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1.  MME HA JJEKAPCTBEHUS IPOJYKT 7%

= —

622572 nit-um

Kpectop 5 mg ¢punmMupanu TabiaeTku
Crestor 5 mg film-coated tablets

2. KAYECTBEH U KOJIHYECTBEH CbCTAB

Bcesika TabneTka cbabpika 5 mg po3yBacTaTHH (rosuvastatin) Kato po3yBacTaTUH KalluMi. Bedka
TabsieTka cpabpka 94,88 mg s1akT03a MOHOXHpAT.

3a N'bJIHUSA CITMCHK HA MOMOLIHUTE BELIECTBA BHKTE TOUKa 6.1.

3 JIEKAPCTBEHA ®OPMA

dunmupana Tadbnerka.
Kpbria, olBeTeHa B )bJITO TabneTKa cbe 3Hak ,,ZD4522” u ,,570T eHaTa cTpaHa H HEeMapKHpaHa

OTKBbM oOparTHara.

4. KIUMHHUYHHU JAHHHA
4.1 TepaneBTHYHH NOKa3aHHHA

JleyeHUue Ha XUIIEPXONECTEPOJIEMUS

Bb3pacTHu, IOHOWIMK W ela Ha WK HaJl 6-rOIMILIHA BB3PACT C ITbPBUYHA XUIIEPXOJIECTEPOJIEMHS
(Tun [la BKIIOYMTEIHO XETEPO3UroTHAa (haMHIJIHA XHIIEPXOJIECTEPOIEMHS ) HITH CMECEHA
aucaunuaemus (tun I1b) karo nobaBka KbM aMeTaTa, KOrato pe3yJitarbT OT JIMeTara U Apyry
He(apMaKoJIOrHYHU MEPKH (Harp. (U3HYECKH YNPAKHEHUs, HAMAJIIBAHE HA TEIJIOTO) HE €
3a/10BOJIMTEJIEH.

Bb3pacTHH, IOHOLIHK W Jella Ha WK HaJl 6-rOJIMIIIHA Bb3pacT ¢ XOMO3UIOTHA (paMuIIHa
XHUIEepXOoJIecTeposieMus KaTo 100aBKa KbM JIMETaTa, KaKTO U ¢ APYro JUMUAONOHWKABALIO JICYCHHE
(vanp. LDL adepesa) unu koraro ToBa je4eHUue He € NMoJAX0oAA1I0.

[IpeBeHLIMS HA CHPICYHO-CHAOBU CHOUTHS
[IpenorBpaTsBaHe Ha roJieMH CbpACYHO-CHAOBH CHOUTHSA MPHU NMALUEHTH, OLEHEHH C BUCOK PHCK 3a

MbPBO CHPACHHO-CHA0BO ChOMTHE (BXK. TOYKaA 5.1), KATO AONBJIHEHHE KbM KOPUTHPAHETO HA JIpYTH
PUCKOBH (hakTOpH.

4.2. Jlo3MpoBKa H HAYHH HA NPHJIOKEHHE

[Ipenu 3anoyBaHe Ha TepanuaTa, NaLUMEHTHT TpaOBa Aa Ob/ie MOCTABEH HA CTaHAApTHA JUETa 34
NOHW)XaBaHe HUBOTO Ha XOJIECTEPOJIa, KOATO Ja NMPOAB/DKU U 10 BpeMe Ha JieueHueto. U300pbT Ha
JI03WPOBKA Ce Onpejiesis OT HHAWBH/YAJTHUTE TEPANeBTHYHH LIEJIH, KOUTO C€ OMPEAEAT OT
MPENnOPbKUTE HA CbBPEMEHHUTE KOHCEHCYCHU PbKOBO/ICTBA 3a KOHTPOJI HAa XOJIECTEPOJIEMHSATA.

KPECTOP MOXKE J1a CC NMpHEMa 110 BCAKO BPCMC HaA [ACHA, CbC HJIH 0e3 XpaHa.

JleueHHe Ha XHUIEPXOJIECTEPOIEMHUS

[IpenopbuBaHara HauanHa a03a € 5 uid 10 mg BeAHBK IHEBHO, KAKTO MPH MaLMEHT
pUeMaJii CTaTHHM, TaKa U Npu npeMuHaBane ot Apyr uHxuourop Ha HMG-CoA pe
N360pbT Ha HaYa/IHAaTa 10332 OT MEMKAMEHTA 3aBUCH OT HUBOTO Ha CEPYMHHS XOJIeC
CbPJIEYHO-CH/IOB PUCK M PUCKA OT MOABA HA HEXKEJTAHU PEAKLIMH KbM JIEYEHUETO (BIXK.

1



He0OXO0AUMOCT, [i03aTa MOXKE Ja C€ KOPUTHpa, KaTo C€ NMPEMHHE Ha CIIEABALLOTO A030BO HHBO CJie]

4 ceqMuLM (BXK. TOYKA 5.1). B cpaBHEHHE C NO-HHCKHTE J034 U MPENBH/ MOBHIICHATA Y€CTOTA Ha
cHOOIABaHe Ha HEXENaHH peakildy NpH 103a oT 40 mg, B CPaBHEHHUE C NO-HUCKHTE JO3U {BIXK.

Toyxa 4.8), nociieAHO THTPHpaHe A0 MaKCHManiHaTa g03a ot 40 mg TpsOBa aa ce npeanpUeMa caMo
[PH NAUKHEHTH C TEXKKA XMIEPXOeCTEPONIEMHUA C BUCOK ChPAEYHOCHIOB PHCK (OCODEHO TE3H ¢
daMUIHa XHNEPXONECTEPONEMHA), KOUTO HE AOCTUIaT XKEJIAHOTO HHBO HA XOJIECTEPOI NPH JICHCHHE C
20 mg ¥ NMPU KOUTO LIE CE NMPaBH PYTHHHO NPOCICAABAHE B X012 Ha NICUeHHETO (BX. Touka 4.4). I1pu
3anouBaHe Ha seyerue ¢ 40 mg ce npenoppYBa NOCTOAHHO HABNIIOAEHHE HA MALMEHTA OT CNELIHAKCT.

[IpeBeHIHg Ha CHPACYHO-CBAOBH CHOWTHA
B npoyuBaHeTo 3a nOHMWKaBaHe Ha pHCKa OT CbPAEYHO-CHAOBH CHOMTHA € u3non3pada fo3a ot 20 mg

(Bx. TOuKa 5.1).

IHeduampuuna nonyrayus
Vnorpebara npu aeua TpadBa ga ce NpOBEXAa CaMO OT CNELUHATHCTH.

Tleua M roHowuy Ha Bh3pacT 6 1o 17 rogunn (craaui <11-V no Taxep)

XeTepo3urotHa paMHiIHA XUNEPXOJIECTEPOIEMHS

[IpH Aena K 10HOLIM © XeTepo3uroTHa aMmiHa xunepxonecTeposieMus obHuainaTa HayanHa 1o3a €

5 mg QHEBHO.

e [lpu feua Ha BB3PACT 6 10 9 rOJUHHU C XEeTEPO3UroTHA (paMHIHA XMNIEPXOAECTEPOTIEMHS
00HUAMHMAT 00308 AKanasoH e 5-10 mg nepopanHo BeAHBLK AHEBHO. besonacHocTTa U
e(pMKaCHOCTTA Ha AO3H NO-BHCOKH OT 10 mg He ca npoyyBaHH IpH Ta3H NOMyaalHA.

e [Ipm neua Ha Bb3pact 10 10 17 roauHH ¢ XeTepo3UroTHa GaMuiTHa XUNIEPXOIECTEPOSIeMHUs
oOHuYalHKAT 10308 AHana3oH € 5-20 mg nepopaiHo BeAHbXK AHEBHO. bezonacHocTTa M
e()UKaCHOCTTa Ha AO3H MO-BHCOKH OT 20 mg He ca npoyYBaHH MpH TasH MOITylalHA.

TwrpupaneTo TpabBa Aa ¢€ NPOBEXKAA CbMMACHO UHAWBHAYANHUA OTTOBOP M NOHOCUMOCT Ha
neAHaTPHUHKUTE NMAIIMEHTH, KAKTO CE MPETIOPHbYBA B NPENOPHKUTE 32 AICUYEHHE Ha OeLa (BXK. Touka 4.4).
JleniaTta ¥ 10HOLIHTE TPAOBA Ja cE NOANOXKAT Ha CTAHAAPTHA XONecTepollc-NOHIKaBallla AHeETa NPEaH
71a ce 3alo4He JEUCHHE ¢ pO3yBacTaTHH; aueTaTa TpAOBa na ce NPOABIKM MO BPEME Ha JIEYEHHETO ¢
pO3yBACTaTHH.

XOMO3HIroTHa (PaMWIHA XUNEPXOJIECTEPOIEMHUS
[1pu mena Ha BB3pacT 6 Ao 17 roaMHy ¢ XOMO3MroTHa GpaMuIHA XUNEPXONECTEPOTIEMHA,
npenopbyMTE/HaTa 1034 € 20 mg BeaHbX AHeBHO. MMa orpaHMUEH OMUT ¢ 034 paiHyiHy oT 20 mg

NPH Ta3H NOMyJaLMA.
Tabnerkara or 40 mg He € noAXoAALa 32 ynoTpeda npv NEAHATPHYHH MALIHEHTH.

Jelia no-MankH oT 6 roAUHM
BelonacHocTTa M epHKACHOCTTa Ha ynorpebara npH aeua rno Manky ot 6 roiMHy He ca NpOYYBaHH.

CnepoBarento, KpecTop He ce npenopb4Ba 3a ynorpeda npy aAela no-Malku OT 6 roJAHHH.

Ynorpeba npy NanueHTH B CTAPYECKa BL3PACT
[IpenopbuBanaTa MbPBOHAYAIHA 03 NPH MAUMEHTH Haj 70-roayilHa Bb3pacT € 5 mg (BXK.
Touka 4.4). J[pyro KopurupaHe Ha J03UpOBKATa B 3aBHCHMOCT OT BB3pacTTa HE € HEO0X0AMMO.

Ilo3vpaxe npy nanueHTH ¢ 0L0peuHa HENOCTATBLYHOCT
I[Ipu NalMEHTH ¢ NieKo B0 yMepeHo 610pevHo yBpeKJaHe ce npuaarat odndaiHuTe fo3u. Ilpu

naiydeHTH ¢ yMepeHo 6B0peyHo yBpekaaHe npenopbyuBaHaTa NbpBOHAYalHa Jo3aedmg
(xpeaTnHnHoB KIMpbHC noa 60 ml/min). [losuposkara ot 40 mg € NpoTHBONOKa3aHa Pgs W .
yMepeHo 6u0peuHo yspexxaane. [Ipu nauueHTH ¢ Texko 6p0peyuHo yBpexraHe ynozpesa
KpecTop € npoTuBonoka3saHa (BX. Touku 4.3 u 5.2). '

ﬂompaﬂe [MPpH NMANHEHTH C ‘-IEQHng()ﬁHG YBDOKAAHC

He e Ha6moaBaHa NOBKIIEHA CUCTEMHA €KCMO3ULMS Ha PO3YBACTATHH NPH NauyoNTe O BHsHk:
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NaLMeHTH ¢ oueHKa no ckanaTta Ha Child-Pugh 8 u 9 (Bx. Touka 5.2). [1pu Te3u nauueHTy Tpabsa na
ce mpeanpueMe oileHka Ha 6b6peuHata pyHKuUMA (BX. Touka 4.4). Hama 1aHHH 3a NallMeHTH C OLIEHKa
no ckanara Ha Child-Pugh nan 9. Kpectop e npotuBonoxa3saH npy MauMeHTH ¢ akTUBHO Y€PHOAPOOHO

yBpeXKaaHe (BXK. TOUuka 4.3).

Paca
[Tpu naumMeHTH OT a3MAaTCKAaTa paca ce HabnioaBa NOBUILIEHA CHCTEMHA EKCIO3HIIMA Ha MEAHKAMEHTA

(B3K. TOukM 4.3, 4.4 v 5.2). [IpenopbuBaHaTa ImbpBOHAYANIHA J03a MMPH NALUEHTH OT a3HATCKH
npousxof € 5 mg. Ilpu Te3n nauueHTH € NPOTHMBONOKA3aHO NPUIIOKEHKE Ha A03a oT 40 mg.

[ 'eHeTHYEH NOAHMOPDHUIBM
[Toxazano e, ye reHoTHnoBeTe SLCOIB1 (OATPIB1) ¢.521CC u ABCG2 (BCRP) ¢.421AA ca

CBbP3aHH C MOBHILABAHE HA €KCMO3ULIMATA HA PO3YBACTATHH. 32 NALMEHTUTE, 32 KOUTO € U3BECTHO, Y€
uMmat reHotun ¢.521CC unu c.421AA, ce npenopruBa nojiOBHUHATa 0T 0OHuaiHATA NIPENOPBUUTENHA
103a ¥ MAKCHMANTHA eAHOKpaTHa JHEBHa Ao3a ot 20 mg Kpectop (BXK. TO4Uku 4.4, 4.5 u 3.2),

EOSHPRHG NpH NauHCcHTH, NPCAPA3NoNoKEHH KbM DA3BHTHE Ha MHOIIATHA

[Ipy nauueHTH ¢ npeapasnonaraiid GakTopH 3a pa3BUTHTE HA MHOMATHA NMPENOPBLYBAHATA HAYANTHA
no3a € 5 mg (BXK. Touka 4.4).

[1pH HAKOU OT TE3M NALMEHTH € NMPOTHBONOKA3ZAHO MPHIIOKEHHETO Ha A03a 0T 40 mg (Bx. TOUKa 4.3).

