JICUCHHUE ¢ Apyr HHXHOUTOp Ha
HMG-CoA peaykrazaTta WwiH ¢ pubpar

— 3noynotpeda ¢ ankoxon
—  CBHCTOAHHUA, MIPH KOUTO MOXKE Ja C€ IMOBULLIM IIa3MEHOTO HHUBO Ha JIEKapCTBOTO
— JIMUA OT a3HaTcKara paca

—  CBITBTCTBALLO NedeHHe ¢ dubpati.

(k. Touku 4.4, 4.5 1 5.2)




4.4 Croenuajnnd npeAynpexIeHHs H CHEUHANHE NPeANa3HE MEPKH NpE ynorpeda

Edektu Bupxy 6u0peuuTe

[Ipy maLMeHTH, JIEKyBaHH C MO-BUCOKH A03H po3yBacTaTHH, NO-KOHKpeTHO 40 mg, € HabmonapaHa
MPOTEMHYPHA, KOATO € YCTAHOBEHA MpPH H3CJeABaHe ¢ TECT-ICHTH, ¢ NPEAUMHO TyOyneH Mpou3Xoa 4 B
[MOBEYETO Cy4aM C MPEeXOACH WM HHTEPMUTEHTEH XapakTep. He € noka3zaHo nanu npoTeHHypusITa
npeaLecTsa OCTPO WM NporpecHBHO OBOpeyHo 3abomiBaHe (Bi. Touka 4.8). CrobiueHara yecTora Ha
cepHo3HU OLOpeUHH YEPSKAaHHA NPH NOCTMAPKETHHIOBA YNoTpeda € Mo-BHCOKA NPH AO3HPOBKA OT
40 mg. OueHka Ha ObOpeyHaTa GyHK1MA TpAOBA Ja C€ HANPABH I10 BpEME Ha PYTHHHO MpoCaeasBaHe
Ha NaleHTH TpeTHpaHu ¢ 40 mg.

EdexTH BbpXY CKeIETHATAa MYCKYJIATYpA

EdexTi BBpXY CKeNleTHaTa MYCKYJIaTypa Harp. MHanrus, MHoNaTus M, no-paako, pabaoMHuonusa, ca
ChODIIABAHH NPH TIPUIOKEHHE Ha BCHMKM JO30BH PEeKHMMHU € pO3yBacTaTHH, ocobeHo npy ao3u > 20
mg. MHoro peaku ciiy4d Ha pabJoMHOIM32a ca ¢hobLaBaHU NPH U3NOJI3BAHETO Ha e3eTUMUO B
koMOuHauma ¢ HMG-CoA penyktazHu uHXubuTopd. He Moxke na 6bae M3kmOUueHo
¢apMaKoIHHAMHYHO B3aumoaencTBue (Bx. Touka 4.5) M € He0OXOAMMO BHHMaHHE NpH
koMOHHHpaHaTa UM ynoTtpeda.

Kakro npu apyrure HMG-CoA peaykrazun HHXUOUTOPH, AOKIaJBaHATA Y€CTOTa Ha padIOMHOIIK3a,
CBBhp3aHa ¢ pO3YBaCTaTHH NPH MOCTMApKETHHIroBaTa ynorpeba e no-sucoxa rnpu Ao3uposka ot 40 mg.

Himepeane na xpeamunxunazama

Kpeatnnkuuazara (CK) He TpaOBa na ce u3Meppa ciicd YCWICHH YNPAKHEHUS WIH NTPH HATUYHETO Ha
apyr dakrop 3a nopHwasase Ha CK, koeTo MOxe a 3aTpyaHH THIKYBAHETO Ha pe3yiTata. AKO
HHBOTO Ha CK e 3HaUYMTEIHO MOBHUIIEHO NPpH H3X0AHO HHBO (> 5 bt I'TH), TecT 3a NOTRLpKIACHUE
TpsiOBa Oa ObAe HanpaBeH B paMKUTE Ha 5-7 NTHH. AKO MOBTOPHOTO U3CJIEABAHE NOTBLPAN H3XOIHO
HHBO HA CK > 5 i [ TH, He TpabBa aa ce 3anousa NeyeHHE.

[Ipeou neuenuemo

Kakro #1 apyrun uuxuburopu Ha HMG-CoA peaykra3zara, Cy3actop Tpabsa na 6bae npeafuceaH ¢

ocobeHo BHUMaHHKe MPH MallMeHTH, 32 KOUTO ¢a HalHue Jakropu, npeapasnonaraiy KbM pa3BATHE Ha

muonatus/pabaomuonuia. Takuea dakropH ca:

- OBOpEeYHO YBpekaAaHE

— XHITOTUPEOUAUIBM

— NY4YHA Wik daMuUnHa aHaMHE3a 32 HAC/IeACTBEHO MYCKYJIHO 3ab0sABaHe

— aHaMHE3a 32 MYCKYyJIHa TOKCHUYHOCT KbM Apyrd HMG-CoA uuxuburopu Ha
pexyKTa3aTa Wik pHopaTH

— 3noynorpeda ¢ anKoxol

- Bh3pacT >70 roquHu

— CBCTOSHHUA, IPH KOUTO MOXKe J1a ce HabuionaBa rokauBaHe Ha IV1a3MEHUTE HHBA (BiK.
Toukn 4.2,4.5n 5.2.)

- €JHOBPEMEHHO NpUIOKEeHHe Ha (pubpaTy.

[1py TakMBa MalMEHTH, PUCKBT OT NieHeHHEeTO TpsabBa na ce cbobpasu ¢ Bb3MOXKHATA MON3a, KaTo ce
NnpenopbyBa KIHHHYHO HabmoaeHHe. Axo u3xoaHoTo HUBO Ha CK € 3HauuTenHo NoBULIEHO
(> 5 meTH I'TH) He TpabBa na ce 3anoura nevyeHue.

Ilo epeme na nevenuemo
Tpabea na ce Mcka ot nauueHTUTe He3abaBHO na ¢cpobiaBaT HEOOACHUMM MYCKYJTHH OONKY, ycellaHe
3a ¢J1ab0CT WIH cXBallaHe, 0CO0OeHO ako ¢a CBBP3aHH ¢ HEPA3NONOKEHHE WM MOBHUILICHA
temneparypa. [Ipy Teaun nauneHTH TpaGea na ce naMepsat HuBara Ha CK. Tepanusara Tpadna
npekpat, ako HUBoTO Ha CK ¢ 3HaunTenHo nopumeHo (> 5 neTe I'T H) nam myc / i

Ca TEXKKM M NPUYUHABAT €XEAHEBHO Hepa3nonokeHue (nopy HuBoTO Ha CK na /X ¥
CHMITTOMHTE H34e3HAT U HHBOTO Ha CK ce HopManu3Hpa, MOXe Nia ce oMU Aadigb poitidar) \
noa HaGmoaenue cbe Cysactop win anrepHaTiBeH HMG-CoA nHXHGHTOp Ha PelyiKy i RE Birn
HUCKa A03a. PyruHHo HabmoaeHne Ha HUBoTO Ha CK npu nauueHTH 63 CHM
ocHoBaTenHo. MHOIo paaKo ce ¢hobillaBa 3a HMyHOMEAMHPaHa HEKPOTH3HpalLd

DN




[0 BPEME Ha WIH CJIEH JEUEHHETO ChC CTATUHH, BKTIOYHTENHO po3yBacTaTdH. IMNM KIHHUYHO ce
XapaKkTepU3ypa ¢ NMPOKCUMAJIHA MYCKY/IHA ¢1abOCT H MOBKLIEHH CEpYMHH HHBA Ha
KpeaTMHHHKHHA3aTa, KOUTO MOTaT [a epCUCTHPAT JOpH CMel CrUpaHe Ha JIEYEHHETO ChC CTATHHH.

B eauuuuHU ciyyad ce ¢robLana, ye CTATHHUTE HHOYUHPAT TbPBOHAYAIHH H/IH BJIOLLABAT BEye
CHLIECTBYBalllM MHACTEHHA 'PaBHC HIIM MMACTEHHUA Ha ourTe (BHXK Touka 4.8). Ynorpebara Ha
Cysactop TpadOsa na 6bae npekpaTeHa B CTy4daid Ha BlIOIaBaHe Ha CUMIITOMHTE. JloKiiaaBaHo € 3a
MOBTOPHH MPOSBH KOFaTo ChLIMA HIH APYT BUJ CTATHH ca OWIH NMpeanucaHy (IIOBTOPHO).

[Ipu KIHHWYHUTE POYYBAHHA HE ca HabMONaBaHU JaHHH 3a MOBHLICHH €(PEKTH BBPXY CKENETHATa
MYCKYJlaTypa B MaJiKaTa rpyrna NaluMeHTH, IIPH KOUTO po3yBacTaTHH € NpUIIaraH ¢ Apyro
CBLITBTCTBAILO JICYECHHE. Y BelIUteHHE Ha YECTOTATa HAa MHO3MT B MHONaTHs € HabmoaaBaHo obave npu
NalLMeHTH, Moay4YaBaluy Apyru uHxuburopy Ha HMG-CoA peayxrasara 3a€IHO € NPOM3BOAHY HA
¢uOpHHOBaTA KHCENIHHA, BKIIOYBALK reMpHOpOo3wI, LUKIOCTIOPHH, HHKOTHUHOBA KHCEIHHR, a30/10BH
AHTHMHKOTHLIH, MPOTEA3HK HHXUOHUTOPH U MAKPONUAHU aHTHOMOTHLH. [ eMpuOpo3uN NopHiLaBa
PUCKa OT MHOMATHA, aKko ce rpuema eaHoBpeMeHHO ¢ HAKOM HMG-CoA unxuburopu Ha peaykrasara.
[Topanu Tora koMOuHaumsaTa Ha Cy3acTop U reMpUOpoO3HI He € npenopbuKTenya. Ilomsara or
AOMBIHUTETHO MOHWKABAHE HA TUNUAHUTE HUBA B pe3yJITAT OT KOMOHHHPAHOTO NIPUEMAHE Ha
CysacTtop ¢ pubparu win HuauuH Tpadsa ga 6b1¢ BHUMATEHO NPELIEHEHA CIPAMO NMOTEHLHATHHA
pUCK oT noao6Hu komMOuHaLMU. [TpH eIHOBPEMEHHOTO NPHIOKEHHE Ha PUOPATH JiEeYEHHETO C 03H
oT 40 mg e NpoTHBOINOKa3aHO (BK. TO4YKa 4.5 ¥ Touka 4.38.).

PosyBacTaTHH He TpAOBa Ja ce NpeAnuUcBa EIHOBPEMEHHO ¢ (y3U0BA KMUCEIHHA 32 CUCTEMHO
NPHJIOKEHHE, KAKTO H B PAMKHATE Ha 7 IHHU CJe] CITHPAHE Ha JIeueHHe ¢ Py3ua0Ba kucenuHa. [lpu
NalHeHTH, 38 KOWTO TepanuaTa Ha ¢y3uaoBa KHCEJIMHA C€ CMATa 3a 0coOeHO HeoOXoauMa, JIEYEHUETO
CBC CTAaTUHH TPAOBa Aa Obae NMpeycTaHOBEHO MO BPEME HA MPWIAraHeTo Ha Qy3HA0Ba KUCETUHA.
CrobuiaBaHo e 3a pabaoMuoau3a (BKIKYUTENHO H ¢ (JaTaleH Kpail) Ipu NalWeHTH, NpUEeMallH
komMOMHaLMa OT Py3uAOBa KuceauHa H ctaTiiM (Bik T.4.5). [launeHTsT TpAabBa na Obae nocbBeTBaH
Ia NOTEPCH He3a0aBHA MEIHULIMHCKA MMOMOL, aKO YCETH HAKAKBYA CHMITOMM Ha MYCKYJTHa crnadocT,
O0JIKa UM YYBCTBUTE/THOCT.

JTeyeHueTo ¢bC CTATHHU MOXKE na OBbIe 3aMOYHATO OTHOBO CEAeM JHHM Cied NocheaHara 103a
dby3unoBa KHCeJIUHA.

[Tpu ocobeHu 0GCTOATENCTBA, KOraTo € HeOOXOAMMO MPOALIKUTENHO JICYEHHE ¢ PY3UAOBA KHCETHHA,
Hanp. MpH JICYCHHEe Ha TeKKH HHGPEKLMH, HEOOXOUMOCTTa OT €AHOBPEMEHHO NPHIIOKEHHE HA
pO3YBACTaTHH M (Py3MIOBA KMCIMHA TPAOBa [a ce nmpeueHsBa CaMOCTOATEIHO 3a BCEKM CITy4ail B IpH
CTPOro MEOMLIMHCKO HabmoaeHuE.

