KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA

.  MME HA JEKAPTCBEHHS NMPOJYKT Y, e
- KO0 0 /e / N0
Poma3zuk 15 mg ¢punmupanu tabnerku

Pomasuk 30 mg ¢punMupasu TabneTku ; // 3_;"‘.-( 11-02- 2026

Romazic 15 mg film-coated tablets
Romazic 30 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Pomasuk 15 mg punMupanu TabneTku: Bcaka Tabnerka cpabpxa 15 mg po3yBacraTuH (rosuvastatin),
(kaTo po3yBacTaTHH Kalluii), (as rosuvastatin calcium).
Pomasuk 30 mg ¢punmupanu TabneTku: Bcaka Tabnerka ceabpixka 30 mg posyBacTaruH (rosuvastatin),
(kaTo po3yBacTaTHH Kajnuui), (as rosuvastatin calcium).

Romazic 15 mg film-coated tablets:
[ToMOLIIHO BELIECTBO C M3BECTHO JAEWCTBHE: JIAKTO3a MOHOXHIPAT.

Pomaszuk 30 mg punmMupanu TabneTku:
[ToMOLIIHO BELIECTBO C U3BECTHO AEUCTBUE: JAKTO3a MOHOXHAPAT.

Poma3suk 15 mg punmMupanu Tabnetku: Beska tabnerka cpabpka 124,717 mg nakro3a MOHOXHAPAT
Poma3suk 30 mg ¢punmMupanu Tabnerku: Bcaka Tabnerka cbabpxka 249,435 mg nakro3a MOHOXUpaT

3a MBJIHUA CITUCHK HA NOMOILHUTE BELIECTBA BUXKTE TOYKaA 0.1

S JIEKAPCTBEHA ®OPMA

®unmupana TabneTka

Poma3suk 15 mg punMupanu tabnerku: 6enu Wik nout 6enu, MpoabJroBaTH U ABOHHOU3MBbKHAIH
¢unMupanu TabneTku, rpaBupaHu ¢ 15" oT enHaTa cTpaHa.

Pomasuk 30 mg dpunmMupanu tabnerku: 6enu Wik noutu 6eau, mpoabAroBaTH U IBOHHON3MBKHAIH
¢unMupanu TabneTku, rpasupaHu ¢ 30" OT eiHaTa CTpaHa U C AeJIMTEIHA YepTa OT Apyrara.
Tabnerkata Moxe aa Obae pa3aeneHa Ha paBHU J03H.

4. KIHUHHUYHHU JAHHHU
4.1 TepaneBTHYHH NOKa3aHHA

JIeyeHHue Ha XUNEPXO0IEeCTePOJIEMUS

Bb3pacTHH, MIaaexy U aena Ha WK Haa 6-roaMilHa Bb3pacT C MbPBUYHA XHUIIEPXOIeCTEpOIeMHs
(tun Ila) unu cMecena qucnunuaeMus (tun I1b) karo mob6aBka kbM aAueTaTa, KOrato pe3yJTarbT OT
AueraTa ¥ Apyru HeapMaKoJIOrHuYHH MepKkH (Hanp. GU3MYecKUTe yrpaKHEeHHUs, HaMaJIsBaHe Ha
TErJa0TO) HE € 3a10BOJIUTEJIEH.

BB3pacTHH, MJIAIeXKH M A€l Ha WK Haj 6-roMiIHa Bb3pacT ¢ XOMO3MroTHa paMmuHa
XHIEPXOJIECTEPONEMHs KaTo nobaBKa KbM AHETAaTa, KAKTO U C APYTO JUITHIONOHMKABALIO JIEYSHHE

(manp. LDL adepe3a) unu korato ToBa JiedeHHE HE € MOAXOAALLO. :“*;\
[IpoduiakTHKa HAa ChPAEYHOCHAOBH HHUIUAEGHTH | >




[TpodpunakTka Ha 3HAUNMH CHPACHHOCHAOBH HHIMACHTH MIPH NALMEHTH, KOUTO CE OYAKBA 1a HMaT
BHCOK PHCK 32 ITbPBH CHPACYHOCHAOB HHLMAEHT (BXK. TOUKA 5.1), KATO AOMbIHEHHE KbM KOPHTHpPaHe
Ha JIpYTH PHCKOBH akTopH.

4.2 [Jdo3upoBKAa H HAYHH HA NPHI0KEHHE

[Ipenu 3amo4YBaHe HA JE€4CHUETO, NALMEHTHT TpAOBa Aa O6bAc NOCTaBeH HAa CTAHAAPTHA XONeCTepoli-
[MOHIXaBallla AHeTa, KOATO TpAOBa Aa MPOALIKY U 10 BpeMe Ha jieyeHnero. Jlozara Tpabpa na ce
HHAWBHIYaNH3KHpa B 3aBHCHMOCT OT LIEATA HA JICYSHHETO M OTIrOBOpa Ha MalMeHTa, KaTo ¢e H3ron3Bar
AKTYAJTHHTE KOHCEHCYCHH ITPENOPHKH.

PoMasnk MOXe [a ce npueMa Mo BCAKO BpeMe Ha AeHd, ¢ WIH 6e3 xpaHa.

JleyeHHe Ha XUIEPXONECTEPONECMHA
[TpenoprvunTENHAaTA HavYalHa 1034 ¢ 5 mg WiK 10 mg nepopanHo BEAHEX AHEBHO, KAKTO NPH

MALUEHTH, KOUTO HE Ca NPHEMAJIH CTATHHH, TaKa U NpH MpEMUHaBaHe ot Apyr uHxuburop Ha HMG-
CoA penykrazara. M300psT Ha HayaHa 032 3aBUCH OT HUBOTO Ha CEPYMHHA XOJecTepos, Obaeius
ChPACYHOCHIOB PUCK H [TOTEHLHANHUA PHCK OT NOABA HA HEXEJIAHH JIEKapPCTBEHH PeakuyH (BK. M0o-
aoxny). [py HeoOXOAKMOCT A03aTa MOXKE J1a & KOPUrupa KaTo cnel 4 ceaMHLIE C& MPpeMUHe Ha
CNEABALLOTO KO30BO HUBO (BK. TO4Ka 5.1). [IpenBua noBHIIeHaTa Y€CTOTA Ha AOKIaABaHEe HA
HEXEMaHU Peakly NpH 103a oT 40 mg B CpaBHEHHKE C NMO-HUCKKTE A03M (BXK. Touka 4.8), mocienHo
TUTpHpaHe 2o ao3a 30 mg Wiy 10 MakCHMalHata a03a ot 40 mg Tpabea na ce npeanpueMa caMmo MpH
MALUHEHTH C TEXKA XHIIEPXONECTEPONIEMHA ¢ BUCOK ChPASYHOCHIOOB pHCk (ocobeHo Te3n ¢ damimHa
XHIIEPXOJIECTEPONEMHS ), KOUTO HE NOCTHUIraT MPULETHHTE HUILA HA XOJIECTEPOJIa NIPK JIEUeHHE C

20 mg ¥ NMpH KOUTO LI e NMPOBEXAa PYTHHHO MPOCISAABAHE B X012 HA JieueHHeTO (BX. TOUKa 4.4),
Ipy 3anoyBane Ha nedenne ¢ 30 mg win 40 mg ce npenopbysa NOCTOAHHO HAONIOAEHHE Ha NAlHeHTa
OT CNIELHAJIHCT.

[MpoduaakThka Ha CbPACYHOCHAOBH HHIIAIEHTH
B npoyuBaHe 3a HAMATABAHE HAa PUCKA OT CHPACYHOCHAOBH MHLIMAECHTH, U3N03BaHAaTa 1032 e O1na

20 mg gaeBHO (BX. TOuKa 5.1).

lleduampuuna nonyrayus
Ynorpebara nmpy aeua TpAOBa ha ce IpOBEXAa CAMO OT CIIEMATHCTH.

Heua w mnagexu Ha pp3pact 6 1o 17 roaunu (craguit <II-V o Tauep)

XETepOIUroTHa PaMHIHA XHIIEPX0ASCTEPOICMHA
[Ipn peua u MiIanexu ¢ XxeTepo3uroTHa paMuiHa XunepxonecrepoieMus o0H4aliiHaTa HayanHa 103a e
5 mg nHEBHO.

o [lpu newa ot 6 1o 9-ToAMINHA BE3PACT ¢ XETEPOIUIOTHA (haMUITHA XUNEPXONECTEPOIEMUS
oOuyaiinua 06xBaT Ha go3aTa e 5-10 mg nepopaiHO BEAHLK AHEBHO. be3onacHocTTa ¥
e(PHKaCHOCTTA HA RO3M NO-roicMu oT 10 mg He ca MpoyYBaHH NPH Ta3H MOITyNalus,

¢ Ilpu neua ot 10 1o 17-ToANOIHA BB3PACT C XETEPOINIOTHA (PaMHITHA XHMIEPXONIECTEPOSIEMHA
oOuualinua o0xBar Ha Ao3ara € 5-20 mg nepopajHO BeAHbK AHEBHO. BezomacHoCTTa H
e(pUKaCHOCTTa Ha 103U NMo-royieMu oT 20 mg He ca NPOoYYBAHH NPH TA3H NOIMyIALHA.

Tpabpa na ce npoBeXaa THTpUpaHE 10 MAKCUMATHATA J03a OoT 20 mg AHEBHO, CHIrIIACHO
HHANWBHAYATHHA OTCOBOP H MOHOCHMOCT Ha NMEAHATPUYHUTE NALUEHTH, KaKTO C€ MMPEenopbyusa B
NPEnopBKHUTE 3a JieueHUe HA Aeua (Bx. Touka 4.4). Jleuara 1 Mnanexure TpadBa 1a ce MOoANOXKAT Ha
CTAHJAPTHA XOJIECTEPOI-MTOHHKABALIA AHEeTa NPEIH Ja CE 3aM0YHE JICUCHHE ¢ PO3YBACTATHH, Ta3H
aueta Tpadsa Aa NPOIBIKH 10 BpEME Ha JIHEHHETO ¢ PO3YBAaCTATHH

XOMO3IUroTHa QaMUJIHA XHIIEPXONECTe MUA
[Ipu nena ¥ MiIaaek K Ha Bb3pacTt 6 00 17 roAMHH ¢ XOMO3MIoTHA PaMIIHA XHIIEPXONECTE
MpenopbhYBaHaTa MaKCUMATHa 103a ¢ 20 mg JHEBHO.
Havannarta go3a € 5-10 mg nepopantHo BeAHBK THEBHO B 3aBHCHMOCT OT Bh3PaCTTa,
NMPEAECTBALMA CTATHH,




TurpupaHeTo A0 MAKCHMAIHATA 103a OT 20 mg nHeBHO Tps0OBa 1a ce NMPOBEXIA ChIIIACHO
MHAMBAIYATHHSA OTTOBOP H IOHOCHMOCT Ha NEAAMATPHHHTE NALMEHTH, KAKTO ce npenopryBa B
mpENOPBKUTE 3a JieHeHHe Ha aena (BX. ToUKa 4.4). Jlenara 1 Maagexure TpAOBa Aa ce MMOANIOXKAT Ha
CTAHAAPTHA XOJIECTEPON-[IOHIIKABAIlA JHEeTa MPEIH Aa €& 3aN0HHE JISHCHHE ¢ pO3yBacTaTHH; JHeTaTa
TpA6Ba a ¢e NPOXDKH M0 BpEME Ha JICUCHHETO C PO3yBacTaTHH.

OnuTHT ApH TA3M NOITyalHg C JO3H, PA3IHYHA OT 20 mg e orpaHH4€eH.

Io3u ot 30 mg u 40 mg po3yBacTaTHH HE Ca NOAXOMALLHN 11a ynotrpeba npy neavaTpuyHM MaLMEeHTH.

Jlenia r10-MajnkH OT 6 roIMHHU
Be3onacHoCTTa U e(pHKaCHOCTTa Ha ynorpebara Ipy Aelia fno-ManKu OT 6 TOIMHHU HEe ¢a TIPoy4YBaHH.

CrenopatenHo Pomasuk He ce npenopsysa 3a ynorpeda npH AeLa no-Majiky ot 6 rOaHHA.

Vnorpeba npu NalKMEHTH B CTAPYECKAa Bb3PacT
[TpenophbuYMTENTHATA HAYAIHA 032 NIPH NALKEeHTH > 70 rooMiiHa BB3pacT € 5 mg (BXK. Touka 4.4). He e
HeOOXOAMMO JAPYro KOPUrHpaHe Ha 03MPOBKaTa B 3aBHCUMOCT OT BB3PacTTa.

Jlo3upane pH NauyvesT ¢ GrOpeyHa HENOCTATHUHOCT.
He ¢ Heo6xoMMa KOPEKLHA Ha J034Ta TIPY MAlLKMEHTH C JIEKO 10 YMEPEHO YBPCKIAHE Ha onOpeuHara

dbyukums. TIpy TalMeHTH ¢ YMEPEHO YBPeXKIaHe MPENOPLHHTCIIHATA HakanHa no3a € 5 mg Ha
6b6peunaTa GyHKIMA (KPEATUHHHOB KIHPBHC < 60 ml/min). Jo3n ot 30 mg 1 40 mg ca
IIPOTHBONOKA3AHH MPH MALMEHTH ¢ YMEPEHO YBPEKAAHC Ha 6p6peunara oyHKUHA, YnoTpebaTa Ha
pO3yBaCTATHH MPH NAUHMEHTH C TSXKO YBPEKIaHE Ha 6L6peunara (pyHKIHA € MPOTHBONOKA3aHA 32
BCHUKH AO3MPOBKH (BXK. TOUKH 4.3 1 5.2)

Jlo3upaHe MpH NAIKEHTH ¢ YBPExIaHe Ha YePHOAPOOHATa dyHKUMA:

He e HaGmonABAHA TOBUILIEHA CHCTEMHA EKCTIO3HIMA Ha pO3YBacTATHH NIPH MALMCHTH C OLCHKA MO
cxanara Ha Child-Pugh, papHa Ha 7 wiH no-HHCKa. BRIPeKd TOBA NOBHLICHA CHCTEMHA EKCIIO3HLIHA ©
Habro4aBala MpH MALMEHTH ¢ OUEHKa N0 CKallaTa Ha Child-Pugh 8 u 9 (Bx. Touka 5.2). IIpu Te3u
[ALMEeHTH TPAOBA Ja c& MpeanpremMe 1 OueHKa Ha 6p0peHaTa $yHxma (BX. Touka 4.4). Jluncea
OTIHT MpPH MALMEHTH C OLIEHKA [T0 CKanaTa Ha Child-Pugh Hap 9. Po3yBacTaTHH € IPOTHBONIOKA3aH NPH
[AUHEHTH ¢ AKTHBHO YepHOIpoGHo 3a6onsapaHe (BX. Touka 4.3).

