N3NLAHATENNA ATEHLIMS N0 NEKAPCTBATA

Kpamua XapasnepuomuKka na Npogyxma - [Ipusoxerive 1

1. HUME HA JIEKAPCTBEHHA ITPOAYKT

Kpectop 10 mg punMupaHu TabneTku
Crestor 10 mg film-coated tablets

2. KAYECTBEH H KO/IMYECTBEH CHCTAB

Bcaka Tabnerka coabpika 10 mg posyBacrarvH (rosuvastatin Karo po3yBacTaTUH Kanuui, Bedka
tabnerka cpabppPka 91,3 mg 1aKkT03a MOHOXU/IpAT.

3a MBJIHKMA CNHUCHK HA MOMOLLHATE BELIECTBA BOKTE TOUKA 6.1.

3. JEKAPCTBEHA ®OPMA

OunmurpaHa Tabnerka.
Kpsraa, ouseTeHa B po30Bo Tabnerka ¢be 3HakK ,,ZD4522” n ,,10” o1 enHata cTpaHa W HEMapKHpaHa

OTKBM obparTHarTa.

4. KJHMHHAYHHA FAHHH
4.1 TepaneBTHUHH NOKA3AHHS

JleueHHe Ha XUNEPXONECTEPOIEMHUA
Bb3pacTHH, IOHOLIM H A€LA Ha WIH Haj 6-rogHiliHa Bb3pacT ¢ MbPBHYHA XHIIEPXONECTEPOIEMHUA

(tun lla BKMOYKUTENHO XETEPO3UIOoTHA (PaMIJIHA XMIIEPXOJIECTEPOJIEMHA) WITH CMECEHa
aucnunuaemus (tun 11b) kato nobaBka KbM AHeETaTa, KOraTo pe3yaTaThbT OT JUETATA H APYTH
HegapMaKOJIOrHYHA MEPKH (Hanp. GU3HYECKH YIIPAXKHEHHA, HAMaJIABAHE HA TETJIOTO) HE €

34 A0OBCJINTCIICH.

Br3pacTHy, IOHOIIM K IeLia HA UK Haj 6-roKIIHA BB3PACcT ¢ XOMO3UIOTHA (paMHITHA
XUAEPXONECTEPOAEMHA KaTo J00aBKa KbM AUETATa, KAKTO H ¢ APYTr0 AMNUAOCTIOHWKABAIIO 1CUCHHE
(vanp. LDL adepe3a) WK KoraTo TOBa J€HEHHE HE € MOAXOAMIO.

[IpeBeH1LMA HA CHPACYHO-CBAOBH CHOMTHA
[IpenorBparaBaHe Ha rOICMH CHPACYHO-CHAOBH CLOHTHA MPH NaLMEHTH, OLICHEHH C BHCOK PHCK 33

TEPBO CBPACYHO-CHIOBO ChOMTHE (BXK. TOUKa 5.1), KaTO JONBIHEHUE KbM KOPUTHPAHETO HA APYTH
PUCKOBH (paKkTOpH.

4.2. Jo3WpoBKA H HAYHAH HA NPRJIOKEHHE
[1pean 3anouBaHe Ha TepanuaTa, NAUMCHTLT TpAOBa Aa ObAe NOCTABEH HA CTAHAPTHA JHETA 34

NOHWKAaBaHEe HHBOTO Ha XOJNIECTEPONIA, KOATO Ja APORB/DKM M N0 BpeME Ha neycHueTo. U36opnT Ha
NO3UPOBKA C€ ONpeaens OT UHAWBHUAYANTHHTE TEPANICBTUYHH LIENH, KOUTO CE OMPERAENAT OT

er(:'rop MOXKC a CC IIPHUCMA 110 BCAKO BPCMC Ha JACHA, ChC HITH be3 XpaHa.

JleyeHHE Ha XHUOECPXOAECTEPOICMHSA

[IpenopwruyBaHaTa HavanHa fo03a € 5 Wik 10 mg BeAHBK AHEBHO, KaKTO Npy ng
NpUeMali¥ CTAaTUHH, Taka U NpH NpeMuHaBaHe ot Apyr uHxuburop Ha HMG-()c VRS AT
H360pbT Ha HAYATTHATA 7033 OT MEAHKAMEHTA 3aBHCH OT HUBOTO HAa CEPYMHHUAXERCETEND! 'L'gé i
CbPAEYHO-CHAOB PHCK U PHCKA OT MOABA HA HEXEJIAHU PEaKLMM KbM JICUEHHETC ﬁ.m o
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HeOOX0UMOCT, A103aTa MOXKE Aa C€ KOPUIHpa, KAaTO CE€ NPEMHHE Ha CNEABALIOTO JO30BO HHBO Clie

4 cenmuuM (BXK. Touka 5.1). B ¢paBHEHHE ¢ NO-HUCKHTE AO3H H TIPEABH/ NOBUIICHATA YECTOTA Ha
cbo0IaBaHe Ha HEXCEIAHN PEaKLMKU NpH Ao3a oT 40 mg, B CpaBHEHHE C NMO-HUCKHUTE J03M (BXK.

To4ka 4.8), nocneaHo THTpHpaHe N0 MaKCHMasiHaTa a03a ot 40 mg Tpabsa fa ce npeanpueMa camo
MPH NALKHEHTH C TEKKA XHIMEPXOJIECTEPOIEMHS ¢ BUCOK ChPACUHOCHAOR PUCK (0COOEHO TE3H C
daMHIIHA XHNIEPXONECTEPONIEMUSA), KOUTO HE JOCTHIraT )KEJJAHOTO HUBO Ha XONECTEPOII NPH JIEUCHUE C
20 mg ¥ nNpyU KOHTO LIEe CE NMPaBH PYTHHHO NMPOCICAABAHE B X04a Ha TEYEHHETO (BXK. TouKa 4.4). llpn
3anousaHe Ha JevyeHHue ¢ 40 mg ce npenopbusa NOCTOAHHO HAOMOACHHUE HA MALMEHTA OT CIIELHAJIMCT.

IIpeBeH Ha CbpACUHO-CHAOBH CHOUTHS
B nmpoyuBaHeTo 3a NOHWKABAHE HA PUCKA OT ChPACYHO-CbAOBU ChOUTHA € W3no3BaHa 103a ot 20 mg

(BX. TOuka 3.1).

Heouampuuna nonyrayun
Ynorpebara npu Acua TpadBa A2 ce NpoBexkAa CaMO OT CNIELIHAIMCTH.