Cy3actop He TpsaOBa ga ce npuiara npy NauMeEHTH ¢ OCTPH, CEPUO3HN CHCTOSHHUSA, Mpeanoiarau
MHONATHs WK Npeapasnojaralld KbM pa3BUTHE Ha 6n0pedHa HeaOCTATEUHOCT BCICACTBHE
pabaomMuonn3a (Hanp. cenchc, XMNOTOHUA, roJiiMa OrepaLMa, TpaBMa, TEXKH METa00THTHH,
€HAOKPHHHH H €NEKTPOJUTHH HapYLUIeHUA WIH HEKOHTPOJIMPAHU IbPUYOBE).

Texxxn KOKHY HEXKEJTAHH PeaklUH
TexKu KOXKHH HEXKETaHH PEaKLIMHU, BKIAUYUTENHO ¥ CHHAPOM Ha Stevens-Johnson (SJS) u

JeKapCTBEHa peaKLus ¢ eo3uHopunusg 1 cucteMHd cumntoMd (DRESS), kouTo morar aa 6waar
YKHBOTO3acTpalllaBaliy WM C JeTaleH U3X0o[, ca AOKN1aABaHU NpH ynorpebara Ha po3yBacTaTHH (BIK
Touka 4.8). [To BpemMe Ha Ha3HauyaBaHeTO MY, nNaLueHTUTE TpAOBA Na ObaaT MHPOPMHUpPaHH 33
NMpH3HALKUTE K CUMIITOMMTE HA TEHXKU KOXKHU peakUuy U Aa 6baaT BHUMaTeaHo HabnrwaaBadHu. AKo ce
NOABAT NPU3HALIM B CHMITTOMH, MPEITIOaramy Te3u peakiuy, JedeHuero cuc Cyzactop TpadBa aa
Obae npeycranoBeHo He3abaBHO U Aa Obae OOMHCACHO anTePHATUBHO JICUECHHE.
AKO MalMeHTHLT pa3Bue cepuo3Ha peakuusa kato SJS unu DRESS npu ynorpeba Ha
neueHneTo cbe Cy3acTop He TpaOBa HHKOra J1a Ce MOJAHOBABA MPH TO3H NALMEHT. /7 3%~

EdekTi BbpXy YepHHA Apod
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Kaxto npu apyru uaxuburopn Ha HMG-CoA penyxraszara, Cy3actop Tpa0Ba BHUMATETHO Aa C€
NpWiara nNpy NauHeHTH, KOUTO NMPHEMAT rOAIMO KOJTHYECTBO alTKOXOMN WM ca UMaild 3a00naBaHe Ha

4yepHHs Apod.

[IpenopbUMUTENIHO € Aa C€ HaNpaBaT W3CIEABaHUA Ha YepHUA Apob npenu U 3 mMecela chesl 3ano4uBaHe
Ha neueHueTo. [IpremsT Ha Cy3actop Tpabsa na 6bje npeycraHoBeH Wiy ao3ara Tpabea ga 6bae
HaMaJIeHa, aKO HUBOTO Ha CEpyYMHMTE TpaHCaMHMHa3¥ HAIBHILABA 3 MbTH rOpHATa rpaHHLIA Ha
HopMata. Cro0llieHaTa YeCTOTa HA CEPUO3HHU HEPHOAPOOHH yBpeKaaHUA (CBCTORILM C€ OCHOBHO B
YBEJIHYEHH Y4epHOAPOOHH TpaHCaMMHA3H1) MTPU MOCTMApPKETUHIOBaTa ynoTpeda e no-BUCOKa MpH
no3ara ot 40 mg.

[Ipu naiHeHTH ¢ BTOPHYHA XHIIEPXOJECTEPONEMUs, MPUUHHEHA OT XUINOTUPEOUUIBM HITH
He(pOTHYEH CHHAPOM, OCHOBHOTO 3abosiBaHe TpAOBa Aa ce jieKyBa IIpeAH 3al10UBAHE Ha JIEYEHHE ChC

Cysacrop.

Paca
QapMaKOKMHETMYHUTE MPOYUHBAHHUA [TOKA3BAaT, Y€ [IPH MALMEHTHUTE OT a3HATCKaTa paca € Hajule MNo-
BHCOKa €KCIO3HLIMA B CpaBHEHUE C TE€3H OT KaBKa3skaTa (Osy1aTa) paca (Bxk. Touka 4.2, 4.3 u 5.2).

[Iporeazuu uHXUOUTOPH

[Tpy enHOBpEMEHHO MPHIOKEHHE HA PO3YBACTATHH B KOMOHMHANMA € pa3U4HH NPOTEa3HHU
HHXHOHMTOPH M pUTOHABHP € HaboaapaHa MMOBHILIEHA CHCTEMHA €KCIIO3HLIUA CIIPAMO pO3yBacTaTHH.
TpadBa 1a ce 0ObpHE BHUMAHHE HA TO/I3aTa OT NMOHKKABAHE HUBOTO Ha JIUMIKAUTE npH ynoTpedara Ha
Cyzactop npu nauventd ¢ HIV-ungexuus, kouTo npyueMar M rpoTeasHd HHXHOUTOPH M BB3MOXHOTO
NOBHILCHHE Ha IIa3MEHUTE KOHLICHTPALIMH HA PO3YBACTATHH IPH 3aMOUYBAaHE U NOKAYBALLQ TUTPHPaHE
Ha A03aTa Ha Cy3acTop NpPH NAaLMEHTH, KOUTO CE JIEKYBAT C NNPOTea3sHu HHXUOUTOPH. EAHOBpeMeHHaTa
ynoTpeba ¢ HAKOM NMpoTea3Hu HHXUOUTOPU He ce NPEenopbuBa, OCBEH ako A03ata Ha Cy3acTop He €
afaanrupaHa (B TOUYkH 4.2 u 4.5).

Hurepcerruumania 6enoapobna bonect

Coobweny ¢a OTAenHY cliyyad Ha MHTepcTHUManHa 6enoapobHa 60nmecT npu HAKOU CTATUHH,
0coBeHO NMpH NPOABILKUTENHO jieueHue (BXK. ToUKa 4.8). CHMITTOMUTE MOTaT a BKJIKOYBAT: AUCTHEA,
HENMpOOYKTHBHA KalUIMHA U BJIOLIaBaHe Ha o0110TO ChCTOAHUE (YMOpa, 3aryba Ha Ter1o U BUCOKa
TEMIEpaTypa). AKO MMa CbMHEHHE, ue MaLMeHTLT € pa3BWI1 HHTepCTHUHATHA DentoapobHa donecT,
CTaTHHOBAaTa Tepanus Tpa0Ba ga ce crpe.

3axapeH amaber

HMma naHHM, Ye CTATHHHMTE, KaTO KJ1ac JIEKapCTBEHHU NPOAYKTH, MOraT Ja MOBHUILIAT KPbBHATA 3axap H
NpH HAKOH MAlMEHTH ¢ MOBHUIICH PUCK OT pa3BUTHE HA auabet MOrar aa aoBenar A0 ChbCTOAHHE HA
XHKIIEPTIIHKEMHA, 34 KOETO € HeoOXxoaumo nedeHune. To3M pUCK, BCe Nak, € 3a npeHedpersaHe nmpe
[OJ3aTa OT HAM&JIABAHETO Ha ChPACUHO-CHAOBHA PUCK M 3aTOBA He TpAOBa na € nmpuuHHA 34
npeKpaTABaHE Ha JICUeHUETo. PHCKOBUTE naumeHTH (KpbBHA 3aXap Ha rinaaHo ot 5,6 no 6,9 mmol/l,
BMI > 30 kg/m?, noBHILEHN TPUIITMLIEPHIH, XHIIEPTOHHs ) TPAOBA Aa 6bAAT NPOCAEIIBAHH KAKTO
KJIHHHYHO, Taka ¥ OHOXHUMHYHO, ChITIACHO MECTHHUTE M3UCKBAHHA.

B npoyuranetro JUPITER, noxnaaeanara o0uma yectora Ha 3axapeH auaber ¢ 2,8% 3a pozysacTaTHH
1 2,3% 3a rmnauebo, raaBHO NP NALMEHTH ¢ KPBbBHA 3axap Ha rnaaHo ot 5,6 no 6,9 mmol/l.

[lenMaTpuyHa nonynalus

OlieHKaTa Ha JIMHEHMHHA pacTexX (BUcoYHHA), Terno, UTM (MHaexca Ha TenecHa Maca), U
BTOPOCTENEHHH XapaKTEPUCTHKH Ha IMOJIOBOTO Ch3pABAaHE NO CKajiaTa Ha TaHep NMpH Aclia Ha BR3pacT
6-17 roauHu, NpHeMalll¥ po3yBacTATHH, € OrpaHH4eH A0 nepuop ot 2 roauHa. [1pu npoyusane caen 2
FOIMLUIHO eYeHHUE, He € HabnioaaBaH eeKT BbpXY pacTexa, Ternioro, UTM win nonosg

(B> TO4Ka 5.1).

B iJIMHUYHO MpOYyUBaHE IIPH J€La M IOHOIUH, MT0TY4YaBalli pO3YBAacTaTHH B PaMK
nosMieHe Ha kpeaTHHUH KkuHa3a (CK) > 10xULN, MycKy/IHHM CHMIITTOMM Clien
noBHiIeHa GpHUIHYECKa aKTUBHOCT Ca HabMoaBaHM MO-YECTO B CPABHEHHUE ¢ KITH
NpH Bb3pacTHH (BXK. TOUKa 4.8).



Cy3acTop ChAbpAKa J1aKT03a W HATPUH
[TauneHTH ¢ peKK HacNeICTBeHH NpolieMH Ha ranakTo3Ha HEMOHOCUMOCT, 001la 1aKkTa3Ha
HeJOCTATHYHOCT WIH INTIOKO30-rajlakTo3Ha Manabcopbuus He TpaOBa aa npUeMar TO3M JIeKapCTBEH

[POAYKT.

To3u nekapcTBEH NPOAYKT ChAbPXKA MO-MaIKO oT 1| mmol HaTpu# (23 mg) B eaHa punmMupasa
TabneTKa, T.e. MOXKe Ja Ce KaXKe, Y€ MPaKTHYECKH HE ChABPKA HATPHIL.

4.5 BianMogeHCTBHE ¢ APYIH JeKAPCTBA H APYrH GOpMH HA B3AHMOJAECHCTBHA

EdekTn BbpXY pO3YBAaCTaTHH NIPU €AHOBPEMEHHO JICYEHHE C APYIH JICKAPCTBEHU NPOAYKTH

HHXHORTOPH HA TPAHCNHOPTHATE NPoTeHHA: PO3yBacTaTHH € CyOCTpaT HA HAKOH TPAHCNOPTHH
[POTEHHH, BKTIOYHUTEITHO U Ha depHOApoOHHA BHacau eH3dM OATPIB1 u usHacamusa BCRP.
EnrnoBpeMeHHaTa ynotpeda Ha po3yBacTaTHH € JIEKAPCTBEHH MPOAYKTH, KOUTO €& UHXUOUTOPH Ha
TE3M TPAHCHOPTHM €H3IUMH, MOXKe J1a JOBEI€ A0 TIOBHILABAHE Ha IVIA3MEHHTE HHBA HA
pO3yBacTaTHH H A0 MOBHILIEH PUCK OT MHOMATHA (BYK TOUkH 4.2, 4.4 u 4.5 ¥ Tabanua 1).

HuaxnocnoprH: [Ipy eAHOBPEMEHHOTO NeueHUeE ¢ pO3YBACTaTHH H LIMKJICTIOPUH, CTOHRHOCTHTE Ha
AUC Ha posyBacTaTiH ca OWnM cpenHo 7 IMbTH NO-BUCOKH OT Te3H, HaOMoAaBaHH MPH 3ApaBH
aobporonum (Bxk.Tabnuua 1). CyzacTop € NpOoTHRONOKA3aH NpY NALMEHTH, JIEKYBAaHW ¢AHOBPEMEHHO
H ¢ HUKIIOCTHOPHH. EJHOBPEMEHHOTO MPUIIOKEHHE HE € MOBIMANO IU1a3MEHHUTE KOHLCHTPALIHH Ha
LIMKJIOCIIOPUH.