Paca

TIps nanMeHTH OT a3WATCKA MPOU3XOA € Hab/I0aBaHa OBHUIICHA CHCTEMHA eKCNOo3ULIMA (BXK.
rouku 4.3, 4.4 u 5.2). IpenopbuBaHaTa HAYaNHa 1032 PH MALMEHTH OT a3UATCKH MPOU3XOA, ¢ 5mg.
IMpu Te3u nauueHty 1034 oT 30 mg 1 40 mg ca MPOTHBOTIOKA3AHH.

["eHeTvueH MOTUMOPHHIEM

HapecTHO €, Ye crelH@HYHN THIIOBE HAa FeHETHYCH nonuMopdH3IBLM MOraT Aa J0BeAaT A0 NOBHILEHA
eKCTIO3MIIMA Ha PO3yBacTaTHH (BXk. Touxa 5.2). 3a nal{eHTH, 32 KOUTO € M3BECTHO, HC HMAT
creLdUYCH THIN [EHETHYEH NOJTHMOPQU3BM, CE MPEnopbiBa N10-HUCka 71034 pO3yBacTaTHH,

Jlo3upaHe MpH NauMeHTH, NPEAPA3NoNiKeHd KbM PasBUTHE Ha MUONATHA
[lpu NALMEHTH ¢ Mpeapasnonarauy GakTopH 3a pa3sBHTAE Ha MHOMATHA NPENOPBUMTEAHATE HAYaIHA

nosa e 5 mg (Bx. Touka 4.4).
[Tpu HAKOH OT TE3M NALMUEHTH € MPOTHBOMNOKA3aHO MPUIOKCHHETO HA 1034 OT 30 mg u 40 mg (Bx.
Touka 4.3).

ChubpTcTBaLIA TEPAINA
PosyBactaTH e Cy6CTpaT Ha pa3jifiHM TPAHCMOPTHH NIPOTCHHH (nanp. OATP1B1 u BCRP). Puckst
OT MHOMATHA (BKIIOYHTENHO pabIOMHOIIN3a) C€ NOBHIIABA, KOTraTO PpO3yBACTATHH € NIPIJIOHKCH
eAHOBPEMEHHO C HAKOH MEIHLUMHCKH IPOAYKTH, KOMTO MOTat 11a foBALiaT nna3MeHara My
KOHLEHTPAUMS [TOPagy B3aHMOICHCTBHE ¢ TC3H TPAHCTIOPTHH MPOTCHHHA (Hanp. UMKNOCTIOPHH KOU
npoTea’Hy HHXMGUTOPH, BKIIOYUTENHO KOMOHHALIMY OT PUTOHABHP H aTa3aHaBHp, JIO VLB{R
TUTIPAHABHD; BIOKTE TOUKH 4.4. 1 4.5). KoraTo € BE3IMOXKHO TpsbBa ga ce obcrau
NeuyeHHe ¥ aKo € HeoOXOAHMO, Aa ce MpeKpaTH BPEMEHHO NEUCHHETO ¢ PO3yBaCT
KOraTo €IHOBPEMEHHOTO MpHIarane Ha Teé3u MeHIMHCKH MPOLYKTH C pO3yBa




Tpa6Ba BHUMATETHO 114 C€ NMPELIeHH ChOTHOIUIEHHETO NMON3a/PHCK OT EAHOBPEMEHHOTO JICUEHHE K
NO3KPAHETO Ha PO3YBACTaTHH (BX. TOUKA 4.5).

4.3 I poTHBOMOKA3aAHHSA

Po3yBacTaTHH € MPOTHBOIIOKA3aH;

¢ [OpH NAUMEHTH CHC CBPBXYYBCTBUTEIHOCT KbM PO3YBACTaTHH WK KbM HAKOE OT NOMOILLHHUTE
BelecTBa, H30poeHu B To4ka 6.1.

® [pPH NALKMEHTH C AKTHBHO YEPHOAPOGHO 3a00NABAHE, BKITIOHUTETHO HEYTOMHEHO,
IPOALHKUTEHO OKAYBAHE HA CEPYMHUTE TPAHCAMHHA3H M BCAKO NOKAYBAHE Ha CCPyMHa
TpaHCaMHHA32 TPH ITbTH HAJl TOPHATa pepepeHTHA rpaHuLa (ULN).

* IIpH MalMEHTH C TEXKO yBpexaaHe Ha Ox0pedHara GyHKIUA (KPCaTHHHHOB KITHPBHC
< 30 ml/min)
TNPH NALHEHTH C MHOTIATHA

e IIpH NalHEHTH, MIpHeMally €IHOBPEMEHHO LIHKIOCNIOPHH
1o BpeMe Ha GpeMeHHOCT, KbpPMEHE H NIPU JKEHH B JETEPOAHA BB3PACT, KONTO HE U3NOI3BAT
MOAXOAALIN KOHTpalUeITTHBHH CPEACTBa

Hosu ot 30 mg ¥ 40 mg ca MPOTHBOMNOKa3aHH NPH MAUMEHTH € MpeApasnoaraiid ¢axropH 3a
pa3BHUTHE Ha MHOMaTHA/pabnoMuonusa.
Taxupa ¢akTopH ca:
s YMEpeHO MO CTeneH yBpexaaHe Ha 6b0peunaTa QyHKUHSA (KpeaTHHHHOB KJIMPBHC
< 60 ml/min)
XHMOTHPEOHIHIBM
o nHuHA WiH GaMHITHA AHAMHE3A 32 HACNENCTBEHH MYyCKyJIHH 3a00/11BaHUA
aHAMHE3a 32 NPOoABa Ha MYCKYJiHa TOKCHYHOCT KbM APYT uHxubuTop Ha HMG-CoA
penyKTaszaTa niu ubpaT

e 3noynorpeda ¢ ankoxon
e CHTyalMH, TIPH KOUTO MOXe Ja ¢ HabnmoAapa NOBHIIaBaHe Ha IIA3MCHUTC HHUBA
¢ MALHEHTH C a3NaTCKH NPOH3XOX
¢ CHLIBTCTBALIO NPHIOXKEHHe Ha GHOpaTH.
(Buxre ToYkH 4.4, 4.5 1 5.2).

4.4 CneliHaIHH NpeaynpexicHHs H NpeAnas’iHd MEpKH NpH ynorpeda

B HAKOJKO Cy4as ce ChobIIasa, 4e CTaTHHUTE HHAYLMPAT de novo WIH BIIOIABAT BEYS
CHINECTBYBAI[A MHACTCHHA MPABUC MM OUHA MHACTEHUA (BXK. TOUKA 4.8). [TpwioxeHueTo Ha POMasuK
Tpa6Ba Aa ce cnpe B CIyyaid Ha BIOLIaBAHE HA CHMITTOMHTC. Uma croOleHus 3a peLanB Npy
(MOBTOPHO) NpWIaraHe Ha ChlUKA UK palIMieH CTaTHH.

Bnusuue Bepxy 656penure

[MpH NaLHeHTH, JEKYBaHH ¢ NO-BHCOKH JO3H PO3YBaCcTaTHH, MO-KOHKPETHO 40 mg, € HaOmooaBaHa
MPOTEHHYPHA, YCTAHOBEHA NPH U3CIeJBaHE C TECT-JICHTH, C NPCIHMHO TyGyNieH NpOU3X0J U B
NOBEYETO CYYaH ¢ NPEXONEH WIH HHTEPMUTEHTEH Xapakrep. HsiMa nanHy Aand NpOTCHHYPHATA HMA
MPOrHOCTHYEH XapaKTep 3a OCTPO WM NPOTPECHBHO Gu6peuno 3abonasaxe (BX. Touka 4.8).
JoKJTaBaHAaTa YeCTOTa Ha Cepro3HH OBOpeyHH yBpEIH NPH [IOCTMAPKETHHIOBATA ynotrpeda e no-
BHCOKA TIpPH J03HpoBKa oT 40 mg. [To BpeMe Ha PYTHHHOTO NPOCJICABAHE HA MALMCHTH, obu4aifHo
Tperupanu ¢ a034 oT 30 mg u 40 mg, TpabBa na Ce MpaBH H OLCHKA Ha 6p6peunara (pyHKUHAL.

BiusHHe BEPXY CKENETHATA MYCKYNaTypa
Cpobmapsadi ca edexTH BbPXy CKeNeTHATa MyCKyJIaTypa B TOBA 9HCIO MHANTHA, MHONATUA U PANKO

pabaoMHONH3a PH NPHIOKEHUE HAa BCHUKH J030BH PEXHMH € pO3yBacTaTHH, ocobeHo npH 103H HAQ,
20 mg.
MHOTo paKo ¢a ChOOIIaBaHK CiTydau Ha paboMHONN3A NPH yniorpeba Ha e3eTMHO B
unxnburop Ha HMG-CoA penykrasara. He Moxe 12 6b¢ H3KIIOYEHO ¢dhapMakoaH

o

piauMonelicTare (BX. Touka 4.5) ¥ € HeoGX0AMMO BHUMaHHE NPH KOMOMHHPAHO mt&\}lﬁﬂﬁ_ﬁiﬁﬁaﬁ 2\
: oo i 0\ DA

oi { AU TR T
'-. ’E"‘i _:i"f' Ty - ‘:f':;?- /
\ ‘o ™ ~--ﬂ--""_".:{.;(y



KakTo npu apyrure uaxuburopu Ha HMG-CoA penykra3aTa, IOKIaABaHaTa HECTOTA Ha
pabGIOMHOJIH3a, CBBP3aHA C PO3YBACTATHH MO BpEME HA NOCTMAPKETHHIOBATA ynotpeda e no-BUcoKa
npH A03KpoBKa oT 40 mg.

Hacnedsane na kpeamunxunaama

Kpeatunkunaszata (CK) He Tpabba fa ce H3cneasa cne GH3HIECKO HATOBapBaHe WK NPH HATHYHE Ha
Apyra npasaonofoGHa npuukHa 3a ypenuueHue Ha CK, KoATo MOXeE 2a 3aTPYAHH HHTEpIIpeTalMATa
Ha pesyaraTta. Ako HUBoTO Ha CK € 3HauMTeIHO MOBHILICHO HA H3XOAHO HABO (> 5§ ITBTH HaA ropHara
pedepeHTHa rpaHuL@), TpA0Ba Ja ce H3BbPLIM IOBTOPEH TECT 32 MOTBBHPHAABAHE B PAMKHTE Ha

5-7 nuH. AKo ce noTespAM H3xoaHoto HUBO Ha CK > 5 nbTu Hag ULN, ne4eHHeTo He TpabBa na ce
3aroyRa.

Ilpedu nevenuemo
KakTo 1 npyrd uaxubutopn na HMG-CoA penykra3ara, po3yBacTaTiH TpA0Ba la OBble nNpeanucBaH
¢ 0coBeHO BHHMAHHE TIPH NALMEHTH, 33 KOMTO €a HajHlE PaKTOpH, NpeApasnonaraliy pa3BUTHE Ha
muonarus / pabgoMunomria. Takusa pakTopH ca:
¢ yBpexuaHe Ha Ob0peuHaTa QyHKIHA
¢  XHNOTHPCOUAUIBM
 nu4Ha Wid baMWIHA aHAMHE3a 33 HACJIEACTBECHO MYCKYTHO HApYIICHNUE
¢+ aHAMHE3a 33 TIPOSBA Ha MYCKY/IHA TOKCHYHOCT KbM JpyTr HHXuGuTop Ha HMG-CoA
penykrasara Win ¢ubpar
* anoynorpeda ¢ anKoxXon
« pB3pacT HaA 70 rOAUHH
e  CHTYaLlWH, NPH KOHTO MOXeE Aa ¢ce Ha0Mronapa NOBHILIABAHE HA IUTA3MCHUTE HHBA
(Bx.TOuKH 4.2, 4.5 1 5.2)
e  CBNBTCTBAINO NMPHITOXKEHHE Ha PUOpaTH
[Ipy TakKBa MalMEHTH PUCKBT OT IEYEHHETO TpAOBa na ce cho0pa3n ¢ BE3MOXCHATA [10/138, KaTo Ce
NpenopbyBa KIHHKYHO Habmonedne. Ao H3X0aHOTO HHBO Ha CK € 3HaUHMTeJTHO MOBHILICHO
(> 5 MbTH HaZ ropHaTa pedepeHTHa rpaHHLa), JCYEHHETO He TPAOBa Ka 3anoysa.
Ho3u ot 30 mg 1 40 mg ca MpOTHBOIOKA3AHH NPH MALMEHTH ¢ NpeApasnonaraluy (daxTopH 3a
pa3BHTHE Ha MuonaTha/pabnomuonusa. Bikre Touka 4.3,

ITo epeme na neuenuemo

IaumentnTe Tpa6Ba ga GbaaT NpeaynpeacHH He3abaBHO a choOLNABaT 3a M10ABaTa Ha HeoOACHUMH
MYCKYJHH GOJIKH, YCeluaHe 3a cnabocT WIH KpaMIii, 0COOeHO aKo ca CBbP3aHH C HEpasMoIOKEHHE
wid peSpunuret, [IpH Te3u nauMeHTH TpsaOBa Ja ce yacneasa HUBOTO Ha CK. TepanusTa Tpabsa fa ce
npeKpaTH, ako HuBoTO Ha CK € 3HaUHTEIHO NMOBHIIEHO (> 5 MbTH Haj ULN) 1 MYCKYJIHHUTE
CHMIITOMH C& TEXKH M IPUMMHABAT AncKkoMdopT no Bpeme Ha oOu4aliHaTa akTHBHOCT (JOPH HHBOTO
Ha CK nma e < 5 mbta Hax ULN). Axo cuMmToMuTe H3ve3HaT ¥ HuBoTo Ha CK ce HopManu3Hpa, Moxke
13 ce TIOMMCJIH 33 Bb30OHOBABAHE Ha NIEYEHHETO C PO3YBACTATHH HIIH C &ATEPHATHBEH HHXMOHTOD Ha
HMG-CoA penykTasara, mpiuiaraH noj Habmonexue B Half-HUCKA 1033. PYTHHHOTO MOHHTOPHPAHE
Ha HMBOTO Ha CK npu marnneHTH 63 CHMITTOMH He € OCHOBATeNIHO. MHOro paaxko HMa choOIIeHHA 32
HMyHOMeANHMpaHa HekpoTusnpaia muonatua (MMHM) no Bpeme Ha WM Clell TEUEHYE CBC CTATHHY,
BKTIOYMTENHO po3yBacTaTHd. UMHM ce xapakTepn3upa KIHHHYHO CBC C1A00CT HA NPOKCHMATHATA
MYCKy/aTypa M MOBHIDEHA CepyMHA KPCaTHHHHKHHA3a, KOETO MPOABIkaBa BEIIPEKH NPEKPaTABAHE Ha
JICYEHHETO CBC CTATHH.