Jeua 1 roHOLM Ha Bb3pacT 6 1o 17 roauny (ctaguid < 11-V no Taxep)

XeTepo3nroTHa GaMHIHA XHNIEPXONECTEPOAEMUSA

[Ipy oeua M IOHOLIH € XETepOo3UroTHa paMuiHa XUNEPXOAECTEPONEMHA OOHYalHaTa HaYalHa 1034 €

5 mg AHEBHO.

e [Ipu neua Ha Bb3pacT 6 A0 9 roAWHH € XeTEPO3UIroTHA PaMHIIHA XHIIEPXONCCTEPONEMHUS
obHyalHUAT 10308 AMana3oH € 5-10 mg nepopanHo BEAHBX JHEBHO. bezonacHocTTa H
epHKacHOCTTA Ha A034 NO-BUCOKH OT 10 mg He ca Npoy4YBaHHU MpPH Ta3d NMOMynaLu4.

e [lIpu aena Ha Bb3pacT 10 1o 17 roaguHu ¢ XeTEPO3UroTHa PaMIIIHA XHIIEPXOIECTEPOSICMUA
oOMualiHUAT NO30B AUana3oH € 5-20 mg nepopanHo BEAHbXK AHEBHO. besonacHocTTa H
eUKACHOCTTA Ha 103K MO-BUCOKH OT 20 mg He ca NPOYUYBAHH NPH Ta3H NOMyNalLMA.

TurpupaHero TpaOBa Aa ce MpoBeKJa CbINIACHO HHAWBUAYAIHWA OTrOBOP H MOHOCHMMOCT Ha
neAHaTPUYHHTE NALMEHTH, KAKTO Ce NPenopbyBa B NPENOPHKUTE 3a JieueHHE Ha Jena (BXK. Touka 4.4).
Heuara ¢ rOHOLIKTE TpAOBA Aa ce MOJIOKAT Ha CTaHAAPTHA XOJIECTEPONIO-NIOHHWKABALLA IHeTa Npeau
[a C€ 3anovHe JICUEHHE C pO3yBacTaTHH; AWeTara TpAOBa [1a ce MPOABLIKM MO BpeME Ha JIEYEHHETO ¢
PO3YBACTATHH.

XOMO3HMroTHa GaMHJIHA XHIEPXOIECTEPOJIEMHA

[Ipn acua Ha BB3pacT 6 10 |7 roOAMHHU C XOMO3UTOTHA PaMHIIHA XMNIEPXONIECTEPOJIEMUS,
npenopryuMTeNHaTa Ao3a € 20 mg BeAHbXK QHEBHO. MMa orpaHHyueH ONHT ¢ A03H Pa3iiMuHH oT 20 mg
NpH Ta3ud NOMyJIaLUs.

TaGnerkara ot 40 mg He e noaxoasiia 3a ynorpeda npH NeAHATPHYHH NALMEHTH.

[lenia mo-Manky ot 6 roaIuHU
be3zonacHocTTa M eduKacHOCTTA HA ynioTpebara nNpu Jeua No MAJIKH OT 6 rOAHHM HE Ca MPOYy4uBaHH.
CnenoBaTtenHo, Kpectop He ce npenopbyBa 3a yrorpeba npu geua no-Majiky oT 6 roJuHH.

YnoTpeOa npy NaUMEHTH B CTApUYECKa Bb3pacT
[IpenopbuBaHaTa MbpBOHaYaIHa 032 NPH NaLueHTH Haa 70-roauiliHa BL3PACT € 5 mg (BXK.

TouKa 4.4). Jlpyro KOpurupaHe Ha JO3HPOBKaTa B 3aBUCHMOCT OT Bb3pacTTa HE € HEoOX0auMo.

Ho3upaHe npu naluneHTH ¢ 6L0peuHa HeOCTATHhYHOCT
[Tpu naumneHTH € N€KO 30 yMepeHo 6bOpeuHo yBpexaaHe ce npunarat obuyaiinure gosu. [pu
NailMeHTH ¢ yMepeHo ObOpedHO yBpeXKaaHe NpenopbYBaHaTa MbPBOHAYANIHA 1033 € 5 mg
(KpeaTHHHHOB KIHpBHC oA 60 ml/min). o3uposkara ot 40 mg e NpOTUBONOKA3aHS
yMepeHo 0B0pedHo yBpexaaHe. [Ipy naumeHTH ¢ Texko 6p0peuHo yBpexaaHe
KpecTop e npoTHBONoOKa3aHa (Bx. TOUKHU 4.3 1 5.2).

Jo3vMpaHe Npy NALMEHTH ¢ YEPHOAPOOHO YBPEKAAHE
He ¢ HabnionaBaHa noBUIIICHA CHCTEMHA €KCNIO3UIIHA Ha PO3YBACTATHH MPH Nall




nauMeHTH ¢ ouieHKa no ckanara Ha Child-Pugh 8 u 9 (Bx. Touka 5.2). [1pu Te3n nauuentu Tps6Ba na
ce npeanpreMe oueHka Ha Obbpeunara QyHKLMa (BX. Touka 4.4). HaMa naHHM 3a mauMeHTH C OLEHKA
no ckanata Ha Child-Pugh Haa 9. KpecTop € npoTHBONOKa3aH NMpH NaLUEHTH C AKTUBHO YEPHOAPOOHO
yBpexIaaHe (BXK. Touka 4.3).

Paca
[1py malHEHTH OT a3HaTCKaTa paca ce HabnoNaBa MOBHILIEHA CHCTEMHA SKCNO3HLM HA MeJMKaMeHTa

(BX. Touku 4.3, 4.4 u 5.2). IlpenopbuBanara nspBOHaYaIHA A03a NPH NMALHUEHTH OT a3HATCKH
npousxond € 5 mg. [lpy Te3u nNaUKeHTH € NpOTMBONOKA3aHO NPUAOXKEHHWE Ha a03a oT 40 mg.

['eHeTHYEH NOAUMOPGHUIHLM
Mokazano ¢, ye reHotunoBete SLCO1B1 (OATPIB1) ¢c.521CC u ABCG2 (BCRP)c.421AA ca

CBBP3aHM C NOBUIIABAHE HA EKCMO3ULMATA HA PO3YBACTATHH. 3a MAaLMEHTHUTE, 32 KOUTO € H3BECTHO, Y€
umMat redotHn ¢.521CC wan c.421 AA, ce npenophyBa NMNOJOBHHATA OT 0OM4aiHaTa NMpenopbUUTEIIHA
[03a H MaKCHMaJTHAa €IHOKpaTHa AHeBHa no3a oT 20 mg Kpectop (BXx. Touxku 4.4, 4.5 u 5.2).

Jo3upaHe npy NaLMEHTH, NpeApasNnoNOXEHH KbM PasBUTHE HA MHOTIATUS
ITpu naiEeHTH ¢ Npeapa3noiaraiiy ¢akTopy 3a pa3BUTHTE HA MHONATHA NPENOPbLUYBAHATE HAYATHA

n03a e 5 mg (BX. To4ka 4.4).

