KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA
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1. NUME HA JIEKAPCTBEHUSA ITPOAYKT

Cy3zacrop 5 mg puimupaHu TabneTku
Suzastor 5 mg film-coated tablets

Cy3zactop 10 mg dunmupanu tabnerTku
Suzastor 10 mg film-coated tablets

Cy3zacrop 20 mg ¢puimupanu TabieTku
Suzastor 20 mg film-coated tablets

2. KAYECTBEH U KO/JIMYECTBEH CbCTAB

Cyzacmop 5 mg uwimupanu mabremxu

Besika dunmMupana TabneTka cbabpika S mg po3yBacTaTHH (rosuvastatin) (Kato po3yBacTaTHH
KaJILIUH ).

[loMOIIHH BELIECTBA C U3BECTHO JICHCTBUE:

Bcesika punmupana tabnerka cbabpka 26 mg jakro3sa.

Cyzacmop 10 mg ¢punmupanu mabremxu

Bceska ¢gunmupana tabnetka cbabpka 10 mg po3yBacTtaTuH (rosuvastatin) (KaTo po3yBacTaTHH
KaJILUH ).

[ToMOLIHM BEIECTBA C H3BECTHO JCHUCTBHUE:

Bcesaka ¢punmupana tabnerka cpabpka 52,9 mg nakrosa.

Cyzacmop 20 mg ¢purmupanu mabremxu

Bceska ¢punmupana Tabnerka cpabpxka 20 mg po3yBacTaTvH (rosuvastatin) (Kato po3yBacTaTHH
KaJILIuH ).

[ToMOLIHH BELIECTBA C U3BECTHO AEHCTBHUE:

Bcesaka ¢puimupana Tabnerka cwabpxka 105,8 mg nakrosa.

3a MbJIHUSA CIIMCBK Ha MOMOLIHHUTE BEILLUECCTBA, BUXXTEC TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA
®unMupaHa TabneTka

Cyzacmop 5 mg ¢uimupanu mabremxu
Kadsasu, Kpbriy ¢uiMUpaHd TaOIETKH.

Cysacmop 10 mg purmuparnu mabremku
Kadsasu, kpbrium ¢puaMupanu Tabnetku, ¢ BbOHaTo penedHo odo3Hauenue “RSV 10” ot ennara
CTpaHa.

Cyzacmop 20 mg purmuparnu mabiemxu

CTpaHa.

4. KJIMHWUYHHUA JAHHU

4.1 TepaneBTHYHH NOKA3AHHSA




Jlewenne Ha XHOCPXO0JACCTECPOJICEMEA

Bb3pacTHH, IOHOWM M AcUa Haj 6 rONMHHU C TbPBHYHA XUnepxonecreponemus (tum [la BorounTeNnHO
H XETEPO3HIOTHA (paMHIIHA XHUIIEPXONECTEPONIEMHE ) WIH cMeceHa aucaunuaemus (tun IIb) kato
nobaBka KbM AMETATa, KOraTO PEe3y/TaThT OT AUETaTa U APYru HeapMaKOIOrHYHH MEPKH (Harp.
QH3HYECKH YNIPaKHEHUs, HAMAIABAHE Ha TETJIOTO) HE € 3a/I0BOJIUTENIEH,

B13pacTHH, IOHOLUY W AeLia HA WK Haj 6 roAMIlHA BB3PacT C XOMO3HIOTHA (paMIIHa
XHIIEpXOIECTEPONIEMHSA KAaTO A00ABKA KbM AMETATA, KAKTO U € APYro JHMHAONMOHIDKABAILO JIEYEHHE
(nanp. LDL adepesa) wiM KOraTo TOBa JIeueHHEe He € NOAXOASMLLO.

IIPEBEHIIHH Ha CBEpPACTIHO-CHA0OBH HHIHIACHTH

IIpeBeHIMA HA 3HAYHMH CHPOCYHO-CBAOBH HHLMIACHTH IIPH NAUMEHTH, KOUTO ¢a ¢ BHCOK PHCK 34
ITbPBH CHPACYHO-CHAOB HHUMACHT (BXK. TOUKa 5.1), kKaTo AOMBJIHEHHE 32 KOPEKLIHA Ha APYTH PUCKOBH
¢akTOopH.

4.2 Jd03EpoBKa H HAYHH HA NPHJIOKCHRAE

IIpeny 3amousaHe Ha TepanuATa NAUMEHTHT TpAOGBRa Oa Obe MocTaBeH HAa CTAaHAAPTHA AHETA 34
NOHWXKABaHE HUBOTO Ha XOJECTEPOSIa, KOATO Ja IIPOABIIKH Y N0 BpeMe Ha neueHHeTo. M36opsT Ha
AO3UPOBKA C€ onpenens OT HHIWBHAYAIHUTE TepaneBTHYHH LEITH, KOWTO C€ ONPENENIAT OT
NPEeNnoOpPBHKUTE HA ChBPEMEHHHTE KOHCEHCYCHH PBKOBOJICTRA.

Cy3acTop MOXe Ja ce NMPHEMa 110 BCAKO BpeMe Ha JieHs, ¢ Wi 0e3 XpaHa.
JleueHHe HA XHIEPXO0JIeCTepoJeMHs

[IpenopbunTenHaTa HayanHa no3a € 5 mg unn 10 mg nepopanHo BeAHBXK AHEBHO, KAKTO NpPH
NalH{eHTH, KOUTO He ca NMPHEMANH CTATHHM, TaKa U IIPH CMsHA ¢ Jpyr uHXxubutop Ha HMG-CoA
penykrasara. U300pbT Ha Ha4yayiHa 103a 38BHCH OT HHBOTO Ha CEPYMHHA XoJecTepoi, Obaeius
ChPACYHO-CHAOB PHCK H PUCKA OT MOsABa HA HEXEIIAHHU PEaKLHH KbM JIEUeHHETO (BIOK no-ao0ay). Ilpu
HeoOXO0AMMOCT f103aTa MOXKE /1a C€ KOPUrHpa KaTo c€ MpeMHHE Ha ClIeABalOTO JO30BO HMBO ciex 4
ceaMHiM (BxK. Touka 5.1). [Ipensun nopviueHara 4eCcToTa Ha CHOOLABAHE HA HEXEJIAHU PEAKLIMK NIPH
no3a ot 40 mg B CpaBHEHHE C MIO-HUCKHUTE 1034 (BiK. Touka 4.8), NOcIeAHO THTPUPaHE 10
MaKkcuMasHara no3a or 40 mg Tpsabsa na ce npeanpUeMa caMo NPH MALUHEHTH ¢ TEXKa
XMIIEPXOJIECTEPOIEMHS ¢ BUCOK CHPACYHO-CBAOB PHCK (0c0oOEeHO Te3H ¢ haMunHa
XHMIIEPXOJIECTEPONIEMHA ), KOUTO HE JOCTHUraT JKETAHOTO HUBO Ha XOJIECTEPOJT NpH AeveHue ¢ 20 mg u
NPYA KOHTO LIE CE NMPaBH PYTHHHO MpOCefsBaHe B X0Ja HA Ne4eHUeTo (BxK. Touka 4.4),

ITpu 3anouBane Ha sedyeHHe ¢ 40 mg ce npenopbyBa HabMIOACHHE HA NALIMEHTA OT CIIELIMATHUCT.

IIpeBennHE" HA CHPACIHO-CH/AOBH CHOHTHSA

[Ipu npoyyBaHe 3a NOHWXKABAHE HA CHPACYHO-CBAORH HHIIHECHTH € H3NOM3BaHa /1034 OT
20 mg/nHeBHO (BXK. Touka 5.1).

HeanaTpHYHA NONYJIALHN

[Neagunarprunara ynotpeda TpabBa 1a ce npuaara camo OT CIEUHATHCTH.

Jeua U joHoLH Ha Bb3pacT ot 6 fo 17 roguHH (creneH no ckanara Ha Tanep <H-V

XETEDOBHFOTH& tbammma XHIIEPXONCCTEPOJACMHUA

IIpu neua v IOHOLLH ¢ XeTepO3UroTHa paMIIHA XHIepXoiecTepoaeMus obHuyaii
mg AHEBHO.




e [Ipu meua ot 6 1o 9 roaAMILIHA BB3PACT C XETEPOIUrOTHA (haMUITHA XHITEPXONAECTEPOJIEMHA,
oOH4YafHUAT 1030B AManasoH e 5-10 mg AHeBHO, pHeMaHH Npe3 ycTaTa. BesonacHocTTa M
e(uKacHOCTTa Ha Jo3uTe Haj 10 mg He ca OWIH MPOYYBAHH B TA3H MOITY/IALIHA.

¢ [lpu acua or 10 no 17 roquuHa BB3pacT ¢ XeTEPOIUrOTHE (DaMHIIHA XHIIEPXOIECTEPOTIEMHA,
oOHYaHHHAT A030B AMana3oH ¢ 5-20 mg nHeBHO, MpHeMaHH npe3 ycrata. bezonacHoctTa U
e¢uxacHOCTTa Ha Ao3uTe Haa 20 mg He ca OMITH MPOYYBaHH B Ta3H NOMY/IALHA.

Turpupanero TpabBa na ce npoBexaa B CbOTBETCTBHE C HHAMBHIAYAIHHUSA OTTOBOP H MIOHOCHMOCTTA
TIpH Jelia, KakTo € MpenophyaHo B MPENOpbKUTE 32 NEANATPHYHO JedcHHe (BxK. Touka 4.4). Jlena u
IOHOLIM TPAOBA Aa 3aNMOYHAT CTAHAAPTHA XOJIECTEPOII MOHMXKABAILM JUETA NPEIH HAYaJIOTO Ha
JICYEHHE ¢ PO3YBACTATHH; Ta3u AUeTa TpAOBa Ja MPOABIKH U N0 BPEME Ha JICYCHHETO C
pPO3YBacTaTHH.

XOMO3HAIOTHA Qam HJIHA XHOEPXOJICCTEPDOJICMHEH

ITpu neia ¢ XOMO3HIroTHa QaMUIHA XHNEPXOJIECTEPOIEMHUA Ha BB3pacT ot 6 no 17 roaunm,
NpenopbYUTEeNHATA MAKCHMasHa 103a e 20 mg BeIHbK IHEBHO.

[IpenopsuBa ce HaYaIHa 1033 oT 5 unM 10 mg BeAHBXK AHEBHO, B 3aBUCUMOCT OT Bb3pacTra,

TEJIECHATa Maca U NpeaxoaHa ynorpeda Ha CTATHHM,
Turpupane 10 MakcuMaiTHa 103a oT 20 mg BeJHbaK AHEBHO Tpa6Ba /1a c€ W3BBPLIK B 3aBUCHMOCT OT

HHAMBUAYAJIHHA OTTOBOPD H IMOHOCHMOCT MNPy NMNCAHATDHYHHUTC NALMCHTH, KAKTO € OITHCAHO B

NpenopbKHTE 3a NEAHATPHUHO JIEUeHHE ( BHXK TOYKA 4.4 ), ﬂeuaTa H IOHOUIHTE IEHGBH Jad ﬁ'bga'r Ha
CTaHAApTHA NHUCOTA 34 NMOHWKABAHC Ha XOJCCTEPOJAa NIPEAH 3alIOoYBaHe Ha NEYCHHETO € PO3YBACTATHUH,
Ta3H JHECTA T EHGBH Ada NMPpOABLIDOKH 10 BDEME HA JICUCHHUCTO € PO3YBACTATHH.

OnUTHT B JIEYEHHETO ¢ 1032 pa3divyHa oT 20 mg B Ta3u NOMYJaLMA € OrPaHHYEH.

Tabnerku ot 40 mg He ca NOAXOAAIUM 32 YNOTPeOa NPH NMEAHATPUYHM MALUEHTH,

Jeua mog 6 roauHu
bezonacHocTTa M ehkacHOCTTa NpH Acla Noa 6 roaAuHU He ca Owin npoydeHH. [To Tasu npuunHa
Cy3acTop He ce npenopbusa 3a ynorpeda npu aeua noa 6 roguHm.

Crapuecka Bb3pacT
[TpenopbuMTenHaTa HauaIHa 103a Npy nauyeHTH Hal 70 roauiiHa Bp3pacT € 5 mg (BxK. Touka 4.4).
Jpyro KOpurupaHe Ha JO3HPOBKATA B 3aBHCUMOCT OT BB3pacTTa He € HeoOX0auMO.

bbOpeuno yspexnane

He e HeoOx0aAMMO KOpUrdpaHe Ha A03aTa Py NALMEHTH C JIEKO N0 YMepeHo OBOpedHo yRpexaaHe.
ITpu naumeHTH ¢ yMepeHo 6BE0pedHO yBpeXKaaHe NpenoprYHTEeIHATa HAYalHa 1034 € 5 mg
(xpeaTHHHHOB KIHpBHC <60 ml/min). [losaupoBkara ot 40 mg € NpoTHMBONOKAa3aHa NpPH NallHEHTH C
ymepeHo O606peuHo yepexaaHne. [1pu naumeHTH ¢ Texxko 6bOpeuHo yBpexaaHe ynorpebara Ha
Cy3sacTop € NPOTUBONOKA3aHA 3a BCHUYKH J03UPOBKH (BXK. Touka 4.3 ¥ Touka 5.2).

Yepuoapobuo yBpexaane

He e HabmonaBaHa MOBHilIEHa CHCTEMHAa €KCIIO3HIMA Ha pO3yBACTATHH {IPH NALMEHTH ¢ OLICHKA 110
ckdnara Ha Child-Pugh pasra Ha 7 WiH no-HHcka. Benpeku ToBa, NOBHIIEHA CHCTEMHA €KCITO3HLIKA €
HabnonaBaHa MpH NaLMeHTH ¢ oLeHKA no ckanara Ha Child-Pugh 8 u 9 (Bxk. Touka 5.2). IIpu Te3n
naiueHTH TpAOBa fa ce HanpaBu OLUCHKA Ha ObOpeuHaTra GyHKIMA (BXK. Touka 4.4), HaMa nanuu 3a
nauHeHTH ¢ oleHKa no ckanara Ha Child-Pugh nag 9. CyzacTop e nporHBonokasaH npy NalUeHTH C
AKTHBHO 4epHOAPOOHO yBpexaaHe (BXK. Touka 4.3).

Paca
[Ipu nauMeHTH OT a3HATCKaTa paca ce HabmoaaBa NOBHILIEHA CHCTEMHA EKCIIO3H [
(8X. TouKa 4.3, 4.4 1 5.2). [IpenopbunTeHaATA HAYATTHA 1034 NPH MALKUEHTH ¢ ajfid
mg. [IpH Te3u NauMeHTy e MPOTUBOMOKAa3aHO NMPHUIOKEHHE Ha J03a oT 40 mg.