ITo BpeMe Ha KIMHHYHHTE U3NMHTBAHKA NPH MATKATa rpyna NalHCHTH, NPH KOHUTO pO3yBacTaTHh €
[PHIAraH ChC CHITBTCTBAINO JICHEHHE HE Ca MOTy9YeHH JaHHH 33 YBEINIaBaHe Ha eeKTHTE BEPXY
CKeNeTHATa MYCKY/IaTypa, YBe/IHYeHHe Ha YeCTOTATa Ha MHO3MT M MuonaTys e HabtonaBano obaue
MPH NALMeHTH, Tpuemainu apyrd Haxuburopu Ha HMG-CoA penykrasara 3a¢JHO ¢ NPOH3BOJHH Ha
$ubpHHOBATA KHCEMHA, BKIIOYBALIH reMpubpo3ns, IMKNOCIOPHH, HUKOTHHOBA KHCENHHA, a30J10BH
AHTHMAKOTHLM, IPOTEA3HA HHXHOHTOPH ¥ MAKPOIHIHH aHTHOHOTHLH. ['eMPuGpo3mn nos
pHCKa OT NOABATA HA MHOTIATHS, KO CE NMPHEMA SIHOBPEMEHHO C HAKOH HHXHOUTODH
peAykTasara. [Topaay ToBa kKOMOHHAUMATA MEXKAY PO3YBACTaTHH U rempuOpO3UI H
npenopryHTeNnya. [Tonsara oT AOMTHIHHTENHO MOHHKABAHE HA JIHNMHAHUTE HHBA B P
KOMGHHMPAHOTO NPHEMAHE HA PO3YBACTaTHH ¢ (puGpaTH WIK HUALWMH TPs6Ba 1a 6{ g |
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npeLeHeHa CIIpAMO MOTEeHUNAIHKA PUCK OT NogobHu koMOuHaumu. [Tpu no3n ot 30 mg u 40 mg
CBOBTCTBALLOTO JIeYeHHE ¢ GubpaTu € NPOTHBONOKA3aHO (BXK. TOUKH 4.5 U 4.8).

PoMa3zyk He TpsaOea Aa ce npunara ¢ JHOBPEMEHHO ChC CHCTEMHO JIcueHHe ¢ (y3Ua0Ba KHCENHHA HIH
B 7-AHEBEH NMEPHOA ClIel CMpPaHeTo My. [1pH NaldeHTH, NPH KOWTO CHCTEMHOTO M3MOJI3BAHE Ha
¢y3ua0Ba KHCENHHA € abCONTHO HEOOX0OUMO, JICUSHUETO CbC CTATHHH TPAOBA Ja ce nNpeKkpaTH Nno
BpeMe Ha JIEUeHUEeTO ChC Qy3uaoBa KucenuHa, JloKiaasaHy ca cinydaH Ha pabnoMHosiu3a (BKI. HAKOH
¢aTanHy) Npy NayUSHTH, Noyvasaluy B KoMOuHaUMA Qy3ua0Ba KHCENHHA H CTATUHH (BX. TOYKA
4.5). [NanuenTure TpabBa Aa ObAAT NOCHBETBAHH 14 MOTHPCAT MEAHLMHCKA KOHCYNTALIMS BEIHAra,
aKo IMOYYBCTBAT CUMITTOMHY HAa MYCKYJIHA ¢nabocT, 60Ka UK YyBCTBUTEIHOCT,

JIeueHHeTo ¢bC CTATHH MOXe Aa ObAe 3an04YHATO OTHOBO CEAEM AHU Cleld nocienHara go3a Gy3uaosa
KHCEJIHHA.,

[IpH U3KIOYHTENHH 0DCTOATENCTBA, KOraTo € He0OXOAMMO NPONBIDKHTETHO CHCTEMHO JICYEHHE C
¢y31un0Ba KMCENHHA, HAMp. 3a JIeYeHHe Ha TeKKH HHeKuH, HeoOXOAMMOCTTA OT €AHOBPEMEHHO
npuaaradse Ha PoMa3uK H Qy3ua0Ba KHCENUHA TpAOBa a C¢ NMPELCHABA 332 BCEKH OTHENEH caydal U
NOA CTPOro NeKapcko HaOmoaeHue.

Po3ypacraTvH He Tpa0Ba aa ce ynotpeOaBa npH NaLHEHTH ¢ OCTPH, CEPHO3HH ChCTOSHHA,
NOKA3aTeNIHK 38 MHOMATHH WK Npeapa3noiarallid KbM pa3BHTHE Ha OBpOpevYHa HEAOCTATBYHOCT
BeeacTBHE pabaoMuoNH3a (HaMp. Cencuc, XMNoTeH3HuA, rojiiMa onepauns, TpaBMa, TEXKN
MeTabONHTHH, CHIOKPHHHH U €JIEKTPOJIMTHY HAPYIICHHUA WIH HeKOHTPOJIHPaHH I'bpUOBe).

BnusHue BLPXY YepHHS Apod

KaxTto npu apyru nauxuburopu Ha HMG-CoA peayxrasara, po3yBacTaTHH TpAOBa fa ce npwnara
BHUMATE/THO NTPH NALKUEHTH, KOUTO MPHEMAT FONAMO KOJIHYECTBO ATKOXO0A W/HIIH HMAT aHaMHe3a 3a
3abonABaHe HA YepHHA Apol.

[IpenopbuuTEnHO € 1a ce HaNpaBAT U3CHeBaHUA 32 OLEHKA Ha GYHKUHATA Ha YepHHA Apob mpeqH U 3
MEceLa CIIe 3arnoypaHe Ha JeueHreTo. PosyBacraTus TpaOBa ga Obae npeycTaHOBEH HIHM [103aTa
Tpa0OBa na 6p1e HaManeHa, ako HHBOTO Ha CEPYMHHUTE TPAaHCAMHHA3M HalBHILIaBa 3 MBTH ropHAaTa
pedepenTHa rpaHuua. Coro0lEHaTa YECTOTA Ha CEPHO3HH HEXENIAHH PeakLiiy OT CTpaHa Ha YepHHA
Apo0, (CECTOALM Ce OCHOBHO B YBEITHYEHH TPaHCaMHHAa3H) IO BpeMe Ha NOCTMAPKETHHIOBATA
ynorpeba € no-BUCOKa IMpH go3ata ot 40 mg.

[1pH nalmeHTH ¢ BTOPHYHA XUIIEPXONECTEPONIEMHS, IPHYHHEHA OT XKNOTHPEOHAM3IBM WIH
HepoTHYEH CHHAPOM, OCHOBHOTO 3abonaBaHe TpAOBa Ja ¢e IeKyBa MpeaH 3aloYBaHe Ha JIeYeHHE C
pPO3yBaCTATHH.

Paca
I1py naweHTH OT a3MAaTCKH NPOH3Xoa € HabmoAaBaHa NOBUINCHE CHCTEMHA €KCIIO3HLIMA, B
CpaBHEHHE C Te€3H OT KaBka3ka paca (BXK. ToYku 4.2, 4.3 1 5.2).

lipoTeasHu HHXUOUTOPH
[TosuiteHa cUCTEMHA EKCITO3HLIMA HA PO3YBACTATHH € Ha0/MIoAaBaHa NPH THLA, TIPHEMAILH

pO3yBacTaTUH €0HOBPEMEHHO € pasjiiYHH NPOTea3HH HHXKOUTOPH, B KOMOHHALHUA C PUTOHABHD.
Tpsbpa na ce 0OMUCITH KAKTO MOJI3aTa OT JHNUAOIIOHWXKABaHe Ype3 yrnoTpeda Ha po3yBacTATHH IPU
naudeHTd ¢ XHUB, npueMauin npora3Hy HHXHOMTOPY, TaKa U NMOTEHIHAIA 32 NOBHIIEHA
KOHLIEHTpaLlHsA Ha po3yBacTaTHH , KOraTo C€ 3al04Ba JICUYEHHUE U ce MOBUILIABA 103aTa Ha
PO3YBACTATHH NpPH MallHeHTH, JNEKYBaHH € NPOTEa3HU HHXHOUTOpH. EAHOBPEMEHHOTO NPWIOKEHHE C
HAKOH NMPOTEa3HH HHXHOUTOPH He Ce MpEnopbYsa, OCBEH aKo J03aTa PO3YBACTATHH HE Ce aJarrTupa
(BX. ToukH 4.2 1 4.5).

Hurepcrunmanyta 6enoapobua Sonecr
CroOLIeHH ca H30JIMpaHH Cy4Yad Ha HHTepcTHLUHMANTHA OenoapobHa Gonect npy npueM Ha HAKOH

CTaTHHHU, 0CODEHO NMPH MPOABIDKHUTEITHO fieueHue (BXK. Touka 4.8). [Ipu3naumTe Morar na B
OMCIIHES, HETIPOXYKTHBHA KAlLUTHIIA ¥ BIIOIIABaHE Ha 0OLIOTO CBCTOAHUE (YMOpa, oTcHalRaNe
Terno v pebpunurer). Ilpn nonospeHue, Ye NAUMEHTHT € PA3BII HHTEPCTHIIHATHA 6m0§f5b
bonecrt, ieueHHeTO ChC CTATHH TpAOBa Ja ObIe NpeyCcTaHOBEHO. ,s? -z )/




3axapen auadet (Diabetes mellitus)

Hakon faHHK Npeanonarar, Y€ rpynara Ha CTaTMHUTE NIOBUILIABA KPBBHATA 3aXap U IIPH HAKOHU
NALMEHTH ¢ [TOBULLIEH PUCK OT Pa3BUTHETO Ha aUadeT MOXe fla AOBeNAaT A0 HUBO Ha XUMePrIHKeMUs,
M3HCKBALIO [MPeIITPHEMaHeTO Ha NOaXOIAlH MEpPKH. T03H pUcK, o6aye, ce KOMINEHCHpAa OT
HaMaNABaHEeTO Ha CHAOBUA PUCK ITPH CTATHHUTE, NTOpAAH KOETO He TpadBa na Onae npUyMHa 3a
CIIMpAaHEe Ha JIEYeHUEeTO CbC cTaTHHH. IlanMeHTHTe ¢ pUCK (r/MIOK03a Ha rtagHo 5,6 ao 6,9 mmol/L,
BMI>30kg/m?, nosHILIeH TPUTTTHLEPUAH, XHNEPTOHHA) TpAOBa Aa OBIAT NpocnensBaHi KakTo
KJIMHUYHO, TaKa H OHOXMMHYHO CBhITIACHO HALMOHAIHUTE IIPENIOPBKH.

B npoyusanero JUPITER, cro6uiasanara ofiua qecrora Ha 3axapeH anaber ¢ 6una 2,8% mnpu
po3yBacTaTHH H 2,3% npu mwnauebo, npeaMMHO NPH NaLMEHTH ¢ IJIIOKO3a HA IMagHo 5,6 1o
6,9 mmol/L.

TemxKH KOKHH HEWKESITAHU PEAKLINH
ITpn n1eyeHUE ¢ PO3YBACTATHH C¢ CHOOIIABA 32 TEXKH KOXKHH HEXEJIaHH peaKLMH, BKIIOYBAILH

cuHapoM Ha Stevens Johnson (SJS) u nexkapcTBeHa peakuus ¢ €03MHODWINE H CHCTEMHH CUMIITOMMU
(DRESS), kouTo MOXKe Aa ca *KUBOTO3aCTpaALIABALIH UK ¢ TeTaneH u3xoa. IIpu npeanucsaHeTo Ha
NeKapCTBEHUA NMPOAYKT NauueHTHTe TpAbBaA Aa Opaar HHPOPMHUPAHH 33 IPH3HALMTE U CHMITTOMHATE
Ha TEXKKH KOXKHH peakurH H ga OpaaT HabAi0aBaHH C NMTOBHIIEHO BHUMAHHUE. AKO CE€ NMOABAT
MIpU3HALH U CHMITTOMH, TTOKA3aTEIHH 33 Ta3K peakiud, NpuioxkeHueTo Ha PoMa3nk TpadBa He3abaBHO
Ia ce [TpeyCTAHOBH H Aa ¢e OOMHUCITH ATTCpHATUBHO JIEYCHHE,

AKO MalIMEHTHT € pa3BUil CepHO3Ha peakund, kato Hanpumep SIS unu DRESS npu ynorpebara Ha
PoMa3slK, Te4eHHEeTO ¢ TOBA JISKAPCTBOTO HE TpAOBa HUKOra Aa ¢e ITOAHOBABA NPH TO3M IMALIUEHT.

[lenaTpyyHa NMomyaanys

OueHABaHeTO Ha JMHENHOTO H3pacTBaHe (BHCO4YHHA), Terno, BMI (unaekc Ha TenecHara mMaca), u
BTOPHYHHTE NOMOBH OeNie3H Ha MOJIOBOTO Ch3pABAHE MO CKanara Ha Tanner npH neAHaTpU4HH
MALACHTH HA BB3pacT 6 10 17 roguHM npHemMalny po3yBacTaTHH € OTpaHHYeHO J0 ABYTOAHIIEH
nepuod. Cnea ABE rOOAVHU Ha TPETHPAHE MO BpeMe Ha NPOYYBAHETO, HE € 3a0eld3aH HUKAKEB edeKT
BBPXY pacTtexa, Ternoro, BMI nnu nonoBoro chapsaBane (Bxk. Touka 3.1).

B KJIMHMMHO NMpOYYBAHE Ha Jela ¥ MIAACKH MPHEMALl PO3YBACTATHH 33 52 ceIMHILIM, NOBUILIABAHE
Ha CK >10xULN H MYCKYJTHHTE CHMITTOMH CJI¢ YIIPOKHEHUE WK NTOBHIICHA QU3HYECKa aKTHBHOCT
ca HaOmogaBaHy Mo-4eCTO B CpaBHEHHE ¢ HabMoAeHHS OT KIMHHYHH NPOYYBAHHUA IIPH Bb3PACTHH
(Bk. TOYKa 4.8).

HenoHOCUMOCT KBM JIAKTO34
[TanueHTH ¢ peaKH HACIEACTBEHH AedeKTH KaTo HEMOHOCUMOCT KbM raiakTo3a, o0ul takraseH
IeGULHT WIH INI0K030-ralakTo3Ha ManabcopOuns He TpabBa na npueMar TO3H JICKAPCTBEH NPOAYKT.