IIporeaznan HEXAOATOPH: BBHNpeKH 4€ TOUHUAT MEXAHU3BM HA B3aUMOJEHCTBHE HE € M3BECTEH,
eTHOBPEMEHHOTO NMPUIOKEHHE C MPOTEa3HH HHXHOHTOPHU MOXKE PA3KO 2 MMOBHIIH €KCIIO3UIIMATA Ha
posyBacTaTuH (Bxk.Tabnuua 1). Hanpumep, eaHoBpeMeHHOTO NpunokeHue Ha 10 mg po3yBacTaTuH u
KOMOWHHUpaH NMPOAYKT, CbCTOALY C€ OT ABa nmpoteasHu uHxHoOuropa (300 mg arazvasup/ 100 mg
PMTOHABHUP) 10 BpeME Ha €4HO PApMAKOKMHETUYHO MPOYYBaHe NpH 3aApaBy JOOPOROILM, C€ aCOLMUpa
¢ NpUOTH3UTENTHO TPK- U celeM-KpaTHO HapacTBaHe chOTBETHO B AUC 1 Chax. EZHOBpeMeHHaTa
ynotpeba Ha Cy3acTop ¥ HAKOH NpOoTeasHH HHXHOKUTOPH TpaOBa Ja ce mpeanprueMa camo cliefi
BHUMATE/IHA MpeLeHKa Ha J03upoBKaTa Ha Cy3acTop, Bb3 OCHOBAa HA OMAKBAHOTO YBETHUCHUE Ha
€KCIIO3MLIUATA CIIPAMO PO3YBACTATHH. (BWXK TOUkH 4.2, 4.4, 4.5 1 Tabnuua 1).

I'empurbpo3nn B Apyru JHOHAONOHMKABAIIN NPOAYKTH: EAHOBPEMEHHOTO MPUTTOXKEHHE HA
pO3yBacTaTHR H reMpUOPO3MI € AOBENO A0 ABYKpAaTHO NOBHIMIECHUE HA Crnax 1 AUC Ha po3yBacTaTuH
(BK. Touka 4.4).

HauHuTe OT (PapMAKOKMHETUMHHTE NMPOY4YBaHHA, H3CACABALUIM CNIELH(PHYHH JIEeKAPCTREHH
B3aHMOEHCTBHSA, HE NIOKA3BaT B3auMoaeicTBUE ¢ peHOPubpar, HO ¢ BE3MOMCHA MOsABA Ha
¢apMakoanHaMHuHK B3aumoacicTeus. ['emdpubposun, peHodubpaT 1 Apyru NekapcTea OT rpynara
Ha GUOpaTHTE M JIMITHIONOHWKABALLMTE JO3H (TT0-BUCOKH MK paBHH Ha 1 g/A€H) HHALUH
(HHKOTHHOBA KMCEHHA) NOBUILIABAT PUCKA OT MOABAa HAa MHOIIATHA NPU KOMOMHUpaHe ¢ HHXHOUTOPH
Ha HMG-CoA peaykrasara, BepoaTHO nopaad ¢axra, ye NocHeIHNTE MoraT Ja npeau3BHKaT nosapara
Ha MMonaTHa K npd MoHoTepanud. Jlo3ara ot 40 mg e NpoTHBONOKAa3aHa [IpU eIHOBPEMEHEH MpHEM
Ha ¢ubpatu (BK. Touka 4.3 ¥ Touka 4.4). [Ipu Te3u nalueHTH JIEYEHUETO CHILO TpaOBa 1a 3anouHe ¢ 5
mg.

Ezeramub: EnHoBpemMerHara ynorpeba Ha 10 mg posyeactaTvH U 10 mg e3etumud Boau go 1,2 mbTH
yseauyeHue B AUC Ha po3yBacTaTHH NMpH HALMEHTH ¢ Xunepxonecreponemus (tabauua 1). He Moxe
Ja ce U3KJIIOYH (papMAKOIUHAMUYHO B3auMoaeicTBre Mexay Cy3acTop H €3eTUMHKO, KOETO J1a UMa

KAaTO PE3Yy/ITaT HEXEITAHU peakLuu (BxK. Touka 4.4).

AHTRABRHAR. EAHOBPpEMEHHMAT NMPUEM Ha PO3YBACTATHH M HA AHTHALMAHA CyCNEHZ
aTyMMHHEB U MArHE3UEB XUIPOKCUI, € JOBEJ 10 HAMAJICHUE Ha IU1a3MeHaTa KOHfefp:
po3yBacTaTHH ¢ okoJio 30%. To3n edekT e 6mn oTcnabeH, Koraro aHTHaLUAHTE
MpMeMa Ha po3yBacTATHH. KNAHHHYHOTO 3HAYEHUE HA TOBA B3aMMOICHCTBUE HE €




EpaTpomanan: EqHOBpEeMEHHMAT nNpyeM Ha po3yBacTaTHH H EPUTPOMHIIMH € AOBE [0 HAMANICHHE C
20% Ha AUC u ¢ 30% Ha Ciax Ha po3yBacTaTHH. TOBa B3aUMOACHCTBUE MOXKE Ja € NPEAU3IBUKAHO OT
MOBUUIEHHS YpeBeH MOTHJIMTET BCJIEACTBUE HA IIPHEMAHETO HA EPUTPOMHLIMH.

EH3BEMH 0T cHcTemMATa HAa nHTOXpoM P450: [lanuure OT in vifro 1 in vivo npoydBaHHA NMOKa3BaT, 4e
pO3yBaCTATHH HE € HATO UHXUOHUTOP, HUTO MHAYKTOD Ha LuToxXpoM P450 u3oeHsumure. B
NOMBJAHEHHE, PO3YBACTATHH € c1ab cyOcTpaT Ha Te3H H30€H3UMH. 3aTOBA HE CE OYAKBAT JICKAPCTBEHH
B3aHMOICHCTBHA B pe3yTaT Ha LuTHXpoM P450 menuupan Merabonussm. He ca HabmogaBann
KJIMHUYMHO 3HAUYMMH B3aHMOJIeHCTBHUSA MEXAY po3yBacTaTHH U ¢aykoHa3on (MHxuouTop Ha CYP2C9 u
CYP3A4) unu kerokoHazon (uHxuburop Ha CYP2A6 u CYP3A4),

Tukarpenaop:

Tukarpenop unxubupa Tpaicnoprepa BCRP, koeto Boau a0 2,6-kpatHo yBenuueHre Ha AUC Ha
pO3yBacTaTHH, KOETO MOXE J1a AOBEAE N0 MOBHILIECH PUCK OT MUonaTug. Tp:aOBa Aa ce MpeueHAT
IMOJI3HTE OT NPEAOTBPATABAHETO Ha rOJIEMH HEXEIaHHU ChpACYHOCHAOBH ChOMTH upe3 ynoTpebaTa Ha
PO3YBACTATHH H PUCKOBETE NPH NMOBHLIEHH IU1a3MEHH KOHLICHTPALMH HA PO3yBaCTATHH.

BiaamoaelicTBHA, KOHTO H3HCKBAT KOPHTHpPAHe HA PO3YBACTATHH (BHXK CHINO TAbAAIA 1):
Koraro ce Hanara eqHOBpeMeHHO NpHiIOXKeHHEe Ha Cy3acTop ¢ IPYrH JEKApCTBEHH NPOIYKTH, 34
KOMTO € U3BECTHO, Y€ YBEIM4YaBaT eKCIMO3HLHUATA KbM PO3YBaCcTaTHH, A03aTa Ha Cysacrop Tp#absa na
O0bae KopurupaHa. 3anoyusa ce ¢ 103a oT 5 mg Cy3acTop BEAHBXK AHEBHO, AKO OYAKBAHOTO
nosHuieHne Ha ekcnosuupaTa (AUC) e npubnu3uTenHo ABYKpaTHO Wik noseye. MakcumanHara
nHeBHa no3a Cysactop Tpsabea ga 6b1e KOpUrkpaHa Taka, 4e O4aKBaHaTa €KCIIO3MLUA Ha
PO3YBACTaTHH Ja HE HAAXBLPIIA ekBHBajieHTa Ha 40 mg Cy3acTop AHEBHO, NpHEMaH 0e3 CHITBTCTBAILO
neuyenne. Hanmpumep: 20 mg Cy3zactop ¢ rempubposun (1,9- kpatHo yeenuderue) 1 10 mg CysacTop
NpH KOMOHHauus ¢ aTazaHaBUp/pUTOHABUD (3,1 - KpaTHO YBETUHEHHUE).

Axo ¢ce Habmoaagra, ye JiekapcTBeH NpoaykKT noeumaera AUC Ha po3yBacTaTHH MO-MAaJIKO OT 2 ITbTH,
Ha4aJlHaTa A03a He TpaAdBa Ja ce HamManaBa, Ho TpAOBa Ja ce MOOX0KAa ¢ BHUMaHHe, aKo J03aTa Ha
Cy3sacrtop ce nopuiuy Haj 20 mg.

Tabnana 1 E¢exT Ha TekapcTBeHHTE NPOAYKTH BLPXY eKCHO3HIMATA HA PO3YBACTATHH HPH
eqnoppeMenno npanoxkenne (AUC; HiGpoenn no samajgsama crened) cnopen nydiinKysann
KAHHHYHH NPOYIBAHRSA

{

2-KpaTHO HJIH NoBede oT 2-KpaTHO yBean4deHne Ha AUC na posysacTaTHH

J03rpoBKAa HA CHIIBTCTBAIHA JIEKAPCTBEH dosuposka na  |[[Ipomsina B AUC™ Ha
NPOAYKT PO3YBACTATHH |pPO3yBACTATHH

Codocbypup/sennaracsup/soxkcunanpesup (400 (10 mg, eaynuyna |7,4-kpatHo 1
mg-100 mg-100 mg)+ Bokcunanpesup (100 mg) |no3a
BeJHbK JTHEBHO 3a |5 QHM

LHuknocnopus 75 mg apa mesTH gHEBHO 10 200 10 mg BeaHBX 7,1-xpaTHO 1
mg ABa MBTH JHEBHO, 6 Mecela IHeBHO, 10 gHM

Hapoayramua 600 mg nBa MBTH AHEBHO, 5 AHM |5 mg, eIMHHYHA |5,2-KpaTHO T
n03a

Peropadennt 160 mg, BeAHBXK AHEBHO, 14 THH |5 mg eauHUYHA
A03a

ATtazadapup 300 mg/PuroHasup 100 mg seauek |10 mg, enmHuuHa
AHEBHO, 8 THH A03a




Pokcaaycrar 200 mg npe3 aeH

10 mg, eauHHYHA
A03a

2,9 - kpatHO 1

BeIHBXK AHEBHO, 11 aAHHM

034

Bennaraceup 100 mg BeAHBK IHEBHO 10 mg, enuHuvHa |2,7- kpaTHO 1
no3a

Momenotunub 200 mg BeAHEBXK AHEBHO, 6 THH 10 mg, equHnyHA |2 7 kpatHO 1
J103a

Tukarpenop 90 mg oBa MbTH AHEBHO, 2 NHU 10 mg, eauHu4Ha |2 6- kpaTHO 1
no3a

Omburaceup 25 mg/Ilapuranpesup 150 mg/ 5 mg, eauHu4Ha |2,6- KpaTHO T

Putonasup 100 mg Beausxk aueBHo/ Ra3za0ysup |xo3a

400 mg oBa MbTH AHEBHO, 14 AHU

TepudayHomua, nedpayHOMHA Hama nanun 2,5 - KpaTHO 1

Bananycrar 600 mg Beaubsk AHEBHO, 8 AHM 20 mg, eauHU4HaA |2,5 - kpaTHO 1
a03a

I'pazonpesup 200 mg/Endacsup 50mg 10 mg, eaMHU4uHa (2,3- kpaTHO T

['nexanpesup 400 mg/IIubpenraceup 120 mg
BEOHBAK JHEBHO, 7 IHH

5 mg BeaHDBXK
JHEeBHO, 7 JHH

2,2- xpaTtHO 1

JlonuHaeup 400 mg/ Putonaeup 100 mg npa
MBTH AHEBHO, | 7 IHU

20 mg BeIHBXK
JAHEBHO, 7 THHU

2,1- kpatHO 1

034

Kanmatunut 400 mg nBa mbTH JHEBHO 10 mg, enmauyna 12,1~ kpaTHO 1
nosa

Knonugorpen 300 mg HaroBapBama fo3a, 20 mg, equHUYHA |2 - KpaTHO 1

rnocjaenBaHa ot 75 mg Ha 24 yaca n03a

docramatHHO 100 mg ABa MbTH JHEBHO 20 mg, enuHu4Ha |2,0- xpaTHO 1

ltbeﬁyxcocm'r 120 mg BeAHBAK JHEBHO

10 mg, eAuHKM4YHa
ao3a

1,9- kpatHo {

2, ¢ mocaeABaliy BeIHb)K JHEBHO Ha JHHK 3 A0 9

4034

["empubposun 600 mg nBa neTH AHeBHO, 7 AHH 180 mg, enuHnyHa {1,9- kpatHO 1
A03a
Tadamuauc 61 mg nsa meTH n1HEBHO Ha AcH | M (10 mg, enunuyna [2,0- kpatHO |