[Tpy HAKOM OT TE3H NMAUMEHTH € MPOTHBOIIOKA3aHO NMPHIOXKEHUETO Ha 103a oT 40 mg (BX. TouKa 4.3).

CHIObTCTRAILA TEpanus
Po3sysacTatuH € cybcrpar Ha pasnuyHH TpaHcenopTepHH nporenHH (Hanp. OATPIBI1 u BCRP).

PuckbT o1 MHMOnaTHs (BKIIOYMTENHO padAOMHONIN3A) ce NoBHLlaBa, Korato Kpecrop ce npunara
eIHOBPEMEHHO ¢ OTIPeAENICHU NeKAPCTBEHU NPOAYKTH, KOWTO MOraT Ja NMOBUILAT Nia3MeHaTa
KOHLIEHTpALIMA HA pO3YBAaCTaTHH, NOPAAH B3aMMOIEHCTBHE C TE3H TPAHCIIOPTEPHH NMPOTEHHH (Hanp.
LIHKJTOCTIOPHH K HAKOH NMPOTEa3HH HHXHOMTOPH, BKIKOUUTENHO KOMOHHALIMM HA PUTOHABHP C
aTa3aHaBHp, JJONHMHABUP WWIH THIIPAHABHD; BX. TOYKU 4.4 1 4.5). Ha npeanuceauiure nexkapu ce
npenopLYBa Aa B3EMAT NPEABU CHOTBETHATA JIEKApCTBEHA UHOpMaLMA, KOraTo 0OMHUCHAT
npujiaraHe Ha Takuea NpoAykTH 3aeaHo ¢ Kpectop. Korato e B3MoxHO, TpabBa na ce MMaT npeasua
aNTEPHATHBHH JIEKAPCTBA M, aKO € HeoOXOIHMO, a Ce HMA NpeABU/ BPEMEHHO MPEKLCBaHE Ha
TepanuaTa ¢ Kpectop. B curyaimn, korato €JHOBpEMEHHOTO NPUTOKEHHE HA TE3H JIEKAPCTBEHH
npoayxTu ¢ Kpectop € HeuzbexHo, nonsaTa U pucka OT ChITBTCTBALLIATA TEPANUA U KOPEKLMU Ha
nozara Ha Kpecrop TpabBa BHUMATENHO Aa ce 0OMHUCNAT (BXK. TO4Ka 4.5).

4.3 IIpoTHBONOKA3IAHHS

¢ [lpu nauMeHTH CbC CBPBXYYBCTBUTEIHOCT KbM PO3YBACTATHH WIH HAKOE OT MOMOLUIHHTE
BELLECTRA.

e [lIpH nauueHTH ¢ AKTUBHO YepHOAPOOHO 3abonsaBaHe, BKIIIOUMTENHO HEYTOYHEHO,
NPOABDKUTEIHO MOKAYBAHE HA CEPYMHUTE TPAaHCAMMHA3U U BCAKO NOKAYBAHE HA CEPYMHUTE

TpaHCaMKHA3M TPU ITbTH HAJ rOpHATa rpaHMLIA Ha HOpMaTa.
¢ [Ipu naumneHTu ¢ TEXKO 6BOpEUHO yBpexkAaHe (KpeaTHHHHOB KIUpBHE < 30 mi/min).
[Ipy nauHeHTH ¢ MHOTIATHAI.
o [Ipu naumeHTH, NpHEMALLN €AHOBPEMEHHO COPOCOYBHp/BENNATACBHP/BOKCHIATIPEBUD (BXK.
TOUKa 4.5)
¢ [Ipu nauueHTH, NPHEMAILH €AHOBPEMEHHO LIMKJIOCTIOPHH.
[To Bpeme Ha OPEMEHHOCT, KEPMEHE H NMPH KEHH B JCTEPOAHA Bb3PacT, KOWTO HE U3NOM3BAT
NOAXOAALIM KOHTPAUSNTTHBHY MEPKH.

HozaTta oT 40 mg e npoTHRONMOKa3aHa NPH NAUMEHTH C npeapasnonaraiy gakr
muonatua/pabaoMuonnsa. Takuea ¢akTopH ca:

e YMepeHO no cTeneH OuOpeyHo yBpeXxaaHe (KpeaTHHHMHOB KITHpBHC nop 60
¢  XHMNOTHPCOHAUIBM.
¢ JluyHa unu paMHIIHA aHAMHE3a 33 HACNIEACTBEHU MYCKYJIHH 3a001sABaHHA.
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e AHaMHe3a 3a N0ABa Ha MYCKYJHO YBPEXAaHe 10 BpEME Ha JICHEHHE C ApYT MEAHKAMEHT OT
rpynara Ha MHXHOUTOPHTE Ha XHAPOKCH-METHI-TJTyTapHII-KOEH3HM A pelyKTasata uiu ¢ ¢pubpar.

3noynotpeda ¢ aNKoXoJ.
CBCTOHHA, NPH KOUTO MOXE [1a CE MOBHILIH IUT1a3MEHOTO HHBO HA MEIHKAMEHTA.
JIvna ot a3MaTcKara paca.

CuobTCTBALLO NIeueHHe ¢ Pubpaty.
(Bx. Touku 4.4, 4.5 u 5.2).

4.4 CnenuaiHR npeaynpexIeHHs H NPeINa3HH MEPKH NpH ynoTpeda

bvbpeyu

[lpH nauMeHTH, NeKyBaHH ¢ No-eUcokH A0o3u Kpectop, no-koHkpeTHo 40 mg, € HabmoaasaHa
MPOTEHHYPHS, KOSATO € YCTARHOBEHA NPH U3CJIEBAHE ¢ TECT-JIEHTH, C NPEAUMHO TYOYJIEH MPOH3XOA H B
NOBEYETO CJIYHaH C MPEXOAEH WIH HHTEPMUTEHTEH XapakTep. He e nokazaHo npoTeMHYpHATa Ja
npeAlIecTBa OCTPO WK nmporpecHBHo 6b6peuHo 3abonsapade (BX. Touka 4.8). JloknaasaHara yecrora
Ha CepUO3HH OL0peyHH YBpe Iy NpH NOCTMAaPKETHHIOBATa YIOTpeOa ¢ No-BHCOKA NPH TO3HPOBKA OT
40 mg. Ouexka Ha 6bOpeynaTa GyHKIMA TpAOBa Aa ce HANPABH MO BPEME Ha PYTHHHO NpOC/eAsBaHe
NpH NaillieHTH, 00u4aiHo nexyBanx ¢ 40 mg.