Jpyru noMOLIHM BeLllecTBa
Tosa nexkapcTBO ChALPXKA NO-MaNko 0T 1 mmol Harpuii (23 mg) 3a Tabnerka, T.€. IPAKTHYECKH He
ChABPKA HAaTpHH.

4.5 Biaumoaelicrare ¢ APYrH JeKapCTBEHH NPOAYKTH H APYrH JOPMH HA B3AHMOAEHCTBHE
Ecpexm na eOHOBpEMERRO RPUNONCERU NEKAPCMBERL NPOOYKMU 8DPXY PO3YEACMAMIN.

NHXHOUTOPHU Ha TPAHCIIOPTHUTE IIPOTEHUHHA
PosysactaTuH € cybcTpaTt Ha ONpeAcneHd TPAHCIIOPTHH IPOTEHHH, BINTIOYHTEHO Ha TPaHCIIOpTEpa
Ha yepHOoapoOHus 3axsaT OATP1B1u ednykc Tpancnoprepa BCRP.EaHOBpeMEHHOTO NpHITOXKEHHE
Ha pO3YBaCTATHH C JICKAPCTBEHH [TPOIYKTH, KOUTO ca HHXHOMTODH Ha T€3H NMPOTEHHH, MOXE Ja

Muonarua (BX. To9ku 4.2, 4.4 u 4.5 u Tabnnua 1).
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IIpu CHIBTCTBALIO MPAIOXKEHHE HA PO3YBACTATHH H LMKIOCTIOPHH, CTORHOCTHTE HA AUC Ha
pO3yBAacTaTHH ca 61N cpeaHo 7 MBTH NO-BHCOKH OT T€3H, Hab/moAaBaHH NpH 30paBH noGpoBONLM
(Bx. Tabnuua 1), Po3yBacTaTvH € MPOTHBONOKA3aH [IPH NALMEHTH, €AHOBPEMCHHO NOTy4aBallln
LUKJIOCTIOPHH (BXK. TouKa 4.3).

CHIBTCTBAILIOTO NPHIOKEHHE HE € MOBIHATO [UIA3MEHHTE KOHIEHTPALIHK Ha NMKJIOCTIOPHH.

ITpoTea3Hn KHXUOHUTOPU
BunpekH, 4e TOYHAT MEXaHW3IbM Ha B3aMMOJEHCTBHE HE € H3BECTEH, CAHOBPEMEHHOTO NPHITOKCHHE C

NpOTEa3HyU HHXHOUTOPH MOXE PA3KO [a MOBHILH €KCIIO3HIMATA Ha PO3YBaCTaTHH (Bxk. Tabnuua 1),
Hanpumep eAHOBPEMEHHOTO MpunoXkeHre Ha 10 mg po3yBacTaTHH H KOMOMHHPaH MPOAYKT, ChCTOALL
ce OT ABa nmpoTreasHy Haxuburopa (300 mg arasaHasup/100 mg pUTOHABMP) NO BpEME HA
hapMakOKHHETHIHO MPoy4BaHe ITpH 3ApaBu A0OPOBOILM, C€ aCOLIMHpA C PHONH3IUTEIHO TPHKPATHO
napactBaHe Ha AUC i Crax Ha po3ypacTaTiH. EAHOBPEMECHHOTO NPWIOKEHHE HA PO3YBACTATHH H
HAKOM KOMOMHALMM OT TIPOTEA3HN HHXHOHTOPH MOXKE Aa C€ HMA NPEABHA CJIe] BHHMATEIHO
NpeleHABaHe Ha KOPEKLIMUTE Ha 103aTa pO3yBacTaTHH, Bb3 OCHOBA HA OYAKBAHOTO MOBHIICHHE HA
ekcno3unmaTa My (sx. Touku 4.2, 4.4 n 4.5 Tabnuua 1).

CemMbubpo3ua ¥ ApYTH TUNUAONOHWKABAINIY IPONYKTH
ChHIOBTCTBALIOTO MPUJIOKEHHE HA PO3yBacTaTHH U reM¢puOpO3IT € IOBENO 0 ABYKPATHO MOBHILCHHE

#a Cmax u AUC Ha posyBacTaTHH (BX. Touka 4.4).

B13 OCHOBa Ha AaHHM OT GApMAKOKHHETHYHH TIPOYIBaHUA 32 CrieLHIHH JIEKAPCTBEHH
B3aMMOIECTBHA, HE Ce 0YaKBa B3auMoaeiicTeie ¢ penodulbpart, HO € BE3MOKHA NOABA Ha
¢dapMakoAHHAMHYHH B3aHMOJICHCTBHA.

Fembubpozun, peHodubpar, Apyrn GpuOpaTH M NHMHAOIOHHKABAILKTE A03U (B JO34 > WIH paBHH Ha
1 g/nen) Ha HHAIMH (HUKOTHHOBA KUCEIHHA) IOBULIABAT PUCKA OT NOABATA HA MHOMATHA NPH
xoMGuHupane ¢ uaxuGnTopH Ha HMG-COA (XHIpOKCHMETHII-TTTy TAPIWI-KOCH3UM A) PeAyKTasara,
BEPOATHO nopaay daxra, 4e Te MOTaT Aa MpeAU3BHKAT NOoABaTa HAa MHOMATHA M NPH MOHOTEpaInHA.
Tlo3ata oT 40 mg e MPOTHBOMOKA3aHa NMPH CHLITLTCTRAMIO JieueHHe ¢ GpuGpat (Bx. ToukH 4.3 1 4.4).
IIpH Te3w NauMeHTH JedeHHeTo Tpabea fa 3ano4yxe ¢ 103a OT 5 mg,

Ezetumud

CrusTerBamaTa ynorpeba Ha 10 mg posysacratuH 1 10 mg eseTiMub Boau Ao 1,2 KpaTHO
nosumenne Ha AUC Ba po3yBacTaTHH NPH XHUnepxoiecTeponeMuyHy nauueHTH (Tabmuua 1). Tosa
He MOXe J1a C& H3KTouH GapMakoAHHAMHYHO B3auMOoAeHCTBIE MEXY PO3YBAaCTaTHH W €3eTUMHO,
KOETO Aa MMa KaTO pE3YNTaT HeKeNnaHy peakiuu (Bxk. To4uka 4.4).

AHTH )

EHOBPEMEHHOTO NPIWIOKEHNE HA PO3yBACTATHH C aHTHALM/HA CYCMEH3HA, ChABPKALIA anyMHUHHEB H
MAarHe3ueB XUAPOKCH/ € JOBENO A0 HaMAIABaHe Ha [U1a3MEeHATa KOHLCHTpalua Ha pO3yBacTaTHHa C
okono 50%.

To3u edexr e 6un oTcaabeH, KOraTo aHTHALMAUTE Ca JaBaHU 2 Yaca ciie]l MpHeMa Ha pO3yBaCTaTHH.
KJIHHUYHOTO 3HaYeHHE HA TOBA B3aHMOAEHCTBHE HE € N3C/ICABAHO.

EpUTpOMHLIMH
CLIBTCTBALLATA YHOTpeOa Ha PO3yBAacTAaTHH M EPHTPOMHLMH € Jobena 10 HamasiBade ¢ 20% Ha AUC

1 ¢ 30% Ha Cmax HA pO3yBacTaTHH. B3anMoaeACTBHETO MOXE Aa € NPEAU3IBHKAHO OT NOBHINCHHA
YPEBEH MOTHJIMTET, BCICACTBUE HA NPHEMAHETO HA EPHUTPOMHLHH.

EH3HMMH OT CHCTEMATa Ha LHTOXpoM P450
PesyntaTu OT in vifro 4 in vivo npoy4BaHHs 1MOKa3BaT, Y€ po3yBAaCTaTHH HC € HHTO HHXUOUTOP, HHTO

MHAYKTOpP Ha LMTOXpoM P450 m3oeHsumure. B npubaska po3yBacTaTHH e ol CyOCTpaT Ha TE3H
m3oeH3uMH. CIIeI0BATEIHO, HE C& OYAKBAT eKapCTBeHH B3aUMOIeHCTBUA KaTO PE3YNTaT OT
uuToxpom P450-meaunpanus metabonu3eM. He ca HabmioaaBaHy KIMHHIHO 3HAYUMH
B3AHMOEHCTBHA MEXIY po3yBacTaTHH ¥ ¢uykoHason (uHxuburop Ha CYP2C9 CYP3A43,
xerokoHazon (vaxuburop Ha CYP2A6 u CYP3A4). S R PR
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Tuxarpenop Moxe Ja ropnuse 6s6peuHara ekCKpelysa Ha Po3yBacTaTHH, MOBUIIABAHKY PHCKA OT
HaTpyMBaHe Ha PO3YBAcTaTHH. BLIPEKH Y& TOUHUAT MEXaHU3bM HE € H3BECTEH, B HAKOH ClTy4aH
CHITHTCTBALIATA YRNOTPe5a Ha THKArpeNnop M pOo3yBacTaTHH BOIM 10 HaMansABaHe Ha 6bOpeuHaTa
$yHKUMA, moBuiuasane Ha HuBoTo Ha CPK n pabaomuonusa.

BaaumoneicTeEHA, KOMTO H3IUCKBAT KOPEKIMA HA JO3ATA PO3YBACTATHH (BXK. CHIIO Tabnuna 1):

Korato e HeoOXoaUMO pO3yBaCTATUH Ja Ce NpIara 3a€H0 ¢ JpYTH JIeKapCTBCHH NTPOXYKTH, 38 KOHTO
€& H3BECTHO, e MOBHIIABAT eKCTIO3MIMATA MY, 103UTE Ha PO3yBAacTaTHH TpA0BA A3 c€ KOPHIHPAT.
3anoyBa ce ¢ 10332 5 mg po3yBacTaTUH BEAHBK JHEBHO, AKO 0YaKBAHOTO MOBHIICHHC HA
excnosnupata (AUC) e npHOnn3uTenHo AByKpaTHO WIM NO-roJaMo. MakCHManHaTa AHCBHA 1032 Ha
po3yBacTaTHH TpAGBA Ja ce KOPUIUpa Taka, Ye QYaKBaHATA EKCIO3ULKs HA pO3yBAaCTaTHH 1a HAMA
BEPOSTHOCT Ja HAABHIUM TasH Ha 40 mg JHEBHa 1033 OT PO3yBacCTATHH, NPUCMaH be3
B3aMMO/EHCTBALLH JIeKAPCTBEHH NPOIYKTH, HAaNpHMep, 103a oT 20 mg po3yBacTaTUH ¢ reMQpHOpo3M
(1,9-mbTH noBHLLEHKE), H 1038 10 mg po3yBacTaTHH ¢ KOMOMHALKMA aTa3aHABAP/PUTOHABHD (3,]1-ITBTH

TIOBHILIEHHE).
Ta6auua 1  EdexT Ha eAHOBPEMEHHO MPHJIATAH JEKAPCTBEH NPOAYKT BbPXY €KCIOIHUHATA
na posysactatul (AUC; B HH3X0ASI ped) OT NYOAHKYBSHH KAHRHYTHH
Npoy4BAHHSA _ _ _ _
o308 peskKHM HAa B3aHMOAeHCTBAUIOTO H030B pexkuM Ha Ipomsiia B AUC Ha
JIeKapETBO PO3YBACTATHH PO3YBACTATHH
IuknocnopuH 75 mg ABa ITETH THEBHO A0 10 mg BeAHBXK 7.1 mptu T
200 mg nsa TETH JHCBHO, 6 Meceua AHEBHO, 10 AHU
Peropadenn6 160 mg, BEAHBX THEBHO, 5 mg, egHOKpaTHa 3.8t 1
14 nHH ao3a
Atazanaeup 300 mg/puronasup 100 mg BeAHBX 10 mg, enHOKpaTHa 3.1 meti T
IHEBHO, 8 THH 00323
Bennaraceup 100 mg BeAHEX XHEBHO 10 mg, enHOKpaTHa 2,7 nbTH T
10348
OmOuTacBHp 25 mg/napuranpeBup 5 mg, enHOXpaTHa 2,6 nbTH 1
150 mg/ puronasup 100 mg BeaAHDX 033
nHesHo / nazabyesup 400 mg 2 NeTH
IHEBHO, 14 nHH
I"pazonpesnp 200 mg/enbacsup 50 mg 10 mg, enHOKpaTHa 2,3 neTH |
BEIHBK NHEBHO, 11 AHH 1034
I'nexanpesup 400 mg/mubpenracBup 5 mg BeOHBX JHEBHO, 2,2 mbTH 1
120 mg BeXHBXK AHEBHO, 7 OHH 7 IHU ‘
Nonunaeup 400 mg/ puroHasup 100 mg aBa 20 mg BEIHBX 2.1 meta T
ITbTH AHEBHO, 17 AHHU OHEBHO, 7 AHH
Knonuaorpen 300 mg HaToBapBalua A03a, 20 mg, eIHOKpaTHA 2meTH T
nocjeaBaHa or 75 mg Ha 24 yaca J03a
Femdubposun 600 mg ABa MHTH JHEBHO, 7 THM 80 mg, eZIHOKpaTHA 1,9 meTu T
no3a
Entpombonar 75 mg BeIHLXK AHEBHO, 5 THH 10 mg, eqHOKpaTHA 1,6 neTi T
0334
Iapynasup 600 mg/ puronasup 100 mg nBa eTH 10 mg BeAHDBK 1,5 meti T
IHEBHO, 7 IHH _ _ RHEBHO, 7 NHH
Tunpanasup 500 mg/ puronasup 200 mg BID, 11 10 mg, epHOKpaTHa 1,4 st T
JAHH 034
JipoHenapox 400 mg npa MBTH AHEBHO He e HanuyHa 1,4 nptu 1
Urpakonazon 200 mg BeAHBXK AHEBHO, 5 AHH 10 mg, eqHOKpaTHa 1,4 meta T
A03a
Ezetumu6 10 mg BenHbXK AHEBHO, 14 OHH 10 mg, BeAHBK 1,2 o T
_ IHEBHO, 14 nHU
docamnpenasup 700 mg/ puroHasHp 100 mg npa 10 mg, enHoxparHa

ITLTH AHEBHO, 8 THH

JA03a




Anernurasap 0,3 mg, 7 nHu 40 mg, 7 AHM s

CunumapuH 140 mg Tpu ITBTH AHEBHO, S AHH 10 mg, eAHOKpATHA T
1032

derodubpar 67 mg TpH IbTH JHEBHO, 7 OHH 10 mg, 7 AHK s

Pudammun 450 mg BEIHEXK IHEBHO, 7 IHH 20 mg, ¢AHOKpaTHA o
7032

Kerokona3on 200 mg asa MbTH AHEBHO, 7 AHH 80 mg, eAHOKpaTHa ©
1032

@nyxoHason 200 mg BeHBX HEBHO, 11 AHK 80 mg, eaHoKkpaTHa &
A03a

EputpoMmutikt 500 mg YETHPH MBTH AHEBHO, 7 80 mg, eNHOKpaTHA 20%

OHU H03a

BaiikamiH 50 mg TpH ITHTH AHEBHO, 14 IHM 20 mg, eNHOKpaTHa 47%
no3a

* IlanHUTE, TOCOYEHH KATO X MNBTH NPOMAHA, MPEACTABAT [IPOCTO CBOTHOLICHHE MEXITY
eIHOBPEMEHHO [IPHIOKEHHE H MPHIIOKCHHE Ha PO3YBACTATHH caMocToATETHO. JIaHHHTE, NOCOYCHH
kaTo % TIPEACTABAT NPOLIEHTa palfinka, OTHECCH KBM CAMOCTOATCTHOTO NPUIOKCHHE HA
pPO3YBaCTATHH.