I'eneTnaBH nouMopPpH3IMH



HasecTHH ca cneLiupUUHM BHAOBE MEHETUUHH NOMKMOpdU3IMH, KONTO MOTAT [a AOBEAAT A0
MOBHILLIEHA €KCITO3ULIHA Ha pO3YBACTATHH (BIDK ToUKa 5.2). [IpH mauueHTH, 3a KOUTO € U3BECTHO Ye €
MMaT TaKbB 0C00€eH BUA MOTUMOPPHU3ILM, Ce NpenopryBa No-HUCKa AHeBHa A03a Cy3acrTop.

ITannenTn, DpeaApasno/I0keHH KbM PAIBATHE HA MAONATHSH
[Ipu naumenTH ¢ npegpasznonaraiy $akTopH 3a pa3BUTHE Ha MHOIIATHA NPENOPBYUTEIHATA HaYalHa
J03a € 5 mg (BK. Touka 4.4).

[Tpy HAKOM OT TE3M NALUUEHTH € NTPOTUBONOKA3aHO NPIIOKEHUETO Ha A03a oT 40 mg (BxX. Touka 4.3).

ChbObTCTBAMIO JIeUCHHAE

Po3yBacTaTuH € CyOCTpaT Ha HAKOJIKO TpaHcnopTHU npotedHa (T.¢ OATP1B1 u BCRP). Uma
MOBHILICH PHCK OT MHOTIATHA (BKJI. pabaoMHOIA3a) KOraTo po3yBacTaTHH CE NMpHara ¢IHOBPEMEHHO C
HAKOHK APYTH JEKAPCTBEHH NPONYKTH, KOHTO OHXAa MOTJIH [a MOBHILAT [UT1a3MeHHTE KOHLIEHTPALIHH Ha
pPO3YBACTAaTHH NOPaAH B3aUMOASHCTBHE C TE3M TPAHCTIOPTHHM MPOTEHHH (HAMNp. LHKJIOCTIOPHH, HAKOH
NpoTeasHH HHXHOUTOPH, BIJIIOUHTENHO KOMOWHAIIHH PHTOHABHD M ATA3HABHD, JIOTIHHABUD H/WIH
THIPAHABHUP; BYK TOUKH 4.4 1 4.5). KoraTo ¢ rp3M0OxHO, TpaOBa aa ce OOMHMCIAT aIITEPHATHBHH
JIEKAPCTBEHM MPOLOYKTH, a8 aKO € HeOOX0AHUMO H BPEMEHHO IPeyCTaAHOBABAHE HA TEpaIHATa ChC
CysacTop. B ciryuanTe korato e IHOBpEMEHHOTO JICYEHHE C T€3H JIEKAPCTBEHH NpoayKTH U CysacTop
He MoXKe aa Obae u3bernaro, € Heo6xoaMMa BHHMATE/THA IPEOLIEHKA Ha MON3HTE M PUCKOBETE OT
TAKOBA CHITETCTBALIO JIEYEHHE KAKTO M MpepasriexaaHe Ha no3upoBkaTa Ha Cy3acTop (BHX TOYKa

4.5).
4.3 IlpoTHBOmOKA3AHHSA

CysacTop € npOTHBONOKAa3aH:

—  TIPH NAUHEHTH CbC CBPbXYYBCTBHTETHOCT KbM AKTHUBHOTO BELECTBO MJIH HAKOE OT
NOMOILIHHTE BelllecTBa H3bpoeHH B Touka 6.1

—  MpM MaLKUEeHTH ¢ aKTUBHO YepHOAPOOHO 3ab0NsIBaHe, BKIIOYHTEAHO HEYTOUYHEHO,
MPOAB/DKHTENHO NOKAYBaHE HA CEPYMHHUTE TPAHCAMMHA3H U MPH BCAKO MOKAYBAHE HA
cepyMHaTa TpaHCaMHHA3a HaJl 3 ITbTU HaJ ropHaTa rpaHnia Ha HopMmara (I'TH).

—  MPH NALUEHTH € TEXKO OBOpeyHO yBpekaare (KpeaTHHHHOB KIHPBHC <30 m)/min).

— MpH NALMECHTH ¢ MHOMATHA,

—  TpH NaLUEHTH, ApHEMAaIll eJHOBpPEeMEeHHO KOMOHHaLHUA OoT codocOyBHp/
BEJINaTacBHp/BOKCHIATIPEBHP (BHXK TOUKA 4.5)

—  MpPH NaUHEHTH, NpHEeMalllH € AHOBPEMEHHO LIMKJIOCIIOPHH.

— O BpeMe Ha OpEMEHHOCT, KbpMEHE H NPH KEHH B JeTepOAHa Bb3PaCT, KOUTO HE U3NOA3BaT
NOAXOMAIIH KOHTpPALIENITHBHHA MEPKH.

Hozarta ot 40 mg € NpOTHBONMOKAa3aHa NPH MALMEHTH C NPeApPa3noaray axTopH 3a pa3BHTHE Ha
muonatua/pabgomuonusa. Takusa gakTopu ca:
— yMepeHo no crencH OubpeuHo yBpexaaHe (KpeaTHHHHOB KIMpBHC < 60 ml/min)
—  XMIOTHPEOHIH3BM
— JW4Ha WK aMWIHA aHaMHe3d 3a Hac/IeACTBEHH MyCKYIHH 3a0onaBaHus
— aHaMHe3a 3a 0gBa Ha MYCKYJIHO YBpeXIaHe 0 BpeMe Ha NieYeHHe ¢ ApYr HHXHOUTOp Ha
HMG-CoA penykrazara uau ¢ ¢ubpar

— 3n0ynotpeda ¢ ankoxon
— CBCTOSIHMSA, IPH KOMTO MOXE Aa C€ MOBHILH IUTA3MEHOTO HUBO Ha JIEKAPCTBOTO
— JIMUA OT a3HaTcKaTa paca

—  CBITBTCTBAILO JieueHHe ¢ pubpaTH.

(Bx. Touk 4.4, 4.5u 5.2)

4.4 CpneupajJHH npeaAyNpexJeHHs H CICIHAJHH HpeANA3HAN MEPKH OPH YHOTP




Edekri BEpXY 666peuuTe

IIpH NaLMEHTH, JIEKYBAHH ¢ [10-BUCOKH JI03M pO3YBaCcTATHH, No-KoHKpeTHO 40 mg, e HabmoaBaHa
NPOTEHHYPHsl, KOSTO € YCTAHOBEHA TpU U3C/IeIBAHE C TECT-JIEHTH, C NMPEJUMHO TYOy/IeH MPOH3X0A H B
NOBEYETO CIYYAH ¢ NPEXOAeH WIH HHTEpMUTEHTeH Xapakrep. He e fokasaHo Jajiv MPOTEHHYPHATA
MpeAIecTBa OCTPO WK NporpecuBHO 6b6peyHo 3abonaBane (Bx. Touka 4.8). CvobiueHara yecToTa Ha
cepHO3HH 6B6peUHH YBpeKAaHHA NPH MOCTMAPKETHHIOBA YIIOTpeda € Mo-BHCOKA MPU KO3UPOBKA OT
40 mg. Ouenka Ha 6bOpeuHaTa GpyHkima TpgbBa 1a ce HanpaBH MO BpeME HA PYTUHHO NPOCIEeAABAHE
Ha MalueHTH TperupaHu ¢ 40 mg.

EdexTu BEpXY ckeneTHATa MYCKYJIaTYpa

EdexT BbpXY CKeJIETHATA MYCKYJIaTypa Hamnp. MHAITHA, MHONATHA H, N0-psJKo, pabaoMuonusa, ca
ch0o0IIaBaHM NP NPWIOKEHHE HA BCHYKHU JO30BH PEXKMMH C PO3yBaCTaTHH, 0COOEHO npu n03u > 20
mg. MHOro peakH ciiy4u Ha pabaoMHuonn3a ca ¢hoOILABaHK NPH H3NON3BAHETO Ha €3€THMHO B
komOuHaumsa ¢ HMG-CoA peaykTasau uexuOuropu. He moxe f1a 6bae H3KMIOUEHO
¢dapMakoAMHAMHYHO B3aUMOACHCTBHE (BXK. TouKa 4.5) H € HE0OX0UMO BHUMaHHE TIpH
koMOHHMpaHaTa UM ynorpedba.

Kakto npu apyrure HMG-CoA peaykTa3HH HHXHOMTOPH, JOKIABAHATA YECTOTA HA pabioMHOIK3a,
CBBpP3aHa ¢ PO3YBaCTATHH [P MOCTMAPKETHHIOBATA YNOTpe6a € mo-BUCOKa NMpH J03upoBka oT 40 mg.

H3amepsane na kpeamunxunazama

Kpearunxunaszara (CK) He TpabBa aa ce M3MepBa Cliell yCHICHH YPaOKHEHHA WK NMPH HAJTHYHETO Ha
apyr dakrop 3a nosHiuapare Ha CK, koeTo Moske 1a 3aTpyAHH THJIKYBaHETO Ha pe3ysTaTa. AKO
auBoTo Ha CK e 3HauYuTeTHO NOBMILEHO MpH H3XoaHo HUBO (> 5 meTH I'TH), TecT 3a noTBBLpAKACHHE
TpaOBa ga 6bje HanpaBeH B paMKUTE Ha 5-7 JHH., AKO IIOBTOPHOTO H3cJie/IBaHe MOTBBbPAH H3XOJHO
HuBo Ha CK > 5 mpH I'TH, He TpabBa 1a ce 3anousa Jie4eHHE.

IIpeou nevenuemo

Kaxro u apyru maxuburopu Ha HMG-CoA penyxrasara, Cysactop TpA6Ba na Obae npeAnucBaH ¢

ocobeHO BHUMaHHeE MNP MALMEHTH, 33 KOUTO ¢a HaMHIEe QaKTOpH, NpeApasnonaraild KbM pa3BHTHE Ha

MuonaTus/pabaomMuonusa. Takupa gaxTopH ca.

— OBOpeYHO yBpexaaHe

- XHIMOTHPECOKIHIBM

-~ nuyHa win aMWIHa aHaMHE3a 3a HaclleICTBEHO MYCKYJTHO 3abosiaBaHe

— aHaMHe3a 32 MYCKYJHA TOKCHYHOCT KbM aApyrn HMG-CoA uHxuburopu Ha
peayKTasara wim ¢ubparH

- anoynotpeba ¢ ankoxon

—~ BB3pacT >70 roauHH

- CBCTOSHHA, IIPH KOMTO MOXe Ja ce HabMmoKaBa NOKaYBaHE HA MIa3MEHHTE HHBA (BXK.
Toukd 4.2,4.5u 5.2.)

— € JHOBpPEMEHHO NMpPHIOKEeHHe Ha pubpaTH.

[Tpu TakMBa MALKEHTH, PUCKBT OT JieueHHETO TPAOBA Aa ce CHOOPA3H ¢ BH3MOXKHATA 107134, KaTo ce
npenophysa KIHHHUHO HabmoaeHue. Ako H3xoAHOTO HHBO Ha CK e 3HaYHTeIHO NMOBHILLIEHO
(> 5 meTi [TH) He Tpa®Ba Aa ce 3anouBa JeUCHHUE.

Ilo speme na nevenuemo
Tpa6Ba Aa ce HCKa OT NalMeHTHTE He3abaBHO Aa cboblaBaT HEODACHUMH MYCKY/IHU DOJKH, yCellaHe
3a ¢n1aboCT WK CXBalllaHe, 0COGEHO ako ¢a CBLP3aHH C HEPA3IIONOKEHHE WIH NMOBHIIEHA
temnepartypa. [Ipy Te3u nauueHTH Tpsa6Ba na ce usMepat Husarta Ha CK. Tepanusra Tpabsa na ce
npexparH, ako HuBoTO Ha CK e 3HaunTeHO nopuuieHo (> 5 e [TH) WIH MyCKYJTHHTE CYMETE

ca TeXKH W MPUYHHABAT €XeIHEBHO HepasnonoxeHue (Jopu HuBoro Ha CK nae <5 n 1 AL "'

CHMITTOMMTE H34e3HaT H HUBOTO Ha CK ce HopManu3Hupa, MOXKe 1a ¢€ MOMHUCIIH 38 MQHTE
non Habmoaexue cbe Cysactop wid antepHatuseH HMG-CoA vHxuOUTOp Ha peny / 130
HMCKa 03a. PyTHHHO Habmoaenue Ha HuBoTo Ha CK npu nauueHTH 6e3 cumMnToMH[HEe( §
OCHOBaTeJIHO. MHOro paaxo ce cbodLiaBa 3a HMyHOMETHHPAHA HEKPOTH3HpAIlla M r@' 5

[0 BpEMe Ha WJIH CNel IEUEHHETO CBC CTATHHH, BRIIOUHTENHO posyBactaTuH. IMNMyoRsE ”



XapaKTepusHpa ¢ MPOKCHMaIHa MyCKY.JTHa c1ab0cT ¥ MOBHILEHH CEPYMHH HHBa Ha
KpEeaTMHHHKHMHA34Ta, KOUTO MOraT Ja NEPCUCTHPAT JOPH CNE CITHPaHe HA JICUEHHETO ChC CTATHHH.

B eauHHUYHHE clTyyaH ce choOliaBa, Y€ CTATHHUTE HHAYLIMPAT MbPBOHAYAITHH WIH BJIOLIABAT BeYe
CBILECTBYBAlllM MHACTEHHS IPaBUC WM MUACTEHHA Ha ouuTe (BIDK Touka 4.8). Yrniorpebara Ha
Cysactop TpaGBa aa 6sae npekpaTeHa B Ciry4al Ha BliollaBaHe Ha cuMnroMuTe. JloknaasaHo ¢ 3a
NMOBTOPHM NPOKBY KOraTO CHILKA WIM APYr BH CTATHH ca OMiH npeanycan (MOBTOPHO).

[Tpu KIMHHYHHUTE IPOYYBAaHHA He ca HabofAaBaHK JaHHU 3a NOBMILIEHH €(PEKTH BBPXY CKeeTHaTa
MYCKYJIaTypa B MaJKaTa Ipyrna NailMeHTH, [IpH KOHTO PpO3YBAaCTaTHH € MPHJIaraH ¢ pyro
CHITHTCTBAILO JIEYEHHEe. YBeIMYeHHE Ha YECTOTaTa Ha MHO3HUT H MHOMAaTuA € HabmogasaHo obate npH
NalHeHTH, IoTy4aBaly Apyrd HHXuOuTopu Ha HMG-CoA pexnykrasara 3aeJHO C IPOU3BO/HH Ha
bubprHOBaTa KHCENHHA, BKJHOYBALLK reMpUOpO3ii, UMKIOCTIOPUH, HHKOTHHOBA KHUCENIMHA, a30/10BH
AHTUMHKOTHLIM, IPOTEA3HH HHXHOUTOPH H MakponuaHy aHTu6HoTHum. ["'eMpubposnn nosrmaega
PHCKa OT MHOMATHS, aKo ce npueMa egHoBpeMeHHO ¢ HAkou HMG-CoA MHXHOHTOpPH Ha pexyKTasara.
ITopanu ToBa koMOuHaluaTa Ha Cy3acTop U reMpHOpO3HI HE € NpenopbuMTenHa. Ilon3ara ot
AOITEJIHHTE/THO NOHMKABAHE HA IMITMAHUTE HUBA B PE3yATaT OT KOMOHHHPAHOTO NpHEMaHe Ha
Cyzacrop ¢ ¢ubpatd Wi HHaUMH TpaOBa Ja Hbe BHUMATEITHO NMpeLieHEHA CNPAMO MOTEHIHAHKA
pHCK oT noaodHH kombuHaLMH. [Ipy eqHOBpEMEHHOTO NPUIOXKEHHE Ha PUOPATH JICUSHHETO € I03H
ot 40 mg e MpoTHBOMNOKa3aHo (BXK. Touka 4.5 ¥ Touka 4.8.).