Cxenremua myckyramypa

EdexTy BppXy cKeNeTHATa MycKyaTypa (MHAIFHA, MHOTIATHE U NO-pALKo pabaomMuonusa) ca
chOOmaBaHHM IPH NMPHUIOKEHHWE HA BCHYKH JO30BH PEKUMH, ocobeHo npx A034 Han 20 mg. MHoro
peAKK CiyyaH Ha pabAOMHONMM3A ca JOKJIaABaHu NPH HU3NON3BAHETO HA €3¢TUMKO B KOMOMHALMA ¢
HMG-CoA peaykrasHu HHxuOuTopu. He Moxe na 6bae u3kmoueHo GpapMakoaMHaMH4HO
g3auMogeiicTBre (BX. Touka 4.5) U € HeobX0AMMO BHAMAaHUWE NTPH KOMOMHHUPAHOTO UM HU3MOJI3BaHE.

Kakro npn apyrure HMG-CoA penykTazHu HHXHOMTOPH, AOK/IaABAHATA YECTOTa Ha pabaomMHuonnsa,
aconmupana ¢ Kpectop npu noctMapkeTHHrorara ynorpea, € no-sMcoka npH A03HpoBKa ot 40 mg,

Himepaane na kpeamuHnxunasama
KpearnnkuHasata (CK) He TpsabBa na ce v3Meppa ciejl YCHWIEHH YNPAXKHCHHS WIH NPH HATHYHETO Ha
APYT IPHYMHHTEN Ha yBenHYeHHe Ha CK, KoeTo MoJKe [a 3aTPyAHH ThAKYBAHETO Ha pesynaTarta. AKo

HHBOTO Ha CK € 3HauYMTEHO MOBHILEHO NPH H3XOAHO HUBO (> 5 IMBTH rOpHaTa ACIYCTHMA IrPaHHLR),
TECT 32 NOTBBLPXKAABAHE HA pe3yaTara TpaOBa fja ObAc HampaBeH B paMKHTE Ha 5—7 JHH. AKO
MOBTOPHOTO H3C/IE€BaHE NOTBBEPAMN H3X0AHO HUBO HAa CK > 5 ImbTH ropHara AOMyCcTHMA rpaHHLa, He
TpAOBa Ja ce 3ano4Ba JICUEHHE.

Ilpeou neyenuemo
Kaxrto n apyru uaxuburopn Ha HMG-CoA penykrasara, Kpectop Tpadea aa 6bae npeAnucBaH ¢
0c0o0eHO BHUMAaHHE TIPH NALHEHTH, 38 KOMTO ca HATHMLE $HaKTOpH, Npeapasnojiaraili pa3BHTHE Ha

mHonaTus/pabaoMmuonusa. Takusa ¢axTopH ca:

e bBbpeuHO yBpeKIAHE.

XHNOTUPEOUHU3BM.

Jinuna unmn ¢pamMmiHa aHaMHe3a 3a HacJEACTBEHO MyCKYJTHO 3a00nsaBaHe.
YcraHOBEHA MYCKY/THA TOKCHYHOCT KbM Apyrd uHxuOuropn Ha HMG-CoA penykrasara win
¢udpatu. |

3noynorpeda ¢ ankoxon.

[TlauueHTH Ha BB3pacT Hag 70 roauHH,

CBCcTOAHUSA, MPH KOUTO MOXE a ¢e HaOMoAaBa NOKa4YBaHe Ha IUTa3MEHHUTE HHBA (B 3 5.2).
EnHoBpeMeHHO NpUiioXeHUe Ha pubpat.

[Ipn nogoOHM NauMeHTH TpabBa Aa ce NMpeABHANH OTHOIIEHHETO PHCK/MON3a H A
Mo KJIHHHUHO HAOmoaeHHe. AKO U3XORHOTO HHBO Ha CK e 3HauMTeNnHo MnoB
ropHaTa rpaHyiia Ha HopMara), He Tpg0Ba Aa ce 3ano4Ba JICUeHHeE.



Ilo epeme na nevenuemo

[MaipmenTuTe ce 3aabnKaBaT HezabaBHO Ja JOKIaaBaT HEOOACHUMH MYCKYJIHH GONKH, ycelaHne 3a
cnabocT Wiy CXBallaHe, Haif-Bede ako Ca CBLP3aHH ¢ Hepa3nonoxeHne Win pebpunmrer. [1pu Te3n
nauueHTH TpAOBa na ce uaMepar Hueata Ha CK. TepanusTa TpsabBa aa ce mpekparTH, ako HUBOTO Ha

CK e 3HaYMTeHO NOBUILEHO (> 5 MBTH ropHaTa AOMYCTHMA IpaHULA), HIH MYCKYJTHUTE CHMITTOMH ca

TEKKH U NPUYMHABAT €XKEAHEBHO Hepa3nonoxende (Aopu HUBoTo Ha CK 1a e < 5 nmuTH ropHara
NOIYCTHMA I'paHHLia). AKO CHMITTOMHTE H34e3HaT H HUBOTO Ha CK ce Hopmaiu3Hpa, MOXe Ja ce
TOMHCJIM 3a MOBTOPHO JeucHUue ¢ Kpectop unu anrepHarueeH HHXUbuTop Ha HMG-CoA peaykrasara
B Hal-HUCKA 103a noJ HabnoaeHue. PyTunHo HabnoaeHue Ha HuBoTO Ha CK npu naumentu 6e3
CUMITTOMH HE € OCHOBATEITHO.

HMa MHOro pelik IoKNaan 3a MMyHOMEAHKPaHa HEKPOTHU3HPALLA MHOMATHS, KOATO KTHHHYHO CE
XapakTepu3upa ¢ NEPCHCTHpAILA NPOKCHMAaJIHA MYCKYJIHA C1abOCT H NOBHILIEHA KPEaTUHKHHA3A [10
BpEM€E Ha JIEYEHHETO WIH CAE] CNIMpaHE HAa CTATHHHTE, BKJIIOUYUTENHO po3yBacTaTHH. Moxe aa e
Heo0X0AMO HOITBIIHHTEIHO HEPBHOMYCKY/IHO WK CEPOJIOTHYHO M3cieABaHe. Moxe 1a ce HalnoxXKu

neYyeHre ¢ MMYHOCYNpPECHPAILH JIEKapCTBa.

B Hakonko ciry4as ce cbolillaBa, ye CTaTUHWTE WHAYLUMPAT de novo WIH BIOLIABaT BEYe
ChILIECTBYBAILIA MHACTEHHA IPaBUC MITH OYHA MHAcTeHUA (BXK. To4Ka 4.8). [Ipwioxenuero Ha Kpectop
TpaOBa Aa ce cnpe B Cy4ai Ha BiOLIaBaHe Ha cuMnroMure. Mma choOLIeHUs 3a peLiauB NpH
(NOBTOPHO) NpUIIAraHe Ha ChIIUA HIIH Pa3/IHYEH CTATHH.