ChabTCTBa1A TEpanus

Po3yBacTaThH € CyOCTpaT Ha paznuyHH TpaHcnoprepHu nporeuHu (Hanp. OATP1B1 n BCRP).
PHcKBT OT MHONaTHA (BKITIOUUTENRO pabaoMuosnia) ce noBHilaea, korato Kpecrop ce npunara
eJHOBPEMEHHO C OMNpPEAEAECHH NEKAPCTBEHH MPOAYKTH, KOUTO MOTaT J1a MOBHILLAT MNJa3MEHaTa
KOHLICHTpaLUd Ha pO3yBacTaTHH, NOPAAH B3aMMOAEHCTBHE C T€3W TPAHCINIOPTEPHHU NMPOTEUHH (HANp.
LMKIOCTIOPHH, THKarpeaop U HAKOU NPOTea3sHH KHXKOUTOPpU, BIUTIOUYHTENHO KOMOUHAL UM Ha
PHUTOHABHP C aTa3aHaBHp, JIOTIMHABHUP W/WIH TUITPAHABUP; BXK. TOUKH 4.4 U 4.5). Ha npeanuceawure
JIEKapH CE NpenopbUBa Aa B3eMaT NpeAsu] CbOTBETHATA JIeKapCcTBeHa HHpOPMaALUA, KOTaTO OOMUCAAT
MpuiaraHe Ha TakKuBa NpoayKTH 3acaHo ¢ Kpectop. Korato € Bs3MOKHO, TpAOBa na ce UMAT NpEABH/
AITCPHATHBHM JIEKAPCTBA K, aKO € HeoOX0AUMO, Aa C€ UMa NPEABH BPEMEHHO MPEKbCBAHE Ha
TepanuaTa ¢ Kpecrop. B cutyauuu, Xorato ¢1HOBPpEMEHHOTO NPHIIOKEHHE HA TE3H JICKAPCTBEHH
npoaykt ¢ Kpectop ¢ Heu3bexHO, non3aTa H pHCKa OT CHITBTCTBALLATA TEPANMA M KOPEKLIMH Ha
no3ata Ha Kpectop TpsaOBa BHUMaTEeNHO Oa ¢ce OOMHCHAT (BXK. TOUKA 4.3).

4.3 I[IpoTHBONOKAZaAHHSA

o [lpd NaUHEHTH CbC CBPBXYYBCTBUTEIHOCT KbM PO3YBACTATHH WIHM HAKOE OT MOMOLUHHTE
BEILIECTHA.

e [lpu nauMeHTH ¢ aKTHBHO YepHOAPOOHO 3ab0siABaHE, BKIKOYHTENHO HEYTOYHEHO,
NPOABLKMTENHO NOKAYBAHE HA CEPYMBUTE TPAaHCAMMHA3H H BCIKO NOKAaYBaHe HA CEPYMHUTE
TPAHCAMHHA3HK TPH ITHTH HAJl FOPHATA I'PAHMLIA HA HOPMATA.

e Ilpn nauneHTH ¢ TEHKKO OBOPEUHO yBpeKAaHE (KPEaTHHHHOB KNHPBHC < 30 ml/min).

[Tpu nauMeHTH C MHONATHUA.
[Tpr naumeHTH, NpHEMalLH €AHOBPEMEHHO cOGOCOyBHP/BENTIATACBUP/BOKCUTIATIPEBUD (BXK.
TO4YKa 4.5)

e [Ipn nauMeHTH, MpUEMAaLIH € AHOBPEMEHHO LIMKJIOCTIOPHH.

e [lo BpeMe Ha OPEMEHHOCT, KbpMEHE H TPH XKEHH B JCTEPOHA Bb3pacT, KOUTO He H3MOJ3BaT
NOAXOAAILH KOHTPALECIITHBHU MEPKH.

Io3ata ot 40 mg e NpOoTHBONOKAa3aHa NpH NALMEHTH ¢ npeapasnonarauiy $pakrop
muonaTus/pabaoMuonnsa. Takusa dakropu ca:

e  VYMepeHo no creneH 6b0pedHo yBpexkaaHe (KpeaTHHUHOB KJHpBHC nojg 60
¢ XHNOTUPCOHUIHIBM.
e JluuHa unu dpaMuIHa aHaMHe3a 3a HaCACACTBEHH MyCKYNHU 3abonaBanus.
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e AHaMHe3a 3a NNOABa HA MYCKYJIHO YBPEXK/aHE N0 BPEME Ha JIEYCHHUE C APYT MEAHKAMEHT OT
rpyrnara Ha HHXHOUTOpUTE Ha XUJPOKCH-METHI-TITYTAPHN-KOEH3NM A pellyKTazaTa WiM ¢ pubpar.

3noynotpeba ¢ ankoxorn.
CbeToAHHUA, ITPH KOMUTO MOXKE [a CE MTOBHLIHX [LIa3MEHOTO HUBO Ha MEAHKAMEHTA.
JInua ot a3naTckara paca.

CopTeTBaLLO SIeHeHHE ¢ PubparTH.
(Bx. Touku 4.4, 4.5 1 3.2).

4.4 Cnennannn npeaynpexieHus H NpeAnasHd MEPKH OpH ynoTpeda

bvbpeyu

IIpu naiyeHTH, IeKyBaHU ¢ no-BUCoXH A03H Kpectop, mo-konkpetHo 40 mg, e HabntoaasaHa
NMPOTEUMHYPHA, KOATO € YCTAHOBEHA MpH U3C/IE[IBaHE C TECT-JIEHTH, C NIPeIUMHO TyOYJIEH MPOM3XOA 4 B
MIOBEYETO CJTyHad C NMPEXOACH WIH HHTEPMHTEHTEH Xxapakrep. He ¢ 10Ka3zaHo npoTenHypuaTa aa
npeAmecTBa OCTPO Win nporpecuBHo 6x0pedHo 3abonasane (Bx. Touka 4.8). [loknajsaHaTa yecTorTa
Ha cepHo3HH ObOpeHHM YBpear NpH NOCTMAPKETHHIOBATA YNIOTpeDa € Mo-BUCOKA NMPH JO3HPOBKA OT
40 mg. Ouenka Ha 6b0OpeyHaTa yHKUMA TpsOBa Na Ce HanpasH MO0 BPEME Ha PYTUHHO NPOC/IEAABAHE
NpH NauueHTH, 0OUdakHo nexyBaHu ¢ 40 mg.

Crenemua Myckysamypa

Edexru BppXy CKeNeTHATA MYCKYNaTypa (MUaNryg, MHOTIATHA H NO-pAAKo pabaoMuoIn3a) ca
cLOOLIaBaHM NP MPUIIOAKEHHE Ha BCHYKH A030BH PEXHMH, 0c0deHo npH o3 Haa 20 mg. Muoro
pelKH cayyan Ha pabaoMHonM3a ca JOKJIaABaHH MPH H3MOA3BAHETO Ha €3€THMHO B KOMOHHALMA C

HMG-CoA penykrazHn sHxubOHTopu. He Mmoxe aa Obae u3kmoueHo papMakoJMHaAMHYHO
B3auMoeHlCcTBHE (BXK. TOUKA 4.5) u € HeoOXonUMO BHUMaHUE NPU KOMOMHHPAHOTO UM H3IOJI3BAHE.

Kaxro npu apyrure HMG-CoA penyKkrazHH HHXHOMTOPH, NOKNAaIBAHATA YECTOTa Ha pabaoMHnonu3a,
acouuupaHa ¢ Kpecrop npn nocrMapkeTHHroBara ynorpefa, € no-Bucoka npm ao3uposka ot 40 mg.

H3mepeane na kpeamunxurazama

KpeaTtunknnazara (CK) He TpabBa fa ce M3MepBa cie/l YCHICHH YRPAOXHCHHS WK NPH HATUHHETO Ha
ApyT npuuMHHUTEN HA YBenuueHHue Ha CK, koero Moxke aa 3aTpyIHHU ThJIKYBAHETO HA pe3yarara. AKo
HUBOTO Ha CK € 3HaYUTENHO NOBUILIECHO NMPH H3XOAHO HHUBO (> 5 MbTH ropHaTa AONMYyCTAMA IPAHHLA),
TECT 3a MOTBBPXKAABAHE Ha pe3yJiTaTa TpAOBa na 6bae HanpaBeH B pAMKUTE HA 5—7 AHU. AKO
NOBTOPHOTO M3CjeABaHE MOTBLPAM H3XOAHO HHRO HA CK > 5 MbTH ropHata AOIyCTHMA rpaHKLA, He
TpAOBa na ce 3anoypa JICUYCHHE.

IIpeou neyenuemo
Kaxto u apyrv uuxudburopu Ha HMG-CoA peayxraszara, Kpecrop tpabsa na 6bae npeanucsaH ¢
ocobeHo BHUMaHHE NMpH NALMEHTH, 33 KOWTO ¢a Hanuue $pakropu, npeapasnonaraiiyd pa3BHTHE Ha
MHOTIaTHA/pabaomMHoNK3a. Takusa GpakTopH ca:

o b1bpeuno yBpexnane.

XHNOTHPECOUIUIBM.

JinuHa Wi aMHIHA aHAMHE3a 32 HacleACTBEHO MYCKYJTHO 3a00naBaHe.

YcranoBeHa MYCKYJ/IHa TOKCHUHOCT KbM Apyrd uHxuburopu Ha HMG-CoA peaykraszara ung
¢ubparnu.

3noynorpeba ¢ ankoxol.

[NaupenTy Ha BB3pacT Haz 70 roguHw.

CocTOodHUA, NPpH KOWTO MOXKE Aa ce HabioaaBa NOKa4YBaHE Ha IUTa3MEHUTE HUBA (BXK. TOYKA 5.2).
EnHoBpeMeHHO NpHIOXKEHHE Ha pudOparu.

[Ipy nogobHKM nauueHTH TpAOBa ga c€ NpeaBBAM OTHOLICHHETO PUCK/TION3A K Aa

moa KNMHHUYHO Habnonenue. AKO uixonHotTo HUBO Ha CK € 3HauMTEeNHO NMOBHIII
ropHaTa rpaHila Ha HopMara), He TpaOBa [1a ce 3arnouBa JICUCHHE.




ITo epeme na nevenuemo

[TaLMeHTHTE Ce 3aAB/DKABAT He3a0aBHO Aa NOKIaaBaT HEOOACHMMH MYCKYJIHK OONKH, ycelnaHe 3a
cnaboCcT WiM CXBalllaHe, Hal-BEY€e aKo ¢a CBbP3aHH ¢ Hepa3noJiokeHHue Win ¢pedpunurer. [1pu Te3n
nauxeHTH TpabBa aa ce namepat HuBaTa Ha CK. Tepanusta TpabBa f1a ce NpeKpaTH, ako HUBOTO Ha
CK e 3HauyuTENHO MOBHILEHO (> 5 MbTH rOpHATa AONYCTHMA rpaHHULIA), WIH MYCKYJTHHTE CHMITTOMH Ca
TEXKHM W MPUYHHABAT €XKESAHEBHO Hepasnonoxenue (1opH HUBoTo Ha CK na e < 5 mbTH ropHara
AOMYCTHMA FpaHila). AKO CHMITTOMHTE U34e3HaT U HHBOTO Ha CK ce Hopmanu3npa, MOXe Ja ce
IOMHMCJIH 3a MOBTOPHO NeveHue ¢ Kpectop wnu antepHatuseH HHxHOWTOp HAa HMG-CoA penykraszara
B Hal-HUCKa f03a noa HabmoaeHnue. PyTuHHO HabnmogeHre Ha HuBoto Ha CK npu nauventy 6e3
CHMIITOMM HE € OCHOBATEJHO.

MMa MHOro peiku JOKIagH 3a MMyHOMeMHpaHa HEKPOTH3Hpallla MUOTIATHSA, KOATO KJIMHHYHO ce
XapaKkTepu3Hpa ¢ MEPCHCTHPALlla NPOKCHMAalIHa MYCKYJTHA C1aboCT M NOBHIIIEHA KPEATHHKMHA3A 110
BpEME Ha JIeYEeHHETO WIH CJIeA CNHpaHe Ha CTAaTUHHWTE, BKIIOYHUTENIHO po3yBacTaThd. Moxe na e
HEOOX0AMO NOMBJIHHATEHO HEPBHOMYCKYJIHO WM CEPONOTrHYHO H3cieaBaHe. Moxe Ja ce HaloKH
JeveHne ¢ MMYHOCYTNPECUpaLLid JIEKapCTBa.

B Hakonko ciydas ce cboOliiaBa, Ye CTATHHUTE HHAYLUMPAT de novo WIH BAOLLABAT BE4e
CHILECTBYBAILA MUACTEHUA IPaBHC WK OuHa MHacTeHHs (BK. Touka 4.8). [Ipunoxenuero Ha Kpectop
TpabBa Ja ce cnpe B cny4aii Ha BiowaBaHe Ha cumnromMute. MMa cpobuiesns 3a peLranB nph
(NOBTOPHO) NPWIAraHe Ha ChILMA WK Pa3yiHyeH CTATHH.

[TpH KNMHHUHKTE U3NMHTBAHUA Ha KpecTop He ca HabnonaBaHH NaHHH 33 NMOBHLIEHK €QEKTH BLPXY
CKEJIETHATA MYCKYJIaTypa B MajlkaTa rpyna nalMeHTH, IpH KOMTO KpecTop € npuiaraH ¢ Apyro
CBHITBTCTBALLO JIeUeHHE. Y BEIIHYEHHE HA HECTOTATa Ha MHO3UT H MHONIATHS € HabmozaBaHo, obaue,
[IpH NALMEHTH, Noiay4aBawy Apyru vHxuouropd Ha HMG-CoA penyxrasata 3aeiHO ¢ LHKIOCTOPHH,
(IPOH3BOHH Ha (PUOpPHHOBATA KHCENHHA, BKIIIOYHTENHO reM(pHOpO3K, HHKOTHHOBA KMCEIHHA,
a30/I0BH AHTHMHKOTHLH, TIPOTEa3HH HHXUOHTOPY M MakponuaHU anTuduoTHLM. ['empndbposnn
MOBHILARBA PUCKA OT MHOMATHA, aKO Ce NpHeMa eJHOBPEMEHHO ¢ HAKOH HHXUOHMTOpH Ha HMG-CoA
peayKTasarta. [lopaas ToBa, KOMOHHaLMATa MEKAY rempudposnn u Kpectop He € NpenopbUHTEIHA.
[Ton3aTa OT AOITBJIHHUTENIHO CHHXKABAHE B JUNMAHKTE HHBA B pe3ynTaT OT KOMOMHMPAHOTO NPHEMAHE
Ha Kpectop u ¢pubparu unu HuauuH, Tpsabsa na 6bae BHUMATENIHO H3YHCIIEHA CIIPAMO NOTEHLIHATHHA
pHCK OT noaoOHH komOuHauuu. [1pu eAHOBpEMEHHO NPHNOKEHHE Ha (PUOPATH, JIEUEHHUETO C JO3H OT
40 mg € npoTUBONOKA3aHO (BX. TOYKH 4.5 ¥ 4.8).