PosyBacraTuH He TpsOBa Z1a ce NpeaNHCcBa €eJHOBPEMEHHO C (PY3HI0BA KHCEIHHA 32 CHCTEMHO
MPHIOKEHHE, KAKTO M B PAMKUTE Ha 7 IHM clie]l CIIHPAaHE Ha JIeueHHe ¢ Qy3naosa kucenuHa. I1pu
MaLWEeHTH, 332 KOMTO TEpanuaTa Ha ¢py3uJoBa KHCEJIHHA Ceé CMATaA 3a 0cofeHO HeoOX0aUMa, JICUEHHETO
CbC CTATHHH TpAOBa Na Obie NpeycTaHOBEHO MO BpEME Ha NPUIAraHETO Ha Gy3HI0Ba KHUCEHHA.
Crobwanano e 3a pabaoMuosu3a (BKIIOUHTENHO U ¢ ¢aTaeH Kpai) P NMalHeHTH, TPHEMAIIH
xOMOHHaLMA oT (y3MI0Ba KHCETHHA U cTaTHHM (BIDK T.4.5). [TaumenTsT TpabBa 1a ObAe NoChBETBAH
a OTHPCU He3abaBHa MENMLIMHCKA IIOMOILL, aKO YCeTH HAKAKBM CHMITTOMM Ha MYCKYJHa crabocr,
60/Ka WIN YyBCTBUTETHOCT.

JleueHHETO CBHC CTATHHU MOXeE Aa ObJie 3ao4YHATO OTHOBO CedeM JHH CJIe] nocieaAHaTa 103a
¢dy3Ha0Ba KMCENTHHA.

ITpu ocoGeHn obcToATENCTBA, KOraTo € HeoOX0AMMO NPOAB/LKHTENHO JIeYCHUE ¢ Py3HU0Ba KUCENTHHA,
HaMp. MpH Ne4eHue Ha TeXKH HHPEKIMH, HeoOX0AMMOCTTa OT €THOBPEMEHHO NPHIOKEHHE Ha
pO3yBacTaTHH M Qy3MIOBa KMCIHHA TpAOBa Ja ce MpeLeHABa CAaMOCTOATETHO 3a BCEKH CITy4ad H NMpH
CTPOro MeIMLHHCKO HabmoaeHue.

CysacTop He TpaOBa aa ce puiara npy NauHEeHTH ¢ OCTPH, CEPHO3HH CHCTOAHHISA, MPEANOIaraly
MMONATHA WM Npeapasnojaraiy KM pa3BuTHe Ha ObOpeUHa HEAOCTATHUHOCT BCICACTBUE
pabaoMHOIN3a (Hanp. CENcUc, XHNOTOHMS, FONISMa OMEPALHA, TPaBMa, TEXKH META0OINTHY,
€HJOKPHHHH M €JIEKTPOJIMTHU HAPYILLIEHUA WIH HEKOHTPOJIHPAHH I'bPUYOBE).

TexkH KOXHH HEXENAHN peaKkliH
Texxu KOXHH HEXEIAHH PeaKLUH, BKJIIOYMTENIHO U CHHApOM Ha Stevens-Johnson (SJS) u
fIEKapCTBEHA PEaKLMa ¢ eo3uHOGMINA M cucTeMHH cumriromH (DRESS), kouTO MoraT na Obaar
>)KMBOTO3aCTpALIABAlIH WITH C JIETAICH U3XO0/, ca JOKJIaJBaHH NpH ynorpedaTa Ha po3yBacTATHH (BHK
Touka 4.8). [To BpeMe Ha Ha3HA4aBaHETO My, NALEHTHTE TPAGBa Aa 6baaT HHPOPMHPaHH 3a
NPU3HALMTE H CHMITTOMHTE HA TEXKH KOXHH peakiiMy 1 aa 6baaT BHMMaTeiHo Habmogasanu. AKo ce
MOABAT IPU3HALM H CUMITTOMH, MpeINnoarall Te3d peakuxH, neueHneTo cbre CysacTop Tpabea aa
6bae npeycTaHOBeHO He3abaBHO M Aa ObJe OOMHUCIIEHO ANTEPHATUBHO NeUEHHE.

AKO NaLMeHTsT pa3sue cepyo3Ha peakuys kato SJS wiu DRESS npn ynotpeba Ha Cy,
neueHuero c¢be Cy3acTop He TpaOGBa HHKOra Aa ce MOJAHOBABA NPH TO3H MAalIHEHT.

EdekTH BEpPXY HepHHA Apod
Kakxro npu apyru uuxuburopn Ha HMG-CoA penykrasara, Cy3sactop Tpabsa BHH

[IPWIATra IPH NALMEHTH, KOUTO NPHEMAT FOIAMO KOJTMUECTEO A/IKOXOM1 W/HIIH Ca HM
yepHHs apo0.




IIpenopruMTeHO € Ja ce HANPABAT U3CNeABaHUA Ha YepHHUA Apol npean U 3 Mecena cJiel 3aMnoyBaHe
Ha JieyeHHeTo. [IpuemsT Ha Cy3acTop TpsaOBa Aa Obae nNpeycTaHOBEH WM q03aTa TpAOBa fa 6nae
HamasieHa, aKO HHBOTO Ha CEpYMHHTE TPaHCaMHUHA3M HA/IBUIUARA 3 ITHTH FOPHATa I'PaHHLA Ha
Hopmarta. CrolLueHaTa 2ecToTa Ha CEpHO3HH YEPHOAPOOHH YBpexXaaHHs (CBCTOAIIH C€ OCHOBHO B
YBETHYEHH YEPHOAPOOHHU TpaHCaMMHA3U) IPH NMOCTMApKETHHIOBATa ynoTpeba ¢ no-BHCOKa NpH
ao3zata oT 40 mg.

[Tpy naumeHTy ¢ BTOPUYHA XUTICPXOJIECTEPONIEMHA, IPUYKHEHE OT XHIIOTHPEOHIH3IBM HIIH
He(pPOTHUEH CHHAPOM, OCHOBHOTO 3abonaBaHe TpaOBa na ce NeKyBa MPeAH 3ano4YBaHe Ha 1eUYeHHE ChC
Cyzactop.

Paca
QapMakOKHHETHYHHTE NMPOYHBAHMA NOKA3BAT, Y€ MNPH MalHEHTHTE OT a3HATCKATA Paca € HaJlHLE T10-
BHCOKA €KCITO3HLIMA B CpaBHEHME C T€3M OT KaBKa3karta (Osu1ata) paca (Bxk. Touka 4.2, 4.3 u 5.2).

[IpoTeaznyn HHXHOKUTOPH

ITpy €AHOBPEMEHHO NPHIOKEHHE HA PO3YBACTATUH B KOMOMHALIMA ¢ pa3fIMYHH NMPOTEa3HH
HHXWUOMTOPH U pUTOHABMP € HaboJaBaHa OBUIIEHA CHCTEMHA €KCIO3HIIMA CTIPAMO PO3YBACTATHH.
TpabBa na ce 06bpHE BHHMaHHE Ha MOM3aTa OT NMOHIKABAHE HHBOTO HA JIMMHAMTE NpH yriorpebara Ha
Cy3acrop npu naipeHTH ¢ HIV-nndexkuna, kouTo npiemMar 1 npoTeasHH HHXHOHTOPH H BE3MOXHOTO
NOBHIIEHHE Ha I1a3MEHHWTE KOHLICHTPAUHMH Ha PO3YBaCTaTHH MU 3aMOYBAHE H NOKAYBAIIO THTPHPAHE
Ha fo3ara Ha Cy3acTop NpH MALIMEHTH, KOUTO Ce JIEKYBAT C pOTea3sH! MHXMOUTOpH. EnHOBpeMeHHaTa
ynorpeda ¢ HAKOH MpoTea3Hn HHXMOUTOPH He ce Mpenopbhy4Ba, 0CBeH ako Ao3ara Ha Cy3acTop He e
aganTapaHa (Brk Toukud 4.2 u 4.5).

Hnre anHa 6eno Ha Gonect

CrobiueHH ca OTOENHH cify4Yan Ha MHTepcTuraiiHa 6enoapobHa Gonect NMpH HAKOU CTATHHH,
0cob6eHO mpH NPOABIDKUTETHO JieueH e (BXK. Touka 4.8). CuMnroMHuTe MOraT Aa BKITKOUBAT, JAUCIHEA,
HENPOAYKTHBHA KalUTHLA U BJIOLIaBaHEe HA 0OLIOTO CHCTOAHHE (YMOpa, 3aryda Ha TerJio H BHCOKa
TeMIepaTypa). AKO HMa CbMHEHHE, Ye MAUMCHTDT € Pa3sBWI HHTepcTHLHaNHA 6enoapobHa Gonecr,
CTATHHOBATa Tepanui TpaOBa Ja ce cnpe.

3axapen nuaber

Hma naHHM, Ye CTaTHHMTE, KATO KAaC ICKapCTBEHM NPOJYKTH, MOTaT Aa MOBHIIAT KPbBHATA 3aXap
[IPH HAKOH MALMEHTH C MOBULLECH PUCK OT pa3BHTHE HA AuUabeT MoOrar a JIOBEHaT 10 ChCTOAHHE Ha
XHIIEPrIIHKEMHUA, 34 KoeTo € HeobxoauMo nedenue. To3m puck, Bece nak, e 3a npeHeOpereaHe npea
Nos3aTa OT HAMAIABaHETO HA ChPACYHO-CBHAOBHA PHCK H 3aTOBA He TpAOBa Ja € npudMHA 32
NpeKpaTaBaHe Ha Jle4YeHHeTo. PUCkoBUTE MaureHTH (KpbBHA 3axap Ha rmagHo ot 5,6 mo 6,9 mmol/l,
BMI > 30 kg/m?, MOBMILICHH TPUIIHLIEPH/IH, XMIIEPTOHMSA) TPAOBRa Ja 6bAaT NpocTe IBaHH KAKTO
KNMHHYHO, Taka H HHOXMMHYHO, CBITIACHO MECTHUTE H3UCKBAHMA.,

B npoyusaneto JUPITER, noxknaneaHara obma yecrora Ha 3axapeH auaber e 2,8% 3a po3yBacTaTHH
H 2,3% 3a raue6o, rnaBHO NpH NaLMEHTH ¢ KPbBHA 3aXap Ha riaaHo oT 5,6 10 6,9 mmol/l.

IleguaTpyyuHa oDonyaauus
OueHkara Ha JIMHeHHUA pacTex (BUcounHa), Teryio, UTM (MHaekca Ha TenecHa maca), H

BTOPOCTENCHHH XapaKTepHCTUKH Ha MOTOBOTO Ch3PABAHE 110 ckasaTa Ha TaHep npM jAelia Ha BB3pacT
6-17 roavHy, npueMalld po3yBacTaTHH, € OrpaHU4EH a0 nepHoa ot 2 roauHa. [1pn npoyusaue cnen 2
FOAHILHO JICYEHHE, He € HablonaBaH e¢ekT BrpXy pactexa, Ternoto, HTM winn nonosoro chapaBane
(Bx TOUKa 5.1).

B KIMHHYHO NMpOoYyYBaHe NpH Jiela U KOHOIIH, MOyYaBallll po3yBaCTATHH B pAMKHTE Ha 52 ceIMHLIH,
nopHileHHe Ha kpeaTUHHUH kuHa3a (CK) > 10xULN, MyckynHu CHMIITTOMH Cllel YNpaKHEHHE W
NOBUIIEHA (PU3HUECKA AKTHBHOCT Ca HaOmoJapaHy M0-4e€CTO B CPABHEHHE C KITHHHY
npM BH3pacTHH (BX. TO4Ka 4.8).

Cy3acTop chbABPKA JaKT03a H HATPUH



[NaumeHTH ¢ peaKH HacaEeICTBEHH NMPOONIEMH Ha raJlaKTO3Ha HEMOHOCHMOCT, 00111a TaKTa3Ha
HeAOCTATBYHOCT WIHM INTIOKO30-ranakTo3Ha Manabcopbuma He TpabBa Aa MpHEMAT TO3H JIEKAPCTBEH

MPOAYKT.

Tosu nekapcTBeH NPOOYKT ChAbpKa Mo-Manko oT 1 mmol Hatpuit (23 mg) B enHa puamMUpana
TabneTka, T.€, MOXKE Aa Ce Kaxke, Y€ MPaKTHUECKH HE ChbIbpiKa HaTpHii,

4.5 Bi3aumojpeficrene ¢ APYrd JeKaApCcTBA B APYrd QOpMH HA B3aHMOAEHCTBHA

EdexTn BEPXY pO3yBacTaTHH IPH €AHOBPEMEHHO JICYSHHE C JPYIH JIEKAPCTREHU NPOJYKTH

HaxaOATOpH HA TPaECHOPTHETE NpoTenHR: Po3yBacTaTuH € cyGcTpaT Ha HAKOW TPAHCIIOPTHH
NPOTEHHH, BKITIOYHTETHO H Ha yepHOApoOHus BHacaw eH3uM OATPIB1 u usnacsmmua BCRP.
EaHoBpemeHHaTa ynoTpeba Ha po3yBaCTaTHH ¢ JICKAPCTBEHH NPOAYKTH, KOHTO ¢a HHXUOUTOpPH Ha
T€3H TPAHCTIOPTHH €H3UMH, MOXE Aa AOBEJE A0 NOBHILIABAHE Ha IUIa3MECHHUTE HABA Ha
PO3YBACTATHH U JO MOBHUIIIEH PUCK OT MHOMATHA (BIDK TOukH 4.2, 4.4 1 4.5 v Tabnuua 1).

IMaknocomopun: [Ipy eAHOBPEMEHHOTO JIEYEHHE C PO3YBACTATHH Y LUKICTIOPUH, CTOHHOCTHTE Ha
AUC Ha posyBacTaTHH ca WM cpeaHo 7 MBTH NO-BUCOKH OT T€3H, HAONIOAaBaHH NIPH 3paBH
nodposoM (Bx.Tabnuua 1). Cy3acTop € NpoTUBONOKAa3aH NpH NauUeHTH, JIEKyBaHH € JHOBPEMEHHO
M ¢ UHKIOCTIOPHH, EHOBPEMEHHOTO NPUIOKEHNE HE € MOBIMANG IUTA3MEHHTE KOHLICHTPALIMHU Ha
LIMKJIOCIOPHH.