[MoBHIIABAHETO € MOCOYEHO KATO «“T" Ge3 NpOMAHA KaTo “¢>”, MOHIKEHHETO KaToO “)
** HaKkoNnKo MpOyYBaHHA 3a B3aUMOJeHCTBHE Ca poBeeHK® pa3IHuHA O3HPOBKH pO3YBaCcTaTHH.
Tabnuuara MpeAcTaBs Hai-3HaYHMOTO CHOTHOIICHHC.

OD = seaHBbXX AHeBHO; BID = ABa MbTH AHEBHO; TID = Tpu NbTY AHEBHO; QID = 4eTHpH
NBbTH AHCBHO

»
[ ]

Egbexm na po3yéacmamii 6bpxy eOH08pEMeHHO RPUEMAHU ReKapcmeeRu npooykmu

AHTArOHHCTH Ha BUTaMUH K

[Mono6Ho Ha apyry uHxuburopu Ha HMG-CoA penykTasara, 3ano4saneTo Ha JICYCHHUE C
PO3YBACTATHH WK THTPMPAHETO Ha 403aTa MY [IPH NMALUACHTH, [pHeMAIl{ aHTArOHUCTH HA BUTAMHH
K (karo BapdapHH WiK IpYTH KYMapHHOBK AHTHKOATYJIAHTH) MOXKeE Ja A0BEAE A0 NOBHILABAHS HA
Tnternational Normalised Ratio (INR). IpexscBaHeTo Ha JICHEHMETO HIIH HAMAIABAHETO HA 1103aTa Ha
THTpHpaHE C PO3YBAaCTaTHH MOXE Ja IOBE/E 10 HAMANCHUE Ha INR. IIpu noaobuu cmy4au €
swenarenHo MoHuTopnpaHe Ha INR.

[lepopanHu KOHTPAIENTHBH/XOPMOHIAMECTHTENHA TCPAIIHA
CHITBTCTBAILATA YNIOTpeDa Ha EPOPAITHH KOHTPALETITHEH € IOBENA 110 NOBUIIABAHE HA AUC na

ETHHHIECTPAIHOI H HOPrecTpell, ChOTBETHO ¢ 26% H 34%. Te3n NOBHUILESHH 1a3MEeHH HUBa TPAOBa
1a B3€MAT [10] BHUMAHHE, KOraTo C¢ OTpeieNs JO3HPOBKATA Ha NCPOPATHHTE KOHTpaLenTusH. Hama
hapMaKOKHHETHYHH JaHHU 33 MIALIHEHTH, KOUTO PHEMAT pO3yBACTATHH H XOPMOHO3aMEeCTHTENTHA
repamis. ETo 3a110 B3aHMOIECHCTBIETO, ONMICAHO [0-rope HE MOXE Ad 6bIe U3KITIOYEeHO. BBIIpeKn
TORA Ta3H KOMGHHALMA ¢ 61a MIMPOKO MPUIAraHa NP KEHH 10 BPEME Ha KIUHMHH H3NHTBAHNA 1 ¢

rioHacsiHa aobpe.

Ipyry nexapcTBEHHU NPONYKTH

EHFOHCHH ‘

B12 0cHOBA HA JaHHKTE OT KIMHHYHH APOYy4YBaHMA 3a CleLH(PHYIHH JIEKAPCTBCHH B3aHMOJECACTBHA, HE
ce 0YakBa KIIMHHYHO 3HAYHMO B3aUMOJEHCTBHE ¢ TUrOKCHH,

Dy3uaosa KHCENHHA
He ca npoBexAaHH NPOYYBAHHA BBPXY B3adMOaeCTBHETO MEXAY PO3IYBACTaTHH H ¢y3uaoBa

KucennHa. PUCKBT OT MUOMIATHA, BIIIOUHTENHO pabAOMHONH3a MOXKE la Ce YBRIUYH TPH
eZHOBPEMEHHOTO Npuiiarate Ha ¢y3unoBa KHCENMHHA (CHCTEMHO) H CTaTHHH. MexaHH3MbT Ha TOBa
piauMoneficTeue (6un Tok hapMakoAHHAMHYEH, PaPMAKOKHHETUYICH WIH H JABETE) He
nocera. Mma cpobiueHns 3a pabnoMHONH3a (BKIIOUHTETHO daranna) npH nauue
NOTyYaBajTH Ta3u KOMOHHAIMs.




AKO CHCTEMHO JiedeHHe ¢ dy3HA0BA KUCEIHHA € HeoOX0nUMO, JICUCHHETO € pO3yBacTaTHH TpsabBa a
ce NpeKpaTH, JOKATO POABL/DKABA JIEUCHHETO C Py3HI0Ba KHCEIHHA. Buxre cbino To4ka 4.4,

Heouampuuna nonynaayun
[TpoyysaHua 33 B3aHMOJEHCTBHE Ca NIPOBEXIAHH CaMO MPH Bb3pacTHH. CreneHra Ha
B3aUMOAeHCTBHATA B [ICAHATPHYHATA NOMYJIALMA HE € W3BECTHA.

4.6 OepTHanTeT, OPEMEHHOCT H KbPMeHe

PosyBacTaTiH € NPOTHRONIOKA3aH M0 BpeMe Ha OpeMEHHOCT M KBPMEHE.

¥euu ¢ geTeposieH noteHiMan TpadBa Aa Npunarat NOAXOAALH KOHTPAaUSNTHBHHA MEDKH.

Toi KATO XONECTEPONBT K APYTHTE MPOAYKTH Ha XOIECTEpooBaTa GHOCKHTE3ATA €A OT ChIUECTBEHO
3HAUEHHE 33 PA3BHUTHETO HA IU10Aa, TOTCHUMANHUAT PUCK OT HHXHOHMpaHe Ha HMG-CoA penykrasara
HaJIBMILIABA TPeAMMCTBATa OT JiedeHue No BpeMe Ha 6peMeHHOCT. [Ipoy4YBaHUATA NPH XKUBOTHY
OCHIypABaT OTPaHHYEHH JaHHH 332 PENPONYKTHBHA TOKCHYHOCT (BXK. TOUKA 5.3). AKO nNauMeHTKa
3a6peMeHee 110 BpeMe Ha JIEYeHHETO C TOBA JIEKapCTBO, IPHEMBT TPiOBa Aa OBb/ie NpeyCTaHOBEH
He3a0aBHO.

Po3yBacTaTHH ce €KCKpPETHpa B MJIAKOTO Ha IUIbX0Be. HAMa yCTAHOBCHH IAHHH 33 OTACNAHC B
MJIIKOTO NpH Xopara. (Bikre Touka 4.3)

4.7 Edextn BbpXy cnocobHocTTa 3a modupaHe H paboTa ¢ MAIIHHH

[Ipoy4BaHHSA 33 YCTAHOBABAHE HA BTUAHHETO HA PO3YBACTATHH BEPXY CNIOCOOHOCTTA 34 modupaHe U
pa6oTa ¢ MAIIMHH HE Ca MPOBeXAaHN. Brnpexy ToBa, Bb3 OCHOBA Ha papMaKOAMHAMHIHHUTS MY
CBOMCTBA, € MATKO BEPOATHO PO3YyBACTATHH 14 NMOBJMse HeGIaronpuATHO Te3H criocobHocTH. 11pn
modupaxe wiau paboTa ¢ MaIIMHYU TpabBa [a ce MMa MpeBUI, Y€ N0 BPEME HA JIEYEHHETO MOXE Ja CC
MOABH CBETOBBLPTEX.

4.8 HexenaHu JeKapCTBEHH peaKLHH
HexenaHyTe NeKapcTBEHH peaklny, HAGMIONABaHH NIPH PO3yBACTATHH OOMKHOBEHO Ca JICKH H
npexoAHH. B KONTPONHpaHH KIHHHYHH NPOYYBaHHA M0-MalKo 0T 4% OT NALIHEHTHTE, JIEKYBaHH C

pO3YBaCTATHH C2 NPEKBCHAIH JICUEHHETO NOPaAM HEXEeNIAHH PeaKLMH.

TabnuueH CNUCHK HA HEXENAHUTE PEAKUUH

[To-nony ca u30pOCHN HeXKeJlaH!U JIeKAPCTBEHH PEeaKLMH 33 PO3YBACTATHH, Bb3 OCHOBA HA AHHH OT
KJIMHHYHY NPOYYBAHHMA U Pa3slMpeH NOCTMAPKETHHIOB OMUT, HexenaHuTe peaklinm ca
knacurimMpadu cbo0pa3HO YecTOTara U CHCTEMO-OpPTraHHHA Kilac.

YecTOTATa HAa HEXEIAHHTE peakuHH € KnacHdHLpaHa cho0pa3sHo ClieAHATa KOHBCHLINA!

yecty (21/100 po <1/10); Heuectr (= 1/1 000 po < 1/100); peaku (= 1/10 000 po < 1/1 000); MHorO
penku (<1/10 000); c HemssecTHa uecTOTa (OT HATMYHHTE AAHHH HE MOXe Jia Ob/le HanpaBeHa
OLICHKA).

Tabnuua 2 HexenaHuTe peakuuy, Bb3 OCHOBa Ha JaHHH OT KTHHUYHH OMHT U ITOCTMAPKETHHIOBH
NPOYYBaAHUA

CHcreMo- YecTH HevecTH Peaku Muoro peakd | C HeH3BECTHA
OpPraHHH YecToTa
KJACOBE
HapyuieHus Ha Tpomboruto-
KpBbBTA U TIEHNA
NUM(pHATA

CHCTCMA




Hapyuwernusa Ha

CBpPBXYYyB-

OsbpeuuTe U
THKOYHUTE
[TETHINZ

MMyHHATa CTBUTE/IHOCT,
cCUCTEMA BIJTIOUUATEIHO
AHI'HOSEM
HapymeHud Ha 3axapeH
eHIOKPHUHHATA anabet’
CHCTEMA
IlcHuxu4HH Hemnpecus
HapyLICHMS
HapyiieHua Ha ['naBobonue; [TosnmHeBpo- ITepudepna
HEpBHATAa 3aMasHOCT naTHs; HEBPOIIATHA
CUCTEMA 3ary0a Ha HapyiueHus Ha
ramMeTTa ChHA,
BKJTHOYHTEITHO
WHCOMHHUA 1
KOLIMapH
MuacTteHus
IpaBHC
Hapyuienusa Ha O4yHa MHACTECHNA
O4UTE
PecnupaTopHu, Kamnuna
I'PBIHH U JlucnHes
MEIHACTHHATHH
HapyIICHUA
Cromaiiso- KoHcTHMALMA [Tankpeatur Huapus
YpeBHHU I"'anene
HapyIIeHNA AOnoMHHanNHA
0oJiKa
XenaTobninapHu [ToBumenn ACBNTEeHHULIA
HapYILCHUS TPAHCAMHHA3M | XenaTur
Hapymenus Ha Ceplex, CuHOpOM Ha
KOXaTa H obpus, Stevens-Johnson
MOAKOXHATA yPTHKApHA JlekapcTeeHa
TbKaH peakiud ¢
€O3MHOPIINA U
CHCTEMHH
CHMITTOMH
(DRESS)
Hapyiienus Ha Muanrus Muonarus ApTpairus HapywmeHus B
MYCKYJIHO- (BKIIOYHUTEITHO CYXOXUWIHATA,
CKeJeTHaTa MHUO3IAT) U TIOHAKOTA
CHCTEMA H pabaoMuoIn3a YCIOKHEHH C
CbeIMHATEIIHATA PYNTYpPH
ThKaH Jynyc- HmvyHoMeauupa
nonobex Ha
CUHIPOM HEKPOTH3Upalla
MHOMAaTHA
PaszkrcBaHe Ha
MYCKYJIUTE
Hapymenus Ha XeMaTypud




HapyuicHHA Ha ['mHExOMacTHA
BBE3MPOU3BOINTE
JIHATa CUCTEMA H
repaaTa

Obmm AcTeHus OTtok
HapyUICHUs H
eeKTH Ha
MACTOTO Ha
[IPUIOKEHHE _

| YeoTOTaTa 3ABMCH OT HATMYHMETO HITH JIMACATA Ha PUCKOBH (aKkTOpH (KpbBHA 3aXap Ha IAHO >5,6mmol/L,
BMI>30 kg/m?, NOBHIUEHH TPUTIHLIEPHAN, AHAMHE3A 38 XHTIEPTOHHA).

Kaxrto npu apyrute nixubutopu ha HMG-CoA penykrasara, nossaTa Ha HexeIaHH 1EKapCTBEHH
peaxIMy M3rMeKaa € 10303aBUCHMA.

Edext Bopxy 6n6penure

[Ipy NaMeHTH, EKYBaHH C pO3YBACTaTHH € HabmoAasaHa YCTaHOBEHA ¢ TECT-JICHTHYKH
[POTEHHYPHA, KOATO € C NPeIUMHO TYOyIeH MpOoH3XOX. Ipu < 1% oT nauueHTuTe, npyeMauy 10 1
20 mg u npu npubnu3uTeaHo 3% OT MALMEHTHTE, JICKYBaHH C 40 mg po3yBacTaTHH ¢a Habo1aBaHH
NPOMEHH Ha KOJIMYECTBOTO MPOTEHH B YPUHATA OT OTPULIATE/ICH PE3yITaT Hith clenu, KbM ++,
HesHaupTeIHO OTKIOHEHHE B [TOCOKA OT OTPHLATENICH PE3yNITAT WM CHEAM KBM + € HabmoaaBaHo
npu gosa ot 20 mg.