KpecTop He TpsaOBa Aa ce npunara eJHOBPEMEHHO ¢ (py3HA0BA KHCEJIMHA 32 CHCTEMHO NPHIOKEHHE
WIH B paMKUTE Ha 7 IHHU ClieJ CITHpaHE Ha eHEHHUETOo C (Py3uaoBa kucenuna. I1pn natyeHTH, npy
KOMUTO H3MON3BaHETO Ha PY3IHAOBA KHCENHHA 38 CHCTEMHO MPHJIOKEHHE € 3HAYUMO, JIEYEHHETO ChC
cTaTHHY TPAOBa Aa Obje NpeycTaHOBEHO Npe3 Lienus nepuo Ha neucHue ¢ Gy3uaosa kucenuHa. Mima
CHOOLIEHHA 32 pabIOMHON3A (BKJIIOYMTETHO HAKOJKO ¢ aTaneH U3Xo) ITPH MALUMEHTH, [PUEMallH
¢y3ua0Ba KHCEJIMHA U CTATHHU B KOMOMHaLMA (Bx. To4Ka 4.5). [TauneHrure TpsadBa aa 6baaT
MOCHBETBAHH Ja NOTHPCAT He3a0aBHO MEAMLIMHCKA NMOMOIL], aKO U3NUTBAT CHMITTOMH HA MYCKYJIHa
cnabocTt, 6onka win 6one3HeHocT. JleueHHeTo Cbe CTATHHH MOXKe Ja ObJe NoAHOBEHO CeAeM AHH
cnea noclneaHara ao3a Ha ¢pysuaosa kucenuHa. Ilpd u3BbHpeAHH OOCTOATENCTBA, KOraTo €
HeoOXoaMMa NPOAbLILKHTENHA YNoTpeba Ha Qy3UI0Ba KHMCEIHHA 33 CHCTEMHO NPHIOKEHHE, HATIpHMED
33 JIEYEHHE Ha TEXKH HHPEKIHH, HeoOXOANMOCTTa OT €AHOBPEMEHHO NPHIOKEHHE Ha KpecTop U
¢y3unoBa kucenuHa TpaOBa Aa € NPELICHH HHAKBUAYANHO, M NTOA CTPOT MEAULMHCKH KOHTPOI.

Kpectop He Tpabea aa ce ynorpebapa npu nauUeHTH ¢ OCTPH CEPHO3HU CHCTORHMA, TIPEANOAAralllH
MHOTIaTHA, WX NpeApasnoJiaralid KbM pa3BUTHE Ha OBOpeuHa HEAOCTATHLYHOCT, BCIICACTBHE

pabIoOMHOMH3a (HaNp. CENcHC, XUIIOTOHUSA, roJiaMa Onepalus, TpaBMa, TEXXKU MeTabosn e
EHAOKPHHHU W €NEKTPOIHTHH HAPYIICHUS W1 HEKOHTPONIUPAHH IbPUOBE).

TexKH KOXHHA HEXeNAaHd peakLK

Texkn KOXKHH He)KeNaHH peakLMH, BKJIIOUHTEIHO CHHAPOM Ha Stevens-Johnson
peakiHa ¢ eo3HHoPHAHa U cuicteMHHd cumnitoMu (DRESS), konro Morar aa 6uaa
’KHBOTO3acTpallaBalld WK ¢ JIETANEH U3X0/, ¢a JOKJIaABaHHU NpH ynotpebarta Ha
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Touka 4.8). [lo BpeMe Ha Ha3Ha4aBaHETO MY, NauueHTUTE TPAOBa Aa ObAaT HHGPOPMHPaAHH 3a
NPU3HALMTE K CHMITTOMHTE Ha TEXKKH KOXHH peaKkLHH U fa ObaaT BHUMaTENHO HaOMmoaaBaHH. AKO ce
NOABST MPH3HALM H CUMITTOMH, NpeANoJaraliy Te3H peakiu, JeyeHueTo ¢ Kpecrop Tpabea na onae
[peycTaHoBeHo He3abaBHO W Aa 6bae 0OMHUCNIEHO ATEPHATUBHO JICYEHHE,

AKO NMalyeHTHT pa3BHe cepro3Ha peakuua kato SIS unu DRESS npu ynotpebata Ha Kpecrtop,
neyeHuero ¢ Kpectop He TpabBa HuKoOra J1a ce NoAHOBABA [TPH TO3H MALHEHT.

Baunsinue BLpXy YepHua Apobd
Kakto npu apyrx naxuburopu sa HMG-CoA peaykrasarta, Kpectop TpaOBa BHUMATENHO Ja ce

MpWIAra MpH NauKeHTH, KOWTO NMPHEMAT roAAMO KOJTMYECTBO ATKOXOJ W/HIK ¢a HMaK 3a00NABaHe Ha
4epHHUA Apo6. IpenopbynTenHO € Aa ce HanpaBAT U3CNIEIBAHKHA Ha YepHUA Apod npeau, U 3 Mecena
cneq 3ano4BaHe Ha neyeHneto. Kpecrop Tpabea na 6bae npeycTaHOBEH WM J103aTa TpaOBa Ja ce
HaMaJii, aKo HHBOTO Ha CEPYMHHTE TpaHCaMUHa3yu HaJBULIIaBa TPH N'bTH FOPHATa rpaHMLA Ha
HopMara. JloxnaasaHaTa 4ecToTa 3a CEpHO3HH YEPHOAPOOHH YBPEAH (3aK/IOUBALLH CE€ ITIABHO B
yBE/IHYEHH YE€pHOAPOoOHU TPaHCaMHHA3H) NPH NOCTMApKETHHIOBATA yNoTpeda, € No-BHCOKA NpH
no3upoBka ot 40 mg.

[TpM NauMeHTH ¢ BTOPHYHA XMAEPXOJECTEPONIEMHA, MTPUYHHEHA OT XHIIOTHPEOHAUIBM WIH
HE(PPOTHUYEH CHHIPOM, OCHOBHOTO 3abonaBaHe TpAOBa ia ce JIEKYBa NPEH 3anoUBaHe Ha NEUYEHHUE C

Kpecrop.

Paca
dapMaKOKHHETHYHUTE NPOYUBaHHA MOKA3BaT, Y€ NPH NaLUEHTUTE OT a3HATCKATA paca € HaIMLIE I10-
BHCOKa €KCMO3ULMA B CPaBHEHHE ¢ Te3H OT KaBKaskaTa (O6anara) paca (BX. Toukn 4.2, 4.3 u 5.2).

[IpoTeazHu MHXUOUTOPH

[ToBuLIEHa CUCTEMHA EKCTIO3HLMA HA PO3YyBACcTaTHH € HabaloAaBaHa NpH NaLMEHTH, MpHEMaLH
pO3yBACTATHH €IHOBPEMEHHO C Pa3fHYHH NMPOTEA3HH HHXUOUTOPH, B KOMOHHALIMA C PHTOHABHP.
Tpabra fa ce OGMHCIH KaKTO MoJ3aTa OT THNHAONOHKaBaHe upe3 yriotpeba Ha Kpecrop npu
naumeHTH ¢ HIV, koHTO npuemat nporeazHd HHXHOMTOPH, Taka H NOTEHLMANa 3a NOBHIICHA
KOHIEHpaLM# Ha Po3yBacTaTUH, KOTaTo ce 3anoysa TEpPanusaTa U ce NoBHlliaBa 1034aTa HA KpecTop npu
MALMEHTH, IEKYBaHH ¢ nporea3Hn nuxuburopn. EAHOBPEMEHHOTO MPIIOKEHHE C ONpe/ieNIeHH
NpPOTea3HH HHXHOUTOPH HE ce Mpenopb4Ba, OCBEH ako fo3ara Ha Kpectop He ce kopurupa (Bx.
tabnyuua 1 U Touxku 4.2 u 4.5).

HenoHoCUMOCT KBbM JIAKTO3a
[laLMeHTH ¢ peaKH Hac/IeACTBEHH npobIEMH KaTo rajlakTo3Ha HENOHOCHMOCT, MMBJIEH J1aKTa3eH

AeHIMT WIH FHIOKO30-rajakTo3Ha ManabcopObuus He TpaOBa Jia MpMEMaT TOBa JIEKapCTBo.

HurepcTunmanHa denonpobHa donect
JloknansaHH ca U30JMPAHH CJIy4Yad Ha MHTEPCTHLMAIHA DenoapobHa HonecT npy NpUIoKEeHHUe Ha

HAKOH CTaTHHH, 0COOEHO NpH NPOABLDKUTE/HA Tepanua (8. Touka 4.8). KnuHuynvTe npossu morar
14 BK/IIOYBAT JHUCMHEs, HEMPOAYKTHBHA KAllTHLIA W BJOLLaBaHe Ha o01oTo cheToaHME (YMOpa, 3aryda
Ha TErJIO M TpecKa). AKO HMa NOAO3PEHHE, Y€ NALMEHTHT € pa3sBUl MHTEpCTHLHANTHA DentoapodHa
Oonect, TepanuATa CbC CTATUH TPAOBa Aa ObAE NPEyCTAHOBEHA.

3axapeH auaber
Hskou AOoKa3aTeNncTBa MPEANONarar, 4e CTaTHHUTE KaTO KJ1ac MOBHILABAT KPBBHATA IIHOKO3a U NPH

HAKOH MaLHeHTH, BACOKOPHCKOBH 3a pa3BHTHE Ha AHabeT B ObJele, MoraT ia JOBEAAT OO TAKOBa
HHBO Ha XUIEPrIIMKEMHS, NPH KOSTO € NOAXOAALIO NPHIAraHeTO Ha PEOBHATa IP /.-:! -.

npx quaber. To3u pucK, obaye ce HaaAenABa OT PEAYKLMATA HA BACKYJTApHHSA PHAK OBC CFat
CleAoBaTeNHO, He TpAOBa Aa ObAe NpUYKHA 32 CTIHpaHE Ha CTATHHOBATA Tepan / -' R
naldeHTH (TI0Ko3a Ha rajaHo 35,6 1o 6,9 mmol/l, uHaekc Ha TenecHa maca > NO§
CTOWHOCTH HA TPMITIHLIEPHONTE, XUNEPTOHUA) TPAOBA a CE NMPOC/IEAIBaT KaKEy %’
OHOXMMUYHO, CHIIACHO HALUOHANHHTE PBKOBOJACTBA.




B npoyusanero JUPITER, cbhobmenara obwa yectora Ha 3axapex auaber e 2,8 % 3a po3yBacTaTuH U
2,3 % 3a maanebo, rnaBHO NPH NALKEHTH ¢ MIKOKO3a Ha rnaaHo 5,6 1o 6,9 mmol/l.

[leguaTpyyHa NOMyIaLHA
OueHaBaHeTO Ha THHEHHOTO H3pacTBaHe (BUCOUYHHA), Terfio, BMI (MHaexkc Ha TenecHaTa Maca) U

BTOPHYHHTE NONOBH O€e3H Ha NONOBOTO Ch3PABAHE M0 CKajaTa Ha Tanner npy neAHaTpH4HH
naMeHTH Ha Bb3pact 6 10 17 rojiuHy, npueMaily po3yBacTaTHH, € OrPaHKUYEHO A0 ABYTOAHILEH
nepuoa. Cle ABe roANHU Ha TpeTHPaHE MO BpeMe Ha MPOYy4BaHETO, He € 3abens3aH HUKaKbB eeKT
BLPXY pacrexa, ternoro, BMI unu nonoBoto cu3paBane (BX. Touka 3.1).

B KIHHU4MHO OPOY4BAHE HA ACLA U IOHOIUM, NpHEeMalllM pO3yBacTATHH 3a 52 ceAMHLM, MOBHILIABAHE HA
CK > 10xULN ¥ MyCKYJHHTE CUMITOMH CJie/l YNPAKHEHHE WIH NOBHILIEHA (PH3IHYUECKA AKTHBHOCT Ca
HaOMIONaBaHH MO-4E€CTO, B CpaBHEHHUE ¢ HaOMOAEHUS OT KIIMHUYHH NPOY4YBaHUA [IPU BL3PacTHH (BXK.

ToYka 4.8).
4.5 BiarMoacHCTBHE ¢ APYIH JIEKAPCTBEHH HNPOAYKTH H ApPYrH GopMH Ha B3aHMOAECHCTBHE

Egexm na ednospemenno npuiazanu 1eKxapcmeeHiu npooyKmu 6vpxy po3ysacmamuH

Huxuburopy Ha TPAHCNOPTEPHHUTE MPOTEHHU
PozyBacTaTiH e CyOCTpaT Ha oripeie/IeHH TPAHCIIOPTEPHH MPOTENHH, BKAOYHUTEIHO YePHOAPOOHUA

bprreidk TpaHcnioprep OATPIBI1 un edpnykc tpancnoprepa BCRP. EqnoBpeMeHHOTO NpUnoXKeHue Ha
KpecTop ¢ nekapcTBeHH NPOAYKTH, KOMTO ca HHXHMOMTOPH Ha TE3U TPAHCNIOPTEPHH NIPOTEHHHU, MOXKeE
1a AOBEAE A0 NMOBHILABAHE HA MJ1IA3MEHATA KOHLEHTPALUA HAa PO3YBACcTATHH U NOBUILEH PUCK OT
Muonatus (Bx. Tabnmmua 1 n Touku 4.2 1 4.4).

HMKA0CHOpHH
[Ipu enHOBPEMEHHOTO NpHNOKeHHE HA KpecTop ¢ uMknocnopul, cpeaHure ctoifHoCTH Ha AUC Ha

pO3YBacTaTHH ca OWIHK CPeAHO 7 ITbTH NO-BHCOKU OT TE3H, HAOMI0ZaBaHU NpH 34paBy JOOPOBOJILIH, HA
KOMTO € TIPHJIOMKEHA chluaTa Ao3a (Bxk. Tabnuua 1). Kpectop € npoTHBONoOKasaH NpH MaUHEHTH, KOWTO
eIHOBPEMEHHO NoNy4yaBaT UMKIOCNOPHH (BXK. Touka 4.3). EZHOBpEMEHHOTO NPHIOKEHHE HE €
NOBITHANO NNa3MEeHHTE KOHUEHTPALKY Ha LIMKIIOCTIOPHH.