IMo-manko ot 2-kpatHo YBeanueHHe HA AUC ma po3yBacTaTHn

/1030B pexHEM Ha B3IaHMOEHCTBANMIOTO
JIEKAPCTBO

1030B pesxXHM Ha
pPO3yBacTATHH

IIpomana B A )
po3yBacTaTpy

Enrpombonar 75 mg seAHBK QHEBHO, 5 AHU

10 mg, eauHKUYHA
A03a

l,6- KpaTHO{




Hapyuasup 600 mg/ Puronasup 100 mg nsa nb1H {10 mg BeaHbK 1,5- kpatHo 1

OHEBHO. 7 AHM JHEBHO. 7 IHH

Tunpanasup 500 mg/ Puronasup 200 mg npa 10 mg, eannuHa |1,4- kpatHo T

ITbTH AHEBHO, 1 1 AHH no3a

Jporenapon 400 mg asa MbTU AHEBHO Hama gaHHu 1,4- kpatHOo 1

Hrpakonazon 200 mg BeAHLXK JHEBHO, 5 IHH 10 mg, eausanyna |(1,4-fold T**
A03a

Ezerumub 10 mg BeaHbK AHEBHO, 14 OHK 10 mg, BeaAHX  |1,2- kpaTHO T**
nHeBHO, 14 nHHU

Hamanasane Ha AUC na po3yBacTaTHH

J{030B pexxuM Ba B3aHMOJEHCTBAMOTO ilo3zoB pexxam ma [Ipomana B AUC Ha
JIEKAPCTBO PO3YBACTATHH  |pPO3YBACTATHH

Epurpomuuun 500 mg yerupu metH AHeBHo, 7 |80 mg, eqmanuna (20% |

JHH no3a
baiikanuu 50 mg TpH rETH AHEBHO, 14 AHU 20 mg, equnuuna 47% |
n03a

" JJaHHUTE MPEACTABEHH KAaTO X-KPATHO U3MEHEHHE MPEACTABAT CHOTHOLLIEHHETO CHITBTCTBALLO
NeYeHHE H CaMOCTOATETHO NMPUJIOKEHHE HA PO3yBacTaTUH. JlaHHUTE NpeaACTABEHH KaTO TMPOLEHT
(% ) npencraBaT %-HaTa pa3jiHKa CIIpAMO CAMOCTOSTENHO TIPHAOKEHHE Ha pO3YBaCTATHH.
VBeIHYEeHHETO € 03HA4YEHO ¢ “1”, MUIIcaTa Ha MPOMAHA C ‘>, IOHHXKEHMETO ¢ .

" IpoBeaeHy ca HAKONKO NMPOYYBAaHHA Ha B3aUMOAEICTBUETO C pa3IMYHU 103U pO3YBACTATHH;
TabyiM1iaTa NpeacTaBs Hal-CHLUIECTBEHUTE B3aMMOICHCTBHY

AUC= mnow nog kpueata;, OD = peaubx qHesHo; BID = asa ety aAHeBHO; TID = TpH nmbTH
nHeBHO, QID = yeTupH bTU AHeBHO;, QOD = npe3 aeH

CneqHuTe NEKapCTBEHHU NPOAYKTH/ KOMOKMHALIMM HE OKA3BaT KIIMHUUHO 3HaYHM edekT BupXy AUC Ha
PO3YBACTAaTHH TPH €JHOBPEMEHHO NPUIOKEHHE:

Anernurazap 0,3 mg npunoxenune 3a 7 auy; Genopubdbpar 67 mg 7 1HH NPHIIOKEHHE TPH ITBTH HA
neH; ®mykonason 200 mg 11 nHu npunoxeHHe BeAHLXK AHEBHO; Dosamnpenasup 700 mg/puToHaBup
100 mg 8 gHM npuaoKeHUe ABa MbTH Ha JeH; KerokoHason 200 mg 7 AHU NpUIOKEeHHe IBa TbTH Ha
neH; Pupamnun 450 mg 7 qHM npunoxkeHue BEAHBXK AHEeBHO; Cunumapul 140 mg 5 nuu
MPWIOKEHUE TPU ITBTH HA JACH.

EdekT Ha po3YBACTATHH BBPXY €AHOBPEMEHHO NPHIIaralH JEKapCTBEHH MPOAYKTH

Anraronuctsa Ha BETaMHaEE K: KakTo u npu npyru unxunburopu Ha HMG-CoA penyxrazara,
3aNO4YBaHETO Ha JieueHHue Che Cy3acTop WIM THTPHPAHETO Ha 103aTa MY PH NAaLUEHTH, NPHEMaLLH
eIHOBPEMEHHO aHTaroHUCTH Ha BUTaMuH K (Harp. BapgapHH WK ApYrd KYMapyHOBH
aHTHKOAryJIaHTH) MOXe J1a TOBeAe 0 NoBUllaBaHe Ha MexXayHapoIHO HOpMaJIM3HPaHO
cboTHOUIEHHE (INR). [IpekbCcBaHETO Ha IEUEHHETO WIH HAMAJIABAHETO HA A03aTa HA TUTPHPAHE Ha
Cysactop Moxe aa goBeae no HamaneHue Ha INR. I1pu nogobHu cnyvau ce npenopbs4ea
MoHuTOpHpaHe Ha INR.

M HOprecTpen ¢rOTBeTHO ¢ 26% 1 34%. Te3H nOBULICHHU IUT1a3MEeHH KOHLICHTpaLHH 74 V 2:7X
B3€MaT 04 BHUMaHME, KOTATO C€ ONPENC/Ia JO3HPOBKATA HA MEPOPATHHTE KOHTPFAQRTARMANE

dapMaKOKHHETHYHH JJaHHH 3a MALHEHTH, KOUTO MPHEMAT €AHOBPEMEHHO PO3yBad M
nopajau ToBa noAoOHU eekTH He MoraT Aa ObJaT U3KTIOYECHH. BhIpekH ToBa Tasy i
IIMPOKO MPHIAraHa OT XEHH B KIIMHHYHM NPOYYBAHHUA H € IOHECEHa A00pe.




JApyre nexapCcTBEeHH NPOAYKTH:
uroxkcun: Bp3 oCHOBA Ha JaHHUTE OT CIeLMHUYHK NPOYYBAHHSA 34 U3CICABAHE HA NEKAPCTBCHU
B3auMOIeHCTBHA, HE C€ 0YAaKBA KIHHHYHO 3HAUYUMO B3aUMOJCHCTBHE C JUI'OKCHH.

dy3ug0oBa KkEceJHHA:_He ca npoBexxaaHHu Mpoy4YBaHHUs 3a H3C/€IBAHE HA B3aHMONECHCTBHA C
po3yBacTaTHH W Qy3HAOBA KHCENHHA. PUCKBT OT MHONATHSA, BKTIOYUTEIHO pabdaOMHONIHN3a, MOXE 1
ce YBEJIHYH OT €AHOBpeMEeHHATa ynorpeda Ha ¢py3uaoBa KHCEIMHA 38 CHCTEMHO NPUIIOKEHHUE U
CTATHHUA. MeXaHW3MBbT Ha TOBA B3aUMOJACHCTBHE (HE3ABUCHUMO NaiH € (PapMaKOAKHAMUYHO WIH
¢apMaKOKMHETHYHO, WIH H ABETe) BCe ollle He € u3BecTeH. MiMa crobiueHus 3a pabaoMuonusa
(BKIIIOUMTETHO H ¢ (DaTalieH U3X0[) NpH NaLHeHTH, MpUeMalH TazH KOMOUHaLuUA.

AKoO neyeHHeTo ¢ Qy3UR0Ba KUCENHHA 32 CUHCTEMHO NMPHIOKEHHE € HATOKHUTEHO, TEPANUATA ¢
po3yBacTaTHH TpaA0Ba Aa Obae npeycTaHOBEHA 110 BpEME HA JIEYUEHHETO ¢ Py3HI0Ba KUCeInHa. Brxre
chbllo 17.4.4.

[leguaTpuyHa nomynanus
[TpoyuBaHMA BbpXy B3aHMOACHCTBUATA Ca IPOBEXIaHHU CaMO MPH Bb3pacTHH. (CTerneHTa Ha

B3aHMOJCHCTBHE B NeAMaTPHYHATA MOMYJIalMA HE € MPOy4€eHa.

4.6 GepraauTeT, 6peMEeHHOCT H KbpPMeEHeE
Cy3acTop € npoTHBOMOKAa3aH [0 BpeMe Ha OpEMEHHOCT M KbPMEHE,
JKenu B aetepoHa BB3pacT TpAOBa Aa NpWiaraT NOAXOAALUM KOHTPALENTHBHHU MEPKHU.

bpeMeHHOCT

Tr# kaToO XONECTePONBT U APYTH NMPOAYKTU HAa Herosara OMOCHHTE3a Ca BaXKHH 33 pa3BUTHETO Ha
roga, OTeHIHATHUAT puCK OT HHXHOupaHe Ha HMG-CoA penykraszara e no-roj1iM B CpaBHEHHE ¢
noji3arta OT JEUYEHHUETO IO BpeMe Ha OpeMeHHocT. M3cnenpaHuaTa BbPXY XKUBOTHU OCUTYPABAT
OrpaHHYEHM JaHHH 3a PENPOAYKTHBHA TOKCHYHOCT (BK. TOUKa 5.3). AKO MalUeHTKa 3a0peMeHee Mo
BpeMe Ha JIeYeHHE C TO3U NPOAYKT, Ae4eHUeTo Tpsadea na Obvae HezabaBHO NpeyCTaHOBEHO.

KbpmeHe

OrpadHyyeHH NaHHU OT MyONMKYBaHH JOKJIaAy MOKA3BAT, Y€ PO3yBACTATHH IIPHUCHCTBA B HOBELIKATA
KbpMa. Po3yBacTaTHH ce OTAeNd B MIIAKOTO Ha ILTEXOBE. [lopagu MexaHHW3Ma Ha OeHCTBHE Ha
Cy3acTop, CbUIeCTBYBa MOTEHUHANIEH PHCK OT HeXeJlaHK peakUHH npy kbpmaueTo. Cy3acTop €
IIPOTHBOMOKA3aH [10 BpEME Ha KbpMEHE.

OepTuaureT
Hsma u3BecTTHH edexTH BLpXy depTHnHTeTa Clel yrorpedara Ha po3yBaCTATHH.

4.7 EdexTn BLpXY cnocobroctTa 32 modHpade H padora ¢ MAIIHAH

He ca npoBex<aaHu Npoy4YBaHKA 3a YCTAHOBABAHE Ha BITHAHHETO Ha Cy3acTop BBpXY crniocobHoCTTa 32
modupane 1 paboTa ¢ MaUIMHK. BBpekH TOBA, BB3 OCHOBA HA (apMakoAHHAMHYHUTE CBOKCTBA, HE
ce odakBa Cy3acTop Aa noBiHse BLPXY Te3u cnocobHocTH. [Ipyn modupane win paboTa ¢ MalllHHHA
TpabBa Ja ce Ma NpeaBUI, Y€ MOXKE J1a CE MOABH CBETOBBLPTEXK MO BpEME Ha fIeYeHHETO.