[Tpu knuaHuHKETE H3nKWTBaHUg Ha KpecTop He ca HabmioaaBaHHu AaHHU 3a NMOBULLEHH €DEKTH BBPXY
CKeJIETHaTa MYCKYNaTypa B MallkaTa rpyna naudeHTH, npu kouto Kpectop € npunaras ¢ apyro
ChIBTCTBAILO JIeUEHHE. Y BEIHYEHHE HA YecToTaTa Ha MHO3HT U MHoMNaTHA € HabmoaaBaHo, obaue,
NpH NaLKMEHTH, noayyasaiuy apyru uuxuouropy Ha HMG-CoA peaykrasara 3a€qHO ¢ LMKIIOCIIOPHH,
NPOM3BOIHA Ha GHOPHHOBATA KHCETHHA, BKIOUKTENHO reMGpUOpO3WI1, HHKOTHHOBA KUCEJIHHA,
a30JIOBH aHTUMHKOTHULIM, TIPOTEa3HH HHXHOUTOPY H MAaKpOAUAHM aHTHOHOTHLIW. [ 'eMbUOpO3UnN
MOBUILIABA PUCKA OT MUOTIATHA, aKO CE€ FipHeMa €JTHOBPEMEHHO ¢ HAKOM MHxHOuTopu Ha HMG-CoA
pemykrazata. [Topagu ToBa, koMOuHaLMATa Mex Ay reM@uOpo3wn u Kpectop He e npenopbUMTEHA.
[Ton3aTa OT AOMBIHUTE/HO CHIDKABaHE B MHNHAHWTE HUBA B PE3Y/TAT OT KOMOMHHPAHOTO NMPUEMAaHE
Ha Kpectop u ¢ubpatn Wiy HuauuH, TpadBa Aa Oba¢ BHUMATEMHO U3YHCIICHA CIPAMO NMOTCHLHAIHNS
PHCK OT NoacOHN koMOuHauuK. I1py eTHOBpEMEHHO NPHIOKEHHE Ha PHOpaATH, NEYEHHETO C AO3H OT
40 mg e NPOTHBONOKA3aHO (BXK. TOUKH 4.5 U 4.8).

Kpectop He TpaOBa na ce npuiara €IHOBPEMEHHO ¢ (y3U10Ba KHCEIIHHA 38 CHCTEMHO NPHIOKEHHE
WIH B paMKHTe Ha 7 AHM cliel CUpaHe Ha NeYeHHeTo ¢ Qy3uaosa KuceanHa. [Ipu nauunenTn, npu
KOHTO H3MO/I3BAHETO Ha PY3HA0BA KHCEIIHHA 34 CHCTEMHO MPHJIOXKEHHE € 3HAUHMO, JICUEHHETO ChC
craTHHHM TpAOBa fa ObJe NpeyCTaHOBEHO NpPE3 LM NEPHOJ Ha JieHeHHe ¢ Ppy3uaoBa KucenuHa. Mma
cboOlIeHHs 3a pabaoMuonH3a (BKIIOYMTENHO HAKONKO C (aTaneH H3X0A) NP NalUEHTH, NPpUEMaIlH
¢y3ug0Ba KMCEIHHA U CTaTHHH B KOMOHHaLMA (BXK. TouKa 4.5). [laupenTrre Tpabepa aa 6baar
NOChBETBAHH Ja NOTHPCAT He3abaBHO MEJHIIMHCKA NOMOIL, aKO H3MHTBAT CHMITTOMH Ha MYCKYJ1Ha
cnaboct, 6onka win 60ne3HEHOCT. JIEYEHHETO ChC CTaTHHU MOXE Aa ObAe NOJHOBEHO CEAEM IHH
ciea NOCAEAHATa 034 Ha Qy3na0Ba KuceauHa. Ilpy H3BBbHpEIHHN 0DCTOATENCTBA, KOTATO €
HeoOX0AuMa NPpOAbDKUTENHA yrioTpeba Ha Qy3ua08a KUCENTHHA 38 CHCTEMHO NMPUWIOXKEHME, HANTPUMED
34 JICUCHHE Ha TEXXKUA UHPEKLHUH, HCOOXOANMOCTTA OT €IHOBPEMEHHO npuioxkeHue Ha Kpectop u
¢$y3110Ba KHCEIHHA TPA0BA Ja Ce NPELEHA HHANBHAYATHO, K NOJ CTPOI MEAULIMHCKY KOHTPOA.

Kpectop He TpaGea aa ce ynorpedsBa nMpH MALUEHTH ¢ OCTPU CEPUO3HHM CHCTOAHUSA, NPEANOnaraiu
MHOMATHA, WIH NpeApa3snosiarallid KbM pasBuTHE Ha OBOpeUHa HeJOCTaThYHOCT, BC/IEACTBHE

pabaoMHONK3a (HaMp. CENCUC, XHITOTOHHA, MONIAMA ONepaL|a, TpaBMa, TEXKKY M
CHIOKPHHHH H EJICKTPOJIMTHH HAPYLICHHUA WM HEKOHTPOJHPAHU ILPUOBE).

Texxu KOXKHH HEXENaHKU PEAKLWH

Texxu KOKHM HeXeNaHu peaKLuH, BKMOYHTEIHO CHHAPOM Ha Stevens-Joh
peakumsa ¢ €03HHOPHIKA U CHCTEMHH cuMnToMu (DRESS), kouro morar na
3acTpallaBalllH WIH C NICTaICH W3X0J, ca JOKJIaaBaHu NpH ynotpedara Ha po

b
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Touka 4.8). [To BpeMe Ha HasHAYABAHETO MY, NALMEHTHTE TPAOBa na HbAAT HHPOPMHPAHH 34
NPU3HALIMTE H CUMITTOMHMTE Ha TEXKH KOXHH peakliMd U Ja ObaaT BHHMaTeNHO HabnioaapaHu. AKo ce
NOABAT [IPHU3HALIA K CUMITTOMH, NPEANONarally Te3H peakuyH, iedyeHHeTo ¢ Kpecrop Tpabsa aa 6bae
npeycTaHOBeHO He3abasHO U fa Obae 0OMHCICHO aNTEPHATHBHO JIEMCHHE.

AKO MaLMeHTsT pa3BHe cepHo3Ha peakuua Karo SIS unu DRESS npu ynorpebara Ha Kpecrop,
nedenueto ¢ Kpecrop He Tpa0O8a HUKOra Aa ce NOAHOBABA MPH TO3H MAUHEHT.