Tukarpenop
Tukarpenop naxubupa Tpancnoprepa BCRP, koeto soau a0 2,6-kpatHo ysennueHue Ha AUC Ha

pO3yBacTATHH, KOSTO MOXKeE /1a AOBEAE A0 MOBHILICH PHCK OT MUONaTHA. TpabBa aa ce npeueHsT
MOJI3UTE OT NPEAOTBPATABAHETO Ha MOJIEMH HEXEJTAHHW ChPACHHOCHAOBH ChOUTHR Upe3 ynoTpedara Ha
PO3YBACTATHH ¥ PHCKOBETE NPH MOBULIEHH MNTA3MEHH KOHLEHTPALUMM Ha pO3yBacTaTHH.
["'eMdHOpO3IUA ¥ APYIY AUNMUAONOHWKABAIIH NPOAYKTH

EnHOBpeMEHHOTO NPUIOKEHIE HA KpecTop H reMpHOpO3KI € A0BENIO 10 ABYKPATHO NOBHILICHHE Ha
Cmex H AUC Ha po3yBacTatiH (BXK. To4Ka 4.4). laHHHWTE OT PapMaKOKHHETHYHHTE NMPOYYBaHUA,
M3CJIEABAllH JIEKAPCTBEHHTE B3aUMOACHCTBHA, HE NMOKa3BaT B3auMoachcTeue ¢ deHodubpar, Ho €
Bb3MOXKHa noABa Ha GpapMakoJHHaMH4YHHU B3anMoaeiicTeua. I'empubposun, denodpndpar n
OCTaHaJIMTe MEAMKAMEHTH OT Ipynara Ha GubpaTvre u AMNNIONOHWKABALIKTE A03M (B 103K > | g Ha
NIEH) HHALWH {(HHKOTHHOBA KMCE/THHA), MOBHILIABAT PHCKA OT NMOABA HA MHOMATHA NMPU KOMOHUHMpaHe ¢
HHXHOUTOPH Ha XUAPOKCH-METHII-INYTApWI-KOCH3HM A peAyKTa3arTa, Hai-BepOoATHO nopaau Jakra,
ye MOCJACHUTE MOTaT Aa NMPSAW3IBUKAT IOABAaTa HA TOBA YCJIOXKHEHHE M NPH MOHOoTEepanui. Jlos3arta ot
40 mg € NpOTUBOMNOKA3aHAa NPH €AHOBPEMEHEH npHeM Ha pubpatu (BX. TOukH 4.3 u 4.4). [Ipu Te3m
NMAaLMEHTH JICYEHHUETO ChLo TpAOBA Ja 3anovHe ¢ S mg.

E3zeTnMub
EasospemeHHoTO Hanon3epaHe Ha 40 mg Kpectop ¥ 10 mg ezeTuMuO, He Boau 10 HPQRE
Ha JBaTa NPOAYKTA, KOraTo ce Npuiarar rpu 3apasu godposonuy. UMa 1,2 ner
Ha po3yBacTtaTHH, Korato 10 mg Kpecrop u 10 mg ezerumud ca npunoxenu np
xunepxosecreponemus (Tabnuua 1). He Mmoxe aa ce u3kmouun papmMakoguHaM
MEXOY TAX, KOETO 1a KMa 32 PE3yiTaT HEXENIaHH peakuuH (BX. To4uka 4.4).
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[IpoTea3zHu HHXKHOUTOPH
BLNpeky e TOYHHUAT MEXAHH3BM Ha B3aUMOJEHCTBUE HE € U3BECTEH, EAHOBPEMEHHOTO MPIIOXKEHHE C

POTEa3HH MHXHUOUTOPH MOXE PA3KO Ja NOBHMILH €KCMO3HLIMATA HA PO3YBaCcTaTHH (BXK. Tabauua 1).
HanpuMep, eAHOBPEMEHHOTO NMpHIoKeHKHE Ha 10 mg po3yBacTaTHH H KOMOKHHPaH NPOAYKT, ChCTOAL]
ce OT ABa npoTeasHy HEXHOuTOpa (300 mg arasavasup/100 mg pHTOHABHP) NO BpEME Ha €IHO
HapMaKOKHHETHYHO NPOYYBaHE NPH 3ApaBH J0OPOBOLM, CE aCOLIMHPA C NPHOIUZUTETHO TPHKPATHO
HapactBaHe Ha AUC Ha posyBactatH. EnHoBpeMeHHOTO npuaoxeHue Ha KpecTop v Hakou
KOMOHMHALIHH OT NPOTEa3HU HHXHOUTOPH, MOXKE Aa C€ UMa TIPSABHA CJie[] BHHMATEIHO NpELiCHABaHe
Ha KOPEKIMUTE Ha [103aTa Ha KpecTop, Ha 6a3a 04aKBaHOTO MOBHILIEHHE HA EKCIIOZHLIMATA HA
po3yBacTaTHH (Tabauua 1 4 Touku 4.2 H 4.4).

AHTHalIUAH

EaHOBpeMEHHOTO NpHIoXKeHHe Ha KpecTop ¢ aHTHaLMAHA CYCNIEH3HA, ChAbPXKAILA aTyMHHHEB H
Marde3neB XHUIPOKCHI, € A0BeJO 10 HaMalsdBaHE Ha IUIa3MeHaTa KOHLUEHTPALIMA Ha po3yBaCTaTHH C
npubnausutento 50 %. Tosu edekr € 6un orcaabeH, KoratTo aHTHaAUMAKUTE Ca JaBaHH 2 Yyaca cnel

npreMa Ha Kpectop. KIIMHHYHOTO 3Ha4€HHE Ha TOBA B3aUMOJECHCTBHE HE € U3CJIECABAHO.

EpUTpOMULIUH
EnnospeMeHHuaT npreM Ha Kpecrop u eputpomMuimH, € gosen Ao 20 % namanenue Ha AUC.y H

30 % namaneHue Ha Cnax HA pO3yBacTaTHH. BaauMoaehcTBHETO MOXE [ € NPpeAU3BHKAHO OT
[IOBHLLIEHHA UPEBEH MOTHJIUTET, BCICACTBHE HA PUEMA HA EPHTPOMHLHH.

Ex3uMK 0T cucTeMaTa Ha uuToxXpoM P450
JlaHHMTe OT in Vitro W in vivo NpoyuBaHHUA MOKa3BaT, Y€ PO3YBACTATHH HE € HUTO UHXUOHUTOP, HUTO

MHIYKTOD Ha nuToxpoM P450 uzoenzuMure. PosyBactatul € cnab cybetpat 3a Te314 U3OEH3IUMM.
CrneaoBaTelHO, JIEKapCTBEHH B3aUMOACHCTBHA, pe3yaTaT OT LUTOXpoM P450-Meauupanus
MeTa00H3BM, HE ce ouakBat. He ca HabmoaasaHn KAHHHYHO 3HAYHMH B3aUMOOEHCTBHA MEXAY
po3yBacTaThH ¥ Qnyxorazon (nHxuburop Ha CYP2C9 u CYP3A4), unu kerokoHasos (MHXHOHTOp Ha
CYP2A6 u CYP3A4). EnHoBpeMeHHHAT NpUEM Ha UTpakoHa3od {(MHxubutop Ha CYP3A4) u
po3yBacTaTHH, BoaH 10 28 % ysenuueHue Ha AUC Ha po3yBacTaTHH. ToBa MAIKO YBEIHUYCHHE HE €
KITHHHUYHO 3Ha4YuMO. [To Ta3u npuHuKHa, 1eKapCTBEHH B3aUMOACHCTBHA B CEACTBUE HE METAOOIH3BM,
MeMHpaH oT uuToxpoM P450, He ce ovakear.

B3auMoaelicTBHI, KOWTO H3HCKBAT KOPEKLIMS HA /103aTa HA pO3YBACTATHH (BX. ChHILO Tabauua 1)
Koraro e HeoOxoauMo n1a ce npunara Kpectop eJHOBPEMEHHO ¢ OpYTH JIEKAPCTBEHH MPOAYKTH, 3a
KOMTO € U3BECTHO, Y€ MOBHIIABAT €KCNIO3MIMATA Ha pO3yBacTaTHH, ao3ute Ha Kpectop Tpadea aa ce
kopHrupat. Ha npeanucBailiyre 1eKapy ce npenopbyBa Ja B3EMaT NPEeABHI CbOTBETHATA JICKAPCTBEHA
MHGOpMALIHS, KOraTo OOMUCNAT NpUNaraHe Ha TaKMBa NMPOLYKTH 3aeaHO ¢ Kpectop. 3anousa ce ¢
n03a Ha Kpectop oT 5 mg BeAHBbXK OHEBHO, AKO OYaKBAHOTO NOBULIEHUE HA excnosuumaTa (AUC) e
NPUOAHIHUTENHO NBYKPAaTHO WK No-ronsaMo. MakcumanHaTta AHeBHa 103a HA Kpectop TpabOBa na ce
KOPDMIMpa TakKa, Y€ OYaKBaHATA €KCMO3WLIMA HA PO3YBACTATHH HAMA BEPOATHOCT Aa HA/JIBHILIH Ta3H Ha
40 mg aHeBHa no3a Kpecrtop, npuer 6e3 B3auMoAeiicTBAIM JIEKAPCTBEHH NPIYKTH, HANPpUMED 103a OT
20 mg Kpecrop ¢ rempubpoznn (1,9 meti nosumenue) u ao3a ot 10 mg Kpecrop ¢ komb1Hauus
pHTOHABHpP/aTazaHaBup (3,1 MbTH NOBHILECHHE).

Axo ce nabmoaasa, ue nekapcTseH npoaykt nosuuiaBa AUC Ha po3yBacCTaTHH NO-MANIKO OT 2 MbTH,
HavasiHaTa no3a He Tpabpa Ja ce HaMansea, HO TpaOBa Aa ce NoAx0XAa ¢ BHHMaHWe, ako A03aTa Ha
Kpecrop ce noBHiM Hapg 20 mg.




Tatauna 1. EdexT HA ¢AHOBPEMEHHO NPRIATAH JEKAPCTBEH NPOAYKT BbPXY €KCIHOZHIHATA HA
posyBacTatul (AUC, B Hu3x0Aam pea) oT nyOAHKYBAHH KIHHHYHH NPOYSBAHAN

Hosumasane Ha AUC Ha po3yBacTaTHH 2 NbTH WIH NOBEYE OT 2 IBbTH

H030B pexnMm na J030B peXxHM Ha Ipomsauna B AUC na
B3aHMOAEHCTBAIOTO JICKAPCTBO PO3YBACTATHH PO3YBACTATHH
CodocOyBHp/BeNMaTaCBUP/BOKCHIANIPER 10 mg eqHUYHA A03a 7.4 meta T

Hp (400 mg-100 mg-100 mg) +
Bokcunanpesup (100 mg) BeaHbK
JHEBHO 3a 15 any

LInknocnopuH 75 mg ABa MbTH HA AEH 10 mg BeAHBXK OHEBHO, 10 AHK 7.1 ot T
no 200 mg nea nbTH Ha AcH, 6 Meceua

Haponytamun 600 mg 2 x H., 5 AHH 5 mg, EAMHA4HA 032 52 mbti T
Peropadenu® 160 mg, BeAHBK AHEBHO, 5 mg, eAMHUYHA 1038 3,8 meTH 1
14 quu

ATta3zanasup 300 mg/puronasup 100 mg 10 mg, equHU4YHA 0034 3,1 bt 1
BEAHDBXK JAHEBHO, 8 AHH

Pokcanyctar 200 mg npes3 AeH 10 mg, enuHu4Ha A03a 2.9 mpTH 1
Bennaraceup 100 mg BeaHbK JHEBHO 10 mg, enH©yYHa n03a 2,7 mpTH 1
Momenotunnbd 200 mg BeaAHBXK AHEBHO, 10 mg, eayHU4YHa Ao3a 2,7 bTH 1
6 nHH

Tukarpenop 90 mg nBa TbTH AHEBHO, 2 10 mg, equHU4Ha A03a 2,6 nbTH 1
OHH

OmOGuTaceup 25 mg/napuranpesyp 5 mg, eAMHUYHA 1032 2,6 mpTH 1

150 mg/ puronaeup 100 mg Beaubx
aHeBHo / aazabysup 400 mg 2 nbTH
AHEBHO, 14 aHH

TeprgayHomun, JiepayHomun He e HanuuHa 2,5 mou T
["'pasonpesup 200 mg/endaceup 50 mg 10 mg, equnUyHa 032 2.3 nbTH 1
BEAHLXK NHEBHO, 11 aHuM

["nekanpesup 400 mg/nubGpeHTacBHp 5 mg BENHBXK JHEBHO, 2,2 nsTH 1
120 mg BeAHDLAK AHEBHO, 7 THU 7 OHH

Jlonunaeup 400 mg/puronasup 100 mg 20 mg BEAHDBK AHEBHO, 7 AHK 2,1 nbta T

OBa ITbTU Ha AeH, | 7 JHM

Kanmatuun6 400 mg aga muTHU Ha el 10 mg, eanHr4Ha a03a 2.1 0t T
Knonuporpen 300 mg Haroeapealua 20 mg, eAMHHYHA 1032 2 et T
no3a, nocneasaHa or 75 mg na 24 yaca

doctamarnanb 100 mg aBa LT Ha 20 mg, eqMHHYHA N03a 2.0 nbtu T
OEH

Debykcoctar 120 mg BeAHBX JHEBHO 10 mg, eaunyyHa no3a

Tadamuanc 61 mg 2 nbTH AHEBHO Ha 10 mg, eaHUYHA noO3a

neH | 1 2, nocneaBaHO OT BEOHBXK
AHEBHOHA AeH 3 u 9




["embubpozun 600 mg nBa MbTH Ha 2EH, 80 mg, envHHYHa n03a 1,9 nbru T
7 AHU

IHosumasane Ha AUC Ha po3yBacTaTHH NO-MAJIKO OT 2 NbTH

J{030B pexHM HA 030B peXXKEM HAa IIpomana 8 AUC na
B3aHMOAEHCTBAUIOTO JIEKAPCTBO PO3YBACTATHH pPO3yBaCTATHH
EntpoMbonar 75 mg BeAHBX JHEBHO, 10 mg, eaHnuHa n03a 1,6 bt T

S guu

HNapyuasup 600 mg/puronasup 100 mg 10 mg BenHBXK AHEBHO, 7 OIHU 1,5 mvru T
B3 NbTH Ha ACH, 7 JHH

Tunpaunasup 500 mg/puronasup 200 mg 10 mg, equHKYHA 034 1.4 nvti T
IABa MbTH Ha A€H, | 1 aHU

Npoxepapon 400 mg Ba ITbTH Ha JieH He e nanmuuHa 1, 4metu T
Utpakonazon 200 mg BeaAHbXkK JHEBHO, 10 mg, eAMHKYHA 1032 1.4 mema D
> OHH

Eserumub 10 mg BeaHBXK JHEBHO, 10 mg, BeaHBX AHEBHO, 14 HU 1,2 meta T°°
14 aun

ITounxxaBane na AUC Ha po3yBacTaTHH

Jlo3oB pexxnamM Ha JH030B pexum Ha IIpomana B AUC na
B3aUMOAeHCTBALIOTO JIEKAPCTBO pPO3YBACTATHH PO3YBACTATHH
EpurpoMuiuH 500 mg yeTvpH NbTH Ha 80 mg, eAMHWYHA 1034 20 % <

neH, 7 IHH

Baukanun 50 mg Tpy MHTH Ha JeH, 20 mg, eAMHKYHA 1034 47 %

14 nHu

* laHHMTE, NOCOYEHH KATO X ITHTH NPOMSHA, NPEACTABAT NPOCTO ChOTHOUIEHHE MEXKITY
eIHOBPEMEHHO NPWIOIKEHHE H MPHIOKEHHE Ha pO3YBACTATHH caMocToATeNHO. JlaHHHTE, MoCcOYeHH
KaTo %, NPEACTAaBAT NMPOLIEHTA PA3IMKA, OTHECEH HA CAMOCTOATENIHOTO NPUIIOKEHHE Ha
pO3yBaCTATHH.