4.8 HexenaHH JeKAPCTBCHHA PeAKIHH
HexxenaHurte nekapcTBEHM peaKlMK, HAOMOIaBaHH NTPHU PO3YBACTATHH KAaTO LIAMO ¢4 1¢

npexoAHd. B KOHTPOHpaHH KIHHHYHH MPOYYBaHHA NMO-MANKO OT 4% OT MaLMEHT
pPO3YBacTaTHH Ca M3TEIJICHH OT NPOYYBaHHUATA 3apaJH HEXKE/IAHH JICKAPCTBEHH pea

TabauueH BHJ Ha_HEKETAHUTE peaklIMy



B13 ocHOBa Ha IaHHHK OT KNMHHHYHH MMpOYYBaHHUA H GSHJHPBH MOCT-MapKETHHIOB OIIHT, B CJI€AHATA
Tabnuua e npcacTaeCH HpOd)HJI‘bT Ha HOKCIAHHTC pEAKIIHH Hd pO3YBACTATHH.

Hexxenanure peakuuu ca u3bpoeHM no-n0ay cnope CUCTEMO-OPraHHH KJacoBE M 4ECTOTA.

KnacudukauuaTra no 4ecToTa Ha HEXXENaHWTE JIEKAPCTBEHH PEeaKLIMH C€ W3BBPILBA CHINIACHO
IpaBIIATA MO-AOCNY:

Muoro gectu (=1/10)

Yectu >1/100 mo < 1/10)
Heuectn (=21/1000 no < 1/100)
Peaku (>1/10 000 no < 1/1000)
MHoro peaku (< 1/10,000)

C Heu3BecTHa yecToTa {OT HAIMYHUTE JAaHHUA HE MOXeE Ja Objie HanpaBeHa OLIeHKa)

Tabmana 2. Hexke/1aHA peaknHH, Bb3 OCHOBA BAa JAHHH OT KJIHHAYAH NPOYYBAHHA H

NOCTMAPKETHHIOBHA ONIHT

TpanCaMHHa3

Cucremo- YecTh Heuecrn Penxkn Muoro peakn | C HeniBecTHa
OpraEeH KJac JEeCTOTA
HapyuieHus Ha TpombouuTo-
KpbBTa U MeHUA
nuMdHaTa
CUCTEMA
HapyineHus Ha Peakuuu Ha AHadunakra4Ha
MMYHHATa CBPBXYYBCTBHTEI peakLua
CHCTEMA HOCT,
BKJIFOUHTEJTHO
AHTHOEEM
HapyuieHus Ha 3axapeH
eHIOKPHHHATA anaber’
CHCTEMA
[Tcuxuyum Henpecus
HAPYILICHHS
HapyiteHusa Ha ['naBobonue IlonuHespona- |IlepudepHa
HepBHATa 3amMasHOCT THH HEBPOMATHA,
CHCTEMA 3aryba Ha HapyumeHna Ha
naMmeT ChHH
(BKITKOUHMTEAHO
6e3CcLHHE K
KOIIIMApH)
MuacTeHHs rpaBHC
HapyiieHus Ha MucTeHua Ha
OUMuTe OUHTe
PecnuparopHu, Kaunuua,
I'PLAHH U HucrnHes
MEAMACTHHATHH
HapyLIECHUS
CtoMaluHo- 3arnek [laHkpeaTuT Huapus
YpEBHH ["'apene
HapyIICHHA bonkn B
KOpeMa
XenaroOunnapHu YBenuueHu
HapyLIeHHA 4epHOAPOOHH




Hapyiuenus Ha Copbex CHHOpoM Ha

KOXKAaTa 4 O6pus Stevens- Johnson,

MOAKOXKHATA Yprukapus JlexapcTBeHa

ThKaH peakums ¢
€03UHO(PWIHA U
CHCTEMHU
CUMITTOMH
(DRESS)

Hapyurenvs Ha Munanrus Muonarus ApTpanrus HNMmyHOMequupaHa

MYCKYJIHO- (BKIIIOYHTENHO HEeKPOTH3HpaIllla

CKeJleTHaTa MHO3UT) MHOIATHA

CUCTEMA H Pa6aomuonnza YBpexaaHue Ha

ChEJUHHUTETHATA ynyc-noaoben CYXOXHIHUATA, BKII,

ThKaH CHHApPOM YCIIOXKHEHH ¢

PynTypa Ha pynTypa
MYCKYJIHTE

Hapyuienus Ha XeMaTypus

OBOpeumTe U

NMKOYHUTE

NbTHIIA

Hapyuwienuns Ha [ uHeKoMacTHA

BB3NPOU3BOAUTE

HATa CUCTEMA H

rbpaara

O6m AcTeHus Enem

HapyLI€HHS H

e(eKTH Ha

MACTOTO Ha

| IPHAOKEHHE

' YecTOTATa 3aBHCH OT HATMUHETO HIIH JIMACATA HA pUCKOBH (PaKTOpH (HHBO HA KPBHBHATA 3aXap Ha rajHo >
5,6 mmol/l, U'TM >30 kg/m?, yBenHYeHH TPUITTHLEPHIH, AHAMHE3A 32 XMIIEPTOHHMA).

Kakro npu apyru uHxuOontopy Ha HMG-CoA penykrasara, 4eCTOTaTa HA HEXKETAHUTE JIEKAPCTBEHH
PEAKUMH 3aBACH OT J03aTa Ha JIEKapCTBOTO.

EdexTn BLpxy On0pennTe: [Ipu naumeHTH, NeKyBaHH ¢ po3yBacTaTvH € HabnoaasaHa
NPOTEUHYPHA, YCTAHOBEHA NIPH U3C/IEABAHE C TECT-JIEHTH H KOATO € C NpeAMMHO TYOyJ/IeH Npoun3xoa.

B onpenenenu MOMEHTH OT iedyeHHeTo Npd <1% ot naumenTrTe Ha 10 mg u 20 mg u npu

npubnuzuTenno 3% oT nauMeHTHTE, NeKyBaHu ¢ 40 mg, ca HabnrogaBaHU IPOMEHU B U3CJIE€ABAHUATA
3a MPOTEHH B YPUHATA OT OTPHLUATENCH pe3yNTaT WiM Cleay 10 ++ WiH noeeye. HesHauuTenHo
OTKJIOHEHHE B MOCOKA OT OTPHLATENIEH PE3yaTaT HIH cieau KM + ¢ HabmogasaHo npy ao3a 20 mg. B
NOBEYETO CYYaH NPOTEUHYPHUATA HaMallABa WK H34€3Ba CMIOHTAHHO B NpoLeca Ha e4eHHeTo. Ot
nperieaa Ha JaHHUTE OT KIMHWYHHUTE MPOYYBaHUA U OT NOCTMAPKETHHIOBUTE NIPOYUBAHHUA JOCEra He
€ HACHTU(HIIMPaHa NPUUYUHHO-CNEACTBEHA BPBb3Ka MEXY IPOTEHHYPHUATA H OCTPO HIIH [IPOrPECUBHO
O01L0peuHo 3abonsBane.
[Tpu maiMeHTH, TCKYBaHU C pO3YBACTATHUH € HabMoAaBaHa XeMaTypHs, HO JAHHUTE OT KIIHHHYHHUTE
NPOYUYBAHHUA COUAT, Y€ € C HUCKA YECTOTA.

EdexTn BHPXY CKeJIeTHATA MYCKYJaTypa: Bb3aeHcTBHA BbPXY CKEIeTHATa MyCKylaTypa, Halp.
MHUAJITUA, MUONATHA {BKITIOYHTETHO MHO3HT) H, pAAXO, padbaoMuonmia, ¢ wix 6e3 octpa 6ubpeuna

HEAOCTAThYHCCT, Ca cbobinaBaHM IpH rNanrueHTH, JICKYBAHH C PO3YBAaCTATHH, 34 BCUYKH O3V

ocobeHo ¢ no3u > 20 mg.

YeenuueHue Ha HHBOTO Ha CK BCnencTBue Ha YBCJIHYCHHC HA A03aTa C HabnronasgheNp

MpHEMalLlH pO3YBACTATHH, ITOBEYCTO OT CJIYHAHUTE €4 JICKH, aCHMITTOMATHYHH H Iif I 2 gt

HuBoToO Ha CK ce nopruM (>5 nutu I'TH), neyeHuero Tpabea BpemeHHO Aa Obe

Touka 4.4).

K




Edextd Bopxy uepans Apo6: Kaxro npu npyru nuxuburopy Ha HMG-CoA penykrasara,
yBeJIHYEHHE Ha TPAHCAMMHA3MTE, CBBP3aHO ¢ JO3UPOBKaTa, € HabroJaBaHo NpH MabK Opoi
MalUeHTH, NPUEMALIY PO3yBACTATHH; MOBEYETO OT CIYHAHTE Ca JICKH, aCHMIITOMATHYHH W NMPEXOIHH.

CrnelHHMTE HEXEJIAHU JIEKAPCTBEHH peakiLiui ca HabniolaBaH! NPH HAKOM CTATHHU:

e Hapyiuenns Ha cekcyanHaTta QyHKUMA
e OrnenHH CyYam Ha HHTepcTHLMaTHa OenoapobHa Oonect, 0cobEHO 1IPpH MPOIBIDKHTETHO
neyeHue (BX. Touka 4.4).

OTuereHUTe YeCTOTH Ha PabIUMHOIN3a, CepHO3HE OBLOpeuHH chbOUTHA U YepHOApOOHH CBONTHA
(CBCTOSALLM CE TIABHO OT NMOBHILEHH YepHOAPOOHM TpaHCAMHMHA3H) Ca MO-BHCOKH NpH 1034 oT 40 mg.

IlennaTpuyHAa DODYJIANHS:

B KIMHKYHO NpOy4BaHE NPH JELA M FOHOLIH, MONy4aBallld pO3yBacTaTHH B PAMKHTE Ha 52 CEAMHILIH,
nopuLicHHe Ha kpeaTuHHH KnHasa (CK) > 10xI'TH, Mycky1HH CHMITTOMH Clie YIIPaXHEHHE WIH
NOBUINEHA (PH3NYECKa aKTUBHOCT ca HaO/MIOAaBaHH N10-YECTO B CPABHEHHE C KIIMHUYHM NPOYYBaHHA
[IpH BBL3PACTHH (BXK. Touka 4.4). B npyru oTHOWmeHHA NpodHia Ha O€30MaCHOCT Ha PO3YBACTaTHH €
CXOJleH NpH JIeLia H IOHOLIH, CPaBHEHO € Bh3PACTHH.

CroO0lI11aBaHe Ha MOAQ3UPAHU HEXKENAaHU PeaKIIK
CrofmaBaHeTo Ha NoA03HPaHN HeXKEJIaHH PeakLMH i€/l pa3pelliaBaHe 3a ynorpeda Ha JIEKapCTBCHUA

NPOoyKT € BaxkHO. TOBa NO3BONABA A NPOAB/LKH HabMOJEHHETO Ha CHOTHOLUICHHUETO NON3a/PHCK 32
NeKapcTBEHHA MPOAYKT. OT MEAUIIMHCKUTE CIIELIMATHCTH Ce H3UCKBa Ja cvo0IaBaT BCaKa
MOJO3MpaKa HeXKeJaHa peakuMa upe3 HaMOHalTHA CHCTeMa 3a chodliiaBaHe KbM HM3nbinaurenHaTa
areHIMs 1O JIEKApCTBaTa, Yi. ,,JlamsaH I'pyes” Ne 8, 1303 Codmus, Ten.: +35928903417, yebcairr:
www.bda.bg.

4.9 IIpexosnpane

Hama crnieundHuHO leyeHue B cay4aii Ha npenosupane. [Ipy npeaosupane naudeHTsT TpAdBa na ce
JeKyBa CHMITOMATHYHO M Aa C€ 3aMOYHaT NOALbPKALIM MEPKH criopel Hy»aara. Yepuoapobxara
¢yukuus v Husata Ha CK Tpa6Ba ga ce cneasat. Majko € BEpOSTHO XeMoaYalu3aTa Aa Obe OT MmoJi3a,

5. OAPMAKOJOTMUHU CBOUCTBA
5.1 PapmMakoaAHHAMHAYHHE CBOACTBA

dapmakoTepanesTHIHA rpyna: [JoHwKaBallll HUBOTO HA JIMITKAKTE areHTH, YHCTH, MHXHOHTOPH Ha
HMG-CoA penykrasara, ATC xoa: C10A AQ7

MexaHHu3IbM Ha AeHCTBHE

PosyeacTaTHH e celeKTHBEH U KOHKypeHTeH HHXubutop Ha HMG-CoA peaykrasaTta, CKOpocCT-
OrpaHHYABALIMAT €H3UM, KOMTO MpeBphLIa 3-XUAPOKCH-3-METHITYTAPHI KOSH3UM A B MEBAJIOHAT,
MpeKypcop Ha xoJiecteposia. OCHOBHOTO Bb3ACHCTBHE pO3yBACTATHH OKa3Ba BLPXY Y€pHHUA ApoD,
OpraHbT, B KOMTO C€ H3BBPLLIBA HAMAIABAHE HHBOTO Ha XOJIECTEPOII.