BausHue BbPXY HepHUs Apod

Kakro npu apyru uhxuburopu Ha HMG-CoA peayxrazarta, Kpecrop TpaOBa BHUMATENHO 44 Ce
[IpWIara NpH NauKHeHTH, KOUTO NMPUEMaT rojIAMO KOJTMUECTBO AJIKOXONI H/HIIK ¢a HMaH 3a0o/aBaHe Ha
yepHus Apo6. TIpenopbUHTENHO € [1a Ce HaNpaBAT H3C/EBaHHA Ha YCPHHA ApoO npeaH, H 3 Meceua
clien] 3anouBaHe Ha neyeHuero. Kpecrop Tpabea na 6be npeycTtaHOBEH WK J03aTa TpsaOBa Aa ce
HAMAJIH, aKO HHBOTO Ha CEPYMHMTE TPAHCAMHUHA3W HaJBHILIABA TPH MbTH FOpHATa rpaHHLIA Ha
HopMata. JIOKNaZiBaHaTa 4e€cToTa 3a CEpUO3HHM HYEPHOAPOOHH YBpEIH (3aKIH0OYBAILH CE INIaBHO B
YBEJIHUEHH YEPHOAPOOHH TPaHCAMKHA3H) NPH NOCTMAaPKETHHIOBaTa ynoTpeba, € no-eucoka npu
nosupoBka ot 40 mg.

[Tpx NauUMeHTH ¢ BTOpPHYHA XMNEPXOTECTEPONAEMUS, NIPUUHHEHA OT XUINOTHPEOHAHIBM HITH
e poTHYEH CUHIPOM, OCHOBHOTO 3a0onaBaHe TpAOBa fa ce NeKyBa NpEAH 3ano4YBaHe HA JICYCHHE C

Kpecrop.

Paca
DapMaKOKMHETHYHHTE NPOYyUBaHHA MOKa3BaT, Y€ NpH NaUKeHTHTe OT a3HaTckara paca € HaJTuue no-

BHCOKA EKCITO3HLIHA B CPaBHEHHME C T€3M OT KaBKa3kara (OAnara) paca (Bx. ToukH 4.2, 4.3 u 5.2).

[1poTeasHy HHXHOUTOPH
[MoBHiIEHa CHCTEMHA €KCIIO3MLMA HAa pO3YBAcTaTHH € HAOMIOAaBaHa NPH NAHWEHTH, NPHEMALLU

pO3yBaCTaTHH €IHOBPEMEHHO € Pa3NHYHK NMPOTEa3HH HHXHOUTOPH, B KOMOHHALIMS C PUTOHABHD.
Tpabea aa ce o6MHCIN KaKTO NMoOA3aTa ot AMAMACNOHDKaBaHe upe3 ynorpeba Ha Kpectop nipu
nauueHtTd ¢ HIV, Kouto npueMar nporeasHd HHXUOMTOPH, TaKa y NTOTEHIHAJIA 32 NOBHILIEHA
KOHLEHpalMi Ha pO3yBacTaTHH, KOTAaTO CE 3ano4sa TepanHaTa 4 ce NoBHIIaBa fo3aTa Ha Kpectop npH
naLuueHTH, NeKyBaHy ¢ npoTeasHyd UHXUbuTopyu. EqHOBpEMEHHOTO MPWIOKEHHE C ONPEACICHH
nporeasHd HHXHOUTOPH HE ce NpernopbyBa, OCBEH aKo Ao3arta Ha KpecTop He ce KOpHrHpa (BX.
tabanua | ¥ Toukn 4.2 u 4.5).

HenonoCUMOCT KbM JIAKTO3a
[TaLHeHTH C PEAKH HACEACTBEHH NMPOOIEMH KaTO FalakT03Ha HENMOHOCHMOCT, ITHJIEH JIAKTa3eH

neHUMT UK NIFOKO30-TaNakTo3Ha ManabcopbLma He TpaOBa 1a npHeMar TOBa JIEKapCTBO.

WuTepcThHupanya 6enonpobua 6onect

JIOKNaABaHH ca U30JIHPAHM CAyvau HA HHTepCcTHIMAaNHA OenoapobHa Gonect NpU NPHIOKEHHE Ha
HAKOH CTATHHHU, 0CODEHO NpH NpoALDKMTENHA Tepanua (BxK. Touka 4.8). KnHHHYHHTE NpOsiBU MoraT
fa BKJIKOYBAT AUCIIHES, HEMPOMYKTHBHA KAalUTALIA W BIOLIABaHE HA OOWWIOTO CheToAHUE (YMOpa, 3aryba
Ha TErJi0 K TpeCKa). AKO MMa NMOAO3PEHHE, Y€ NMALMEHTET € Pa3BUll HHTEpCTHIHANHA Oenoapobua
Gonecr, TepanuaTa cbC cTaTuH TpabBa Aa 6bAc NpeycTaHOBEHA.

3axapen_quader
Hsakoy AoKa3aTencTBa NPeAnonarar, 4e CTaTHHKUTE KaTo K1ac NOBMILIABAT KPbBHATA INIIOKO3a Y [IPH
HAKOH MAallHeHTH, BACOKOPUCKOBH 3a pa3BHTHE Ha Anaber B 6naelle, MoraT aa A0BEIAT AerTakums
HUBO HA XHIEPrIUKEMHUS, MIPH KOETO € NOAXOAALLO NPUIAraHeTO Ha peAOBHATA I'P T ORI
npu anadet. To3u prck, obaue ce HaaaenABa OT PEAYKUHATA Ha BaCKYIapHHUA PHGH C '
C/IEA0BATENHO, He TpA0Ba Aa Ob/je npuuKMHa 3a CHUpaHEe Ha CTATHHOBATA Tepanu ( g

'''''''

nauMeHTH (rMoKo3a Ha raagaHo 5,6 o 6,9 mmol/l, nanekc Ha TenecHa Maca > 3{|
CTOMHOCTH HAa TPUIIIHLIEPUAUTE, XMTIEPTOHKUA) TpAOBa Aa ce NPOCAEAABAT KAKTO
OHOXUMHYHO, CHIIIACHO HALMOHATHMTE PbKOBOJCTBA.




B npoyuBanero JUPITER, cbhobuicHara obuia yectora Ha 3axapeH adader e 2, % 3a po3yBacTaTHH H
2, % 3a nnaliedbo, rmaBHO NMPH NALMEHTH ¢ TIOKO3a Ha rnaaHo 5,6 no 6,9 mmol/l.

[lenvaTpuyHa NOMyJialHs
OueHaBaHETO Ha TMHEWHOTO U3pacTBaHe (BUCOYMHA), Terno, BMI (MHAeKe Ha TenecHaTa Maca) U

BTOPHUYHHTE NOJIOBH Oene3u Ha NoIOBOTO Ch3pABAHE 10 CKanara Ha Tanner npH nNeaUaTpUUHU
NaleHTH Ha Bb3pacT 6 A0 17 roavHu, npMeMalll po3yBaCcTaTHH, € OrpaHWYeHO A0 ABYTOAUIICH
nepuoA. Cniea Age roiMHH Ha TpeTHpaHe NO BPEME Ha MPOYYBAHETO, HE € 3a0ensd3aH HUKaKbB eeKxT
BbPXY pacTexa, Ternoro, BMI wnin nonoBoto cbhapaBaHe (Bx. TOUYKA 5.1).