IIpoTeazun naxufuTopH: BLOpekH ye TOUHUAT MEXAaHU3BM Ha B3aUMOJEHCTBHE HE € U3BECTEH,
€JHOBPEMEHHOTO NMPWIMKEHHE C MTPOTEa3HU HHXHOUTOPH MOXKE PA3KO Jla OBHILIM €KCNO3HLMATA Ha
posyBacTaTHH (BxK.Tabnuua 1). Hanpumep, eaHoBpeMeHHOTO npuioxkeHue Ha 10 mg po3yBacTaTuH H
KoMOHMHHpaH NMPOAYKT, CbCTOALL ¢€ OT ABa mporeasHu MExHOuTopa (300 mg arasuasup/ 100 mg
PUTOHABHP) MO BpeMe Ha eHO (papMaKOKMHETHYHO [TpOy4BaHe MpH 34paBH A0OPOBOILIM, CE aCOLMHpa
¢ NpUOJU3UTENHO TPU- U cefeM-KpaTHO HapacTBaHe CbOTBETHO B AUC H Cnax. EnHOBpeMeHHaTa
yrnotpeba Ha Cy3acTop H HAKOHU NpoTeasHU HHXUOUTOpH TpAOBa fa ce IMpeanpueMa caMmo clel
BHUMATeJIHA IpelleHKa Ha J03MpoBKaTa Ha Cy3acTop, Bb3 OCHOBA Ha OYAaKBAHOTO YBEJIHYEHHE Ha
€KCMO3ULIMATA CIIPAMO PO3YBACTATHH. (BHK TOUYKM 4.2, 4.4, 4.5 u Tabauua 1).

I'emdrOpo3aa B APYrAE MHOHAONOHKKABALKE NPOAYKTH: ENHOBPEMEHHOTO IMPWIOKEHHE Ha
po3yBacTaTHH H reMpubpo3nn e A0BeNno A0 ABYKPATHO nosHileHHe HA Crnax H AUC Ha po3yBacTaTHH
(BXK. TOUYKaA 4.4).

HaHuuTe OT (PapMAKOKHHETHYHUTE NPOY4BAHHA, U3CICABALIY CNEUNDHYHH IEKAPCTBEHH
B3aMMOACHCTBHA, HE MTOKA3BAT B3aUMOAeicTBHE ¢ PeHopHOpaT, HO € BB3MOXKHA MOsABA Ha
dbapMakoaHHAMUMHY B3auMoaeicTBUA. ['eMpudposwi, peHodubpat 1 Apyru nekapcTra ot rpynara
Ha ¢ubpaTHTe ¥ JIMNMUAONOHUKABAIIHTE A03H (TIO-BUCOKH WIH PAaBHU Ha 1 g/AeH) HHalIMH
(HUKOTHMHOBa KUCeJIMHA) MOBKILIABAT PUCKA OT N0ABA Ha MHOTMATUA NPU KOMOUHMpaHe ¢ HHXUOUTOPH
Ha HMG-CoA peaykrasara, BepOATHO Nopajiu ¢akta, ye mocJeJHUTE MOTaT Aa IIPpeAU3BUKAT [10ABaTa
Ha MHOMATHUA U NpH MOHOTepanud. Jlo3aTa ot 40 mg e MpOTHBOIMOKA3aHa MPH €JHOBPEMEHEH MPHUEM
Ha pubpatu (Bxk. Touka 4.3 1 Touka 4.4). IIpn Te3u nalHeHTH JIeUEHHETO CHIIO TPAOBA Ja 3aMoyHe ¢ 5
mg.

E3zeramub: EnnospeMmenHara ynotpeba Ha 10 mg posyeactatid 4 10 mg esernmud soau no 1,2 mbTH
yeenuueHue B AUC Ha po3yBacTaTHH [IPH NAllHEHTH ¢ XUnepxonecrepoieMua (Tabauua 1). He Mmoxe
na ce U3KMo4YH PapMakoJHHAMHYHO B3auMoaeicTere Mexay Cy3acTop H e3eTHMHO, KoeTo Aa HMa

KATO PE3YITTAT HEXKENAHH peakLMu (BxK. Touka 4.4).

AnTHanuau: ENHOBpeMEHHHAT NMpUEM Ha pO3YBAaCTATHH U Ha aHTHALMHA CYCIIEH
aTyMUHHER H MarHe3ueR XUIPOKCH], € JOBEN J0 HaMaJleHHe Ha I1a3MeHaTa Ko
po3yBacTaTHH ¢ 0K0J10 50%. To3u edekrt e 6mn orcnabeH, KOrato aHTHALMJMTE C
npuemMa Ha posyBacTaTHH. KIMHHHYHOTO 3HAYCHHE HAa TOBa B3aHMOREHCTBHE HE €



EprTpoMunus: EQHOBpEeMEHHHAT NMpUEM HA PO3YBACTATHH H €EPHTPOMMILIMH € OB A0 HaMaCHHE C
20% na AUC u ¢ 30% Ha Cnax Ha po3yBacTaTuH. TOBa B3auMOZECTBHE MOXKE [a € MPEAM3BUKAHO OT
NOBHILECHHS YPEBEH MOTHJIMTET BCJICACTBUE HA IPUEMAHETO HA EPHTPOMHIIMH. |

EniiMn 0T cacTeMaTa Ba nHToxpoMm P450: JlanHuTe OT in vitro W in vivo npoy4BaHHA NMOKA3BaT, Y€
pO3yBacTATHH HE € HUTO HHXHOHTOP, HUTO MHAYKTOpP Ha LMTOXpoM P450 uzoeHsumure. B
AONBJIHEHHE, PO3YBACTATHH € ¢/1ad Cy0CTpaT Ha Te3H H30EH3HMMH. 3aTOBa HE CE OYAKBAT JIEKAPCTBECHH
B3aMMOACHCTBHA B pe3ynTaT Ha uruxpom P450 meauupan meraGonussM. He ca nabmonapanu

KITHHUYHO 3HAYUMH B3aHMOAEHCTBUA MEXIy po3yBacTaTHH H ¢urykoHason (Muxuburop Ha CYP2C9 u
CYP3A4) unu kerokoHaszon (Muxuburop vHa CYP2A6 u CYP3A4).

Taxarpesop:

Tukarpenop Moxe na nosause 6sOpevHaTa eKCKpeLHA Ha pO3yBaCTATHH, YBETMUABANKH PHCKA OT
KyMYy/IHpaHe Ha po3yBacTaTHH. BBIpekH e TOUHHA MEXaHHU3IBM HE € U3BECTEH, B HAKOH CIY4aH
¢AHOBPEMEHHOTO MPUIOKECHHE HA THKArpeslop U pO3yBacTaTHH BOJH 0 HaMa/laBaHe Ha OsOpeunHaTa
¢yHkuuA, nopuweHo HEBO Ha CPK u pabaomuonusa. Ipenopbysa ce KOHTPon Ha 6u6peuHa (yHKIMA
u CPK npu censTcTBala ynoTpeba Ha THKarpeaop ¥ po3yBacTATHH.

BaaaMonelicTBHA, KOHTO H3HCKBAT KOPATHPaHe HA PO3YBACTATHH (BHX ¢bmo Tabauua 1):
Koraro ce Hanara eqHoBpeMeHHO npuiioxkeHne Ha Cy3acTop ¢ ApYyrH JIEKAPCTBEHH NPOIYKTH, 32
KOMTO € H3BECTHO, Y€ YBEIHYaBaT €KCIIO3MIMATA KbM pO3yBacTaTuH, fo3aTta Ha Cysactop Tpsabba na
Obae kopurupaHa. 3ano4ea ce ¢ o3a ot 5 mg Cy3acTop BEAHbXK AHEBHO, aKO 04aKBAHOTO
nosuieHue Ha ekcnosnuuaTa (AUC) e npubnusurenHo ABRYKPaTHO WIH IToBevye. Makcumannara
AHeBHa no3a Cysactop TpabBa Aa 6bae KopurdpaHa Taka, ye O4aKBaHATA €KCIO3ULIMA Ha
PO3yBaCTaTHH J1a HC HAIXBBP/A ekBUBaIcHTa Ha 40 mg Cy3acTop AHEBHO, NMpHeMaH 63 CBITHTCTBALIO
neyenne. Hanprmep: 20 mg Cyszacrop ¢ rempubposnn (1,9- kpatHo yBenuuenue) u 10 mg Cyzactop
npu KoMOHHaLMA ¢ aTa3aHaBUp/pUTOHABHP (3,1 - KPaTHO yBENHUEHHE).

Axo ce HabmoaBa, ue JieKapcTBEH NpoAykT nosuiara AUC Ha po3yBacTaTHH MO-MAJIKO OT 2 IThTH,
Ha4aJIHaTa J03a He TpadBa ga ce HaMaABa, HO TPAOBRA Ja ce MOAXOKAA ¢ BHHMAHME, aKo A03aTa Ha
Cy3sacrop ce noBuiuK Hag 20 mg.

FTaﬁ.Jmna 1 Eq»él; HA JIEKAPCTBCHETE HPOAYKTH BbPXY excnoanun;;ﬁ HA PO3YBACTATHH OPH
eqHoBpeMenHo npuaokenne (AUC; midbpoenn no HamMaIgBama cCTeneH) cnopex nyOaHKyBaHN
KJIHBHYHE NPOYIBAHHNA

2-KpaTHO HJH NOoBeve oT 2-KpaTHO yBeanuenne Aa AUC ua po3yBacTaTuH

Jlo3HpoBKa HA CHOBTCTBAIIHSA JIEKAPCTBEH Josapeaka Ha  |[Ipomana B AUC" na
NPOAYKT PO3YBACTATHH  |pO3YBacTATHH

rCOdJOCﬁyBHp/BeIIHaTaCBHp/BOKCHﬂaHpeBHp (400 (10 mg, enHUYHA 7,4-1cp;:rHo t
mg-100 mg-100 mg)+ Bokcnnanpepup (100 mg) |nosza
'BEIHLX OHEBHO 32 15 HU

IxnocnoprH 75 mg ABa mbTH gHeBHO A0 200 10 mg BenumX 7,1-kpatHo 1
mg /18a ITbTH QHEBHO, 6 Mecelia OHEeBHO, 10 qHH

',I[aponyraMH,u 600 mg npa TbTH HEBHO, 5 AHM |5 Mg, eAMHUYHA |5,2-KPaTHO 1§
no3a

TPeropaq)eHHG 160 mg, peaHbXK AHEBHO, 14 AHM |5 Mg €qHHHYHA
no3a

IATaaaHannp 300 mg/Puronasup 100 mg seausx |10 mg, eaunuuna
JHEBHO, 8 OHH A03a




EPoxcanyc*raT 200 mg npes oeH 10 mg, equnuyHa |2,9 - KpaTHO |

| 03a

TBBJ‘II‘I&T&GBHP 100 mg BeAHBXK AHEBHO 10 mg, eaHuyHa (2,7- KpaTHO |
032

lomﬁmaCBHp 235 mg/HapH—’raﬁpeBHp 150 mg/ 5 mg, enyHW4HA  2,6- kpaTHO |

Puronaeup 100 mg Beanbxk aneBHo/ Ja3abysup |no3a

400 mg ABa ITLTH AHEBHO, 14 aHM

?epH(bJIYHOMHﬂ Hsama nanuu 2,5 - kpatHO 1

rl"pasonpeanp 200 mg/Enbacsup 50mg 10 mg, enunuunHa {2,3- kpaTHO 1

BeJHBXK OHEBHO, 11 AHM 0o3a

El"nexanpeﬂup 400 mg/TIuGpenraceup 120 mg 5 mg BeAHBXK 2,2- kpaTHO 1

BeAHBK JHEBHO, 7 JIHH

IHEBHO, 7 IHH

:HOHHHaBHp 400 mg/ Puronasup 100 mg aBa
IbTH JHEBHO, 17 NHHU

20 mg BeauBXK
JHEBHO, 7 IHH

2,1- kpaTtHO 1

Kanmarunu6 400 mg ABa MbTH AHEBHO

10 mg, equHUYHA
no3a

2,1- xpatHO 1

Knomaporpen 300 mg HaTopapBailla 103a, 20 mg, eqMHUYHA |2 - KpaTHO T
nocneBaHa oT 75 mg Ha 24 Jaca 103a
@octamaTiau6 100 mg JBa TbTH AHEBHO 20 mg, equunyHa |2,0- KpaTHO |

7034

T(Deﬁyucoc*ra'r 120 mg BeAHBK JHEBHO

10 mg, enuHU4uHa
no3a

1,9- kpaTHO T

fempnﬁpoann 600 mg aea meTH aHesHo, 7 AHu |80 mg, enuHuuHa |(1,9- kpaTtHO 1
no3a
rTacbaMI-ch 61 mg aBa mHTH gHeBHo Ha AeH 1 U |10 mg, eaunuuna (2,0- kpatHO T
2, ¢ ocaeABallH BEAHBX AHEBHO HA IHK 3 109 |no3a
Tlo-mManxo oT 2-kparno yeeandenne Ba AUC na polysacraTan
:,Iloaon pexHEM BA nnnmoneﬁ;namoro o308 pexnam Ha [Ipomana B AUC na
JIeKapcTBO PO3YBACTATHH  |PO3YBACTATHH
TEJrrpomﬁonar 75 mg BeIHBXK AHEBHO, 5 AHH 10 mg, eqnuanyHa |1,6- xpaTHO T

A034

EJIapyHaBHp 600 mg/ Puronasup 100 mg nBa meTH

HEeBHO. 7 OIHHK

10 mg BeaHBXK
AHEBHO. 7 IHU

1,5- kpaTHO 1

Tunpanasup 500 mg/ Putonaeup 200 mg asa
MTBTH AHEeBHO, 11 AHMU

10 mg, eauaMuHa
no3a

1,4- kpatHO T

Npouenapod 400 mg aBa TbTH AHEBHO

HaMma naHHu

Hrpakonaszon 200 mg BeAHBXK AHEBHO, 5 JTHH

10 mg, equHIMHA
03a




Esetumu6 10 Mg BEIHDLX AHEBHO, 14 AHH 10 mg, Bequbx  {1,2- kpaTHO T**
IHEeBHO, 14 nHU

'Hamanssane na AUC na pPO3YBACTATHH

:,Iloaon PeXHM HA B3aHMOAEHCTBAIIOTO o3oB pexkam na |Ilpomana B AUC na
JIeKAPCTBO PO3YBACTATHH  |pPO3YBACTATHH
EpﬂT’pOMHHHH 500 mg yeTHpy bTH AHeBHO, 7 (80 mg, enunnyna 20% |
OHU no3a
Baiixanus 50 mg TpH ITETH AHEBHO, 14 qHu _ 20 mg, equnuuHa [47% |

J03a

1rﬂaﬂmrrra NpeacTaBeHH KaTo X-KpaTHO U3MEHEHUE MPEACTABAT ChOTHOLWEHHUETO CBHITBTCTBALIO
JieueHHe W CAMOCTOATETHO IPHWIOKEHHEe Ha pO3YBAacTaTHH. JJaHHUTE NPEACTABEHH KATO MPONEHT
(% ) npeacrasaT %-HaTa pa3iHKa CIPSMO CaMOCTOATETHO NPHIOXKEHHE HAa pO3YBaCcTaTHH.
‘YBeaHueHHeTO € 03HaueHo ¢ “1”, IMNcaTa Ha NpOMAHA ¢ “«>”, NOHWKEHHETO ¢ “|”.