PosyBacTaTiH yBennuasa Opod Ha yepHoapoOHuTe LDL penientopH BbpXy KieThYHATA MOBLPXHOCT,
KATO 3aCUIBa NToeMaHeTo H KaTtabonusma Ha LDL u uHxubupa depHoapoOHaTa CHHTE3a H;
KaTo Mo TO3Y HauvH HaMajaBa obuusg Opoi Ha VLDL u LDL uyactuum.
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PosyractaTtun Hamangsa noeuuieHus LDL-xonectepon, o01us XosecTepon U TpUrivis e | ¥
nosuwasa HDL-xonectepona. Tofi ¢rsio nonmwkaea ApoB, HeHDL-C, VLDL-C, VNDL- ’: ‘f;



ypenuuaBa ApoA-I (Bwkre Tabauua 3). PozysactaTH noHuxkaea H crotHomeHueTo LDL-C/HDL-C,
obuy C/HDL-C u HeHDL-C/HDL-C u ApoB/ApoA-l.

Tabaana 3. OTroBop Ha J103aTa NpH NMALKHEHTH ¢ MbPBUYHA XHTIEpxonecTeponemus (tur Ila u IIb)
(KOpHrHpaH cpe/ieH MPOLEHT Ha MPOMAHA OT H3XOAHOTO HUBO)

Ho3a N LDL-C | O6m-C | HDL-C TG ncHDI- | ApoB ApoA-I
C
[Tnauebo 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 d
40 18 -63 -46 10 -28 -60 -54 0

TepaneBTHYHHAT eekT ce 3abend3Ba B paMKUTE Ha | ceaMuLia OT HA4YanoTo Ha JieyeHHeTo U 90% ot
MaKCHMAaNHHA OTTOBOP CE NMOCTHra a0 2 ceAMULIM. MakCHMaTHUAT OTrOBOp OOMKHOBEHO C€ NOCTHra

KbM 4-Ta CEOIMHIIA U CE nogaxepiKa CJch TOBA.

KnuauyuHa e(pHKaCHOCT H O6€30MacHOCT

Posysacratil e edeKTHBEH NMPH BH3PACTHHU JIMLIA CTPAJalli¥ OT XHIIEPXOIECTEPOAEMHS ChC WIH O€3
XUMEPTPUTTHLIEPUAEMHSA, HE3ABMCUMO OT pacoBa NPUHAMIEKHOCT, NIOJI HITH Bb3PACT U NPH
CMICUMATHH IPYIH KaTo JHabeTHLH WK MALIMEHTH ¢ GaMi/IHA XHIIEPXONIECTEPOIEMHAL.

O6o6menyTe AaHHM OT ¢asa Il Ha KNTHHUYHKTE NpOoyYBaHHA NOKA3BAT, Ye PO3YBACTATHH €
e(eKTHBEH MpPH JICYCHHE Ha TONsIMa YacT oT nauueHTH ¢ TH [la u IIb xunepxonecreponemus (cpeaHa
u3xoaHa ctoiHocT LDL-C okono 4,8 mmol/l) cnopen onpeaenenure ot EBponeiickata Ob1mHoOCT no
ATtepockiepo3a npuuenHu ctoifHoct (EAS; 1998); okono 80% ot nauuenture Ha 10 mg ca
JOCTHUTHANMH xenanute ctoiHocTH Ha LDL-C (<3 mmol/l) criopea EAS.

B eaHo obuimpHo npoy4BaHe, Ha 435 nalLMEHTH ¢ XETEPO3KUIOTHA (PaMIJIHA XHIIEPXOJIECTEPOJIEMHA €
Oun npunoxkeH posysactatiH or 20 mg a0 80 mg ro Moaena Ha popcHpaHO TUTpUpaHe. BecHuku no3u
ca rnokasanu dnaronpuaTeH €QeKT BbpXY JUMUAHWTE [10KA3aTEIH U U3JIeKYBaHE 0 TIPULICTHUTE
croiHocTH. Chesl TUTpHpaHe A0 AHEBHA f03a oT 40 mg (l1eueHue B NpoAb/DKEHUE HA 12 cCeaMHULIM),
LDL-C e 64a noHnwxeH ¢ 53%. 33% ot nauueHTHTE ca AocTUrHai¥ HuBara Ha LDL-C, kakTo ca
npenopbyano cnopea EAS (<3 mmol/l).

B enHo oTBOpeHO NpoyusaHe ¢ PopcHpaHO TUTPUPAHE Ha 03aTa nNpH 42 nauyeHTa (BKIFOUHTENHO 8
neAMaTpPHYHH TAIMEHTH) C XOMO3UIOTHA PaMWIHA XUNEPXONECTEPOJIEMHS Ca OTUETEHH pe3y/ITaTHTe

ot npueMane Ha 20 - 40 mg posypactaTuH. B obuwara nomynauus cpeaHoro noHmxenye Ha LDL-C ¢
22%.

[Tpu KITHHHMYHM H3MUTBAHUA C OrpaHMyeH OpOH NMaLMEHTH pO3YBACTATHH MOKa3Ba a[UTHBHA
e(PHKACHOCT IIPH HaMaJIABaHe Ha TPUIJIMLIEPHANTE, KOraTo € NpHeMaH B KoMOnHalms ¢ peHodpudpar U
yBeJM4YeHHe Ha HUBOTO HA HDL-C B koMOuHaums ¢ HHaumH (Bx. Touka 4.4).

B eaHo MHOrOLIEHTPOBO, ABOWHO Ciigno, Iauebo-koHTponupaHo npoyusase (METEOR), 984
naLMeHTH Mexay 45 1 70 roauiiHa Bh3pacT ¢ HHCBK PHCK 38 HCXEMHUYHA D0NeCT Ha CHPLIETO

(aeduHuparo karo Framingham puck <10% 3a 10 rogunu), cec cpeauu LDL-C 4,0 mmo;
mg/dl), Ho ¢b¢ CYOKTHHHYHA aTEPOCKIEpO3a (YCTAaHOBEHa Ype3 H3IMEPBaHE Ha Cam
Thickness) 0Axa panpomusvpaHy Ha 40 mg po3yBacTATUH BEQHBXK AHEBHO WIH rm
PosyBacTaTHH 3Ha4uMTENHO 3a0aBH nporpecuara Ha MakcumanHoTo CIMT Ha BCHufh
KapOTHAHHUTE apTepyd B cpaBHeHHe ¢ muauebo -0,0145 mm/roauna [95% nosep
0,0196, -0,0093; p<0,0001]. [IpoMsaHaTa CrIpAMO HM3XOAHUTE CTOHHOCTH 3a po3yBat
0,0014 mm/roauna (-0,12%/roauHa [HecMrHU(pUKAHTHO]) B CpaBHEHHE C IUIauebo
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nporpecus ot +0,0131 mm/roauna (1,12%/roguna [p<0,0001]). He e nemoncrpupaHa qupekTHa
B3aKMOBpBb3Ka Mex Iy noHmwkeHuero Ha CIMT nuBaTta H NOHKHKEHHUA PHCK OT ChPACHHOCHAOBH
cp6uTHs. [Tormynanuara B npoyusadeto METEOR e ¢ HUCBK pHUCK OT HCXeMHYHA 00JIECT Ha ChPLETO
U He € MpeACTaBUTE/IHA 3a TapreTHaTa Nomynauus Ha posysactatud 40 mg. JloaupoBkara ot 40 mg
Tp4A0Ba Ja ce MPEANHUCBa CaMo NMPU NALMEHTH € TEXKA XHIIEPXOJIECTEPOJIEMHS ¢ BUCOK

CbPAECYHOCHAOB PUCK (BX. TOUKa 4.2).

B npoyusanero “O6ocHOBKa 3a ynorpedaTa Ha CTATHHH NPH MbPBHYHA MPEBEHLIHA:
MHTEpPBEHLIMOHAIHO NPOYHBaHe 3a oleHKa Ha posyBacTaTuH”’ (JUPITER) e ouexeH edexra Ha
PO3yBACTATHH BBPXY MOABATA HA rOJIEMH aTEPOCKICPOTHYHH ChPACYHOCHAOBH HHIIMAEHTH IPH
17 802 Mbxke (=50 roaunun) u keHu (=60 rooguHH).

Y4acTHHLIMTE B H3CJICABAHETO ca paHAOMHU3HpaHy Ha rniauedo (n = 8901) unu posysacrarus 20 mg
BeAHEXK AHEeBHO (n = 8901) 1 ca npocyieaeHH 3a cpeiHa NPOABLKHTENHOCT OT 2 FOJAUHM.

KoHuenTpaumaTa Ha LDL-xonecrepon e HamaneHa ¢ 45% (p <0,001) B rpynara Ha po3yBacTaTHUH B
CpaBHEHHME C rpymnarta Ha Iutanebo.

B post-hoc aHanu3 Ha BUCOKO PHCKOBA NOArpymna MaiMeHTH ¢ H3XO0JHO HHBO Ha PHCK Framingham >
20% (1558 nuua) ce HaOnmioaaBa 3HAYHTEIHO HAMaIABaHe B KOMOMHMpaHaTa kpalHHa TOYKa Ha
CHPACYHO-CHIOBA CMBPT, HHCYAT ¥ HHOApKT Ha MUokapaa (p = 0,028 ) npu nieueHue ¢ po3yBacTaTuH,
B CPaBHEHHME ¢ ruianeto. AGCOMIOTHOTO HAMAISIBAHE Ha PUCKA B YECTOTaTa Ha HHUMAaeHTUTe Ha 1000
nauMeHT-roguHy, e 8,8. Obmara cMBEPTHOCT € HEMPOMEHEHA B Ta3H BUCOKO PUCKORA rpyna (p =
0,193). B post-hoc ananu3 Ha BUICOKO PHCKOBa noarpyna nauueHTH (oduo 9302 nuua) ¢ u3xoano
HuBo Ha pucK SCORE >5% (ekcTpanonauus na ce BKAKOYAT JiMLA Had 65 roauMHM) ce Habmoaasa
3Ha4YUTEIHO HaManaBaHe B KOMOHHUpaHaTa KpaiiHa TOYKa Ha ChpACUHO-CHA0BA CMBPT, HHCYIT H
uHdapkT Ha MHokapaa (p = 0,0003) npu neveHue c po3yBacTaTHH, B CpaBHEHHE C IU1aLedo.
AOCOmOTHOTO HAMAIABAHE HA PHCKA B YeCTOTaTa Ha UHHMACHTHTE € 5,1 Ha 1000 nauneHT-roaqHHM.
O611aTa CMBPTHOCT € HETPOMEHEHa B Ta3H BUCOKO pHckoBa rpyna (p = 0,076).

B npoyuranero JUPITER e umano 6,6% ot nauneHTuTe Ha po3yBacTaTHH M 6,2% Ha mauebo, KoHuTo
ca NPeyCTAHOBWIH H3MOJI3BAHETO HA M3MHTBAaHWA 1EKAPCTBEH NPOAYKT, NOpaaH HeXeNaHH CrOuTHS.
Haii-uecTrre HeXeNaHH CHOUTHA, KOMTO €a AOBEJIM 0 NPEKpaTIBAHE Ha JICHEHHETO ca: MHAJIIHA
(0,3% posysacraTuH, 0,2% ¢ mnauebo), kopemHa donka (0,03% pozysacratih, 0,02% miauedo) u
obpus (0,02 % posysacratnh, 0,03% nnauebo). Haii-uecTure HexkenaHy peakuu ¢ No-roisma WiH
paBHa 4ecTOTa CIpAMO 1auedo ca nudeKUHu Ha NUKouHHTe IpTHILA (8,7% posyBacTtaruH, 8,6%
waue6o), Hazodapuurut (7,6% posyBactatuH, 7,2% nnaunedo), 6onku B repba (7,6% polysacTarHH,
6,9% nnauebo) u muanrus (7,6% po3ypacTtaTuH, 6,6% mnauebdo).