[ToBHILIaBaHETO € NPEACTABEHO KATO T nonwkenmneTo xaro ,._.Jf“.
"*Haxoako npoy4yBaHus 3a B3aUMOAEHCTBHE ca MPOBEACHHU C pa3iudHu A03KpoBKH KpecTop,
TaOJIMLIATa NpeAcTaBa HaH-3HAYMMOTO CHOTHOLUEHHE,
AUC = nnoui noa KpUBAara;

CnenHuTte neKapcTBeHW NPOAYKTH/ KOMOHHALMK HE OKA3BaT KIMHHYHO 3HaYHM edekT BhpXy AUC Ha
pPO3YBaCTaTHH NpPU €AHOBPEMEHHO NMPUIOKEHHE:

Anerantazap 0,3 mg npunoxenue 3a 7 auu; @enopubpat 67 mg 7 AHU NPUIOKEHHE TPH ITHTH Ha ACH;
dnykonaszon 200 mg 11 gHu npunoxeHue BEAHLXK AHEBHO; PDosamnpenasup 700 mg/puToHaBHp
100 mg 8 A npunoxeHHe aea NbTH Ha AcH; Kerokonason 200 mg 7 AHM NpHioXKeHKE ABa MBTH Ha
aeH;, Pupamnuu 450 mg 7 aan npunoxkeHHe seaubkK AHeBHo; Cunumapus 140 mg 5 aHM npwioxkeHue
TPH ITBTH HA AEH.

Edbexm na posysacmamur 6bpxy eOHoO8pEMEHHO NPUAAZARY NEKAPCMEECHU NPOOYKMU

AHTaroHUCTH Ha BUTAMHH K
[Tomo6Ho Ha apyru uHxubuTopu Ha HMG-CoA pegykra3ara, 3anodBaHeTo Ha jJeueHue ¢ Kpect
WIH THTPHPAHETO Ha 03aTa MY NPH NMAUMEHTH, MTPUEMAILM AaHTarOHKUCTH HA BUTAMH KT 115
Bap(apUH WIH ApPYrd KyMapHHOBH aHTHKOArYJIAHTH), MOXKE [a JOBEIE 10 NMOBHIN

IlepopanHy KQHTPALIENTHBH/XOPMOHO3aAMECTBAILA TEpanus
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EanospeMeHHHAT NpHeM Ha KpecTop M nepopaiiH{ KOHTPaUENTHBH, € 10B€ 10 noBHilaBaHe Ha AUC
Ha ETHHUA eCTPAJHOJ H HOprecTpes, CbOTBETHO ¢ 26 % M 34 %. Te3u noBUILIEHH NlasMeHH
KOHLEHTpauMK TpabBa a ce B3eMart 1ol BHHMaHHE, KOraTo ¢€ onpenens J03HpOBKaTa Ha
nepOpaIHKTE KoHTpauenTyHey. Hama papMakoKMHETUYHH JAHHH 34 MALHEHTH, KOHTO MpHeMar
eHOBpeMeHHO KpecTop W XopMOHO-3aMecTBallla Tepanus. ETo 3ai10, B3auMOAEHCTBHETO, OTIMCAHO
flo-rope, He TpOBa Na 6bAe H3KIIOUEHO KAaTO BEpOATHO. BunpekH ToBa, Ta3u KoMOMHanud € buna
LWIMPOKO MpH/IaraHa OT XeHU B KIIMHHYHM H3NHTBaHKA U € Bwia Tonepupana 1o0pe.

Upyry 1ekapcTBEHHU NPONYKTH
[Tuzokcun: Bb3 OCHOBA HA NAHHHUTE OT CNCUMPUUHH NPOYYBAHHA 33 H3C/ICABaHe Ha JIEKAPCTBEHH

B3aUMOIEHCTBUA, HE €€ OUAKBA KTHHUYHO 3HAUHMO B3aUMOJEHCTBHE C JHIOKCHH.

Dy3uooea xuceauna: He ca npoBeXaaHH NMpOyUYBaHUA 3a H3C/IEABAHE Ha B3aHMOAEHCTBHA C
pO3yBacTaTHH W (Y3HA0Ba KHCENHHA. PHCKBT 0T MHONIATHs, BKIIOYHTENHO pablOMHONK3a, MOXeE Aa
ce YBEJIHMYH NpPU eAHOBpEMEHHA ynorpeda Ha (y3HA0Ba KHCENTHHA 33 CHCTEMHO NMPHUJIOKEHUE U
CTATHHHA. MeXaHH3MBT Ha TOBA B3auMoeicTRUE ((papMaKOIUHAMHYHO WIH (PapMAKOKHHETHYHO, HIH
M ABETE) € BCe ollie Heu3BecTeH. Ma choluenus 3a pabaomMuonnsa (BKJIIOYMTENIHO HAKOIIKO C
daranen uzxon) Npu MAUMEHTH, NPHEMALLH Ta3U KOMOHHALIHA.

AKO TepanmusaTa ¢ Qy3uaoBa KMCEeMHA 32 CHCTEMHO NMPUNOXKEHHE € HAIOXKHUTEINHA, JICYEHHETO ¢
Kpecrop Tpabea na 6be NpeKbCHATO MO BpEME Ha MIEPHOAA Ha JieueHHe ¢ Py3na08a KUCENHHA.
Brokre ¢bl10 TOYKa 4.4,

[lenuaTpuuna nonyaaums
[IpoyuBaHus 32 B3aUMOAEHCTBHA ca MPOBEXKAAHH caMO NpH Bb3pacTHU. CTeneHTa Ha

B3aUMOJIcHCTBUATA B NeAHATPHYHATA NOMYyNAlKA HE € H3BCCTHA.

4.6 PepruanTeT, OPEMEHROCT H KbPMEHE

KpecTop € npoTuBonoka3aH ro BpeMe Ha OpEMEHHOCT H KbpMEHE.
JKeHH B AieTepoHa Bb3pacT TpadBa na npwiaraT noaxoAsWH KOHTPALENTHBHH MEPKH.

bpeMeHHOCT

XonecreponsT M APYTH NPOAYKTH Ha XOJECTEPOJIOBUA OMOCHHTES Ca BaXKHH 3a pa3sBUTHETO Ha IUIOJA.
ETo 3a10, NoTeHMaIHKBAT puck oT HHXKHOupane Ha HMG-CoA penykrasara e no-rosism, B
CpaBHEHUE C MOA3aTa OT IEYEHHETO NO BpeMe Ha OpeMenHocT. M3cneasanunaTa BLPXy XHBOTHH
OCHI'YPSBAT OrPpaHHUEHH JaHHH 33 perpoLyKTHBHA TOKCHYHOCT (BXK. TOUYKa 3.3). AKO NallHeHTKa

3abpeMeHee 110 BpeMe Ha JICHESHHE C TOBa JICKapCTBO, MpHeMBT TpaOBa na 6bae HesabaBHO
MPeYCTAaHOBEH.

KbpMeHe

OrpannyeHn JaHHU OT MyONUKyBaHU AOKIIAAH NMOKA3BaT, Y€ pO3yBacTaTHH NMPHUCHCTBA B YOBELIKATa
KbpMa. Po3zyBacTaThH ce OTAeNA B MNSKOTO Ha rutbxoBe. Ilopaau MexaHn3Ma Ha aeicTBHe Ha Crestor,
ChIECTBYBA MOTEHLMANEH PHCK OT HEXKEJIAHH peaKLUH npy KbpMauero. Crestor € NpeTUBONOKA3aH No
BPEME Ha KbPMEHE.

DepTUIUTET
HsiMa u3BecTHH epexTi BBpXY depTidreTa ciep yrnorpedara Ha po3yBacTaTHH.

4.7 EdexTn BLpXy cnocofHocTTa 32 modupane H paboTa ¢ MAIIHAR

He ca npoBexxaaHH npoy4BaHHA 3a YCTaHOBABAHE Ha BIHAHHETO Ha KpecTop BbpXy AA1QEODHTT
wodupaue U paboTa ¢ MalHHK. Bb3 ocHOBa Ha (papMakoaHHAMWYHUTE CBOWCTBA, s Ougaidss

e, ; :
Kpectop na nosnuse HebnaronpustHo Te3u criocoduoctu. [Tpun wodupane winn papasale -'.’,'f';r-a-"-i.'__ :
Tpa6Ba Aa ce uMa MPESABHA, Y€ NMPUEMAHETO Ha JICKAPCTBOTO MOJKE Jia IIpeAH3BHKA) L EETO LTI

4.8 Hexe1aHA JIEKAPCTBEHH PeaKlUBRH

1 YRIMKA



HexxenaHuTte 1ekapcTBEHH peakuyu, HabnogapaHu npyu ynortpedara Ha Kpecrop, 0OMKHOBEHO ca
NeKH W npexoaHi. [Ip1 KOHTpOAMpaHUTe KIHMHWYHH U3NUTBAHUA, oA 4 % OT NalLMEHTHTE, eKyBaHH

C KPECTO]J, Ca NMNpEKBPCHANH JICUCHHETO NMOPpaJiM HCXKCJIAHH pLaKLiHH.

TabauueH cNHCHK HA HEXENAHUTE PEAKLIUH

BHSHPH.HR Ha JaHHH OT KNHHHYHH NPOYYBaHHUA H OGIIIHPBH NMOCTMAPKCTHHIOB OIIAT, CJICAHATA

Tabnuua npeacTasa NpoPUIbT Ha PO3YBACTATHH MO OTHOLUEHHE HA HEXENaHH NIEKapCTBEHH PeaKLyMH,
Hexenanure peakuuu, H30poeHH o-A0Jy ca K1aCHPULMPaHH 10 YECTOTAa H CHCTEMO-OpraHeH Kiac

(COK).

YecToTaTa Ha HEXENAHUTE peakliMU € chobpaizeHa CbC CiegHaTa KOHBeHUuA: YecTh (> 1/100 no 1/10);
HeuecTH (> 1/1 000 no 1/100); peaxu (= 1/10 000 no 1/1 000); mroro peaxu (< 1/10 000), nensBecTHa
yecToTa (He MoXe aa Obae OLIEHEHa OT HAUTHYHUATE JaHHH).

Tabauna 2. Hexesann nexapcreeHNn peaKkudy OA3RPAHH HA JAHHH OT KJIHHHYHH NPOYYBAHHA H
NOCTMAPKETHHIOB ONHT
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Curemo-oprasnen YecrH HeuectH | Peaxw Mmuoro peakn | Henspectna
KJac | | 4eCTOTA
Hapywenua na TpomboumuTonen
Kpvema u aumgnama A
cucmema i |
Hapywenua na | Peaxuuu Ha
UMyHHama cucmema | CBpbX4YBCTBHTE
ITHOCT,
, BKJIFOUHUTEJTHO
|, AHTHOCIEM _
Hapywenua na 3axapeH
eHOOKPURHAMA aAunaber’
| cucmema
Hewxuunu Henpecus
| Hapywerus |
Hapywenua na ['naBobonn [lonuHeeponaruy | [lepudepHa
HepeHama cucmema | e q HEBpOMATHA
3aMaiisaHe 3aryba Ha naMer | Hapyluenus Ha
ChHSA
(BKJIIFOYUTEIHO
WHCOMHMA W
KOLLIMAapH)
MuacTeHus
rpaBHC
Hapywenua na OyHa
ouume 1 | MHacTeHHs
Pecnupamopnu, | } Kamnuya
ZPBOHU U JHucrnHes
MeEOUAcmuHannu
HapyuleHus
| Cmomawno-upesnu | KoHcTunau [lankpeatuT
HAPYWeHUR s
["apene
AbaoMunan
_ Ha 60Jika
Xenamobuiuapru [ToBruwieH#
Hapyuenus yepHoApoOHH
1 TpaHCaMHHa3y




| Hapywienus na [Ipyputyc CuHAPOM Ha
Koxcama u Obpue Stevens-
NOOKONCHAMA MbKAH | Yprukapus Johnson,
fleKapCTBEHaA
peakLus ¢
€O3HHOMHUINA H
CHCTEMHHM
CUMIITOMH
| | i (DRESS)
Hapywenus na Muanrus Mmuonartns Aptpanrus | HapyuwieHus Ha
MYCKYAHO- (BKJIKOYHTEINTHO CYXOXKHIIMATA,
cKenemuama MHO3UT) MOHAKOTa
cucmema u Pabnomuonusa YCII0KHEHH OT
cbeQuHuUmennama Jlynyc-noaobex pynTypa
MbKaH CUHAPOM HUmynoMeiHUpa
Pynrtypa Ha Ha
MYCKYJ HEKPOTH3HpaLUa
MHOMNATHA
: L 4
Hapywenus na XeMmarypus
Ovbpeyume u
NUKOYHUmMe nvmuue | ‘ _ ‘
Hapywenua na ['MHEKOMAaCTHA
penpooykmuernama
cucmema u zvpoama_| J | _
| Obwiu napywenus u | ACTCHHA |Enem
echbexmu Ha
MACMOMO HA
NPUAONCEHUE | ]
"YecToTara I1€ 3aBMCH OT HATHYKETO HIIH OTCHCTBHETO HAa PUCKOBH (akTOpH (rI0KO3a Ha raJHO
> 5,6 mmol/l, uagexc Ha TenecHa maca > 30 kg/m?, nosHLIEHH CTOMHOCTH Ha TPUTIIHLEPHANTE, aHAMHE3A 33
XHUIIEPTOHUA).

Kakro npu apyru uixuoOuropy Ha HMG-CoA peaykrasara, uecToTaTa Ha HEXKENAHUTE JIEKAPCTBCHH
peaKkLivM 3aBMCH OT J03aTa Ha 1E€KapCTBOTO.