** [TpoBeAeHH ca HAKOJIKO MPOYYBaHUA HA B3AUMOJEHCTBHETO C Pa3IMYHM JO3H PO3yBAaCTaTHH;
TabMHLIaTa NPEACTARA HAH-CHIIECTBEHUTE B3aUMOACHCTBHSA

AUC= nnom noza kpusara; OD = seansxk aAHeBHO; BID = nsa nuti AxerHo; TID = TpH mrTH
iJJ;HEBHO; QID = yeTHpu MLTH AHEBHO

CneaHuTe JeKapCTBEHH MPOAYKTH/KOMOMHALIMH HE OKa3BaT KIMHHYHO 3Ha4uM edexr pbpxy AUC Ha
PO3YBACTATHH MPH €AHOBPEMEHHO NPHIOKEHHE!

Anernmuraszap 0,3 mg npunoxerue 3a 7 nHu; Genodubpar 67 mg 7 AHU NpUIOKEHUE TPH MBTH HA
neH; Oinykonaszon 200 mg 11 auu npinoxkeHHe BEAHBK JHEBHO; PozamnpeHaBup 700 mg/puroHaBup
100 mg 8 ogHm npwioxkeHUe ABa TETH Ha AeH; Ketoxorason 200 mg 7 aHu npulokeHUE ABa ITbTH Ha
AeH; Pudbamnun 450 mg 7 nau npunoxkeHHe BeAHbK AHeBHO; Cunnmapn 140 mg 5 auu
MPUIOKEHHE TPH ITBTH Ha JCH.

E(bBKT Ha PO3YBACTATHH BHPXY €NHOBPEMCHHO NpHURaradi JICKAPDCTBCHH ITDOAYKTH

AnTaromactn Ha BATAaMEE K: Kakro u npu apyru uaxuburops Ha HMG-CoA penykrazara,
3aMOYBaHETO HA eueHHe ¢be Cy3acTop WIH THTPUPAHETO HA JO3aTa MY NMPH MaLIMEHTH, NpHeMallH
eJHOBPEMEHHO aHTArOHHCTH Ha BUTaMHH K (Hanp. BapdapuH Wi Apyrd KyMapHHOBH
AHTUKOAyJIaHTH) MOXe Ja JJ0BeJe A0 MOBHILaBaHEe Ha MeXIyHapOoaAHO HOPMATH3UPaHO
cvoTHOWEHUE (INR). [IpekbcBaHeTO Ha JICYEHHETO WM HAMAIIBAHETO Ha /103aTa HA THTPHUpAHE Ha
Cy3zactop Moxe aa goseae Ao HamaneHue Ha INR. I1pu nogobHu ciryyau ce npenopruna
MoHHTOpHpaHe Ha INR.

Ilepopa/iHH KOHTPARECUTABH/XO0pMoHO3aMecTHTENHA Tepanns (X3T): EnHoBpeMEHHHAT NMpHEM Ha
pO3yBacTaTHH M NEPOPAIHA KOHTPALENITHRY € A0Be0 10 nopuiuapaHe Ha AUC Ha eTHHWIECTpaHO
M HOprecTpes choTBeTHO ¢ 26% u 34%. Te3u noBuilleHH Na3MeHH KOHLIEHTpaLMH TpaOBa 1a ce
B3€MAT Mo/l BHUMaHHE, KOTATO Ce OMNpeensa JO3UPOBKATA Ha MEPOPATHHTE KOHTpaLleMTUBH. HiaMma
dhapMakOKMHETHYHH AaHHH 3a NMALWEHTH, KOUTO NPHEMAT €JHOBPEMEHHO po3yBacTaTvH U X3T u
nopaaM ToBa nogo6HU edekTH He Morar aa ObIaaT H3KIIOUeHH. Bripeky ToBa Tazu KOMOHHALMA €
IIKPOKO MPHIAraHa OT KEeHH B KIIMHHYHH IMPOYMBaHHA H € MOHeceHa aobpe.

ApYra 1eKapcTBeRH NPOAYKTH!

Juaroxcus: Bu3 ocHOBA Ha JaHHUTE OT crielUdMUHH MPOYUBAHKWSA 3a M3CIEIBAHE Ha JIEKAPCTBEH

B3aMMOACHCTBHA, HE C€ OYAKBA KJIMHHYHO 3HAYHMO B3aUMOACHCTBME ¢ JUTOKCHH. \\\'6\ 0o ﬂ%
>y &

Oy3snnosa kuceanHa: He ca nposexxaaHy MpoyuBaHHs 33 W3CACIBAHE HA B3ANMONEHTARY Cpee "% %\\
PO3YBacTaTHH M $Y3U0Ba KHcenWHa. PUCKBT OT MHOMATHA, BRIIOHUTENHO pabaomu .'.::- ‘}:ﬂ J 7
ce YBENHYH OT eJHOBpEMeHHaTa ynotpeda Ha ¢y3uI0Ba KHCEMHA 33 CHCTEMHO TP Hoie ;. N el }
CTaTUHK. MeXaHU3MBT Ha TOBA B3aMMOJCHCTBHE (HE3aBHCHMO JaH € GpapMaKoIHHANKZHE I _n___ ©/ &
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dapMaKOKHHETHYHO, WM H JBeTe) Bee olle He ¢ u3BecTeH. Mma chobmienns 3a pabpoMuonuza
(BKIIOUKTENHO M C QaTasieH U3XOA) MPH NALHEHTH, TpHEMalH Ta3H KoMOHHaLu.

AKO JiIedeHHETO ¢ PY3HAOBa KMCEJIHHA 38 CHCTEMHO MPIWIOKEHHE € HATIOXKHTENIHO, TEPANHATA ¢
po3yBacTaTvH TpsOBa 1a 6bae NpeycTaHOBEHA MO BPEME Ha JICYEHHETO ¢ (y3H0Ba KHCEIMHA, Bukre
cbLio T.4.4.

[TeauaTpuyHa Domynauys
[IpoyuBaHHs BLPXY B3aUMOAEHCTBUATA Ca MPOBEXKAAHH CaMO NPH Bb3pacTHU. CTeneHTa Ha
B3aMMOJICHCTBHE B [IeAUATPUYHATA NOMYJaliysa HE € NpoyyeHa.

4.6 DepTHIAHTET, 6peMEHHOCT H KbpMeHne
Cy3acTop € NpOTHBONOKA3aH N0 BpeME Ha 6peMEHHOCT H KbPMEHE.
XKenn B AeTepogHa BB3pacT TpAOBa Ja NpHiaraT NOAXOAALMN KOHTPAUCTITHBHH MEPKH.

bpemeHHoCT

Thii KaTO XONECTEPONLT K APYTH NPOAYKTH Ha Herosara OMOCHHTE32a Ca BXKHH 3a pa3BHTHETO HA
1043, NOTEHUHATHUAT pUCK OT HHXHOUpane Ha HMG-CoA pexykra3ara € Mo-rojiiM B CPABHCHHE €
1oO13aTa OT ICYSHHETO Mo BpeMe Ha OpemenHocT. U3cneasanusiTta BbpXy XXHBOTHH OCHIYpABAT
OrpaHHYEHM JAHHH 3a PEMpOXYKTHBHA TOKCHYHOCT (BXK. TO4Ka 5.3). AKO MauMeHTKa 3adpemMeHee no
BpeMe Ha JISUEHHE C TO3H NPOAYKT, JIeueHHETO TpaOBa Aa Op/i¢ He3a0aBHO NpeyCTaHOBEHO.

KnpmeHe
OrpaHuueHH JaHHH OT MyO/IMKYBaHH AOKIaJX NOKA3BaT, Y€ po3yBacTAaTHH MPHCHCTBA B MOBEILIKATA

xbpMa. PozyBacTaTiH ce otaens B MIIKOTO Ha [1bxoBe. [lopaau MexaHH3Ma Ha NEMCTBHE Ha
Cy3acTop, CHIIECTBYBA IOTEHUMANEH PHCK OT HEXKEJIAHM Peakliuy NpH KbpMaueTo. Cy3acTop €
MPOTUBOINOKA3aH [0 BpEME Ha KbpPMEHE.

DepTHIHTET
Hsama u3BecTTHH edekTH BBPXY ¢epTHAMTETA Ciiefl ynoTpedara Ha po3yBacTaTHH.

4.7 Edexrn BLpXY cIOCOGHOCTTA 32 ModhpHEpane B padora ¢ MAITHHEA

He ca nposexkaaHHi MpoyuBaHUs 32 yCTAHOBABaHE Ha BIMAHHETO Ha Cy3acTop BBpXY CnocoGHOCTTA 3a
wodupaHe U pabora ¢ MamHU. Brnpexu ToBa, Bb3 OCHOBA Ha (papMaKOAHHAMHMMHHUTE CBOHCTBA, HE
ce oyakBa Cy3acTop fa noenuse BupXy Te3u crnocobHocTu. Ilpu wodupane wiu pabora ¢ MalIMHK
Tp4a6Ba Aa ce UMa NpeBHI, Y€ MOXKE Aa ce NOABU CBETOBBPTEXK MO BPeME Ha JIeHEHHETO.

4.8 Hexenanu JeKAPCTBEHH PEAKIHH
HexenaHuTe eKapcTBEHHA peakiMH, HaOMoOaBaHH NPYU PO3YBAaCTATHH KATO LAJTO Ca JICKH H
npexoaHK. B KOHTpoIMpaH! KIMHUYHH IPOYYBAHHUA MO-MAJIKO OT 4% OT NAllHEHTHTE Ha

pPO3YBAaCTaTHH Ca H3TCIJICHHM OT MPOYYBAHHATA 3apadH HOXKECIAHU JICKAPCTBEHH PCAKLINH.

TabauueH BUA HAa HEXKEIAHUTE PEAKIIHH

B13 ocHOBa Ha AaHHH OT KIHHHMYHH MPOYYBAHHUA U ODLIHPEH NOCT-MAPKETUHIOB OIHT, B ClieAHAaTa
TaGJMLIA € npeAcTaBeH NpoQITLT HA HEeXENAHUTE PEaKLIHM Ha PO3yBaCTaTHH.
Hexenauwnre peakip ca H3OpoeHHU NMo-a01y Cropen CHCTEMO-OPraHHH K/1acoBe U YeCToTa.

Knacudukauusara rno 4ecTora Ha HEXEIAHUTE JIEKAPCTBEHH PEAKLIMH €€ H3IBBPIII
paBuaTa no-aoJy:

Muoro yectd (>1/10)
Yecetn (21/100 go <1/10)



Heuectn (=1/1000 go <1/100)
Penxu (>1/10 000 no <1/1000)
MHoro peaxu (<1/10,000)

C HeusBecTHA 4eCTOTA (OT HAJIMYHHTE JaHHH He MOXke Aa Oble HarnpaBeHa OLleHKa)

Ta0nana 2. HexkelaHH peakitHy, Bb3 OCHOBA HA JAHHH OT KJIHEHYHH NPOYIBAHAS H

NOCTMADKETHHIOBHA OIIHT

Cacremo- Yecrn HegecTH Peaxn Maoro peaxs | C nemsBecTHA
OprafHeH KJjac 4eCcTOTA
HapyueHus Ha TpombouuTo-
KPBBTa H TIEHUA
nUMpHaTa
CHCTEMA
HapymweHus Ha Peakuuu Ha
MMYHHATA CBPBXYYBCTBHUTEII
CHUCTEMA HOCT,
BIJTIOYHTETHO
aHrMoeIeM
HapymeHuns Ha 3axapeH
€HOOKpPHHHATa auaber’
cHCTEMA
[Teuxuuuu Henpecusa
HapyluIeHUs
HapyuwieHus Ha ['naBobonue [Tonunerpona- |I[lepudepna
HCPBHATA 3amagHoOCT THA HEBpPONATHA,
cucTeMa 3aryfa Ha Hapymenus na
naMeT CBHHSA
(BKJIFOYHTEIHO
Oe3chHHE H
KOLWIMAapH)
MuacTeHHA rpaBtc
HapyieHus Ha MucreHus Ha
OUHTE OYMTE
PecnupaTtopHy, Kanumua,
PBAHU H HucnHes
MeIHACTHHAIHH
HapylLIeHHUs
CroMallHo- 3anek [lankpeaTur Huapus
YpEBHH FageHe
HAPYLUCHHA bonku B
KopeMa
XenarobunnapHu YBennueHu JKbnTeHuna
HapyILUEHH 4epHOAPOOHH XenaTut
TpaHCAMMHA3H
HapyuieHus Ha Copbex CuHapoM Ha
KOXKATa U O6pus Stevens- Johnson,
MoJAKOXKHATa Yptukapus JlekapcTBeHa

ThKaH




Hapyuwienud na | Muanrus Muonatus Aprpanrus HNMyHOMeguUpaHa
MY CKYJIHO- (BKJTFOUHUTEITHO HEKpOTU3Hpallia
CKENEeTHATA MHO3HT) MHOTIATHA
CHCTEMA U PabaomMuonnsa YBpexanue Ha
CHEAUHHUTEIHATA JIymmyc-noaodex CYXOXXWIHMATA, BKJI,
ThKaH CUHIpPOM YCJAOAKHEHH C

Pyntypa Ha pynTypa
MYCKYJIHTE

Hapywenns Ha XeMarypus
6b0peumTe U
THKOYHUTE
OBTHILA

Hapywienus Ha I'mHeKOMaCTHA
BB3MPON3BOAUTEN
HaTa cMcTeMa U
repAaTa

O06mm AcTeHHd Enem
HapyILIEeHUd U
epeKTH HA
MACTOTO Ha
TIPHITOXKECHUE

! YecToTaTa 3aBHCH OT HATHYHETO MJIHM JIMIICATA HA PUCKOBH ¢aKTOpH (HUBO Ha KPbBHATA 3aXap Ha IMiagHO >
5,6 mmol/l, ©UTM >30 kg/m?, yBeHueHH TPUINULIEPHIH, aHAMHE3a 33 XHIIEPTOHHS ),

Kakto npu apyru nHxuouropu Ha HMG-CoA penykra3sara, YeCTOTaTa Ha HEXEIAHHUTE JICKAPCTBEHH
PEaKLIMK 3aBUCH OT N03aTa HA JIEKAPCTBOTO.