[leanaTpuyHa nonyJaauus

B nBoiiHO-CNATNIO, pAHAOMH3HUPAHO, MYJITHLIEHTPORBO, INaLe00-KOHTPOAKPAHO, 12-ceAMUYHO
npoyuBane (n = 176, 97 mbxe u 79 xxenn), nocneapado ot 40 ceamuuno (n = 173, 96 Mmbuxe u 77
’KeHH) OTBOPEHO NMpOy4YBaHe ¢ ¢a3a HA TUTPUpaHE Ha J103aTa PO3YBACTATHH, MMaLHEHTH Ha 10-17
roauHH (II-V ctenen no TaHep, xeHu rioHe | roauHa cliell MbpBa MEHCTPYALIMA ) C XETEPO3UTOTHA
¢daMHITHA XMIIEPXONECTEPOJIEMHA Cca NOMy4YaBaly po3yBacTaTH 5, 10 unu 20 mg nHeBHO wiH mauebo
3a 12 ceAMHULM, CJIe KOETO BCHYKH ¢a MOJyYaBaJIM BCeKH IEH pO3YBAaCTaTHH B Mpoab/LKeHHE Ha 40
ceamMuld. B npoyuBaHeTo okono 30% ot mauueHTHTE ca OMnH Ha 10-13 rogunu m okosno 17%, 18%,

40%, a 25% ca 6unu 11, 111, IV u V crenen no Tanep.

LDL-xoaecteponsT € noHwkeH ¢ 38,3%, 44,6% u 50,0% ot posysactaThH 5, 10 u 20 mg, CLOTBETH(
B cpaBHeHue ¢ (,7% 3a niauedo.

B kpas Ha 40 ceAMHYHOTO OTBOPEHO NPOYYBAHE C THTPUPAHE HA [03aTa 10 MAKCUMYN\
gHeBHO, 70 ot 173 naunentu (40,5%) ca nocTurHany HuBa Ha LDL-xonecrepon no-
mmol / 1.

Cnen 52 ceqMH4HO NpoyuBaHe He € HaOroaBaH eeKT BLpXY pacTexa, rernoro, U'TM



cb3parane (Bx. Touka 4.4). Tora npoyusaHe (n = 176) He € NOAXOAKMIO 32 CPABHECHHE HA PEAKHTE
HeXXeIaHHW JIeKapCTBEHH peakUHH.

PozyBacTaTHH € 6un npoy4yBaH NMpHU €AHO 2-TOAHIIHO, OTBOPEHO NIPOYy4BaHe ¢ TUTPHpPAHE JO JKelaHaTa
no3a np 198 neuia ¢ xerepo3uroTHa paMmiHa XMNEPXOIECTEPOIEMHA Ha Bb3pacT MexXIy 6 v 17
roavHH (88 momuetra v 110 momuuera, craauit no Tanep <II-V). HayannaTta aosa npyu BCHUKH
NMalMeHTH € OWna 5 mg po3yBacTaTHH BeAHbXK AHEBHO. [1py nauueHTHTE HA BB3pacT 6-9 roqHHH
(n=64) go3ata e 61na yBenn4aBaHa g0 MakcuMyM 10 mg BeAHBK JHEBHO, a IMpH MauueHTHTE oT 10 10
17 roounu (n=134) no He nopeue ot 20 mg BEAHBX AHECBHO.

Cnexn 24 Mecena JIeueHHE ¢ pO3YBacTATHH, CPEAHUA MPOLEHT Ha LS NOHHXEHHETO B NPOLICHTH
cripaMo u3xoaHata croifHoct Ha LDL-C e 6una -43% (u3xoaHo HuBo: 236 mg/dl, na 24 mecew: 133
mg/dl). BbB BciAka BB3pacToBa rpymna cpeHHs MPOLEHT Ha LS NoHWKEHHETo B NPOLEHTH CIIPAMO
usxoaHata croifHocT Ha LDL-C e O6mna -43% (u3xoaHo HuBo: 234 mg/dl, na 24 meceu; 124 mg/dl), -
45% (u3xoaHo HuBO: 234 mg/dl, Ha 24 meceu: 124 mg/dl), and -35% (u3xoauo HuBO: 241 mg/dl, Ha
24 mecenl: 153 mg/dl) 3a cvoTBETHHTE BB3pacToBM rpynH ot 6 no <10, ot 10 no <14, u ot 14 no <18
FOAWHHU.

PoayBactatul 5 mg, 10 mg 1 20 mg ca noBenH 00 CTaTHCTHYECKH 3HAYHMH NIPOMEHH CNIPAMO
H3XOJHHUTE HUBA H NPH CIEAHUTE BTOPUUHH JIMITMAHK K THNONpoTeHHHM nokaszatenu: HDL-C, TC,
non-HDL-C, LDL-C/HDL-C, TC/HDL-C, TG/HDL-C, non-HDL-C/HDL-C, ApoB, ApoB/ApoA-1.
Tesu npoMeHHn ca 611K BUHAIM B MOCOKA KbM NOACOpEHHE HA JIMITUIHHUA OTFOBOD U c€a C€ 3aabprKai
MOBEYE OT 2 TOAUHH.

He e yctaHOBeH eekT BBPXY pacTexa, Ternoro, BMI Minu nonosoTo ce3psapane cnea 24 Mecela Ha
neveHue (BUx 1.4.4).

Po3yBacTaTHH € Npoy4YeH B paHAOMH3HPaHo, IBOWHOCANO, MU1aueb0-KOHTpOAUpaHO, MHOTOLEHTPOBO,
KPBCTOCAHO MPOYYBaHe ¢ 1033 2() mg BeaHbXK AHEBHO, CIpAMO auebo npy 14 neua u KOHOLIM (Ha
Bb3pacT oT 6 1o 17 roguHu) ¢ XOMO3UroTHa paMiHa xunepxonecreponemus. [IpoyusaHero BnoyBa
aKTHMBHA 4-CeIMUUHA BCTHIUTEIIRA (pa3a Ha AKETA, MO BPEME HA KOATO MALMEHTUTE Ca JICKYBAHU C
posyBactatud 10 mg, efHa KppcTOcaHa ¢a3a, KOSTO BKIIOYBA MEPHOL OT 6-CEAMHYHO JICYECHHE C
po3yBactaTHUH 20 mg, rnpellecTBaHa WiM NocaeapaHa oT 6-ce IMHYHO JieveHHe ¢ Ianedo U
noaabpxaila |2-ceaMuUHa ¢asa, npe3 KOATO BCUYMKHU NMALMEHTH ¢a JIEKYBaHH C po3yBacTaTHH 20 mg,
[laupeHTHTE, KOUTO NMOCTBIBAT B POYUYBAHETO Ha TEpanui ¢ €3eTUMHO UK adapesa, Npoab/uKaBar
NEYEHHETO CH NPeE3 LIENTHA NEPHOI HA TPOYYBAHETO.

Cratuctruieck cHuringukanTro ( p=0,005) samanenue Ha LDL-C (22,3%, 85,4 mg/dL. unu 2,2
mmol/L) ce Habnronaea ciex 6 ceaAMMLM Ha Je4eHHE ¢ posysactaTul 20 mg, B cpaBHEHUE ¢ r1auebo.
CraTHCTHUYECKH 3HAYHMH HamaneHua B obwus xonecrepon (20,1%, p=0,003), neHDL-C (22,9%,
p=0,003) u ApoB (17,1%, p=0,024), ca nabmopasanu. [lonwkaeane crlo ce HabaOaaBa NMpu
Tpurayuepunure, ckotHoweHnata LDL-C/HDL-C, 06w C/ HDL-C, ueHDL-C/HDL-C u
ApoB/ApoB-I cnea 6 cenMULH Ha leyeHHe ¢ po3yBacTaTHH 20 mg, B cpaBHEHHE ¢ 1L1auedo.
Hamanennero Ha LDL-C cnen 6 ceaMHLIM Ha jieyeHHe ¢ po3yBacTatiHH 20 mg, nociaeaBaHo oT 6
CeIMHLIM Ha JieyeHue ¢ rU1auedo, ce 3ana3sa B paMKUTE Ha 12-CeAMUYHO HEMPEKBHCHATO JICUEHHE,

EnuH naunueHT € UMas no-HaTtaTsIIHO noHmkasade Ha LDL-C (8,0%), O6m-C (6,7%) u ne-HDL-C
(7,4%) cnen 6 ceamuuHO NedyeHHe ¢ 40 mg ciiea NOBMIlLABAHE Ha J03aTa.

[o BpeMe Ha pa3IHPEeHO OTBOPEHO NMpOYYBaHE, NMPU 9 OT TE3HW NMaUKUEHTH Ha 20 mg pO3yBacTaTHH 3a
He noeede oT 90 ceamuuy, HamMansBaHeTo Ha LDL-C ce 3anasea B pamkure Ha -12,1% a0 -21,3%.

[Ipu 7-Te OLICHABAHM J€LIa ¥ FOHOLM (Ha Bb3pacT OT 8 10 17 roauHM) ¢ XOMO3UIOTHA Ay
XHIEPXO0AeCTEPONEMHUA, OT OTBOPEHOTO Npoy4BaHe ¢ GOPCHPAHO TUTPUPAHE (BHK MG-EOK
npoueHTHOTO noHwxkeHue Ha LDL-C (21,0%), obu C (19,2%) nu neHDL-C (21,0%
HHBO cliea 6 ceAMULIM Ha JIEYEHHE ¢ pO3YBACcTaTHH 20 mg € B ChOTBETCTBHE C TE3H, Hal




NOCOYEHOTO MO-rope MPOoy4BaHe NMPH AeLa U FOHOLU ¢ XOMO3HI'OTHA (paMWIHA
XUMEPXOJIECTEPONEMHSL.

EpporneiickaTa areHuHs No JIEKapcTBaTa 0CBOOMKAaBa OT 3aJB/DKEHHETO 33 NPEIOCTABAHE Ha
pe3yJITATHTE OT NPOY4YBaHHUATA C PO3yBacTaTHH BbB BCHUYKH NOATPYNH Ha NeAHaTpHYHATa MOy aLys
3a JICYEHUETO Ha XOMO3HWIoTHA paMHITHA XHITEPXOJIECTEPOIEMHA, MBPBUYHA KOMOMHHUpPaHa (CMECCHA)
OMCIMIMHAEMHS H 3a NIPEANA3BaHe OT ChPAEUYHO-Ch0BH HHUMACHTH (BIK TouKa 4.2 3a HH¢opMaumA
OTHOCHO ynotpe0a B NEQUATPHUATA).

5.2 PApMAKOKHHETHYHHE CBOHCTBA

AbcopOums: MakCUMAaTHH IUTa3MEHH HUBA C€ JOCTHraT NPUOIHIUTENHO 5 Yaca Cliel EPOPaHO
npueMaHe. AbcontoTHata OMOHANHYHOCT € NpUOIH3IHTENHO 20%.

Paznpenenenne; Po3yBacTaTHH ce MoeMa OCHOBHO OT YepHHs Apo0, KOMTO € OCHOBHOTO MACTO Ha
CHHTe3upaHe Ha xonecrepona M orgensHe Ha LDL-C. O6eMbT Ha pasnpeaensHe Ha po3yBacTaTHH €
npubnusuTenHo 134 |. PosyBacTaTuH € CBBp3aH C IUIa3MEHHATE NPOTEHHH, NMPEAUMHO aNOyMHHa,
npudausutenHo 90%.

Brorpancdopmanaa: MeraGonusmMbT Ha po3yBacTaTHH € orpaHu4eH (npudnusurenHo 10%). In vitro
NpOy4YBaHHA HA MeTa0OIH3MA ¢ M30JI3BAHE HA YOBEIUKH XEMAaTOLMTH 11OKa3BaT, Ye pO3yBacTaTHH €
cnab cydcrpar 3a uuroxpoM P450 obycnoeen MetabonuzbsM. CYP2C9 e 0OCHOBHUAT H30€H3UM, KOWTO
yuacTBa B MeTa0onu3Ma Ha po3yBacTaTuH, a 2C19, 3A4 n 2D6 yuyacTBaT B No-Majka CTENEH.
OcuoBHUTe MeTabonuTH ca N-me3MeTun 1 JakToH. N-ae3sMeTin e okono 50% no-Manko akTHBEH B
CpaBHEHHE ¢ pO3yBACTATHH, IOKATO JAKTOH C€ CYHTA 3a KITMHUYHO HEaKTUBEH. Po3yBacrarud
onpenens noeeue or 90% ot akTuBHOCTTa Ha LMpKyaupatuas HMG-CoA nnxudburop Ha peaykrasara.