EdexTn Bbpxy 6n6peuuTe
[Tpu nauKneHTH, NexyBaHu ¢ Kpecrop, € HabntogaBaHa NpOTEHHYPUSA, YCTAHOBEHA NIPH H3CNEABAHE C
TECT-JIEHTUHYKH H KOATO € C MPEeAHMHO TYOYJICH IPOH3XOA.

B onpeneneHn MOMEHTH OT NiedenreTo, npy < | % ot naumeHTure Ha 10 mg 1 20 mg, ¥ npu
npubauzutento 3 % ot nauneHTHTE, JieKyBaHH ¢ 40 mg, ca HabnKZaBaHKM MPOMEHH B H3C/IEABAHHATA
34 IPOTEHH B YPHHATA OT OTPULIATENEH PE3YIITAT WIHU cliean a0 ++. He3HauuTenHO OTKIIOHEHHE, B
1OCOKA OT OTPHLIATENEH pPe3yNTaT WK cleau KbM +, € Habmonaeano npu ao03a 20 mg. B noseuero
CITy4au, NpOTCHHYPUATA HAMAJIABA WIHM U34€E3Ba CIIOHTAHHO B MPOLIECA HA JICYCHHETO, H HE € I0Ka3aHo
Ja NpeauIecTBa OCTPO H nporpecuBHO HvOpeyHo 3abonsBane. OT nperneaa Ha NaRHWTE NPUH
KIUHUMHUTE ONUTH U [TOCTMAPKETHHIOBUTE MIPOYYBaHHA, A0 CE€Ta HE € YCTAHOBEHA MPHYMHHA BPb3Ka
MEXIY TIPOTEUHYPHATA K OCTPO WM NporpecuBHO 610peuHo 3abonsasane.

[Tpx nauueHTH, NEKyBaHH ¢ KpecTop, € HabarogaBaHa XeMaTyPHA, HO KIHHHYHUTE AaKHH COYaT, 4e
4eCTOTaTa H € HHUCKA.

EdekTn BbpXY CKENETHATA MYCKYJaTypa ”6%
Kakro npu gpyru utxuouropu Ha HMG-CoA peaykrasara, Bb3IeiCTBHA BLPXY greftrHaze b0,
MYCKYJaTypa KaTO HEYCIOXKHEHA MUHANIIUA, MHONATHA (BKNIOUYHUTETHO MHO3KT) U jpaSnd .( iy A'-

YCTAHOBEHH NPH NALMEHTH JiIeKyBaHH ¢ KpecTop — BbB BCHUKH TEParneBTHYHH A g3
Haa 20 mg.

vsf;,ﬁw .

L}
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VBennucHHe Ha kuBoTo Ha CK, BClleAcTBHE HA YBEJIHMEHHE HA 103aTa, € Ha00AaBaHO [TPH MAIBK
Opoil MalMEeHTH HA PO3yBAaCTaTHH; MHOXXECTBOTO OT CIIy4aHTe Ca NICKH, MPEXOAHH H aCHMIITOMaTH4HH.
Axo HuBoTo Ha CK ce nopHiud (> 5 bTH ropHaTa rpaHMlia Ha HOpMara), JicdeHHeTo TpAOBa
BpEeMEHHO [ia CE NPEYCTAHOBH (BXK. TOYKA 4.4).

EdekTn BLPXY “epHUA 1pob
Kaxro npu apyru unxubutopd sa HMG-CoA peayxrasaTa, yBeJIH4EHHE HA TPRHCAMUHA3HUTE,
CBBP3aHO C NO3HPOBKaTa, € Habai0AaBaHO NpY MaTkK OPOH NALIMEHTH Ha PO3yBaCTaTHH; NO-roaMa

YacT OT CJAYYAHTE Ca JIEKH, ACUMITTOMATHYHH U NIPEXOIHH.

Kpectop
CneaHuTe HeXKeNaHu peaKiUyH ca J0KNAABAHU NPH HAKON CTATHHHM:

o (CexkcyanHa ZHCPYHKLMA.
e MHzonmpanu cnydyad Ha uHTepcTHLMATHA 6enoapobHa bosect, 0cobeHo NpH MPOABLIDKHTE/IHA
Tepanus (BX. Touka 4.4).

JloknanpaHaTa YecToTa Ha pabRoMHONN3a, CEPHO3HH YEpHOAPOOHH YBPEAH (OCHOBHO - YBENHYMEHH
4yepHOAPOOHK TPaHCAMHHA3H), € NTO-BHCOKA NpH A03KMPoBKa OT 40 mg.

[leauaTpyyHa Oy ALK
[TosuiaBaHe Ha KpeaTUHKMHa3ata > 10XULN H MyCKYJIHH CHMITTOMM, Clief YIIPOKHEHHA WIH

nosUileHa GU3INUECKA AKTUBHOCT, ca HAbII0AaBaHH NO-4E€CTO B €HO 52-CEAMHYHO KITHHHYHO
NPOy4YBaHE Ha Jiella M IOHOLLM, B CpaBHEHHE ¢ Bb3pacTHHUTE (BXK. TouKa 4.4). B apyr acnekr, npoduIsT
Ha 6e30IMacHOCT Ha pO3YBACTATHH € CXO[EH MPH JIELa U FOHOLIH, B CPABHEHHE C Bb3PAaCTHHTE.

CpoGiiiapaHe Ha MOAQ3IMPAHU HEXKENAHH PEAKLIHH
Coo6maBaHeTo Ha MOAO3HPAHH HEXKEIAHH peakLMH Cek paspeiliapaHe 3a ynorpeba Ha nekapcTBeHUs

NPOAYKT € pakHO. TOBa MO3BOJIABA A3 NPOAB/ILKM HaOMIOAEHHETO Ha CHOTHOLIEHKETO 1013a/PHUCK 34
neKapcTBeHHS MPOAYKT. OT MEAHUHHCKHTE CIELIMANMCTH C€ M3HCKBA Ja ChoDIaBaT BCAKa
NoJ03MpaHa HeXelaHa peaKkuus 10:

bbarapus

HanwnHuTENHA areHUM No JeKapcTBaTa
yn. ,.JlamsaH I'pyeB” Ne 8

1303 Cogus

Ten.: +359 2 8903417

yebcalit: www.bda.bg

4.9 IIpeao3npane
Hama cneunduyHo NeueHue B cryqai Ha npego3upate. [1pH npeaosupane, naumeHTsT Tpadea 1a ce

NeKyBa CHMITOMATHYHO M Jia ce 3aTI04HaT NOALBPXKAllKd MEPKH criopea HyKaara. YephoapobHara
dbysxkuus ¥ Husata Ha CK TpabBa aa ce cneasar. Manko e BEpOATHO XeMoAUaln3aTa 4a Obie oT noasa,

5. GAPMAKOJOIMNMYHHA CBOUCTBA

3.1 PapMaKkoARHAMHYHH CBOHCTBA

dapmakoTepaneBTR4HA rpyna: uHxubutopu Ha HMG-CoA peaykrasata, ATC kox:

MexaHU3EM Ha JeHCTBUE
PosyBacTaTiH € celeKTHBEeH U KoHKypeHTeH uHXxuburop Ha HMG-CoA peny

CKOpPOCTOrPaHH4YABALLUAT €H3UM, KOHTO NpeBpbLla 3-XHIPOKCH-3-METHATTYTAp
MEBAJIOHAT, MpeKypcop Ha xojnectepona. OCHOBHO Bb3AEHCTBHE PO3YBACTATHH O
Apo6, opra”bT, B KOWTO CE€ U3BbPLIBA HAMAIABAHE HUBOTO Ha XOJIECTEPOI.
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Po3yBacTaTuH yBenuara Opos Ha yepHoapoOuuTe LDL peuenTopu BopXy KI€TBYHATA TOBBPXHOCT,
KaTo 3acWiBa noeMaHetro H xarabonusma Ha LDL u unxuOupa yepHoapobrara cunresa Ha VLDL. [1o

TO3W Ha4YHH, pO3yBacTaTHH HaMalaBa obwusa Opoii Ha VLDL v LDL wactuum.

PapMakoAHHAMHYHH €PEKTH

Kpectop Hamansea nosuuieHus LDL-xonectepon, obwmsa xonecTeposl ¥ TPHITIKLCPHINTE, H
nosHasa HDL-xonaecrepona. Toi cuwio nonuxkasa ApoB, HeHDL-C, VLDL-C, VLDL-TG u

yBesn4yaBa ApoA-I (Bx. Tabauua 2). Kpecrop nonmxkaea u ¢chotHomeHUsTa LDL-C/HDL-C, o6
C/HDL-C, neHDL-C/HDL-C n ApoB/ApoA-I.

Tadauna 3. OTrosop Ha A03aTA NPH NANHEHTH ¢ IbPBHYHA XHOepxoaecTeposIemas (Tun Ia
IIb) (xopHrHpan cpeien NpoU¢HT HA KPOMAHA OT H3XOAHOTO HHBO)

Ho3a N LDL-C O6m-C HDL-C TG HeHDL-C ApoB ApoA-]
[lnauebo 13 -7 -3 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

TepaneBTHYHUAT OTFOBOP KbM NeueHueTo ¢ Kpectop ce 3abenda3Ba Ao 1 ceaMuLia OT HAYaIOTO Ha
TepanuaTa U 90 % oT MakcuManHusg OTFOBOP CE NOCTHra A0 2 ceaMHULIM. MakcUManHUAT OTTOBOP
ODKKHOBEHO C€ MOCTHUra Kbm 4-Ta ceMHULA 4 ce NOJABPIKa ciAel TOBA.

KinayudHa euKacHOCT M 6€301aCHOCT

Kpectop e edeKkTHBEH NPy BH3pacTHH XOpa, CTPAJALLH OT XUIEPXONECTEPONEMHNA, ChC WiIH Oe3
XHIIEPTPHINHLIEPHIEMHS, HE3ABHCHMO OT pacoBa NPUHAMJIEXKHOCT, MON WIH BB3pacT, H NMPH
CNELHANHH "pYTH KaTo AHabeTHLH WK NMAUMEHTH ¢ haMUITHA XHNIEPXONEeCTEPONEMHUA.

O606mennTe nanan ot Pasa i Ha xnHHUYHNTE Npoy4BaHuA nokasear, ue Kpecrop € edhekTnBeH npy
neYyeHHe Ha rojiaMa vact ot nauueHTrre ¢ THN lla 1 I11b xunepxonecreponemMus (cpeana U3xoaHa
crofiHoeT Ha LDL-C okono 4,8 mmol/l), cnopen onpeacnenure ot Esponeiickara oOHOCT 1o
aTepOCK/iepo3a npuuesHn croiiHocTi (EAS; 1998). Okono 80 % ot nauueHTHTe Ha 10 mg ca
NOoCTHrHaNH xesaHuTe croiiHocTu Ha LDL-C (< 3 mmol/l) cnopea EAS.

B eaqo mamabHo npoyusaHe ¢ GopcHpaHO TUTPHPAaHE Ha A03aTa, 435 nauKeHTH ¢ XeTepPO3UIroTHa
¢aMunHa xunepxoaecreposieMus ca JiekyBaHH ¢ 20 mg 1o 80 mg. Becuuky no3HpoBkH nokassar
NOJOXKHKTENEH PE3YNTAT BBPXY JIMMUAHKUTE NoKaszaTenu. Cnea AocTUrase Ha AHeBHa fo3a OT 40 mg
(12-ceamuuHo nevenune), LDL-C samanaea ¢ 53 %. 33 % OT nauMeHTHTE 1OCTHIraT CTOHHOCTHTE Ha

LDL-C cnopen EAS (<3 mmol/l).

B eaHo oTBOpeHO npoy4BaHe, ¢ GOpCHPAHO TUTPHpAHE HA A03aTa NpH 42 nauHeHTH (BKIIOYHUTENHO
8 neguaTpHyYHH NALHEHTH) C XOMO3HIOTHA GAMHIIHA XHNIEPXONECTEPONEMHUS, Ca OTUECTEHH
peaynaratute oT npueMaHe Ha 20-40 mg Kpectop. B o0iara nonynauua cpeaHOTO NOHWKEHHE Ha

LDL-C e 22 %.

[1py xNHHUYHK M3NHTBAHHUA ¢ OrpaHH4eH Opoii nauuedTH, KpecTop nokasea aguTHBHA €PEKTHBHOCT
NpH HAMAJIABAHE HA TPUITTULEPUAUTE, KOraTo € NpueMaH B KOMOUHalms ¢ heHodpubdpar U yBenuyeHHe
Ha HUBoTO Ha HDL-C B kOMOUHaLMs ¢ HHAaMH (BXK. TOUKA 4.4).

B ¢1HO MYATHLIEHTPOBO, ABOHHO CNAMNO, IU1aLe00-KOHTPOAMPAHO KIMHHYHO NpoyuBaHe
984 naumeHTn Mexay 45 1 70 roAHMHH, C HUCBK PHCK 3a HCXEMHYHA §ONECT Ha c*a.p /
kaTo Framingham puck < 10 % 3a 10 r.) u cbe cpeaen LDL-C 4,0 mmol/l (154,5 1 3 A9 24y
CYOKJIMHUYHA aTePOCKIIEpo3a, YCTAHOBEHA Ype3 U3MepBaHe Ha febenrHaTa Ha Kap( ‘ @ ; #ﬁ‘
meus (Carotid Intima Media Thickness, CIMT), ca panzomuzupanu Ha 40 mg po3 \

M%ﬁ

OHEBHO WK nnanebo 3a 2 rogunu. Po3yBacTaTHH 3HaUMTENHO 3a0aBs nNporpecuaTa
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CIMT Ha BcuukH 12 MecTa Ha KapOTHAHMTE apTEPHH, B CpaBHEHHE ¢ mwauebo -0,0145 mm/roauua
(95 % CI -0,0196, -0,0093; p < 0,0001). IIpomanara. cripAMO U3XOZHUTE CTOWHOCTH 3a rpynara Ha
po3yBacTaTuH, € -0,0014 mm/roauHa (-12 %/roauna (HeCHrHHpHUKaHTHO)), B CpaBHEHME ¢ maedo
rpynata ¢ nporpecus ot H),0131 mm/roauna (1,12/roguna (p < 0,0001)). He e nemoncTpupana
AWPEKTHA B3aHMOBPDB3Ka MEXKAY NOHWKEHHETO HR HHBaTa Ha CIMT u noHwxKeHus puck ot
CbpPAEYHOCHAOBHU ChOUTHSA. [TomynauuaTa B npoyuBaHero METEOR e ¢ HHCBK pHCK OT HexeMHuHa
OONECT HA CHPLUETO ¥ He € NPeICTaBUTE/IHA 3a TapreTHara nomyaauus Ha Kpecrop 40 mg.
JlosupoBkara oT 40 mg Tpabea z1a ce npeanucBa CaMo NPU NMAUMEHTH C TEXKKA XHNEPXONECTEPOICMHA,
C BUCOK CbPACYHOCHAOB PHCK (BXK. TO4Ka 4.2).