B KIHMHHYHO NpOoy4BaHE Ha A€LA H IOHOLIN, NPHEMALLM PO3YBaCTaTHH 3a 52 ceAMMLH, NOBHIUABAHE Ha
CK > 10xULN ¥ MyCKyIHUTE CHMIITOMH CNel YIPAKHEHNE WIH NOBUILCHA (PU3HYECKa aKTUBHOCT Ca

HaONIOAaBaHH MO-YECTO, B CpaBHEHUE ¢ HabMOAECHHE OT KIIHHHYHH NMPOYYBAHUA IPY Bb3PAaCTHH (BXK.
TOUKa 4.8).

4.5 BianmoaeicTBHE ¢ APYTH JeKAPCTBEHH NPOAYKTH H APYrH GOpPMH HA BIaHMO/eHCTBHE
Egbexm na eonogpemenrno npuiazanu 1eKapCmeeru RPooyKmu evpxy po3ysacmamun

HUuxubUTOpH Ha TPAHCTIIOPTEPHUTE NPOTEHHH

PosyBacTaTHH € cyOcTpaT Ha onpeacneHyd TPAHCIIOPTEPHH NIPOTEHHH, BKIIOUYHTEIHO YEPHOAPOOHHA
viTeiik TpaHcnoprep OATP1BI1 u edaykce Tpancnoprepa BCRP. EanoBpemMeHHOTO NpUnoxeHne Ha
Kpectop ¢ TleKapCTBEHH NMPOAYKTH, KOUTO ca UHXUOUTOPY Ha TE3H TPAHCNIOPTEPHH NMPOTEHHH, MOXKE
Jia IOBeJie A0 NMOBHILABAHE HA IU1a3MEHATA KOHLICHTPALIMA Ha pO3YBACTATHH H ITOBHILIEH PHCK OT
muonaTHa (BX. Tabnuua 1 u Touku 4.2 1 4.4).

LIMKi1oCcnopUH
[Ipu eaHoBpEeMEHHOTO NpHWIOKEHHE Ha KpecTop ¢ HUKNOCNOPHH, cpeaHuTe cTtoiHoCTH HA AUC Ha

pO3yBacTaTHH ca OuMuM cpeHo 7 MbTH NO-BUCOKM OT Te3H, HabnioaaBaHH NMpH 3ApaBy AOOPOBOILM, HA
KOHTO € MPpUIOKEHa chiiaTa A03a (BXK. Tabnuua 1). Kpecrop € nporuBonokasaH ApH NalMeHTH, KOUTO
CAHOBPEMEHHO MMOMYYaBaT LMKIOCTIOPHH (BXK. TOUKa 4.3). EAHOBPEMEHHOTO MPUIIOKEHHE HE €
MORIHUAJIO IJIA3MEHHTE KOHLUEHTPALYH HAa LIUKIIOCTIOPHH.

['embHOpO3WN YU ApYrH JHNHAONOHWXKABALLH NPOAYKTY
EnHnoBpeMeHHOTO npuioxkeHue Ha Kpectop u remdpudposun € 108eno A0 ABYKpaTHO NOBUINEHUE Ha

Cmax 1 AUC Ha poayBacTtaTuH (BXK. Touka 4.4). JlaHnure OT (papMakOKHMHETUHUHHTE NMPOYYBaHHA,
H3CJIEABAIIM JIEKAPCTBEHHTE B3aUMOACHCTBHA, HE NOKa3BaT B3aHMOAEHCTBHE ¢ (peHOGHOpAT, HO €
BB3MOXKHa Nogea Ha fapMakoguHaMHYHU B3auMoelicTeus. ['empudposun, penopudpar u
OCTaHAJIMTE MEAHKAMEHTH OT rpynara Ha pubpaTure H TMMHIONOHMKABALUMTE NO3M (B J03KM > | g Ha
fieH) HHALHH (HHKOTHMHOBA KMCEIMHA), NOBUILIABAT PUCKA OT NOABa Ha MHONATHA TIpH KOMOHUHHpaHe ¢
HHXMOUTOPH Ha XUAPOKCH-METWI-TIYTAPHII-KOCH3UM A pelyKTa3ara, Hal-BepOATHO Nopaau Qakra,
ye NMOCACAHUTE MOTaT [a NPEAN3BUKAT NOABATA HAa TOBA YCJIOXKHEHHUE W [TIPH MOHOTepanu4. JlozaTta ot
40 mg ¢ NpoTHBONOKA3aHa MPH €AHOBPEMEHEH NnpyueM Ha dudbpatu (BxK. Touku 4.3 u 4.4). [Ipu Te3u
MALKHEHTH JEYEHHETO Cbillo TpAOBA Ja 3aMoYvHe ¢ 5 mg.

EzeTumub
EnHoepeMenHoTO Hanona3sane Ha 40 mg Kpecrop v 10 mg esetumud, He Boau ao npomend B AUC n
Ha JBaTa NpOAYKTa, KOraTo ce nmpuiarart npu 3apaeu godpoeonuu. UMa 1,2 meti nopumienue Ha AUC
Ha po3yBacTaTHH, korato 10 mg Kpecrop n 10 mg ezeTuMud ca npwioKeHH nNpy NauMeHTH ¢
xunepxonecreponemus (rabnuua 1). He Moxe aa ce nakiniouH papMakoAMHAMUYHO B3auMoAEHCTBUE
MEXKIY TAX, KOETO A2 HMA 33 Pe3yaTaT HEXKENAaHU peakuuH (BX. Touka 4.4).

[IporeazHn HHXHOUTOPH
BunpekH 4e TOUHHAT MEXAHH3BM Ha B3aUMOJEHCTBHE HE € H3BECTEH, €/1HOB

NpoTea3sHU HHXHOUTOPH MOXKE PA3KO Ja MOBHILK EKCHO3HUHMATA Ha PO3yBac
Hanpumep, eqroBpeMEHHOTO NpuioxeHue Ha 10 mg po3yBacTaTHH U KOMO
ce OT ABa nporea3Hu HHXHOHTOpa (300 mg arazanasup/100 mg puroHaBup)
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dapMakOKMHETHYHO NMPOYYBaHe NpH 34paBH J00POBOJILIM, CE aCOLMHpa C MPHOINIUTENHO TPUKPATHO
nHapactBane Ha AUC Ha posysactaTtiH. EAHOBpeMEHHOTO npHnoxeHue Ha KpecTop U HAKoM
KOMOHHAaUKU OT IpoTeasHd HHXUOUTOPH, MOXKE Aa C€ MMa NPCABUA Clle BHUMATENHO NPEUCHABAHE
Ha KOPEKLIUUTE Ha to3ata Ha Kpectop, Ha 0a3a 04aKBaHOTO MOBHILCHHE HA EKCIIO3HIHATA HA
po3yBactaTHH (Tabnuua 1 v Toukn 4.2 u 4.4),