B noBeuero cydau NPOTEeHHYpHATA HAMAIABA WIH H34e3Ba CIOHTAHHO B ITPOLSCA Ha neuexnuero. OT
npernesa #a AAHHUTE NPH KIHHAYHUTE ONUTH M NOCT-MAPKETHHIOBHTE NPOYHBaKti, 10 cera He €
MACHTUGULMPAHA TPUYMHHA BPb3Ka MEXY NPOTCHHYPHSATA H OCTPO HITH NPOrpeCHBHO OBp0pedHo
3ab0naBaHe.

[Ipx malyeHTH, TPETHPAHH C PO3YBACTATHH, © HaOMO1aBaHa XeMaTypuA, HO KIIHHNYHHTE NaHHH
covar, 4Ye 4eCTOoTaTa i € HHCKA.

EdexTH BEPXY CKEIETHATA MYCKYiQ

B131elcTBIA BBPXY CKENETHATA MYCKyaTypa KaTo MHUAITHUA, MAOITATHA (BKJ1. MHO3HT) ¥ PAIIKO —
pabmomMuonu3a cee win 6e3 ocrpa OpOpeusa HeoCTaTEHHOCT, Ca chroDImAaBaHy MpH MauueHTH,
NEKyBaHH C BCHYKH 03U HAa PO3yBaCcTATHH, OCOOEHO C 1031 Hall 20 mg.

Veenmenue Ha HEBoTo Ha CK, BCISACTBHE Ha yBEIH4ABAHE HA 103aTa, & HAOMIONABAHO NPH MANTBK
Gpoit NaUKEeHTH, MpHEMAllH pO3yBacTaTHH; MOBEYETO OT CIIYHAHTE Ca JIeKH, 6€3CUMITTOMHH H
npexoanH. Axo HusoTo Ha CK ce noBuiy (> 5 ITETH HaJ TOPHATA pedepeHTHa rpaHHLia), JIEYEHHETO
Tpa6Ba fa Gbae npeycTaHoBeHO (BX. TOYUKA 4.4).

EdexTu BEPXY YepHUA Apod

Kaxro npu apyrn uuxuburops Ha HMG-CoA penykrasara, yBeanieHHe Ha TpaHCaMHHA3HTE,
CBBP3aHO C IO3UPOBKATa € HaO01aBaHO NPH MATBK Opoit nalMeHTH, NPHEMAILIH pO3yBaCcTaTHH,
NOBEYETO OT CIyYauTe ca neKkH, 6e3CHMIITOMHH H MPCXOAHM.

[pu ynorpebara Ha HAKOW CTATHHY Ca chrOOMABAHM CIENHUTE HEXENAHH PCaKIIHK:
e (CexcyanHa aucyHKIMA
e V3onupaHH ciyuau HA MHTEPCTHLHANHA GenofpobHa fonect, 0cobeHO MpH NPOIBIDKITETHO
neucHue (BX. Touka 4.4).
CrobLIeHaTa YeCToTa Ha pabIoMHONIHN3a, CEPHO3HH CHOMTHA, CBBP3aHH C YBPOXIAHE Ha 6p06peuHaTa
dyHKLKA ¥ CepHO3HM CHOMTHA, CBBP3aHH € yBPEKIAHE HA yepHoapobHaTa GyHKIMSA (CHCTOALLM CE
NPEIMMHO B YBEJIHUEHH TPAHCAMHHA3H), € N0-BHCOKA NPH 103aTa 0T 40 mg.

[leguaTpiyHa NOMY.JIAIMA
[NoBKInapaHe Ha KpeaTrHkuHazaTa >10xXULN ¢ MycKyiHH CHMNTOMH CIIC/| Y TIPOKHECHUA Wy

noBKIIeHa PU3HUECKa AKTHBHOCT €a Hablo1aBaHy M10-1€CTO B €JHO 52-ceIMATHO KITH Q D-
npoy4yBaHe Ha Jelia ¥ MNajieXkH B CPaBHEHHE C Bb3PACTHHTE (BX. Touka 4.4). B np .@?t&‘m,x
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MpodHIET Ha 6e3011acHOCT Ha PO3YBACTATHH € CXOISH MpPH ACLA ¥ MITAJIEKH B CpaBHEHHE C
BB3PaCTHHTE.

CrobluaBaHe Ha NONO3IHPAHN HEXENaHH DEAKUHY
Cp00LIaBaHETO Ha NOJO3UPAHH HeXeJIaHH peaknH ClI€ pa3peliaBatce 3a ynotpeba Ha ICKapCTBCHUA

NPOAYKT € BaXkHo. TOBA [103BONABA Aa MPOABIDKH HaBJIIOZIEHHETO Ha CHOTHOILIEHHETO MOJI38/PHCK 3a
nexapcTBeHHMs NpoAyKT. OT MEAUIMHCKATE CACLHATHCTH CC HIUCKBA N cpOoOIIABaT BCAKA
MOJO3UPAHA HEXENTAHA PEaKLIMs upes:

H3mrenHHTENHA arcHLINA Mo JICKapCTBaTa

yn. ,,JJamaH I'pyes” Ne 8

1303 Codns

Ten.: +35 928903417

yeGeaiiT: www.bda.bg

4.9 IIpeaosupane

B ciyyalt Ha npeRo3upaHe, CeuPUYHO JICUEHHE HAMA. [Tpu npeno3upane, MAlMEHTHT TPSOBa Aa ce
eKyBa CUMITTOMATHYHO ¥ J1a C€ 3aN0YHAT NOMbPKALIM MEPKH, CNIOPER HyxauTe. Tpabsa 1a ce
cnenst yepHoApoOHara ¢pynkuua u Hupara Ha CK. Manko BeposTHO €, XeMOHan1saTa na 6wae ot
1oJiza.

5. ®APMAKOJOTHYHH CBOUCTBA
5.1 dapMaKoAHHAMHYHH CBOHCTBA

®apmakorepaneBTHYHa rpyna: HHXuOuTopH Ha HMG-CoA penyxrasata
ATC xon: C10A AQ7

MexaHu3bM Ha NeHACTBHE
Po3yBacTaTHH € CENIEKTHBEH H KOHKYPEHTEeH HHXHOHTOp Ha HMG-CoA penykrasara, CKOpOCT-

OrpaHUYaBaLIMAT CH3UM, KOHTO MpeBphIIaA 3-XUIAPOKCH-3-METHATTY TAPHN KOSH3UM A B MEBAIOHAT,
npeKypcop Ha xosnectepona. OCHOBHOTO MACTO Ha JEACTBHE HA PO3YBACTATHHA € HCPHIIA opob,
NPULIETHUAT OpraH 3a HaMansBaHe HUBOTO HA XOJIECTEPO.A.

Po3yBacTaTHH yBenndasa 6pos Ha HepHOAPOOHHTE LDL peuenTop BEPXY KA€TBYHATA NOBBPXHOCT,
KATO 3ACIIBA 3ANABIHETO M KaTaGomusma Ha LDL u uuxubupa yepHonpobHara cunTesa Ha VLDL,
KaTO IO TO3W HauMH HaManspa obua 6poit va VLDL » LDL yacTuuk.

dapMakoAHHAMHYHH edexTH

PosypacTariH HaMaispa nosuwenus LDL-xonectepon, oOLIMA X0NecCTepo U TPHTTTHLEPUINTE, H
noeuwasa HDL-xonecrepona. Tolf ¢eiio noHwkasa ApoB, non HDL-xonecrepona, VLDL-
xonecrepona, VLDL-TpHriHUepHANTe U yBCAHYABA ApoA-I (px. Tabnuua 3). Po3yBacTaTHH CBLIO
noHwxkaga u croTHowenuero LDL-C/HDL-C, o061 xonecreposl/HDL-C u non HDL-C/HDL-C u
ApoB/ApoA-I.

Ta6auua 3 OTropop Ha A03aTa NPH NAUHEHTH ¢ MbPBHYHA XHIEPXOJECTEPOIEMUTA (tun Ila u
[Ib) (kopHrHpas cpeleH NPOUEHT HA MPOMAHA CNIPAMO H3XO0AHOTO HHMBO):

Jo3a N LDL-C | TC HDL-C | TG NonHDL-C
[naueSo | 13 -7 -5 3 | -3 -7

5 mg 1 17 -45 -33 13 -33 -44

10 mg 17 -52 -36 14 -10 -48

20 mg 17 -35 -40 8 -23 -51

40 mg 18 | -63 46 | 10 28 | -60




TepaneBTHYHUAT eeKT ce 3a0ensA38a B PAMKHTE Ha 1 cemMMLa OT HadanoTo Ha neyeHuetTo v 30% ot
MAKCHMAJIHIS OTTOBOP CE MOCTHra 10 2 ceAMHULM. MakCUMATHUAT OTTOBOP OOUKHOBEHO CE€ ITOCTHIA
KbM 4-Ta cegMULIA H CJIel] TOBA C& MOAABPKa.

Knnauyda eduKacHOCT U 0e30MacHoOCT
Po3yBacTaTHH € e(peKTHBEH NMpPH BB3PACTHH, CTPAnally OT XHUIIEPXOICCTEPOIEMHUA CBC UITH Oe3

XUIIEPTPUIMLEPHACMHS, HE3ABUCHMO OT PAcoBA MPHHAIJICKHOCT, IO/ HITK BB3PacT, KAKTO U MpH
CTIEIMAIHH TPYITH KaTo AuabeTUIH Wi NAlMeHTH C GaMUITHA XUTIEPX0IECTEPONCMU.

O6o6menuTe JAHHU OT KNHMHHYHUTE MpoyuBanusd oT $asa 11l mokassar, ue po3yBaCTaTHH ¢
ed)eKTHBEH TIPH JIEUCHHE HA roJIMa YacT OT NALHeHTH C THI I1a wiu IIb xunepxoecTepocMua
(cpenna H3xogHA cToliHocT Ha LDL-xonecTepon — Okono 4 8mmol/L), cnopen onpeacneHnuTe OT
EBponeiickoTo JIpyKeCTBO N0 ATCPOCKICPO3a NPHLICTHH croitoctd (EAS; 1998); oxono 80% ot
naumenTHTe Ha 10 mg ca NOCTHrHaNH XenaHnuTe CTORHOCTH Ha X0JIeCTepoJl B LDL-xonecTepon
(< 3 mmol/L), cnopex EAS.

B exHo MamabHo mpoydBaHe ¢ GOpPCHPaHO THTPUpPaHe Ha J103aTa, 435 MALMCHTH € XCTCPO3UTOTHA
haMuITHa XMIIEPXOIECTCPOIEMHSA € JICKYBaHHU C 20 mg mo 80 mg. Bexuky AO3HPOBKM IIOKa3BaT
ONIOKHUTENEH PE3YATaT BPXY JHIHAHUTE MIOKA3ATENH U IEUeHHe 10 MOCTHTaHe Ha LejTa. Crnen
HocTHrane Ha AHesHa no3a ot 40 mg (12-ceaMuaHO neyenue), LDL-C Hamanssa ¢ 53 %. 33 % ot
nammenTuTe gocturar croftnoctute Ha LDL-C cniopen EAS (<3 mmol/1).

B exHo OTBOPEHO Npoy4BaHe ¢ POpCHPaHO THTPHPAHE Ha 103aTa MPH 42 nauueHTd (BKI. 8
MeqUaTpHYHA) C XOMOIHTOTHA (aMHITHA XHIEPXONECTEPOIEMHA ca OTUCTCHH PE3YATATHIC OF
npuemane Ha 20 — 40 mg po3ysacTaTiH. KaTo Wino B rpynara CpeAHOTO noHwkeHne Ha B LDL-
xonecrepona € 22%.

IMpu KAMHUYHE H3OUTBAHUA ¢ orpaHuyeH 6poii MalMeHTH PO3yBACTATHH NOKa3Ba afHIHBHA
e(MKACHOCT MPH HAMAABAHE HA TPUINIHLICPHINTE, KOTATO € IPUCMAH B koMmbuHaIWA ¢ peHopubpaT H
yBeuuasaHe Ha HMBoTo Ha HDL-Xonecrepon, B koMOHHALUA ¢ HAALMH (BX. ToUKa 4.4).

B enyo MHOTOLEHTPOBO, JBOWHOCIATO, IaLeO0-KOHTPOIHPaHO NpoyYBanc (METEOR), 984
MalMeHTa Ha BB3pacT Mexny 45 1 70 roguHH ¢ HUCHK PHCK 32 HCXEMH1HA 00JIECT HA CHPLUETO
(nedunupas karo Framingham puck < 10% 3a 10 rOAMHH), CBC cpeneH B LDL- XxonecTepon
4,0mmol/L (154,5 mg/dl), Ho che CyGKIHHMYHA aTEPOCKIIEP03a, YCTAHOBCHA 1PE3 HIMEPBAHE Ha
nefenuHaTa Ha kapoTHaHaTa uuTuMa Meaua (Carotid Intima Media Thickness) ca GHIH
paHaoOMH3MpaHK Ha 40 mg po3yBacTaTHH BEAHBX NHEBHO WK mranedo 3a 2 roauHy. Po3yBacTaTHH
aHauuTeNnHo 3a6aBM nporpecrTa no MakcumanHarta crofiHoct Ha CIMT Ha BCHYKH 12 mecTa Ha
KapOTHIHUTE apTEPHH, B cpaBHeHue ¢ wianebo —0,0145 mm/rognya [95% noBepHTENIEH HHTEPBA -
0,0196, -0,0093; p< 0,0001]. [IpoMaAHaTa COPAMO M3XOJHUTE CTOAHOCTH 32 rpynaTa Ha po3yBacTatiH
e -0,0014 mm/roxuHa (-0,12%/romnHa {HECHrHUQUKAHTHO} ), B CPABHEHHE C IpyTnara Ha wianedo ¢
nporpecus ot +0,0131 mm/romusa (1,12%/roxusa {p <0,0001}). He e neMOHCTpHpaHa JUPEKTHA
B3aUMOBPB3Ka MexcIy noHwkeHneTo Ha CIMT 1 NOHMKSHHA PUCK OT CHPAEYHOCHIOBU CHOHTHA.
[Tomynaumsra B npoydsanero METEOR ¢ ¢ HHCBK PHCK OT HCXCMHTHA GonecT Ha CBPLETO H HE €
NpeACTABUTEIHA 32 TAPTeTHATA NOITyIalHA Ha pO3yBacTaTHH 40 mg. osuposkata oT 40 mg TpadBa
113 Ce mpeIMcBa CaMo Ha NAIMEHTH ¢ TEKKA XHNEPXONECTEPOIeMid, C BUCOK CHPASTHOURI0B PHCK
(BXK.TOUKA 4.2).