EdexTn Bopxy 6n0pennre: [Ipu naieHTH, TeKyBaHH C pO3yBaCTATHH € HaOMO1aBaHa
IPOTEeHHYPHA, YCTAHOBEHA NPH H3C/IeABaHe C TECT-ICHTH H KOATO € C NPEAUMHO TyOyJIeH IIPOH3XO.
B onpezneneHy MOMEHTH OT JIeUeHHETO NpHU <1% ot nauuenTuTe Ha 10 mg 1 20 mg u npH
npubau3uTenHo 3% ot naumeHTuTe, ekypanu ¢ 40 mg, ca HabmoJaBaHH MPOMEHHU B H3C/IeJBaHHATA
3a IPOTEHH B YPHHATA OT OTPULIATEACH Pe3yNTaT WIH CleaH 10 ++ WM noseuye. HesHaunrenno
OTKJIOHCHHE B IIOCOKA OT OTPHULIATENIEH Pe3Y/TaT WU ClieaM KbM + e Habmoaasano npu ao3a 20 mg. B
MIOBEYETO C/IyHaH MPOTEMHYPHUATA HaMaJIABA WK M34€3Ba CIOHTAHHO B Ipolieca Ha JieueHueTo. Ot
mperyiefa Ha TaHHHUTE OT KITHHUYHUTE NMPOYYBaHHA M OT IIOCTMAPKETHHIOBUTE IIPOYYBAHMSA NOCETA HE
e HAeHTH(HUMpPaHa MIPHUHHHO-CIEACTBEHA BPb3Ka MEXIY IPOTEUHYPHATA U OCTPO WIH NPOIPECHBHO
O10peuno 3abonspane.

[Tpu nauueHTH, NEKyBaHU ¢ PO3YBACTATUH € HabNIOAaRaHa XeMaTypHs, HO JAHHHWTE OT KNTHHHUYHHTE
MPOYYBaHUA COYAT, Y€ € ¢ HUCKA YECTOTa.

EdexTn BBpXY CKejleTHATA MYCKYJaaTypa: Br3nelcTBHA BEPXY CKEJI€THATa MYCKYJIaTypa, Hamp.
MHAJITHA, MHONATHA (BKJIFOYHTENIHO MHO3HT) H, pAAKo, pabaoMuonu3a, ¢ wiM 6e3 octpa 6n0peuHa
HEJOCTATHUHOCT, C4 ChODIABaHM ITPH MallUEHTH, JIEKYBAHH C PO3YBACTATHH, 34 BCUUKH J03H, H
ocobeHo ¢ 1034 > 20 mg.

Veenuuenue Ha HUBOTO Ha CK BCleICTBHE Ha YBEIHMEHHE HA 103aTa € Hab/IroaBaHo IpU MAaLMEHTH,
NMpHEMAILH PO3YBACTATHH, MOBEUETO OT CIIyUYaHTE Ca JIeKH, ACHMIITTOMATHYHH H NPEXOJHH. AKO
HusoTo Ha CK ce moeumu (>5 neTe ['TH), neyenunero TpadBa BpemMeHHO 1A Obe [IPEYCTAHOREHO (BX.
To4uka 4.4).

Edexrn BLpXy uepnus Apo0: Kakro npu apyru uuxubutropn Ha HMG-CoA pexykrazaty;
YBEJIMUCHHE Ha TPAHCAMHHA3UTE, CBBP3aHO ¢ JO3HpPOBKATa, € HabII0AaBaHO MPH Malb ’ OPOY
MalHEHTH, MPUEeMAIIH pO3YBaCTaTHH, MIOBEYETO OT CIIyYauTe ca ekd, aCHMITOMaTHYHIR F

= | el R
CnenHuTe Hexxe/laHH IEKAPCTBEHM PEaKiHH ¢a HabMOJABAHU NPH HAKOM CTATHHH: || = ﬁg o
e Hapywennsa Ha cekcyaimHaTa QyHKLHAA <




e OraenHy CTyyad Ha HHTepcTHUMANHa benoapobHa Gonect, 0cobeHO NpH MPOIBLIKHTETHO
nevyeHue (Bx. Touka 4.4).

OTyeTeHHTE Y€CTOTH HA pabAUMHONH3A, CEpHO3HH OBOpeYHH CBOUTUS U YepHOAPOGHH CHOUTHS
(CHCTOSALIM CE FNIABHO OT MOBHIIEHH YePHOOPOOHH TpPaHCAMMHA3H) ca MO-BHCOKH Mpu 103u ot 40 mg.

[IenmaTprvuna DonyAANHAS:

B xJIMHHYHO NpOYYBaHE NPH ACLIA H IOHOILIH, MOJTy4aBall¥ PO3YBACTATHH B PAMKHMTE Ha 52 ceIMHULIM,
noBHilleHHe Ha KpeaTHHH KHHa3a (CK) > 10xI'TH, myckyanu cumnromMu crnep ynpakHeHHe WIH
NOBHIIEHa (PH3HYECKA AKTMBHOCT ca HablogaBaHHt MO-4€CTO B CpaBHEHHE ¢ KITHHUYHH NIPOYYBAHHSA
NpH BB3PACTHH (BXK. Touka 4.4). B apyru oTHOmeHus npoduia Ha 0e30MacHOCT Ha pO3yBACTATHH €
CXOJIEH IPH A€l U IOHOILIH, CPABHEHO ¢ Bb3PACTHH.

Crobiiasane Ha NOAO3IMPAHHU HEXENAHH PEAKLIMH
CrobmaBaHeTo Ha NOAO3HPAHH HEXENaHHU peaKiMH Cle]l paspeiuaBate 3a ynorpeda Ha IeKapcTBEeHUS

MPOXYKT € BaXHO. ToBa no3sossaBa Aa NpoaskH HabMIOAEHHETO Ha CHOTHOWEHHETO NMON3a/PHCK 33
NCKApCTBEHHUA NMPOAYKT. OT MEAHLIMHCKHTE CIIELIMATMCTH Ce M3HCKBa [a ChOOILIaBaT BCIKa
NIOJ03HpaHa HeXKellaHa peaklMs Ype3 HaLMOHATHA CHCTEMA 3a choOlaBaHe KbM H3mbIHHTENHATA
ar¢HUHA Mo jieKapcTaara, yi. ,Jdamsax ['pyes” Ne 8, 1303 Cogus, ten.: +35928903417, yebeairr:
www.bda.bg.

4.9 IIpeno3zupane
Hsama cnenpduyHO nedeHue B cmy4ait Ha npeaosupane. [Ipn npenosupate nayueHTsT TPA6BA Ja ce

JIeKyBa CHMITTOMaTHYHO M Aa C€ 3allO4HAT MOAXbPXKALIM MEPKH criopel Hyxaara, YepHonpobGHaTa
(pyHkumsa n HuBaTa Ha CK Tpabea aa ce cneaar. Manko e BeposTHO XeMOHaIH3aTa Aa 6bAe OT Mmon3a.

5. ®APMAKOJOIAYHHY CBONCTBA
5.1 PapMAKOAHHAMHYHE CBOHCTBA

DapmaxorepaneBTHYAA rpyna: [JIoHwkaBamy HUBOTO HA AUMUINATE ar€HTH, YUHCTH, HHXUOHUTOPH Ha
HMG-CoA penykrasara, ATC koa: C10A AQ7

MexaHu3nM Ha JeHCTBHE

PosypacTaTHH € CEICKTHBEH U KOHKYpeHTeH HHxHOHTOp Ha HMG-CoA peayxkrasata, cCKopocT-
OrpaHMYABAIIMAT €H3UM, KOHTO NMPEBpbIIa 3-XHIPOKCH-3-METWITTYTAPHA KOEH3UM A B MEBAJIOHAT,
NMpeKypCcop Ha xonecteposia. OCHOBHOTO BB3ACHCTBHE PO3yBacCTaTUH OKa3Ba BEPXY YEPHHA poD,
OpraHbT, B KOHTO C€ H3BBLPILUBA HAMAIIBAHE HUBOTO Ha XOJIECTEPOIL.

PosyBactaTtiH yBenuuasa Opos Ha 4yepHoapoOHuTe LDL peuenTopu BbpXy KI€ThUHATA IOBBPXHOCT,
KaTo 3aCHiIBa noeMaHero M xatabonusma Ha LDL u unxubupa uepHoapobHaTta cuaTe3a Ha VLDL,
KaTo M0 TO3H HayWH HaManasa obuus O6poit Ha VLDL u LDL uactuim.

dapMakoaAUHaMHYHK edeKTH

PosypactaTnH HamassABa nosumenus LDL-xonectepon, o6ums xonectepon 4 TPUIIIMUEPHIUTE U
nosuwasa HDL-xonecrepona. To¥ ¢pmo nonmwkasa ApoB, HeHDL-C, VLDL-C, VLDL-TG u

yeenuuasa ApoA-I (Bikre Tabnnua 3). PozyBacTaruH ronmwkasa H croTHOEeHHeTo LDL-
oo C/HDL-C u seHDL-C/HDL-C n ApoB/ApoA-I.

Tabaana 3. OTroBop Ha J03aTa NpPM TALUMEHTH C TBPBHYHA XUIIEPXOJIECTEPOJIEM
(kopuTrMpaH CpeaeH NPOoLEHT Ha MPOMSAHA OT H3XOAHOTO HUBO)



Ho3a N LDL-C | O6m-C | HDL-C TG HeHDL- | ApoB | ApoA-I
C
IInauebo 13 -7 -5 3 -3 -7 -3 0
5 17 -45 -33 13 -35 -44 -38 4
10 17 -52 -36 14 -10 -48 -42 4
20 17 -55 -40 8 -23 -51 -46 5
40 18 -63 -46 10 -28 -60 -54 0

TepaneeTuunuar edekt ce 3a0enq3Ba B paMKuTe Ha 1 ceiMMIIa OT HAUAIOTO Ha JeueHHeTo H 90% ot
MaKCHMATHHA OTTOBOP C€ MOCTHUIra A0 2 ceAMHLIK. MaKkCHMATHHAT OTTOBOP OOMKHOBEHO C€ [TOCTHra
KbM 4-Ta ceAMHLIA H C€ MOAABPXKa Ce/ TOBA.

KaunuyHa edpukacHOCT U Og30nacHOCT

PosysacTaTiH € e(eKTHBEH NPH BB3PACTHH JIMLIA CTPaAAly OT XHNEPXOIECTEPOIEMHA ChC HiK be3
XMIEPTPULTHLIEPUOCMHS, HE3aBHCUMO OT pacoBa MPHHAVIEKHOCT, MOJT WIHK Bb3PacT H MpPH
CreLIHA/IHM TPYNK KaTo AHa0eTHIM WIH NaLHEHTH ¢ GaMHIHA XUIICPXO0IECTEPOIEMHA.

O6001eHnTe nankHy oT ¢aza Il Ha KTHHWYHATE NpoyUBaHUA NIOKA3BAT, Y€ PO3YBaCTaTHH €
e(eKTHBEH MPH JIeYeHHEe Ha rojiaMa 4acT ot nauueHTH ¢ THN Ila u IIb xunepxonecreponemus (cpeaHa
m3xogHa ctoiiHocT LDL-C oxono 4,8 mmol/l) cnopen onpeaeneHute ot EBponefickara OOUIHOCT MO
Atepocknepo3sa npuuesHu ctoifHocTH (EAS; 1998); okono 80% ot nauuentute Ha 10 mg ca
NOCTUrHAIH KenauuTe croiiHocTH Ha LDL-C (<3 mmol/l) cnopea EAS.

B eaHo o0IIHPHO NpoyuBaHe, Ha 435 NAalLMEHTH ¢ XETepO3UrOTHA (PaMIITHA XMIEPXONIECTEPOTIEMHS €
Ow1 npwioxeH posyeactatuH oT 20 mg no 80 mg mo Moaena Ha GopcHpaHO THTpUPaHE. BCHUKH N03H
ca MoKa3ai 6aronpuaTeH €eKT BbPXy JTMIUAHUTE [IOKA3aTeNH U HANEKYBaHe 10 MPHLETHHTE
cToitHocTH. Cnel THTpHpaHe 10 AHeBHA Ao3a oT 40 mg (1edeHue B Npoab/DKEHHE Ha 12 cenmuim),
LDL-C e 6mn noawkeH ¢ 53%. 33% ot naupeHTHTe ca AocTUrHanu HuBaTta Ha LDL-C, kakTo ca
npenopb4aHo cnopea EAS (<3 mmol/l).

B eano oTBOpeHO NMpoyuBaHe ¢ GopcUpaHO THTpHpaHe Ha A03aTa NpH 42 nalMeHTa (BITIOYHMTETHO 8
neAMaTPHMHU NALMEHTH) ¢ XOMO3IHroTHA haMHIIHA XHMITEPXOIECTEPOTIEMHS Ca OTYCTEHH pe3ynTaTuTe

ot npuemMade Ha 20 - 40 mg posyBactaTHH. B o6wara nomynanus cpeaHoro noHwkeHne Ha LDL-C e
22%.

[Tpu KMMHUYHY H3MKUTBAHUS C OrpaHM4EH OpoH NaLMEHTH po3yBaCcTaTHH II0KA3Ba aIUTHBHA
e(pMKACHOCT NpH HAMa/IsiBaHe Ha TPHUIITHLIEPHAMTE, KOTAaTo € pHeMaH B koMOHHalusa ¢ peHopubpar u
yBenuyeHue Ha HHBoTo Ha HDL-C B komOuHauug ¢ HHaLMH (BX. Touka 4.4).

B eHO MHOTOLIEHTPOBO, ABOHHO cAno, miauedo-koHrponupaHo npoyusane (METEOR), 984
nauMeHTH Mexay 45 u 70 roauiuHa BB3pacT ¢ HUCBK PHCK 33 HCXEMHUYHA O0ONeCT Ha ChpLETO
(nedpunupano kato Framingham puck <10% 3a 10 rogunm), cue cpeaun LDL-C 4,0 mmol/l (154,5
mg/dl), Ho che cyOKIMHMYHA aTepockieposa (YcTaHOBeHa Ype3 u3meppate Ha Carotid Intima Media
Thickness) 61xa panagomMuzupann Ha 40 mg po3yBacTaTHH BeHbXK JHEBHO WIH IU1aLedo 3a 2 TOHHH.
PosyBsacTaTuH 3Ha4MTEeNHO 320aBH nporpecuaTa Ha MakcuMatHOTO CIMT Ha BcHuku 12 Mecra Ha
KapOTUIHUTE apTepuH B cpaBHeHHe ¢ mnauebo -0,0145 mm/roauna [95% nosepHTeeH HHTEPBAT -
0,0196, -0,0093; p<0,0001]. IlpoManara cnpaMO U3XOAHUTE CTOHHOCTH 3a pO3yBacTaTHH rpymnara € -
0,0014 mm/roauna (-0,12%/roauHa [HecHrHugHKaHTHO]) B cpaBHEeHHe ¢ TU1auefo rpymnara ¢
nporpecus ot +0,0131 mm/roauna (1,12%/roauna [p<0,0001]). He e aeMoHcTpHpaHa J TR
B3aMMOBpB3Ka Mexay noHwkeHnero Ha CIMT HuBaTa U MOHKHXKEHHA PHCK OT ChPAGHAGOEIoR
crbuTHa. [Tonmynauusrta B npoyuBanero METEOR € ¢ HHCBK PHCK OT HCXEMHUYHA ( ‘ HERRINETD, .
H He € NPEACTaBHTE/IHA 34 TapreTHaTa Noynauus Ha posyBacTaTiH 40 mg. [o3n :’-‘ y PPN 74-;"‘,\
Tpa6Ba [1a c€ NPEANKCEA CAMO NPH NALMEHTH C TEXKA XUIIEPXOIeCTepOIeMHUS C sHomd PEX w1 .
ChPAESYHOCHAOB PHCK (BK. TOUKa 4.2).