Enumunupane: [Tpubmusurenno 90% ot posyBacTaTvH c€ eTMMHUHHUPAT HEIIPOMEHEHH C (PEKATUHTE
(cneToAIM ce ot abcopOupano 1 HeabcopbupaHo aKTHBHO BELLIECTBO), KATO OCTAHAMATA HYacT ce
eKckperrpa ¢ ypuHaTta. Okono 5% ce exckperupa HenpoMeHeH B ypuHata. [Ina3MeHHAT NOMYy>KUBOT €
okosio 19 yaca. EMTHMHHALMOHHMAT MOJYKHBOT HE C€ YBeJIMYapa IpU no-BUCOKHU A03M. CpeJHHUAT
[1a3MEH KITUPBHC € npubnusutento 50 nutpa/yac (koedpuumeHT Ha BapHabuwiHocT 21,7%). Kaxto
npu apyru HMG-CoA uHxHOHTOpH Ha peaykTa3zaTa, YepHOOPOOHOTO NMoeMaHe Ha po3yBacTATHH
BKJIOUBa MeMOpaHHuA npeHocuTen OATP-C. Toan npeHocuTen e BaxkeH 3a 4epHOAPOOHOTO
€JTUMHHHPAHE Ha PO3YBaCTaTHH.

JIage#iHocT: CHCTEMHATA €KCIO3HLIUA HA PO3YBACTATHH C€ YBENIUYABA MPONOPLHUOHATIHO Ha
npueMaHarta ao3a. HaMa npoMsHa BLB (papMaKOKMHETHUUHUTE NMapaMeTpH MPU MHOTOKPATHO
JO3UpaHe.

CroenmanHy nomynalmu

Bw3pacm u noa: Brapactra WiH NoiabT HAMAT KIHHAYHO 3HAYMM €(DEKT BbpXY (hapMaKOKKWHETHKATA
Ha PO3YBACTATHH MPHU BB3PacTHH. ExcriozMumMATa NpH Aella U MOAPACTBALIM C XETEPOIUTrOTHA
dbaMHIHA XHITEPXOJecTEPOIEMHUA U3MEKaa € Nogo0Ha WM MO~-HUCKA OT Ta3H MPU Bb3PACTHU
nauMeHTH ¢ aucaumuoeMus (Bx. "[leanarpHyHa nomyjaLuMa’ nMo-aoay).

Paca: ©apMakOKMHETHYHUTE NMPOYYBAHHUA MOKA3BaT, Y€ NPH MHAMBUAY OT a3MaTCKaTa paca (AMOHLM,
KMTaMIM, GUITHNUHIE, BHETHAMLM M KOPEHLIH), ce Habnoaara ABYKpaTHO NOBULLIABAHE B CpeHATa
AUC u Cpax, OTKOAKOTO NPH HHAWBHAHK OT KaBKa3KaTa paca; NPH WHAMKLM € HalMLE NOBMIIARaHE Ha
cpeaHata AUC u Cpax 1,3 meTH. EAMH nomynauMoHeH ¢$apMaKOKHHETHYEH aHAMIK3 MOKA3Ba, Ye MEeXay
HHIHBUAMTE OT KaBKa3KaTa U OT YepHAaTa paca HAMa KITHHHUYHO 3HAYUMH PasIHiMAL.

L

bvbpeuno yepescoane: B eqHO npoy4BaHe Ha JiMla C pa3iMyHa CTerneH Ha 6p0ped
JIeKOTO A0 yMepeHo ObOpedHO 3a00IBaHE HE € MOBIIUAIIO IIa3MEHHUTE KOHLIEHTP
pPO3yBACTATHH HJIH Ha HeroBMsa N-ae3merwaMeradbonuT. JIHLa ¢ TeXKKO yBpeKaaHe




A0OpoBOJILK U 9 MBTH NO-BUCOKA KOHLIEHTPaLMA Ha N-ae3Merunmerabonura. PapHOBECHHUTE
[U1a3MEHH KOHUEHTPaLHH Ha pO3YBAaCTATHH IPH NALKMEHTH HAa XeMOAHAJIH3a ¢a NpUbnusuTento 50%

Mo-BUCOKH B CPaBHEHHME CBC 3apaBu 106poBoLH.

Heproopobro yspescoane: B enHO Npoy4BaHe Ha LA ¢ Pa3NWUHA CTEMEH Ha YEPHOAPOGHO
YBpEXIaHE HE Ca NOJyHeHH NaHHH 33 NOBHLIEHA €KCNO3HLMSA Ha PO3YBACTATHH IPH NMALHEHTH C
pesynrar Child-Pugh 7 win mo-unchbk. Benpexs Tosa, npu ABama nauuenTH ¢ pesyatat no Child-
Pugh 8 n 9 cuctemHaTa ekcno3unus e 61una ypenuueHa Haii-Manko 2 IMbTH B CpaBHEHHE C JIMLA C
no-uuckk pesynrar no Child-Pugh. Hama nannu 3a naimenty ¢ pesynrar no Child-Pugh uan 9.

I'enemuuen nonumopghusem: Jucnosuunara Ha HMG-CoA peaykrazHute HHXHOUTOpH,
BKIITOUMUTENTHO pOo3yBacTaTHH, Bkmousa OATP1B1 n BCRP tpaHcnopTHU npoTeuHH, KOOHPAHH OT
SLCOIBI ren (OATP1B1) u ABCG2 ren (BCRP). HakoM BapHaHTH Ha Te3u reHH KaTo
SLCOIB1 ¢.521CC v ABCG2 ¢.421 AA ca cBbp3aHu ¢ MpUBAusuTenHo 1,6 MbTH Mo-BHCOKA
ekcno3uitia (AUC) Ha po3yBacTaTHH UM 2,4 NbTH MO-BHCOKA €KCMO3ULIMSA, CHOTBETHO, B
cpaBHenue ¢ reHotunoBeTe SLCOIBI ¢.521TT wnu ABCG2 ¢.421CC. IIpu nauueHTH, 3a KOHTO €
H3BECTHO, 4¢ UMaT Takusa reHoTunoBe (SLCOI1B1 ¢.521CC wnu ABCG2 ¢. 421AA), ce

npenopbYBa Mo-HUCKa AHesHa no3a CysacTop.

[Teouampuuna nonynayua: J{se dapMakOKMHETHUHU NPOYYBAHHS C PO3YBACTATHH (MpUeMaH Kato
TabneTKK) Npy NeMaTPUYHY MALMEHTH C XETEPO3UroTHA aMHUIIHA XMNEPXONECTEPOIEMHS Ha
Bb3pacT oT 10 10 17 roauHu uiau 6-17 roqunu (06wo 214 nauueHTH) nokasea, 4e eKCno3uIHATA [pH
NNEAHATPUIHU NAUMEHTH U3MIIEKa CPABHHMA WK M0-C1aba OTKONKOTO €KCIO3HIIMATA IPH BL3PACTHH
nauHeHTH. EKCRo3HIiMATa CipAMo po3yBacTaTHH € 61ila NpeaBHAMMa MO OTHOLIEHHE Ha N03aTa H
BPEMETO B NMPOABIKEHHE Ha 2 TOAHHH.

5.3 IlpeakNHHUYHYA JaHHR 32 Oe3omacHOCT

[IpeakauHUUHMTE NaHHK HE MOKA3BAT CIEUH(HYEH PUCK B3 OCHOBA Ha CTAHAAPTHHTE [MpoyuYBaHMA 3a
6esonacHa ¢apmakonorud, FeHOTOKCHYHOCT H KaHLEeporeHeH norenuman. CrnenududaHU TecToRe 3a
etpexti BLpXy hERG He ca oueHsBaHN. B KiMHHYHK MPOYYBaHUA He ca HAGMIOAABAHN HEXeIaHN
peakUHH, HO Ca PErHCTPHPAHH NMpPH )KHBOTHH NPH HUBA HA €KCHO3HLMA O/TM3KH 10 KIIMHUYHHTE HHBA
Ha EKCMO3HLMA U Ca KaKTO CiiefBa: B npoyyBaHHs Ha TOKCHHHOCT NPU MHOTOKPATHO TIPUIIOKEHHE ca
HabNIOAaBaHY XHCTONATONOTHYHH TPOMEHHU Ha YePHHUA AP0, Hal-BEPOATHO AbJIKAIIHN CE Ha
¢apMakoIOorHuHOTO AeiiCTBIE HAa PpO3YBAaCTaTHH MPH MHILIKH, TUTbXOBE U B NO-Ma/lKa CTENeH edeKTH
BbPXY HITBYHAR MEXYP NPU Ky4€Ta, HO HE W NpH MaiMyHHU. B nonbiHeHne, Npu BUCOKM J03H €
HabntonaBaHa TOKCHHHOCT BbPXY TECTUCHUTE NPU MAMYHH M Kyuera,

PenposykTueHa TOKCHYHOCT € Guna H3sBeHa NpH IUTHXOBE C HAMATIEHHTE Pa3MepH, TEr/10, KAKTO U 110
HaMalieHaTa MPeKNBAEMOCT Ha MaJlkHTe, HabnmoaaBaHH OpY TOKCHYHH 3a MalikaTa A03H NPH
CHCTEMHA EKCMO3ULIMA HAKONKO NMbTH HAJ HHBOTO HA TEPANEBTHYHA €KCIIO3MIHA.

6. DAPMALEBTHYHH TAHHHU
6.1 CHnHChbK HA TOMOIIHATE BeHIeCTBA

Tabaerkara cbabpxa:

JlakTo3a

Cunuuunes JUoKcUI, KonouaeHd 6e3BoaeH
Cuinduurpana MUKpOKpUCTaNHa LEAYN03a
LlapeButino HHlecTe

Tank

Harpues creapundymapar

Iloxpurhe na rabnerkara:
XurnpoMenosa

Manuton E 421




Maxporon 6000

Tank

Turanoe gpuokeua E 171

XKenezeH oxcua, KkbiaT E 172

XeneszeH okcun, yepseH E 172

6.2 HechrBMECTHMOCTH

Henpuwioxumo

6.3 Cpok HA FTOTHOCT

2 TOAVHHU

Cpox Ha roaHocT cneq mepeo oTsapaHe Ha HDPE Oytuikara: 100 aum.
6.4 CoennajiHH YCJIOBHS HA ChbXpPaHEHHE

Jla ce cexpaHaBa B OpUIMHAJIHATA OMAKOBKA, 34 Ja Ce Npeana3u OT Biara.

6.5 JlaHHAH 32 ONAKOBKATA

dunmupadure Tabnerku ca onakopanu B OPA/Alu/PVC/Alu 6iucrepn unu B 6yminku ot HDPE ¢ PP
Karayka H CYIIUTEJ CHJIMKAres, NocTaBeH! B KApTOHEHA KyTHA.

Buaoee onakoBKH:
Baucrepu: 7, 10, 14, 15, 20, 28, 30, 42, 50, 56, 60, 84, 90, 98, 100 pnamupanu TabneTKy
Bytunka: 30, 100 punmupatu TabneTku

He BcHuk# 8HA0BE OMAaKOBKK Morat fa 6bxaaT nmycHaTH B npoaaxoa.
6.6 CrnenmaHH NPeANA3ZHE MEPKH NPH H3XBLDJIAHE
Hsma cnenuaniy W3UCKBaHHA.

Hen3mon3BaHHAT EKapCTBEH MPOAYKT MAM OTNAABLYHHTE MaTEPHAIH OT HEro Tpsabpa fa ce
M3XBBPJIAT B ChOTBETCTBUE C MECTHUTE H3UCKBAHHA.

7. IMMPUTEXATEJI HA PASPEIIEHHETO 3A YIIOTPEBA

Sandoz d.d.
Verovskova 57,
1000 Ljubljana,
Cnosenus

8. HOMEP(A) HA PA3PEIIEHUETO 3A YIIOTPEBA

Cyaacrop 5 mg: 20100591
Cysacrop 10 mg: 20100488
Cy3zactop 20 mg: 20100489

9, JATA HA NIBPBO PA3ZPEIIABAHE/IIONHOBABAHE HA PA3REL
3A YIIOTPEBA

IaTa Ha mbpBo paspewasade: 23.09.2010




JlaTa Ha nocneano noaHorseaue: 06.08.2021

10. JNATA HA AKTYAJIMIHPAHE HA TEKCTA

01/2026