B O6ocHoBKa 3a [Ipmnoxkennero Ha Cratun 3a [ITepeuuna [IpoduiakTaka: HuTepBeHIHOHAITHO
[TpoyusaHe 3a OueHka Ha PozyBacTaTiH (JUPITER), e uscneasad e(eKTHT Ha pO3yBacTaTHH BLPXY
HOABATA HA FOJEMH ATEPOCKIEPOTHYHH, ChPIEYHOCHIOBH HHIMACHTH NpH 17 802 MBxe (250
roguHHM) 1 keHd ( £ 60 roanHy).

PasneneHy Ha CNy4acH IIPUHLIKIL, Y9aCTHHLIMTE B H3C/IE€BAHETO IPUCMATIH mianedo (n=8901) nmu
posysacTaTHH 1o 20 mg BeIHbX Ha AcH (n=8901) B MPOALIIKCHHE HA 2 'OJIUHH.

B cpasHenue ¢ wianebo rpynara, IpH rpynara, NpHeMallla po3yBacTaTHH, KOHUECHTpAll
xonectrepona e Hamasina ¢ 45% (p<0.001).




B post-hoc aHan#3 Ha BUCOKO-PHCKOBATA MOATPYIA ¢ H3XOAECH PUCK olieHeH no Framingham >20%
(1558 uscnenpann) ce Habnonapa 3HAUMTENHO HAMANABAHE HA KOMOMHHpaHara KpaiHa 1en
BKJTIOYBALIA CMBPTHH CIY4YaH B CIIEOCTBHE HA ChPACYHOCHA0BA CMBPT, HHCYNT U HHQAPKT Ha
muokapaa (p=0.028) npn neveHne ¢ po3yBacTATHH B CpaBHEHHE ¢ rnaneto. AOGCOAIOTHOTO HaMaNCHHE
Ha pHcka 3a 1000 naupenTo-roquHu Oeiue 8.8. I1pu TasM BUCOKOPUCKOBA rpyra 0f11ara CMBPTHOCT
ocrasa HenpoMeHeHa (p=0,193 B post-hoc ananu3 Ha BUCOKO-PHCKOBATA NTOArpyna Npu cyOekTH (o0
6poit 9302) ¢ usxoned SCORE puck 2 5% (excrpanoyiupaH, ¢ LN BKJIIOYBAaHE HA TUUA Haj 65-
roAHluHa Bh3PACT) MOKA3BA 3JHAYUTENTHO HaMaABaHe HAa KOMOMHNpaHaTa KpalHa LeJ BKIIoYBalla
ChPACYHOCHAOBA CMBPT, HHCYNT U HHPapkT Ha Muokapaa (p=0,0003) npu neyeHre ¢ po3yBACTATHH B
cpasHeHHE ¢ wiauebo. AGCONIOTHOTO HAMAISBAHE HAa PUCKA 3a YeCTOTaTa Ha ChOuTHATA € 5,1 3a

1000 naimenTo-rogvHy. ITpy Ta3y BUCOKOPHCKOBA Irpyrna 0biara CMbPTHOCT 0CTaBa HEMPOMEHEHA
(p=0,076).

[Ipu nacneasanero JUPITER 6,6% oT yyacTHHLMTE, TPETHPAHU C PO3YyBACTaTHH 4 6,2% oOT
TPETHPAHHUTE ILTaLeh0 ca MPEeXbCHANN H3CIECABAHETO, NOPAAH BE3HHKBAHE HA HEXKEJIAHH peaKIHu.
Haii-uecTure crryyad Ha HEXeJIaHH PEakIHH, IIPH KOUTO € NPEKbCHATO NCYCHHUETO ca OHM: Muairus
(0,3% posypactaThH, 0,2% mnauedo), kopemun 6onku (0,03% posysacratui, 0,02% roanebo) n
o6pus (0,02% posysacraruH, 0,03% wrauebo). Hal-yecTHTe OIUTaKBaHUA € YECTOTA IO-BHCOKA HITH
paBHA Ha Ta3M NpH Iwauebo ca nHpekLud Ha MHKOYHUTE NBTHIIA (8,7% po3ysacraTuH, 8,6%
rnatie6o), HazodapuHrut (7,6% poaysacratuH, 7,2% nnauebo), 6onku B repba (7,6% posysacratiy,
6.9% mnaneto) u muanrus (7,6% posysacratiH, 6,6% nnaunedo).

[lennarpuyHa nomynaus
B eqHo ABOHHOCHANO, pAHAOMH3IHPAHO, MYJITHUEHTPOBO, IL1anebo-KOHTpONUpaHo, 12-ceAMHYHO

npoyusaHe (n=176, 97 oT MBXKH ITon ¥ 79 OT XkeHCKH 1on), nocneapaHo ot 40-ceamuyHo (n=173, 96
OT MBKKH 1T0J1 ¥ 77 OT ®EHCKHM MON), OTKPHUTO, (asa TUTpUpaHe Ha 103aTa HA PO3YBaCTaTHH,
naupeHTH Ha Be3pacT 10 go 17 rogunn (crapuit 1I-1V no Taxnep, MoMuueTa noHe 1 roanHa cinen
HAYaJIOTO HA MEHCTpYaLHATA) ¢ PaMHUIIHA XUIIEPXONeCTEPONEeMHA Ca MOMyYaBaIH pO3yBacTaTHH 3, 10
win 20 mg win ronauedo fHeBHO 32 12 ceaMHLM M e TOBA BCHYKH Ca NOAYYaBaly po3yBaCTATHH
aHeBHO 3a 40 ceaMuLd. B HayanoTo Ha npoyusaHeTo npubnuaurento 30% or naunenTure Osxa 10 no
13 rogumny ¥ npubnusurenno 17%, 18%, 40% u 25% ca 6unn B craguu 11, 111, IV » V no TaHep,
CBOTBETHO.

LDL-xonecreponsT € Onn noHuwxkeH 38,3%, 44,6% u 50,0% ot poszyeacratuk 5, 10 1 20 mg,
CLOTBETHO, B cpaBHeHHE ¢ (0,7% 3a rutauebo.

B kpas Ha 40-ceAMUYHOTO, OTKPHUTO, LIETALIO THTPYBaHe, IPOYyYBaHe, J03UpaHe A0 MakCUMyM 20 mg
BeIHEXK nHeBHO, 70 0T 173 nauuentn (40,5)% ca nocruryanu uenra 3a LDL-xonectepon 0T No-Maiko
ot 2,8 mmol/l. |

Cnen 52 ceIMHLIM Ha H3CJIEABaHOTO JIEYEHHE, HE € YCTAHOBEH HUKAaKDB €eKT BBPXY pacTexa,
Ternoto, BMI ninn nonoBoTo cu3pABaHe (Bx. Touka 4.4). Tosa npoyuBane (n=176) He e 6o
NpeaHasHAYCHO 32 CPAaBHABAHE Ha PEIIKH HEXeNaHH JIEKapCTBeHH PeaKLIMK.

Po3yBacTaTHH € NMpOy4YBaH ChIIC B €AHO 2-TOANIIHO OTKPHTO KIHHWYHO NPOYUYBAHE C THTPHPAHE HA
no3ara Jo xenaHara npi 198 neua ¢ paMwina XMrnepxonecreponeMus Ha pe3pact 6 1o 17 roguxu (88
momyeTa 1 110 Momuuera, cranuit mo Tanep <II-V). HauanHaTa 103a mpy BCHYKH NMALMEHRTH € 5 mg
pPO3YBaCTaTHH BeAHBX AHEBHO. [1pH naupeHTHTe Ha BB3pacT 6 A0 9 roauny (n=64) no3ara MOXe Ja
ce THTpHpa 0 MaKkcHMaHa no03a 10 mg BeaH®X THEBHO, a IIPH MauMeHTH Ha Bb3pacT 10 no 17
roguHy (n=134) 1o MakcuManHa 103a 20 mg BeAHELK JHEBHO.

Cnen 24 mecelia Ha Ie4eHHE ¢ po3yBacTaTHH, LS Ha cpeaHnsa npoueHT Ha HamaneHue Ha LDL-C
CTIpSAMO H3XOAHATa CTOMHOCT € -43% (u3xoaHo HUBO: 236 mg/dl, mecen 24: 133 mg/dl). 3a Bcaka

BB3PACTOBA rpyna, LS Ha cpeanus npoueHt Ha HaManenne Ha LDL-C cripsaMo H3xoaHaTa CTOHHOCT
e -43% (u3xoaHo HUBO: 234 mg/dl, mecert 24; 124 mg/dl), -45% (u3xomno HUBO: 234 meg/dl,

<10, 10 no <14 n 14 no <18 ¢croTBETHO.




PosysacTaTue 5 mg, 10 mg 1 20 mg NOCTHTaT CBIIO CTATUCTHYECKH 3HATHMH CPEAHH NPOMCHH
CIPAMO H3XOAHO HHBO 32 CIEHWTE BTOPHYHH NIOKA3aTe/IM Ha NUNHANTE U TUTIONDOTCHHHATC. HDL-C,
TC, ne-HDL-C,LDL-C/HDL-C, TC/HDL-C, TG/HDL-C, ne HDL C/HDL-C, ApoB, ApoB/ApoA-1.
Beska oT Te3u MPOMEHH € B II0COKa Ha MonoOpeH JIUITHAEH OTTOBOP M €€ MOAABPHKA B IPOABIDKCHHC
Ha 2 FOAHHH.

He ce ycraHOBsiBa e(eKT BepXy pacrexa, Ternoro, MTM nik nonosoTo Ch3pABAHE CIIEA 24 Mecena Ha
nevyeHue (Bx To4Ka 4.4).

Po3yBacTaTHH € H3cneaBad B XBOHHOCAANO, PAHAOMH3HPAHO, MYNTHLEHTPOBO, nnauebo-
KOHTPOJIMPAHO KPBCTOCAHO Npoy4dsaHe ¢ Jo03a 20 mg, BEAHBXK AHEBHO CPEILRY nmnauedo, npu 14 aeua u
IOHOLUH (Ha BB3pacT OT 6 8o 17 ronyuHH) ¢ XOMO3HIOTHA (paMHITHA XHMMIEPXOIECTEPOICMHA.
[IpoyyBaHeTO BKIIOYBA AKTHBHA 4-CSIMHYHA BHBEKAUIA (a3a C AWeTa, O BPEMS HA KOATO
NalMEHTHTE ¢a JiEKyBaHH ¢ po3yBacTaTHH 10 mg, kpreTocaHa ¢asa, KOATO ce ChCTOHN 0T 6-ceIMHYECH
nepuoa Ha neueHue 20 mg po3yBacTaTHH, NPEALIECTBAH HWIH ClICABAH OT 6-ceJMHUYEH IEPHOoI Ha
nnauebo u 12-cenMUYHa NOAALPAxKAalLa daza, no BpeMe Ha KOATO BCHYKH MALNUCHTH C2 OWH NeKyBaHH
¢ 20 mg po3ysacratuR. [TallMeHTHTE, KOWTO Ca 3aN0YHaIH NPOYYBAHCTO HA TCPATHA C e3eTUMHO WU
aepe3a s NpOALHKABAT MO BPEME HA LIWIOTO NMpOYYBAaHE.

Ha6nionaBana e cratucTuyeck 3naunma (p=0.005) penyxumus Ha LDL-C (22,3%, 85,4 mg/dL wim 2,2
mmol/L) cnien 6 ceaMuHOTO JleueHHe ¢ 20 mg po3yBacTaTHH CIIPAMO rwtane6o. HabnonasaHa €
CTATHCTHYECKH 3HATAMA pexykuua Ha O6w-C (20,1%, p=0,003), non-HDL-C (22,9%, p=0,003) u
ApoB (17,1%, p=0.024). Peayxuus ce HabnoAaBa ChII0 NpH TG, LDL-C/HDL-C, O6m-C/HDL-C,
non-HDL-C/HDL-C, # ApoB/ApoA-1 cnex 6 ceaMHuHOTO fevyenne ¢ 20 mg po3yBacTaTHH CNPAMO
mraue6o. Pemyxunsna Ha LDL-C cnen 6 ceamMudnoTO JeveHue ¢ 20 mg po3yBacTaTHH, KOETO €
nocieasano 6 ceAMHIEH nepuo Ha maueto, e 61ia noAAbLPKAHA NOBEYE OT 12 CEAMHIM HA
NPONBIDKUTEIHO JICUEHHE.

Enie maryenT e uMat cleapama penykuus Ha LDL-C (8,0%), O6w-C (6,7%) u non-HDL-C (7,4%),
nociaensama 6 ceaMH4IHO eueHue ¢ 40 mg cnen NOBUINABAHE HA A03ATA.

ITo BpeMe Ha PAsIHPEHO OTBOPEHO JIeYEHHE NP 9§ OT TE3H NALMEHTH C 20 mg po3syeacTarH ao 90
cenmuiy pexykuuaTa Ha LDL-C e moaaspkana B paMkHTe Ha -12,1% 1o -21,3%.

[Tpu 7 nauueHTH (J€La U IOHOMIH ¢ OTUETEHH Pe3yNTaTH) (Ha BB3pacT OT 8 10 17 roUHH) C
XOMO3HIOTHA (JaMITHA XHITEPXOJIECTEPONEMHUA NIPH OTBOPEHOTO NMPOY1BAHE C dbopcHpPaHO THTPHpAHE
(BX. o-rope), MpoueHTHata peaykuua Ha LDL-C (21,0%), O6w-C (19,2%) u non-HDL-C (21,0%) ot
H3XOMHATA CTOMROCT el 6-cenMHUHO ederne ¢ 20 mg po3yBacTaTUH € Ouna ChBMECTHMA C TasH,
HabII0NaBaHa B CHOMEHATOTO NIpeAH MPOYYBAHE MNPH Aela Y IOHOLIH ¢ XOMO3MroTHa (paMHIIHA
XHIEPXONECTEPOTIEMHA.

EBponeiickaTa areHLHA 110 lekapeTsaTa 0cBo00Xk1aBa OT 3ab/DKEHUETO 32 NPENOCTABAHE Ha
pe3yJTaTHTe OT NPOY4BAHHATA C PO3yBaCTaTHH NPH BCHYKH NOArPYNH OT NEAHATPHYHATA IOy allii
33 leueHHE Ha XOMO3UIOTHA GaMIUTHA XHIIEPXOJIECTEpONIeMHs, MbPBHYHO KOMOHHHpaHA (cMeceHa)
NUCAUTHAEMHUS U 33 NPO(HIAKTUKA HA CHPAEYHO-CBAOBHTE CHOUTHA (BK. TOYKA 4.2 33 uHpoOpMaHA
OTHOCHO yrnioTpe(a B meAHaTPHsATA).