B npoyusaneTo “O6ocHOBKa 3a ynorpedaTa Ha CTATHMHH NPH TbPBHYHA NPEBEHIIMA:
MHTEPBEHUMOHANIHO Npoyy4BaHe 3a olieHka Ha posyBacTaTHH” (JUPITER) e ouenen edekra Ha
PO3YBacTaTHH BHPXY NOABATA HA FOJIEMH aTEPOCKICPOTHYHH CHPAECHHOCHAOBH HHLIMACHTH NpH
17 802 mbxe (=50 ronunu) u xeHd (>60 roauHn).

YuyacTHHUMTE 8 H3CNEABAHETO ca paHAOMHU3UpaHu Ha ruauedo (n = 8901) unu poszysacrarud 20 mg
BeAHBXK AHeBHO (n = 8901) 1 ca mpocneneHu 3a cpeaHa NMPOABILKUTENHOCT OT 2 TOOHHHU.

Konuentpauusara Ha LDL-xonecrepon € HaManeHa ¢ 45% (p <0,001) B rpynaTa Ha po3yBacTaTHH B
CpaBHEHHME ¢ rpynaTa Ha Iuialebo.

B post-hoc aHaIH3 Ha BUCOKO PHCKOBA MOATPYIA MALMEHTH C U3XO/HO HHBO Ha pHck Framingham >
20% (1558 nuua) ce HabnogaBa 3HAUKTENHO HAMANIABaHe B KOMOMHUpaHaTa KpaHa TO4Ka Ha
CBHpAEYHO-ChI0BA CMBPT, HHCYAT M HHGapKkT Ha MHOKapAa (p = 0,028 ) npu neveHune ¢ po3yBacTaTHH,
B CpaBHEHHE ¢ TU1aue6o0. AGCOMOTHOTO HAMATABAHE HA PUCKA B YeCcTOTaTa Ha HHUMAEHTHTE Ha 1000
NaLMeHT-rOAMHH, € 8,8. O6maTa CMBPTHOCT € HEMPOMEHEHA B Ta3H BUCOKO PUCKOBa rpyna (p =
0,193). B post-hoc ananu3 Ha BHCOKO PHCKOBa noArpyna naiueHTH (odmoe 9302 nuua) ¢ H3xoaHo
HuBo Ha puck SCORE >5% (exkcTpanonauus aa ce BKIIOMAT NHLA Haj 65 roguHu) ce Habmonasa
3HaUMTESHO HaMaJisBaHe B KOMOMHHMpaHaTa KpaliHa TO4Yka Ha CbpAeYHO-ChI0BA CMbPT, MHCYIIT H
uHpapkT Ha Muokapaa (p = 0,0003) npu neueHue c po3yBacTaTHH, B CpaBHEHHE C IU1anedo.
AGCONMIOTHOTO HaMaJIBaHe Ha PUCKA B 4€CTOTATa Ha MHLMAEHTHTE € 5,1 Ha 1000 nalHeHT-roqKHHH.
Of1aTa CMBPTHOCT € HENMPOMEHEHA B Ta3H BUCOKO pHCKORa rpyma (p = 0,076).

B npoyusanero JUPITER e umano 6,6% OT naLMeHTHTE Ha po3yBacTaTHH H 6,2% Ha mnauebo, KOUTo
ca NpeyCTaHOBWIH M3TIOI3BAHETO HAa M3NMTBAHMA JI€KapCTBEH NPOAYKT, NOpajl HEXKENaHH CHOMTHA.
Hait-yecTHTE HEXENAHH CROHTHA, KOMTO Ca AOBEJH J0 NPEKPATABAHE HA JIEUYEHHETO Ca: MHAJITUs
(0,3% posysacTtaTuH, 0,2% c mnaue6o), kopeMHa 6oinka (0,03% posysactarun, 0,02% ruiauebo) u
o6pus (0,02 % posyeacratun, 0,03% nnauedo). Hai-uyecTure Hexenanu peakiivi ¢ NO-rojiiMa WIH
paBHA YeCTOTAa CIpAMO IUialebo ca MHGpeKIMK Ha MUKOYHUTE MbTHINA (8,7% po3yBacTtaTuH, 8,6%
wiauebo), Hazodhapuurut (7,6% posysactatuH, 7,2% nnauebo), Gonku B repba (7,6% posysactaTHH,
6,9% nnaue6o) u muanrus (7,6% po3ysactaThH, 6,6% nnaue6o).

IleAHaTPHYHA NIOMYNAIHS
B aBoifHO-cNANO, paHAOMU3HpPAHO, MYJITHLIEHTPOBO, ruauebo-koHTponHpaHo, 12-ceaMruHO

npoyusaHe (n = 176, 97 mexe u 79 xeHu), nocneasano ot 40 ceamuuto (n = 173, 96 muxke u 77
*EHH) OTBOPEHO MpoYyYBaHe ¢ ¢a3a Ha THTPHpaHe Ha 103aTa PO3yBacTATHH, NauMeHTH Ha 10-17
roauHH (II-V crenen no Tanep, kel noHe |1 roaMHa cnen mbpBa MEHCTPYaLHA) C XETEPO3HIroTHA
daMHIHa XHNIEPXONECTEPOIEMK Ca MOMy4aBaly po3yBacTaThH 5, 10 wiu 20 mg aHesHO win rauedbo
3a 12 ceAMHLM, CJIe]l KOETO BCHUYKH ¢a NTOTy4aBajli BCEKH JeH pO3yBAaCTaTHH B NMPOALLKEHHE Ha 40
ceaAMHLH. B npoyusaneTo okono 30% ot naudeHTHTe ca 6uny Ha 10-13 roauHu u okono 17%, 18%,
40%, a 25% ca 6w 11, IT1, IV u V crened no TaHep.

LDL-xonecTepoasT ¢ noHmwkeH ¢ 38,3%, 44,6% u 50,0% ot posysacrarud 5, 10 1 20 mg, ChOTBETHO,
B cpaBHeHue ¢ 0,7% 3a nmnaiedo.

B xpas Ha 40 ceAMUYHOTO OTBOPEHO MPOYUYBaHE C THTPHPAHE Ha A03aTa 40 MakCUMyM 20 mg BEAHBX
aueBHO, 70 ot 173 nauwents (40,5%) ca nocTurHani HHBa Ha LDL-xonectepon no-Manko ot 2,8
mmol / |.

Cnen 52 cenMuuHO NnpoyuBaHe He € HablogasaH edeKT BBLPXY pacTexa, Tersoro, ©MTM wnu nonosoto
ch3paBaHe (BX. Touka 4.4). Tosa npoyuysate (n = 176) He € noAXOAALIO 32 CpaBHEHHE HIPETIRT
HEXENaHH JICKAPCTBCHH PEAKIIHH.

PozyBacTaTiH e 6Un npoyyBaH NpH €4HO 2-roAMIIHO, OTBOPEHO MPOYYBaHE C
no3a npy 198 aeua ¢ xeTepo3uroTHa GamMuIHA XHIIEPXOJIECTEPOIEMHUA Ha Bb3pa
rogHHH (88 Momuera u 110 MomuueTa, ctaguid no Tanep <II-V). Hayannara qoszd
nauxdeHTH e Ouia 5 mg po3yBacTaTHH BeIHBXK AHEBHO. [IpH mauMeHTHTE HA BB3pad



(n=64) noszara ¢ 6una ysenruasaHa 20 MakCuMyM 10 mg BeAHBK JHEBHO, a NpH naudeHTure ot 10 o
17 ronunn (n=134) no He moBeue oT 20 Mg BEAHLK AHEBHO,

Cnen 24 MeceLa IeHEHHE ¢ pO3yBacTaTHH, CpeAHUA NPOLIEHT Ha LS MoHWKeHHEeTO B MPOLIEHTH
cnpaMo u3xogHaTa crodHocT Ha LDL-C e 6una -43% (u3xoaHo HuBO: 236 mg/dl, Ha 24 mecenr: 133
mg/dl). BbB BCAxa Bb3pacTOBa rpyna CpeHHSA MPOLEHT Ha LS MOHIKEHHETO B IMPOLICHTH CIPAMO
u3xoaHara croiHocT Ha LDL-C e 6una -43% (u3xoaHo HuBO: 234 mg/dl, Ha 24 mecen: 124 mg/dl), -
45% (w3xoaHo HUBO: 234 mg/dl, Ha 24 Mmecew: 124 mg/dl), and -35% (u3xoaHo HMBO: 241 mg/dl, Ha
24 mecew: 153 mg/dl) 3a cuOTBEeTHUTE BB3pacTOBU IrpynH oT 6 1o <10, or 10 go <14, u ot 14 0o <18
T'OOUHH.

PoayBactatvH 5 mg, 10 mg u 20 mg ca AOBEIN A0 CTATHCTHYECKH 3HAYHMHM MPOMEHH CIIPAMO
U3XOJHHTE HUBA M MPH CJICTHUTE BTOPHYHHM JHNMAHM M THonpoTeHHHH nokasatenu: 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.
Te3un npomenn ca 61K BUHATU B MOCOKA KbM NoA00OpeHHe Ha THITMAHKSA OTTOBOP H €2 Ce 3aabpKanH
noseye oT 2 rOAHHA.

He e ycTraHoBeH edeKT BbpXY pactexa, Ternoro, BMI Mnu nonoeoro ce3paBaHe cieq 24 Meceua Ha
neveHue (BIK T.4.4).

PosyBactaThH € Mpoy4eH B paHAOMH3UPAHO, ABOHHOCIANO, IaLeb0-KOHTPOJHPAHO, MHOTOLIEHTPORO,
KPHCTOCAHO NMpoy4yBaHe ¢ Ao03a 20 mg BeAHLK AHEBHO, CpaMoO 1utanedo npH 14 aeua H 10HOWH (Ha
BB3pacT oT 6 A0 17 roaMHu) ¢ XOMO3HIOTHA (haMWIHA XuniepxosecreponeMus. [IpoyusaHero BIOYBa
aKTHBHA 4-C¢IMMUYHA BCTHIMTENHA (pa3a HA IHETa, O BpeMe Ha KOATO MallMeHTHTE ca JIEKYBaHH ¢
pozyBactaTHH 10 mg, eqHa kpecTocaHa dasza, KOATO BKIIOMBA [IEpUO] OT 6-CEAMUYHO JIEUEHHE €
pozyBacTtaTHH 20 mg, npeaiecTeaHa M MOCAEABaHA OT 6-CEAMHYHO ICHEHUE ¢ IUaLedo u
noaabpKaua 12-ceaMudHa ¢asa, npe3 KOAT0 BCHYKH NAUMEHTH ¢a JICKyBaHH ¢ po3yBactaTtuH 20 mg.
[MaupenTuTe, KOUTO NOCTHIIBAT B MPOYYBAHETO HAa Tepanui ¢ €3eTHMHUO Wi ajapesa, NpoaAbDKaBaT
JISYCHUETO CH TIpe3 LIEIHA [IepHO/ Ha NPOYYBAHETO.

Cratuctnuecku curHuduxkantHo ( p=0,005) namanenue va LDL-C (22,3%, 85,4 mg/dL wn 2,2
mmol/L) ce Habnroaaea ciien 6 ceAMUUM Ha NeveHUe ¢ posyBacTaTHH 20 mg, B cpaBHeHuHe ¢ 1uianebo.
CTaTuCcTHYEeCKH 3HAaYMMH HaMaleHus B obmusa xonectepon (20,1%, p=0,003), HeHDL-C (22,9%,
p=0,003) u ApoB (17,1%, p=0,024), ca HabmonaBanu. [IoHnxapaHe cbLIO ce Habmoaasa npu
Tpurnuuepuaunte, ceotHolennata LDL-C/HDL-C, 06w C/ HDL-C, neHDL-C/HDL-C u
ApoB/ApoB-1 cnen 6 ceqmuim Ha e4eHUe ¢ po3yBacTatuH 20 mg, B cpaBHEeHHE ¢ L1anedo.
Hamanenuero Ha LDL-C cnen 6 ceamMyuu Ha jieyeHHe ¢ po3yBacTaThHH 20 mg, nocneasaHo ot 6
CEeIMMIIM Ha JIeUEHHE ¢ TU1anebo, ce 3ana3sa B paMKUTE Ha 12-ceIMHYHO HETIPEKBCHATO JIeYeHHE.
EnuH narnMeHT € UMan no-HararbliHo noHwkasaHe Ha LDL-C (8,0%), O6wm-C (6,7%) u ne-HDL-C
(7,4%) cnea 6 cegmuuHO neueHUE ¢ 40 mg cnea NOBUILIABAHE HA A03aTA.

[To BpeMe Ha paslIMPEHO OTBOPEHO NPOYYBAHE, NPH 9 OT TE3H MauMeHTH Ha 20 mg po3yBacTaTHH 3a
He noBeye oT 90 cepmuim, HamanaBaHeTo Ha LDL-C ce 3ana3ea B pamkure Ha -12,1% no -21,3%.
[Ipu 7-Te oleHABaHH A€La H IOHOIWH (Ha BB3pacT oT 8 10 17 roauHH) ¢ XOMO3MroTHa paMHIHA
XMIIEPXOJIECTEPONEMU, OT OTBOPEHOTO NpOyuBaHe ¢ GopCcHpaHO TUTPpUpaHe (BHK MTO-rope),
npoueHTHOTO noHwkenue Ha LDL-C (21,0%), 06wy C (19,2%) u seHDL-C (21,0%) oT u3xoaHoTO
HHMBO criez 6 ceMULIM Ha leyeHHe ¢ po3yBacTaTuH 20 mg € B ChOTBETCTBHE C Te3M, Hab110aBaHH B
MOCOYEHOTO MNO-rope NPOoyYBaHE NMPHU Jelia U IOHOLLH ¢ XOMO3UroTHa haMHIHA
XHIIEPXOIECTEPOSIEMHA.

Esponeiickara areH1is 110 leKapcTBaTa 0cBoO0KAaBa OT 38 Jb/DKEHHETO 34 NMPeoCTaBs
PE3YITATUTE OT MPOYUBAHUATA C PO3YBACTATUH BbB BCUUKYU IMOATPYNH HA NEAUATPUY
3a JICYEHHETO Ha XOMO3HIOTHA PaMHTHA XMNIEPXOAECTEPOIEMHs, MEPBHYHA KOMOU
OTUCTAMUOEMHAS M 33 IPEANa3BaHe OT ChPASYHO-CHAOBUA UHLMACHTH (BWOK TOUKA 4.2
OTHOCHO yroTpe0a B NieJHaTPHATA).