[Mpoyupanero JUPITER (the Justification for the Use of Statins in Primary Prevention: An
Intervention Trial Evaluating Rosuvastatin) nzcneaBa egekra Ha Kpectop (posyBacTaTuH Kanuuii)
BBbPXY NOABaTa HA FOJIEMU aTEPOCK/ICPOTUYHH CHPACYHO-CHA0BH ChOMTHA npu 17 802 MEbxke

(> 50 roaunu) ¥ xeHu (= 60 roguHK).

YyacTHHUMTE B MPOYUYBAHETO ca paHaoMu3upaHH Ha rutanebo (n=8 901) unu posysactaTuH 20 mg
BeaHBXK AHeBHO (n=8 901) u ca npocneaeHH 3a cpelieH NMepHoOd OT 2 FTOQHHH.

Konuenpauuurte Ha LDL-xonecTpona ca noHmxkenn ¢ 45 % (p < 0,001) B rpynara Ha po3yBacTaTHH, B
cpaBHeHue ¢ wauebo rpynara.

[pu post-hoc ananu3 Ha BUCOKO-PUCKOBA rpyna oT aMua ¢ 6asuyeH puck no Framingham > 20 %

(1 558 nuua), UMa 3HaA4YMTENHA peIyKUUs B KOMOMHHpaHaTa KpaiHa TOYKa OT CbpACYHO-CHA0BA
CMBPT, HHCYIT U MHOKapaeH uHdapkr (p=0,028) npu neyeHune ¢ po3yBacTaTuH, cnpaMo nnauedo.
AbcomoTHaTa peAyKUMA Ha pycKa B HUBOTO Ha chbuTiATa 32 1 000 nauueHToroauHu ¢ 8,8.
ToTtanHaTa CMBPTHOCT € HEMMPOMEHEHA B Ta3W BUCOKOpUCKOBA rpyna (p=0,193). Ilpu post-hoc ananus
Ha BHCOKOPHCKOBA noarpyna ot auua (9 302 nuua od11o), ¢ U3xoaHa OLieHKa Ha pucka > 5 %
(excTpanosupaH Aa BKMOYHK THLA Hax 65 roguMHH), MMa 3HAYHTENHA peAyKLUMA B KOMOBHYpaHaTa
KpaiiHa TO4YKa OT CbpACHHO-CBHAOBA CMBPT, HHCYAT U MuokapaeH uHgpapkt (p=0,0003) npu neuenuero
C pO3yBacCTaTHH, cripaMo wiaucbo. AGcomoTHara peoOyKuUMs Ha PUCKa B HHBOTO Ha CbOMTHATA € 5,1 3a
1 000 naupeHToroanHu. ToranHaTa CMBPTHOCT € HEMIPOMEHEHA B Ta3H BHCOKO-PHCKOBA Ipyna

(p=0,076).

B npoyusanero JUPITER, 6,6 % ot nuuiara ¢ po3yBacTaTHH U 6,2 % OT siHuara ¢ wiauebo ca
[PeKpaTHIK NpUEMa Ha H3CTICABAHOTO JIEKapCTBO NOpanu HexenaHo cuburtue. Hak-uecture
HEeXXENaHU CHONTHA, KOMTO ¢a JOBENH J0 NpeKpaTaBaHe HA JeueHHeTo ca: Mmuanrug (0,3 %
posysactatuH, 0,2 % nnauebo), kopeMmua 6onka (0,03 % posysactatuH, 0,02 % rmnaue6o) u obpue
(0,02 % posyeacrarun, 0,03 % nnauebo). Hall-uecTuTe HEexenanu CbOUTHA, C HUBO NMO-TOAMO H
paBHO Ha auedo, ca nudeKkurn Ha nukouHuTe meTHLLa (8,7 % posyeacratuh, 8,6 % nnaue6o),
HazotapuHrut (7,6 % posysactatd, 7,2 % nnauebo), bonka B repbda (7,6 % posysacTtaTHH, 6,9 %
rnauedo) n Muanrui (7,6 % posyBacrtatuH, 6,6 % nnauebo).

[leaMaTpu4Ha NOMyIanus
B eaHo aBoRHOCHANO, paHOOMH3HPaHO, MYJITHLUEHTPOBO, I1aLEdO-KOHTpONKpaHo, 12-ceAMHYHO

npoy4Bane (n=176, 97 OT MBXXKH NoN ¥ 79 OT XXEHCKH Noi), nocaeasaHo ot 40-cenMuUYHa, OTKpHTA
¢aza ¢ THTpMpaHe Ha A03aTa Ha po3yBacTaTHH (=173, 96 OT MBbXKKHK NON K 77 OT XKEHCKH Non),
nauueHTH Ha Bb3pact 10 go 17 rogunu (cragmii 11-V no Tanep, MoMuuera noHe | roauHa cnes
Ha4yanoTo Ha MEHCTPYALMATA) C XETEPO3UIOoTHA haMIIHA XUNEPXOAECTEPONEMHU, NOyyaBaT
po3yBacTaTuH 5 mg, 10 mg unu 20 mg, wix nnauebdo, AHEBHO 3a 12 ceaAMULIM, a CNea TOBA BCHYKH
NoJy4araT po3yBacTaTHH AHEBHO 3a 40 ceamuuy. B Havanoto Ha npoyusaHeto npubnusurenyo 30 %
ot nauneHTure ca 10 po 13 roguwunn n npubnusurenro 17 %, 18 %, 40 % u 25 % ca UGB
craguit 11, 111, IV ¥ V no Tanep.

LDL-xonecTepoasT ce noHmxkaea 38,3 %, 44,6 % u 50,0 % ot po3zyBactatvH 5
CbOTBETHO, B cpaBHenHe ¢ 0,7 % 3a niauebo.
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B xpas Ha 40-cenMu4HaTa oTkpHTa ¢asa ¢ THTpUpaHe 10 NPHLIENHA CTOMHOCT, C O3HMpaHe N0
MakcUMyM 20 mg BeaHbxkK aHesHo, 70 ot 173 nauuenTH (40,5 %) ca MOCTHrHANH NPHLETHATA
croitnoct 3a LDL-xonecrepon ot no-Maiko ot 2,8 mmoVl.

Cnen 52 ceAMHLH Ha H3C/IEABaHOTO JICYEHHE HE € YCTAHOBEH HHKAKbB e()eKT BLpXY pacTeka,
ternoro, BMI iy nonoBoTo ch3paBaHe (BX. Touka 4.4). Toa npoyusane (n=176) He €
NpeaHa3HaueHO 3a CPaBHABAHE HA PEAKH HEXKENaHH JIEKapCTBEHH peaKLiHH.

PosyBacTaTiH € NpOyYBaH CbLO B €4HO 2-rOIMIIHO OTKPHTO KIHHHYHO NPOY4BaHe, C THTPHPAHE Ha
no3ara o JKeaaHara fno3a, npy 198 aeua ¢ xerepo3urorHa ¢pamMiiHa XHNEPXOoIECTEPOJICMHA Ha
Bp3pacT 6 no 17 roauuu (88 momuera 1 110 MmoMuueTa, craauii no Tanep < 11-V). Havannara noza
PH BCHYKH NAaLMEHTH € 5 mg po3yBacTaTHH BEHbXK AHEBHO. [IpH nauueHTUTE Ha BH3pacT 6 no

9 roaguHH (n=64) no3ata MoOXKe Aa ce TUTpUpa A0 MakCHMaiHa ao3a [0 mg BeaHBK JHEBHO, a NpH
nauxeHTH Ha Bp3pacT 10 go 17 roaunu (n=134) no makcumManHa a03a 20 mg BEAHbLK JHEBHO.

Caepn 24 Mecela Ha ieYeHHe C pO3yBacTaTHH, LS Ha cpeanus npoueHT Ha HaManenue Ha LDL-C
CPAMO W3XoaHaTa cToiHOCT € -43 % (M3xoaHo HUBO: 236 mg/dl, mecen 24: 133 mg/dl). 3a Bcaka
Bb3pacToBa rpyna, LS Ha cpeanus npouenr Ha Hamanesue Ha LDL-C cnpamo u3xoaHaTa cTolHHOCT € -
43 % (u3xonHo HUBO: 234 mg/dl, mecel 24: 124 mg/dl), -45 % (u3xonno HuBo: 234 mg/dl, nHa

mecen 24: 124 mg/dl), u -35 % (u3xonno HuBo: 241 mg/dl, mecey 24: 153 mg/dl), BbB Bb3pacToBUTE
rpynu 6 no < 10, 10 5o < 14 4 14 po < 18, croTBETHO.

PosyBactatun 5 mg, 10 mg n 20 mg gocTvrar Chill0 CTATUCTHYECKH 3HAUHMH CPEAHH NPOMEHH
CIpAMO H3XOJHO HUBO 3a CIIeJHUTE BTOPHYHHU TMOKA3aTEAH Ha AMNHAWTE U tvnonporeuHuTe:. HDL-C,
TC, ne-HDL-C,LDL-C/HDL-C, TC/HDL-C, TG/HDL-C, ve HDL C/HDL-C, ApoB, ApoB/ApoA-1.
Beaka OT Te3d MPOMEHH € B MOCOKA Ha NoA0OpeH THMHAECH OTIOBOP H CE€ NMOAABPAKA B NPOABLIKEHHE
Ha 2 rOAYHHU.

He ce ycraHoBsiBa edekT BbpXy pactexa, Ternoto, MTM win 1nojioBoTo Cbhb3pABaHe clieq 24 Mecella Ha
neyeHue (BxK. To4YKa 4.4).

PosyBacTaTiH € npoy4eH B paHAOMU3IUPAHO, ABOHHOCIANO, NNauedO-KOHTPOIHPAHO, MHOTOLIEHTPOBO,
KPBCTOCAHO NMpOYYBaHe, ¢ 203a 20 mg BeAHBK AHEBHO, cripamo mnauedo, npu 14 aeua v JoHOWM (Ha
BB3pacT 6 no 17 roanHn) ¢ XoMo3urotHa gaMuiHa xunepxonecreposiemus. [lpoyusanero Briousa
aKTHBHa 4-ce/IMWYHA BCTHNMTENHA a3a Ha AueTa, N0 BpeMe Ha KOATO NALMEHTUTE Ca IEKYBaHH C
po3yBacTaTHH 10 mg, eiHa KpbcTocaHa (a3a, KOATO BKIKOUYBA NMEPHOA OT 6-CEAMMUHO JIeHEHHE C
posyBacTaTvH 20 mg, NpeAlIecTBaHa WIK NOCeBaHa OT 6-CeAMUYHO JieueHHe ¢ naauedo u
noaaspkamara 12-ceaMruHa ¢asa, npe3 KOATO BCHUYKH MALMEHTH Ca JIEKYBaHH ¢ pOo3yBacTaTHH

20 mg. [NaueHTHTE, KOUTO NOCTHNBAT B MPOYYBAHETO Ha TEpanus ¢ e3eTMMUO WK adepesa,
NPOABL/DKABAT JICYEHHETO CH Mpe3 LeNUs NEPHOA Ha MPOyYBaHETO.

Cratuctuueckd curuidukanTio (p=0,005) 1 KnMHHYHO 3Ha4YUMO HamasieHue Ha LDL-C (22,3 %,
85,4 mg/dL unu 2,2 mmol/L) ce vabmonasa cnes 6 ceaMULM Ha JIEYEHHE ¢ po3yBacTaTUH 20 mg, B
cpaBHeHMe ¢ TUanedo npy aeua U I0HOUIM C XOMO3HIOTHa PaMWIIHa XHIIEPXOIECTEPOIEMHUS.
CtaTUcTHUECKH 3SHAYHMH HamaseHus B o0iHs xonecrepod (20,1 %, p=0,003), neHDL-C (22,9 %,
p=0,003) u ApoB (17,1 %, p=0,024), ca HaGnionaBaHM ciel 6 CEAMHLIM HA NIEYEHHE C pO3yBaCTaTHH
20 mg, B cpaBHeHHe ¢ mauedo, npy Aella ¥ IOHOIMN C XOMO3HIOTHA QaMHIHA XMNIEPXOJIECTEPOIEMHAL.
[Tonmwxkasade ¢blilo ce HabmoaaBa Ha Tpurnuuepuaute, cboTtHomenusara LDL-C/HDL-C,

06m C/HDL-C, HeHDL-C/HDL-C u ApoB/ApoA-I caen 6 ceIMMLUK Ha JICHEHHE C PO3YBACTATHH

20 mg, B cpapHeHHe ¢ rauebo, npu aeua U oHown. Hamanenunero va LDL-C cnen 6 ce

PaMKHTE Ha | 2-CeAMHYHO HENPEKHLCHATO NE€YEHHUE MPU Jella U IOHOILH ¢ XOMO3HUIo
XyrepxonecteposeMus. EAWH nauMeHT € HMal MO-HATaThILIHO NOHWKaBaHe Ha L
C (6,7%) u ne-HDL-C (7,4%) cnen 6 ceamuuso neueHue ¢ 40 mg cnen nosuiua

[lo Bpeme Ha pasiiMpeHO OTBOPEHO NpoyYBaHe, NpH 9 OT T€3H nauneHTH Ha 20 mg
He noeeue oT 90 ceamuuy, HamangBaleto Ha LDL-C ce 3ana3ssa B paMkuTe Ha -12, 1
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[Tpu 7-Te oueHABaHHU AcLA K IOHOWH (Ha Bb3pacT 8 1o 17 roanHy) ¢ XoMo3urorHa gamMuiana
XHUNEPXOJIECTEPONIEMHA, OT OTBOPEHOTO TIPOY4BaHE C (JOPCHPAHO THTPHpaHe (BX. No-rope),
npoueHTHOTO NoHwkeHue Ha LDL-C (21,0 %), obw C (19,2 % ) u HeHDL-C (21,0 %) ot usxoaHoto
HHMBO, cnen 6 ceAMHULM Ha JeyeHHe ¢ po3yBacTaTdH 20 mg, e B CbOTBETCTBHE C Te3H, HAD/IOJaBaHU B
OCOYEHOTO NO-rope NPOoYyUYBaHe MpH JAela H IOHOUM ¢ XOMO3UIOoTHA haMuTHa
XUIIEPXONECTEPOSIEMMA.,

EBponeiickaTa areHUMs 10 IEKapcTBaTa OCBOOOXKAaBa OT 3aAb/DKEHHETO 3a FIPEJOCTaBAHE Ha
PE3YITATHTE OT NPOYYBAHUATA C PO3YBACTATHH MPU BCHYKH MMOATPYIH OT ICAHATPHYHATA MOITYIaLIHA
3a JleYeHHE Ha XOMO3HWroTHa (PaMHITHA XHITEPXOIECTEPOIEMHA, MbPBHYHO KOMOHHMpaHa (CMeceHa)
OUCIUITUIEMHA U 33 NpoPHIAKTHKA HA ChPJE4YHO-CHIOBUTE CHOHTHA (BXK. TOUKA 4.2 3a uHopMaLus

OTHOCHO yrnoTpeda B NEAHATPHATA).