3.2 dapMaKoKHHETHYHH cBolicTBa

Ab6copbuns
MakKCUMaTHH IUIa3MeHH HUBA Ce NOCTUraT NpUbiIH3UTeNHo 5 Yaca cnej nepopaiHo NpUEMaHe.

AbcomoTHaTa SHoHATHYHOCT e npubnusurento 20%.

PaznpeaeneHHe
Po3yBacTaTvH ¢€ NoeMa OCHOBHO OT YEPHHAT Ap0D, KOHTO € OCHOBHOTO MACTO HA CHHTE3H

xonectepona ¥ KIHpsHC Ha LDL-xonectepona. O0eMET Ha pasnpee/ieHNE Ha po3y
npubnusurento 134L. PozyBacTaTiH € CBBP3aH C IUIa3MEHHTE NPOTEHHH, NPEN
nputnusurento B 90%.




BuoTpancopmalng

MeTaGo1u3MbT Ha PO3yBAacTaTHH € orpaHnyeH (MIpHOAU3HTEIHO 10%). In vitro npoyuBaHHU4 Ha
MeTaboNHM3Ma ¢ M3NON3BaHE Ha YOBELIKHM XENaTOLMTH I10Ka3BaT, 4e PO3yBacTaTHH € HCMOAXOAIL
cybetpar 3a umroxpoM P450 o0ycnoBeHHAT metaGonnssMm. CYP2C9 € 0CHOBHHUAT H30EH3HM, KOHTO
y4yacTsa B MeTab0M3Ma Ha pO3yBacTaTHH, & 2C19, 3A4 u 2D6 y4acTBaT B No-Manka CTCNCH.
OcHoBHITE MeTaBONMHTH ca N-ne3MeTin 4 nakToH. N-gesmerii e 0koio S0% no-Manko akTHBEH B
CpaBHEHHE ¢ PO3YBACTATHH, JOKATO JIAKTOHA CE CYMTA 38 KIIHHIYHO HCAKTHBCH. Po3yBacTaTiH
npeacTannaea noseye oT 90% OT aKTHBHOCTTA Ha UMPKYTHpaAlllnA uuxuburop Ha HMG-CoA
peayKra3ara.

EnuMuHKpaHe
Ipubnusurento 90% OT A03aTa pO3yBACTATHH C€ EMMMHHMPA KaTO HETIPOMECHEHO JICKAPCTBO ¢

dekanuuTe (CHCTOALIO ¢ oT abcopOUpaHo K HeaGcopbHpaHO AKTHBHO BELIECTBO), KATO OCTAHAMATA
yacT ce eKcKpeTHpa ¢ ypuHaTa. Oxono 5% ce exCKpeTHpa HENPOMCHEH B ypHHATa. [Tna3sMeHusT MY
NOJTYXUBOT € 0K0N0 19 uaca. BpeMeTo Ha NOTYXKHBOT HE €€ YBENM4ABA [IPH MO-BUCOKH AO03H.
CpefHHAT I1a3MeH KIMPEHC € npubnusurento 50 nutpa/dac (koeduLpeHT Ha BapuabuiHoct 21,7%).
Kaxto npu apyru mHxu6uropu na HMG-CoA penykrasara, yepHOApOOHOTO NOEMaHe HA
pO3yBacTaTHH BK/IIOYBA MEMODAHHHAT IIPEHOCHTE!! QATP-C. To3H1 NpeHOCUTEN € BaXKEH 3a
yepHOAPOOHOTO EN¥MHHHpaHe Ha pO3yBaCTaTHH.

JIMHeHHOCT
CHCTeMHATa €KCIIO3ULIMSA Ha PO3YBACTATHH Ce yBeJIH4YaBa MpOnNOPLHOHAIIHO Ha NpHEMAHATa A034.
Hama npoMsaHa BB hapMaKOKHHETHYHHTE NapaMeTpH NP MHOTOKPaTHO NO3MUPAHE.

Cneyuannu zpynu nayguenmu

B13pacT 4 1o

Bu3pacTTa ¥ N0Ja MpH BH3PaCTHH HAMAT KIHHHYHO 3HA4UHM edeKT BbpXY papMakKOKHHETHKATa Ha
po3yBacTaTHH. EXCTIO3HLHATA MPH ACLa ¥ IOHOIIM C XETCPO3HIOTHA baMHIHA XUTIEPXOJIECTEPOJICMHUA
U3MIEKNA € CXOOHA HIH MO-HHCKA OT Ta3H [IpH Bh3PacTHH MaLMEHTH C AHCTHITHACMHA (BK. IO-HONY
JlenuaTpudna nomynauua®).

Paca

DapMaKOKMHETHYHHTE MPOYHBAHHSA [IOKA3BAT MOYTH 2-KPATHO NOBHIIABAKE HA CpEHATA AUC H Crax
[IpH NaLHEHTHTE OT a3UATCKH NMPOU3X0A (AMOHNY, KuTaLy, GHIHIUELM, BUETHAMIM U KOpeily) B
CpaBHeHMe C [pecTaBHTeNUTe Ha Odrara paca. A3HAaTO-HHAKAHLMTE N10KA3BaT npHONU3NTENHO 1,3-
KpaTHO mosHiaBade Ha cpefnara AUC 1 Cmax. [TomyTatdoHHAAT (dapMaKOKHHETH4EH aHAJIH3 HE
IOKa3Ba KIMHHYKHO 3HAYHUMH pa3zinNydHsa BbB (PApMaKOKHHETHKATA MEXIY IPyNHTE OT O6anara 4 YepHa
paca.

BrOpeyHa HeOCTaTHYHOCT
B KAMHHYHO NpOYUYBAHE ITPH JIHIIA ¢ PA3THIHA CTENEH HA yBPEXAAHE HA onOpeuHaTa QyHKLHA,

JIEKOTO [0 yMepeHo 6pOpeyHo yBpexKAaHe He € MOBIHATIO ITa3MEHHTE KOHUCHTpallnY Ha
PO3YBACTATHH WIH Ha Heropusa N-Ie3METHI METaboNIHT.

O6aue THLA ¢ TEXKO yBpexknaHe Ha Gb6peunara ¢pyHkuus (CrCl<30 ml/min) ca ©IMany 3-KpaTHo
yBeJHYEHHE Ha [UIA3MEHATA KOHIUEHTpaLHA B CPABHEHHE CBC 3/1paBH 1006poBOJLH H 9 ITETH NO-BHCOKA
konueHTpauys Ha N-geamerin Metabonura. PaBHOBECHHTE ITA3MCHH KOHLCHTpAIlNH Ha
pO3yBACTaTUH NMPH NMALIMEHTH Ha XEMOAHMAN3a Ca npubmusuTesTHo 50% no-BUCOKH B CPABHEHHE CBC

30paBH A00POBOJILH.

UepHoapoOua HENOCTATHLYHOCT
B KIKHUYHO MPOYYBAHE NPH JIHLA ¢ PA3JIH4HA CTENCH HA 4yepHOAPOOHO YBpPEXKAAHE HE Ca MNOJTyUCHH

NlaHHH 32 IOBULICHA €KCNIO3HUMA HA PO3YyBaCTaTHH MPH NALMCHTH C OLCHKA N0 Child-Pu
HHCKA. BEIpeKkd TOBa, NPH ABaMa MALMEHTH ¢ OLCHKA N0 Child-Pugh 8 n 9 cnecremH
Guna yBenvueHa Hali-Manko 2 mbTH B CPaBHEHUE C JIMIA C 10-HKHCKa OLCHKA 110 Chj
onuT nipu nauneHTH ¢ ouerka no Child-Pugh nan 9.




[eHeTHYeH NOJIUMOPDUIBM

Hucnosuumara Ha of HMG-CoA-penyKkTasHUTe HHXHOUTOPH, BKJIFOUUTENHO PO3YBACTATHH BK/IHOUBA
OATP1B1 u BCRP tpancnoprepu. [Tpu naumenture ¢ SLCO1BL (OATP1B1) w/unu ABCG2
(BCRP) rexernueH NONHMOP(YHU3bLM HMa PHCK OT NOBHUIEHA EKCIIO3ULHMA Ha PO3yBacTaTHH.
Huausuayanen nonumopduabm Ha SLCO1BI ¢.521CC ABCG2 c.421AA ce acouunpa C No-BHCOKA
eKcrno3uuusa Ha po3yBacTaTHH (AUC) B CpaBHEHHE C SLCO1B1 ¢.521TT unu ABCG2 ¢.421CC
resorunosere. Te3u cnelMdUIHN IeHOTHIIOBE HE Ca YCTAaHOBEHH B KIIMHH'HATA [IPAKTHKE, HO I1PH
NalMeHTH, 33 KOHTO € H3BECTHO, UE MMAT TE3U THIOBE NOMUMOPGHUIEM, Ce MPETOphBa NO-HHCkA 1032

pO3yBacTaTHH.

[TegnaTpuyHa NOTYAALHUA
Ilge hapMakKOKMHETHYHH MMPOYYBAHHUA C pO3yBaCTaTHH (npunaraH 1ol popmara Ha TabNneTKy) npu

neJUaTpUYHK NALMEHTH ¢ GaMIIHA XMIIEPXOIECTEPOIEMHUs Ha BH3PacT 10 no 17 unu 6 o 17 roanHH
(0610 214 NalMeHTH) NOKA3BAT, Y€ EKCMO3HUMATA ITPH NeAUMATPHIHHTE NIALUCHTH H3rIexna
CpPaBHHMMA WIH NO-HUCKA OT Ta3H NpH Bb3PACTHHUTE NALMCHTH. EXCIIO3HUMSTA Ha pO3YBaCTaTHH € buna
npeIBHAKMA N0 OTHOLICHHE HA 103aTa M BPEMETO B IPOB/DKEHUC HA 2-roIV1IEH MEepHOL.

3.3 MpenkauHAYHK AAHHK 32 (e30MacHOCT

IpenIMHUYHKTE AaHHH HE MOKa3BaT OCOOeH PHCK 3a X0pa, Ha fa3zara Ha KOHBCHLIMOHATHUTE
hapMaKoNIOrHYHH H3NHTBAaHKA 3@ 6€30MaCHOCT, FeHOTOKCHYHOCT 1 KAHUEPOTCHEH NOTEHIHAT.
Crietmduinn Tectose 3a edexture BHpXY hERG He ca OLEHABAHH. HesxenaHuTe peaKkliMH, KOHTO He
ce HA6/I0AABAT NPH KIAHMYHKTE H3NHTBAHUA, HO Ce HA00aBaT NPH )XUBOTHH NpH HUBA HA
eKCIIO3MLMA, MOAOGHM HA HUBATA HA KITMHHYHA eKCMIO3HIINA €4 KAKTO cieABa: B npoyysanu 3a
TOKCHYHOCT Ha MHOTOKpATHHTE A03H ce HabmoaaBar XHCTONATOIOrHYHM NPOMEHH B HCPHAA apob,
KOWTO BEPOSTHO ¢€ Ob/DKaT Ha GapMakoIOruIHOTO ASHCTBUE HA pO3YyBACTATHH TIPH MHIIKH H
IUTEXOBE, KAKTO U A0 NO-MaTKa CTEMeH ¢ NOCASAHLH B HITHUHHS MEXYp NPH Ky4ieTa, HO HE U ITpH
MaliMyHH. OCBEH TOBa, IPH NO-BHCOKH A03H € HabmoaaBaHa TOKCHYHOCT BBPXY TCCTHCHTE TIpH
MaPMyHH U KydeTa. Hanuile e penpooyKTHBHA TOKCHMHOCT NIPH IUTBXOBE, 33 KOATO C€ CBAH O
HaMalleHWTe pa3MepH ¥ TErNIO Ha KOTHIOTO U N0 HaMalleHaTa NPeXHUBAEMOCT Ha MOTOMCTBOTO. Tesu
pe3yNTaTH ca HaGMIoAaBaHH NPH TOKCHYHH 32 MalKaTa 103H Ha CHCTEMHA CKCIIO3HLIMS HAKOIKO TbTH
HaJ HHBOTO HA TepaneBTUYHA EKCTIO3HIINA.

6. OAPMAILEBTHYHH JAHHH

6.1 CnuchK H8 NOMOLIHHTE BelleCTBA
Snpo Ha TabneTkara

JlakTO3a MOHOXHApPAT

MHUKpPOKPHCTATHA LIETyN103a

Hatpues LdTpar JIUXHOPAT
KpocrnoBUxoH

KonouneH 6e3800¢H CHWITHLMEB THOKCH
Marsae3ueB creapar

[TokpyTHE Ha TabneTkarta
XHIIpOMENO3a

JlaxT033a MOHOXHOPAT
Makporon

Tpuauerux

Turanos anoxcup (E 171)

6.2 HecnBMECTHMOCTH

HenpunoxHMmo.




6.3 Cpok Ha roAHoCT

2 T'OJAWHH

6.4 CneuHaAHH YCJI0BHS HA ChXPaHEHHE

To3u nekapcTBed MPOAYKT He M3UCKBA CIEIMANHK yCJIOBHSA HA ChXPAaHCHHUE.
6.5 JlaHHH 32 ONAKOBKATA

Al/ OPA/AI/PVC anyMUHHEBH OJIKCTEPH.

30, 60, 90 TabneTkH

He Bcuuxy onakoBKM Morar Aa Opaar ImycHaTH B npamspkoa.

6.6 ChneusHajHy npeANa3HH MEPKH MPH H3XBLPAAHE

Heusno3BaHUAT JIEKapCTBeH NPONYKT WIH OTNANBYHHTE MaTCPHAIH OT Hero Tpsi0Ba Aa ce W3XBBPIAT
B CHOTBETCTBHE ¢ MECTHHUTE UIUCKBAHHA.

7. MMPHTEXATEJ HA PASPEUHIEHHETO 3A YIIOTPEBA
Pharmaceutical Works POLPHARMA S.A.
19 Pelplinska Street

83-200 Starogard Gdanski
Ionma

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

15 mg: 20200149
30 mg: 20200150

9, NATA HA I'BPBO PA3PEIUABAHE/MOJAHOBABAHE HA PA3PELHIEHHETO 3A
YIIOTPEBA

Jlata Ha mBpBO paspewapane: 17.09.2020
Jara Ha nocneano nogHobABaHe: 10.10.2024

10. JTATA HA AKTYAJIN3HPAHE HA TEKCTA

01.07.2025