5.2 PapMaKOKHHETHYHEA CBOHCTBA

Abcopboug. Makcumanuu nnasMEeHH HUBa ce AOCTHIaT NpUGIH3UTENHO S Yaca Cliel] epopaiHo
npueMaHe. AGcomoTHaTa OHOHANMYHOCT € npubausuTenno 20%.

Pasnpeaenenne: PosyBacTaTHH ce noeMa OCHOBHO OT Y€PHHA Apo0, KOMTO € OCHOBHOTO MACTO Ha
CHHTE3HpaHe Ha XxoJiecTeposna H otaenaHe Ha LDL-C. O6eMsT Ha pasnpeaenaHe Ha po3yBacTATHH €
npubnuautenHo 134 1. PozyBacTaTuH € CRbp3aH ¢ IU1a3MEHUTE NIPOTEUHH, NIPEAUMHO anbyMHHa,
npubansutenHo 90%.

brorpancgopmanus: Metabonu3sMbT Ha po3yBacTaTHH € orpaHHdeH (npubmusurenHo 10%). n vitro
Mpoy4BaHUsA Ha MeTabo/Ii3Ma ¢ M3NON3BAHE HA YOBELIKM XEMATOLUTH MOKA3BAT, Y€ PO3YBACTATHH €
cnab cybcrpar 3a uuroxpoM P450 obycnoeeH metabonuasm. CYP2C9 € OCHOBHHAT H30€H3MM, KOHTO
yuyacTBa B Metabonu3Ma Ha pozyeactaTtuH, a 2C19, 3A4 u 2D6 yvyacTBaT B N0-Mayka CTENeEH.
OcHoBHUTE MeTaboanTH ca N-ae3MeTiut U 1akToH. N-ge3MeTI € okofio 50% rmo-Masnko akTHBEH B
CpaBHEHHE ¢ PO3YBaCTATHH, JOKATO JIAKTOH Ce CHMTA 38 KNIMHHYHO HeakTHBeH. PosyBacraTiH
onpezens noseye oT 90% ot akTHBHOCTTA Ha uMpKynupamus HMG-CoA uHxuOUTOp Ha penykrasara.

Enmmannpane: [Ipubnusurento 90% ot pozyBacTaTiH ce eIMMHHHPAT HEMPOMEHEHH C PEKATMUTE
(cucTOAWMH ce oT abcopbupaHo U HeabcopOHpaHO AKTHBHO BEMIECTBO), KATO OCTaHAMNATA YaCT CE
EKCKpeTHpa ¢ ypHHaTa. Oxono 5% ce eKCKpeTHpa HeMPOMEHEH B YpUHaTa. [InasMeHUaT oMy »KHBOT €
okono 19 yaca. ETMMHUHALIMOHHHAT NOJTY)XHBOT HE Ce YBeJIW4aBa MPH No-BHCOKH A034. CpeaHHUAT
MJ1a3MeH KIHPBHC € npubausurento 50 aurpa/vac (koeduimenT Ha BapuabHiHocT 21,7%). Kakto
npu gpyru HMG-CoA uHxubuTOpH Ha peaykrasaTa, HepHOOPOOHOTO MoeMaHe Ha po3yBacTaTHH
Bkmousa MeMbpannus npeHocuren OATP-C. To3u npeHocHTeN € BaKeH 3a YEpHOAPOGHOTO
CJIMMHHHpPaHEe Ha pO3yBacTaTHH.

JIanelinocT: CUCTEeMHATa EKCTIO3HLIMA Ha PO3YBACTATHH C€ YBeJHYaBa MPOIMOPIMOHATHO Ha
npHeMaHaTa Jo3a. HaMa npoMsaHa BbB dapMakOKWHETHYHHTE MApaMeTPH NIPH MHOIOKPATHO
JO3UpaHe.

CrieLiHanHH NOIyJIalyiy
Bw3pacm u noa: Br3pacTra WIH NOABT HAMAT KJIMHHYHO 3HAYHM e(eKT BppPXY (PapMAKOKHHETHKATA

Ha po3yBaCTaTHH NpH Bb3pacTHH. Excrno3uiMaTa npyu aena v NoApacTBALIH ¢ XETEPO3HIOTHA
(haMHIHA XHIIEPXONECTEPONIEMHUA H3IJIEXKAA € NOACOHa AITH NO-HUCKA OT TA3H NPH BL3PacTHH
NAlMEeHTH ¢ aucaunuaeMus (Bx. "lIleauarpuyHa nomynauus” no-gomy).

Paca: PapMaKOKHHETHYHHMTE MPOYUBaHUA TIOKA3BAT, Ye PH MHAWBHAM OT a3MaTCKaTa paca (AOHLM,
KMTaALKY, QUINITHHIM, BHETHAMLM ¥ KOpeilH), ce HabNoAaBa ABYKPAaTHO MOBHINABAHE B CPEAHATA
AUC H Crax, OTKONKOTO NPH HHAHBHAH OT KABKA3KATa paca; NPH KHAHALM € HATULE NOBHIIABAHE HA
cpenrata AUC H Cpux 1,3 memi. Equn nomynauuoxeH ¢apMakoKHHETHUYEH aHANM3 TI0Ka3Ba, Y€ MEXKIY
WHAHBUIAHTE OT KABKa3KaTa H OT YEPHATa paca HAMa KITMHAYHO 3HAYMMH pa3inyuA.,

Bvbpeuno yepeocoane: B eaHO poyYBaHe Ha JHLA ¢ pa3sidiHa CTeNeH Ha ObOPEeUHO yBpeKaaHe,
JIEKOTO A0 yMepeHo 6p0peuHo 3a00NABaHe HE € MOBIKHANIO TUIa3MEHHTE KOHLIEHTPALIM{ Ha
po3yBacTaTHH Uik Ha Herosus N-aesMerwimerabonut. JIuua c rexko yepexaane (CrCl <30 ml/min)
ca HMaJlH TPHKPATHO YBEIHYEHHE HA IU1Ia3MEHATA KOHUCHTPALMA B CPABHEHHE CHC 3/IpaBH
ACOPOBOJILH H 9 IMHTH MO-BUCOKA KOHLEHTpauua Ha N-nesmetwimMerabonura. PaBHoBecHUTE
IU1a3MEHHA KOHLEHTPALMH Ha PO3YBAaCTATHH TIpH MAUMEHTH Ha XeMOAHANH3a ca npHOnu3nTenHo 50%
MO-BHCOKH B CPaBHEHHE CHC 3ApaBH NOOPOBOILA.

Heproopobno yspexcoarne: B enHo npoyvBaHe Ha JIMLA ¢ pa3iMYHA CTENEH HA Yep
YBpEXKAaHe He Ca MOoMy|4eHH JaHHH 3a MNOBUIICHA SKCMO3HLIMA Ha pO3yBacTaTHH
pesyaraT Child-Pugh 7 wnn no-nucek. Brnpeku ToBa, npu gBamMa naiHeHTy ¢ pe
Pugh 8 1 9 cucteMHaTa excrio3HLua e 611a yBennueHa Hali-Masiko 2 ITBTH B CpaB
no-HUCHK pe3ynTtaT no Child-Pugh. Hama nannu 3a nanmenTtw ¢ peaynrar no Chi



T'enemuven norumopghuzvm: Jucnozuuuara Ha HMG-CoA penykTasHUTE HHXHOHTOPH,
BKJIIOYHTEHO po3yBacTaTHH, BKIOYBa OATP1B1 u BCRP Tpadcnoprau npoteuHu. [pu
naupesTd ¢ SLCO1B1 (OATPIBI1) w/unu ABCG2 (BCRP) reHeTnueHr nosuMopdu3bM, HMa PHCK
OT YBEJIMYEHHE HA €KCMO3ULMATA Ha po3yBacTaTuH. EquHnunu nonumopdusmu Ha SLCO1B1
¢.521CC u ABCG2 c.421 AA ca cBBp3aHH C IO-BHCOKA €KCNO3ULIMA Ha PO3YBACTATHH B CPABHEHUE
¢ reHorunose SLCOIB1 ¢.521TT unm ABCG2 ¢.421CC. Topa cnelnpH4HO reHOTHITH3HPAHE He €
obuualiHa KITMHUYMHA MPAKTUKA, HO 34 MALUCHTH, 32 KOUTO € U3BECTHO, Y€ HMAT TE3H TUIIOBE
nonMMOpPH3IEM, C€ NPENOopHYBA MOHWKABAHE Ha ZHEBHATA 1032 CyzacTop.

Heouampuuna nonyrayus. J{se papMakKOKMHETHYHH MMPOYUYBAHUSA C PO3YBACTATHH (IIPHEMAaH KaTO
TabnaeTk) IpKu NeZUaTPUUHH MALHEHTH C XeTepO3UroTHa (paMIITHA XHNEPX0AeCTePOICMHUA Ha
BB3pacT o1 10 no 17 roguuu unu 6-17 rogunau (o6uo 214 nauueHTH) nokaspa, 4e eKCIo3ULMATA IpH
NeAHATPUYHHN NMALMEHTH M3ITIEKIA CPABHAMA WK MO-C1a0a OTKOJIKOTO €KCTIO3HIUATA MPH BB3PaCcTHH
naudeHTH. EKcrio3suupsaTa cnpaMo po3yBacTaTHH € Olla npeABHINMA MO OTHOLIEHKE Ha A03aTa U
BPEMETO B MPOAB/DKEHME HA 2 TOJUHH.

5.3 IIpeaknMBANYHA J3HHEM 32 0€30MaCHOCT

[Ipe AKTHHMUYHUTE TaHHHM HE MOKA3BAT cneLUHHUEH PUCK Bb3 OCHOBA Ha CTAHJIAPTHUTE NPOYYBAHHUA 32
6e3onacHa GapMaKoIOr|s, TeHOTOKCHYHOCT M KaHLEPOTeHeH noTeHuran. CrneudpuyHe TECTORE 3a
edexkTH BppXy hERG He ca olleHABaHHA. B KIHHUYHY npoyyYBaHHUA He ¢a HAOMOAABAHH HeXelaHH
peaKUMH, HO Ca PErHCTPUpPaHHM pHM )KMBOTHH IIPU HHBA HA €KCITO3MLHA OJIM3KH A0 KIMHUYHHTE HHUBA
Ha €KCMO3HIKA ¥ Ca KaKTO ¢jeasa: B mpoyyBaHusa HA TOKCHYHOCT NIPH MHOIMOKpaTHO NPWIOYKEHHE ca
HabMOAaBaHU XHCTONATONIOTMYHH TIPOMEHH Ha YepHUS Apol, Hal-BEPOATHO ABJDKAIIM CE Ha
¢apMaKoJIOrM4HOTO ASHCTBHE HA PO3YBACTATHH IIPH MHILKH, ILTbXOBE U B [I0-MaJIKa CTeNeH eeKTH
BBPXY ATHUYHHA MEXYP [IPU KyUeTa, HO He U npy MakdMyHu, B TOTBJIHEHHUE, IIPH BUCOKH JO3H €
HabmompaBaHa TOKCUMHOCT BBPXY TECTHCHTE NIPH MAHMyHH B Ky4eTa.

PenpoayKTHBHA TOKCUMHOCT € OH1a M34B€HA NPU IUTEXOBE ¢ HAMAJIGHUTE pa3MepH, Terio, KakTo U 1o
HaMaJIieHaTa NIPEXXUBIEMOCT Ha MAJIKKTe, HabMIOKaBaHU NPH TOKCUYHHM 34 MaiKaTa J03H TpH
CHCTEMHA eKCITO3ULIMA HAKOJKO IThTH HaJl HUBOTO Ha TEPAleBTHYHA €KCITO3HLIHA.

6. OAPMAINIEBTHYHHA TAHHU

6.1 CnHCBbK HA TOMOIHHTE BEIECTBA

TabheTkara cCLALPKA:

JlakTo3a

CWIHLIMEB JUOKCHI, KOJNOHIEH O0e3BoieH
Cumiduuppana MUKpOKPHCTaTHA LIETY103a
LlapeBuuHO HUlllECTE

Tank

Hatpuer creapundymapar

IIokpuTHe Ra Tab/IeTKATA:
XHIIpoMeso3a

Manuron E 421

Maxkporon 6000

Tank

TwuranoB anokcun E 171
KenezeHn okcua, xpiat E 172
XKeneszeH okcua, uepees E 172

6.2 HechBMeCTHMOCTH

Henpuioxxumo




6.3 Cpox ma rognocT

2 rOUHU

Cpok Ha rogHocT caen nbpBo oreapaHe Ha HDPE Gyrunkara: 100 gHu.
6.4 ChnennanHu yCI0BHS HA ChbXpaHeHHe

Jla ce cpXpaHgBa B OpMFHHAIHATA OTIAKOBKa, 34 JIa C€ MpPEeAnasy OT Biara.
6.5 HaHHNW 32 ONAKOBKATA

QunmupanuTe TabneTku ca onakopaHu B OPA/Alu/PVC/Alu 6auctepu wau B 6ytunku ot HDPE ¢ PP
Kanayika ¥ CyLIHTEN CHIMKArel, NOCTABEHN B KAPTOHEHA KYTHS.

Bunose onakoBkM:

baucrepu: 7, 10, 14, 15, 20, 28, 30, 42, 50, 56, 60, 84, 90, 98, 100 dpunmupanu TabneTku
bytunka: 30, 100 dunmupanu TabneTku

He BcvukM BHAOBE ONAakOBKM MoraT Aa ObJaT MycHaTH B npoaaxda.

6.6 CrnennrajHu npeAna3HA MEpPKH OPH H3XBhPJIASHE

Hsama cnenianHy H3HCKBaHKA.

Heu3noa3paHUAT IEKAPCTBEH NPOAYKT MIIH OTNagbYHUTE MaTepPHAIIH OT HEro TpaOBa fa ce
H3XBBLPJIAT B CbOTBETCTBUE C MECTHUTE H3IHCKBAHMAL.

7. IIPATEXATEJI HA PASPELNIEHHUETO 3A YIIOTPEBA

Sandoz d.d.

Verovikova 57,

1000 Ljubljana,
CnoeeHus

8. HOMEP(A) HA PASPEILEHHUETO 3A YIIOTPEBA

Cy3sacrop 5 mg: 20100591
Cy3actop 10 mg: 20100488
Cysactop 20 mg: 20100489

9. JATA HA ITBbPBO PA3PEIIABAHE/MIOJHOBSABAHE HA PA3ZPEHIEHHUETO
3A YIIOTPEBA

Hara Ha mepBO paspeuiasade: 23.09.2010
JlaTa Ha mocneaHo noaHosaBane: 06.08.2021

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

07/2024