5.2 PapMAKOKHAETHYHH CBOHCTBA
Abcopbups

MaxcuManHy na3MeHN HUBa ce JIOCTUraT 5 yaca cnef nepopaiHo npuemane. AbconroTHaTa
OnoHanuyHocT € npudansurentHo 20 %.

Pa3npeneneHue
P0O3yBacTaTHH C€ NOEMa OCHOBHO OT YepHUR Xpob, KOHTO € OCHOBHOTO MACTO HA CHHTE3HpaHe Ha

xonecrepona u ornensHe Ha LDL-C. O6embT Ha pa3npenencHne Ha po3yBacTaTUH € NPUOAHIHTETHO
134 1. Po3yBacTaTdH € CEbP3aH ¢ MIa3MEHHTE NPOTEHHU, NIPEAUMHO A10YMHHA, NPHOIH3UTENHO B
90 %.

buoTrpancdopmaus

MeTabonu3MbT Ha po3yBacTaTHH € orpanuueH (okono 10 %). In vitro npoyuBanns Ha metabonuama ¢
M3M0/138aHe Ha YOBEUIKHM XEMATOLMTH NOKAa38arT, ye po3yBacTaTHH € ciadb cybcerpar 3a uuroxpom P450
obycnoBenua Metabonn3bM. CYP2C9 € 0CHOBHUAT H30€H3MM, KOHTO y4acTBa B MeTaboNnH3Ma Ha
posyBacraTtH, a 2C19, 3A4 u 2D6 yyacTtBar B no-Manika crened. OcHopHuTe MeTaboauTH ca N-
necMeTun K JakToH. N-gecMeTun € okosio 30 % no-Maiko aKkTuBeH, B CPABHEHUE C PO3YBACTATHH,
JIOKAaTO JIAKTOH ¢€ CHUMTA 32 KJIMHUYHO HeakTUuBeH. Po3yBacTaTuH onpegens nopede ot 90 % or
aKTHBHOCTTA Ha uMpKyaupaius HMG-CoA uHxubutop Ha peayKrasara.

EnuMUHUpaHe
[pubausurenno 90 % ot po3yBacTaTHH C€ €TMMUHHPA KaTO HENPOMEHEHO JIEKapCTBO C (peKanuuTe

(abcopbupaHo 1 HeabcopOdHpaHO NEKaPCTBEHO BEILECTBO), KaTO OCTAHANATa YacT CE€ EKCKPETHpA C
ypuHarta. Qkono 5 % ce eKCKpeTHpa HENPOMEHEH B YpyHaTa. [Ina3MeHHAT Mooy XKUBOT € OKOJO

19 yaca. ITnasMeHMAT NOAYKHUBOT HE CE YBEINYABRA ¢ YBEIMYaBaHE Ha f03aTa. CpeAHHAT IU1a3MEH
KIHPBHC € npubnusutento 50 nurpa Ha yac (koeduuueHT Ha BapuabunHocr 21,7 %). Kakto npu
APYFH UHXHOMTOPH Ha peXyKTasaTa, 4EpHOAPOOHOTO NoemMate Ha PO3yBaCTATHH BKIIIOYBA
memMOpannus npesocures OATP-C. To3u npeHocHTEeR € BaXEH 3a YepHOAPOOHOTO ENUMUHHMPAHE HA
pO3YBACTATHH.

JInHeHHOCT/HENUHEHHOCT
CucreMHaTa €KCNO3MIIMS Ha pO3yBacTaTHH C€ YBE/AWYARA MPONOPLUKOHAJIHO HA MPHEMaHATa J03a.
Hsama npoMsHa 868 GPapMaKOKHHETHYHHUTE NapaMETPH NPH MHOTOKPATHO J03WPAaHE.

Cneyupuunu nonyarayuu

Bb3pacT U noJ
Br3pactra wian nonsT HAMAT KIMHHYHO 3Ha4YUM €(EKT BbpXY (GapMaKOKHHETH
NpH Bb3pacTHU. EKCNO3UIIMATA NPH A€Lia U IOHOIIH C XETEPO3NTroTHa (haMuiIH
XHNEPXOACCTEPONEMHUS M3MIEKAA CPABHUMA WM NO-HUCKA OT Ta3H NpH Bb3pa
AHCIUMHOEMHA (BXK. . JleawaTpuiHa nonynauus’ 10-40ay).
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Paca

dapMaKOKHHETHYHHTE NPOYYBAHHUA NMOKA3BAT, Y€ NP HHAMBMM OT a3HATCKATA paca (ANOHLH,
KHTaiLM, PHUNIMNMHIKM, BACTHAMLUHK K KOpehuu) ce HaluioaaBa ABYKpaTHO NOBHILABAHE B CPELHATA
AUC ¥ Chax, OTKONKOTO NPH MHAMBHAM OT KaBKa3kara paca. [1pyu uHAMALM € Hanvie NOBULIABaHE Ha
AUC M Cpax 1,3 nbTi. He e H3BeCTHO KakBO € 3Ha4EeHUETO Ha (PaKTOpHTE HA OKOJIHATA Cpelia U Ha
reHeTHYHHUTE (PaKkTOpH 3a NMoABaTa Ha Te3M pasauku. EauH nonynaunoHeH GpapMakOKHHETHYEH aHAITH3
NOKa3Ba, 4e MEeXIY HHAMBHAMTE OT KABKA3KaTa U OT YEPHATA paca HAMA KIIMHHYHO 3HAYUMHY

pazIHYHA.

bu6peyHa HEAOCTATHYHOCT

B eaHo npoy4BaHe Ha nyla ¢ pasfiiyHa cTreneH Ha 6B0peuHo yBpexKaaHe, IEKOTO 0 YMEPEHO
6p0peuHo 3a00/5BaKe HE € MOBNUAIO TUIA3MEHUTE KOHLIEHTPALIMYK Ha pO3YyBacTaTHH WM HA HETOBUA
N-necmernn Metabonur. Jluna ¢ Texko yepexkaaHe, obave (kpeaTHHUHOB KIHpBHC < 30 mi/min), ca
MMaJi TPUKPATHO YBEJIMUYCHHKE Ha IJIa3MEHATa KOHLICHTPALUA, B CPABHEHHE ChC 3ApaBH A0OpOBOILM
M JAEBET IMBTH NO-BUCOKA KOHUEHTpaLua Ha N-gecMeTun MetabonuTta. PaBHOBECHHTE T/1a3MEHH
KOHLIEHTpA[lMH HA PO3YBacTaTHH NP MaLMEHTH Ha XeMOIuasnu3a ca npubnusutento 50 % no-sucoxu,
B CPABHEHHE CbC 3ApaBH N0OPOBOJILIY.

YepHoapoOHa HEAOCTATHLYHOCT

B eqHo npoyyYBaHe Ha JIMLA ¢ pasjiHiHa CTENEH Ha YepHOJpOOHO yBpexIaHe, He ca NONYYEHH JaHHU
3a MTOBHILIEHA €KCIIO3ULIMA Ha PO3YBACTATHH, NpH naLueHTH ¢ peayarar no Child-Pugh 7 unu no-
HucsK. [Ipu ABaMa nauueHTH ¢ Texko YepHoapobHo yBpexaane (pesyntar no Child-Pugh 8 u 9),
CUCTEMHATA €KCMO3HIIHA € Oua yBeMveHa Hali-MaKo /1Ba MbTH, B CPABHEHHE C JIMIA C NTO-HHUCHK
pesynrat no Child-Pugh. Hama nansu 3a naupenTu ¢ pesyarar no Child-Pugh nanx 9.

[eHeTHyeH NOJIHUMOPPHUIBM

IincnosuuuaTa Ha HMG-CoA penykrazHuTe HHXHOUTOPH, BKIKOUMTENHO pO3YBaCTaTHH, BKIIOYBA
tpaHcnoptrepHuTe poreuHn OATP1B1 u BCRP, koaupanu ot SLCOIB1 ren (OATP1B1) u ABCG2
red (BCRP). Hakom sapuanT Ha Te3u redu, kato SLCOI1IB1 ¢.521CC u ABCG2 ¢.421AA, ca
CBBp3aHHU ¢ NpUONU3UTENHO 1,6 NbTH No-Byucoka excnosuuua (AUC) Ha posyBacTaTuH WM 2,4 NbTH
NO-BHCOKA €KCIO3MLMA, CHOTBETHO, B cpaBHeHHE ¢ reHotunosere SLCOIB1 ¢.521TT wiu ABCG2
c.421CC. I1lp1 nauMeHTH, 32 KOUTO € U3BECTHO, 4e UMaT TakuBa reHoTinose (SLCO1B1 ¢.521CC unu
ABCG?2 ¢.421AA), ce npenopbuBa no-Hucka qHeBHa Ao3a Kpecrop.

IeauarpuiHa NOMYJIALHA
JIBe hapMaKOKMHETHYHH NPOYYBAaHHA ¢ PO3YBACTATHH (MpUnarad noj ¢opmMara Ha TablieTKH), HpH

NeAHATPHYHYH NMALKMEHTH C XEeTEPO3HroTHa (aMHIIHA XHNEPXOoaecTepoieMus Ha Be3pacT 10 xo 17 win
6 10 17 roanHu (o6wo 214 nauueHTH) NOKAa3BAT, Y€ SKCIO3HUMATA MPH MEAHATPUHYHHTE NALMEHTH
M3TJIEXKAa CPAaBHMMA WM MO-HUCKA OT Ta3u NpH BL3PACTHUTE NaupeHTH. EXcriosnumnsaTa Ha
pO3YBACTATHH ¢ Ouila npeIBHAMMA 1O OTHOLIEHUE Ha 103aTa U BPEMETO B [TIPOAL/DKEHHE Ha 2-
roJMIIEH MEPUOA.

5.3 IlpeAKNHEHAYHH JaHHH 3a 6e3onacHOCT

IlpeAKIHHKUYHHATE JAHHH HE Ca MOKAa3aJik CNEUMAaNeH PUCK NIPH XOpa, Bb3 OCHOBA Ha CTAHAPTHHTE
NpoyuBaHus 3a 0e30M1acCHOCT BbPXY OCHOBHHTE CHCTEMH, NT€HOTOKCHHHOCT, KAHLIEPOTEHEH MOTEHLHA.
He ca nporexxaann cneuupuunm nicneasaHus, oueHspaniu epekture Bbpxy hERG. Hexenanure
peaki¥H, KOUTO He ca HabmoaaBaHH B KIIHHHYHM TIPOYYBaHHA, HO ca HaOnioapaHU NPH >XMBOTHH,
MpH HYUBA HA EKCNO3ULIHS OJTM3KH A0 KIMHUYHUTE, Ca CICAHUTE. B H3NUTBAHUA 32 TOKCHYHOCT ClI€]
MHOTOKPATHO MPHIOKEHKHE ce HAOMI0AABAT XUCTONATONMONMYHH YEPHOAPOOHH H3IMEHEHHS,
BCJIEACTBHE HA (PapMaKOJOrHYHOTO AeHCTBUE HA PO3YBACTATHH NPH MULIKH, ILTbXOBEA
CTENEH B XIBYHHA MEXYP NPU KyueTa, HO He U NpH MaiiMyHH. B gombiHenue, ce

7 s Hunan
/,

TOKCHYHOCT 10 OTHOLIICHHUE HA TECTUCHTE NP MaMYHH U KydeTa IIPH No-BUCOK]
PenpoiyKTHUBHA TOKCHYHOCT TIPH TUTBXOBE, 38 KOATO CE Ch/H MO HAMANCHHUTE I'fY &1 :
NPEXKUBAEMOCT HA MAJIKHMTE, c€ Ha0nioapa NpU MaTEPHOTOKCHYHH 03U HA CH g
HSKOJIKO MbTH HaJ, HUBOTO Ha TepaneBTHYHA €KCIIO3ULIMA. T-E;
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6. ®APMAIIEBTHYHHA JAHHA

6.1 CnHcBhbK HA TOMOILHHTE BelllecTsa

CobpuesHHa Ha TabneTKara
JlakT03a MOHOXHApAT
MHUKpPOKpPHCTANTHA LEMYyNI03a
Kaniues gocoar
KpocnoBHaoH

MarHesues creapat

O6auBKa Ha Tabnerkata
JlakT03a MOHOXHApAT
Xunpomenosa

TpraueTvH

Turasor auokcun (E 171)
Keneszen okcua, xbat (E 172)

6.2 HecLBMECTHMOCTH

He € npunoxuMo.

6.3 Cpox na rognocr

3 roanHm.

6.4 Cnennajny YOIOBHSA HA ChXPaHEeHHE

bnucrepuu onakosku: [la ce cwxpansasat noa 30°C. Cexpanssaiite B OpHIrMHANIHATA OMAKOBKA.
6.5 BHA R chABPAKAHAE HA ONAKOBKATA

BivcTepHH ONAaKOBKH OT ATYMHHHEB JJaMUHaT/anyMuBKeBo donno no 28 tabnerku.

He BcH4ku BHAOBE OMAaKOBKH MoraT Aa Obaat mycHaTH Ha nasapa.

6.6 CneunnanHu NpeINa3HA MEPKH NPH H3XBbLPJ/IAHE H padoTa

Hama cneupanHy ykasaHMs.

7. IMMPUTEXATEJ HA PAZPEIHIEHUETO 3A YIIOTPEBA
Griinenthal GmbH

Zieglerstralle 6
52078 Aachen

['epManus

8. HOMEP(A) HA PAZPEHIEHUETO 3A YHOTPEBA

20090346

9. JTATA HA ITBPBO PASPEINIABAHE/TIOTHOBABAHE HA PA3
YIIOTPEDBA
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Ilata Ha mbpeo paspewmasane: 30 onu 2009 r.
Iara Ha nocneaHo noaHoesaBaHe: 04 ¢peBpyapu 2014 r.

10, JATA HA AKTYAJIM3UPAHE HA TEKCTA

04/2025
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