AHTHAUHAH
EﬂHOBpEMBHHOTO rlpHJTO}KEHHe Ha K]JBCT{JP C aHTHAUHUAHA C}(CHEHSHH, C'b,[l’bp)l{all.la aJ'IyMHHHEB H

Marde3neB XUAPOKCHI, € AOBEIO A0 HaMaaBaHEe Ha ILTa3sMEHATA KOHLICHTpallUd HA pO3YBACTATHH C
npubnmzurento 50 %. Tozu edext e Oun oTcnaben, Korato aHTHaLMIUTE Ca JaBaHH 2 yaca clie
npuema Ha Kpecrop. KnMHHYHOTO 3Ha4YE€HHE Ha TOBa B3aMMOJECHCTBHE HE € U3CNEBAHO.

EpurpomuiiuHg
EnnospemMeHHHAT npueM Ha KpecTop ¥ epuTpoMHLIMHE € fiosen A0 20 % Hamanenue Ha AUCoqy

30 % HamaneHue Ha Crax Ha pO3YyBACcTAaTHH. B3auMoaeHCTBUETO MOXKeE A € NMPeU3BUKAHO OT
NMOBULICHKA YPEBEH MOTHIIUTET, BCJICACTBUE HAa NPHEMA HA €PUTPOMULIMH,

Tukarpenop
Tukarpenop MOXxe 1a nopiuiac ObLOpeuHaTa eKCKpeLMs Ha po3yBacTaTHH, YBEIHYABANHKY PUCKA OT

KyMyJHpaHe Ha po3yBacTaTHH. Bbnpeky e TOUHUAT MEXAHHZIBM HE € U3BECTEH, B HAKOU CITy4aH
eIHOBPEMEHHOTO NMPWIOKEHKE HA TUKAIPENOp ¥ po3yBacTaTHH BOAYW A0 HaManaBaHe Ha ObOpeyHaTa
byHkuma, nosHmeHo HUBO Ha CPK u pabgomuonu3sa.

EH3UMM OT cucTeMarta Ha utoxpoM P450

JIaHHUTE OT in vifro 4 in vivo NIpoy4YBaHHA NOKA3BAT, Y€ PO3YBACTATUH HE € HUTO HHXHOUTOP, HUTO
HHAYKTOP Ha tuToXxpoM P450 mzoenzumute. PosysacTaTuH e cnab cyOcTpar 2a Te3 U30SH3IUMM.,
CnenoBaTenHo, JIEKapCTBEHH B3aUMOACHCTBUSA, pe3yaTaT OT UHTOXpoM P450-meaunpanud
mMeTabonusbM, He ce ouakBat. He ca HabmoaaBaHH KIIHHEHYHO 3HAYKMMM B3aHMOACHCTBUA MEXIY
po3yBacTaThH ¥ ¢urykoHason (nHxuburop Ha CYP2C9 u CYP3A4), unu xeroxkonason (MHXMOHUTOp Ha
CYP2A6 u CYP3A4). EaHoBpeMeHHUAT NpreM Ha UTpakoHa3oi (MBxuouTop Ha CYP3A4) u
po3yBacTaTHH Boau A0 28 % yeenuueHue Ha AUC Ha po3yBactaTtiH. ToBa Manko yBReJTHUECHHE HE €
KNMHUYHO 3HAYHMO. [10 Ta3H npyyMHa, TEKapCTBEHH B3aHMOJEHCTBHA B CHEACTBHE Ha MEeTaDOMUILM,
Meauupax or uMToxpoM P450, He ce ouaknar.

B3aumoaeicTBHA, KOUTO H3HCKBAT KOPEKLIMA HA 203aTa Ha PO3YBACTATHH (BX. cbl1o Tabaxua 1)
Koraro ¢ Heobxonumo aa ce npunara Kpectop €IHOBPEMEHHO ¢ APYTH NEKAPCTBEHH NPOYKTH, 34
KOMTO € U3BECTHO, Y€ MOBUILABAT €KCNO3HLMATa HAa pO3YBACTaTHH, n03UTe HAa Kpectop Tpsabea na ce
Kopuripat. Ha npeaAnMcBaltMTe NEKapH C€ MpenopbyBa 4a B3EMaT NpeaBKA CbOTBETHATA JIEKapCTBEHA
HHPOpPMaLKA, KOraTo OOMMCIIAT NMpWiaraHe Ha TaKMBa MPOAYKTH 3aeaHo ¢ Kpectop. 3anouBa ce ¢
J03a Ha KpecTop OT 5 mg BeAHBXK AHEBHO, AKO OYAKBAHOTO 1OBHILEHUE HA ekcnosvuusaTa (AUC) ¢
npuGAU3KTENHO ABYKPATHO HIIM NO-roaaMo. Makcumansara JHeBHa fo3a Ha Kpecrop TpabBa aa ce
KOpPUIrHpa Taka, Y€ OYaKkBaHaTa eKCTO3ULIMA HAa pO3yBacTATUH HAMA BEPOATHOCT Aa HAABUILM Ta3K Ha
40 mg aneBHa no3a Kpectop, npuer 6e3 B3aumoaeiicTBallly IeKapCTBEHH NTPAYKTH, HANp. 1032 OT
20 mg Kpecrop ¢ reMm¢pubposun (1,9 meTH nosuieHue) u aoza ot 10 mg Kpecrop ¢ komOutaumus
pPUTOHAaBHp/aTta3zaHaedp (3,1 TbTH MOBHILIECHHE).

Axo ce HabmionaBa, ye nekapcTeeH NMpoAyKT nosuiasa AUC Ha po3yBacTaTHH Mo-MajlkO OT 2 ITBbTH,
HavyaJlHaTa go3a He TpabBa ja ce HamansBsa, HO TpaOBa Aa ce NOAXOXAa ¢ BHHMaHHe, ako A03aTa Ha
Kpecrop ce nosuwu Han 20 mg.




Tabauua 1. Eext na e noppeMeHH0 NPHIATaH JEKAPCTBEH NPOAYKT BbPXY €KCNIO3HOHATA HA
po3ysactaTan (AUC, B HA3X0ARINR pex) oT MyOIHKYBaHH KIHHHYHH HPOYYBaAHHS

Iosumapane Ha AUC na pO3YBACTATHH 2 OLTH UJIH NMOBeYe oT 2 0LTH

0308 pexHM Ha J{030B pexkum Ha IIpomsana B AUC ua
B3AHMOAEHCTBANMIOTO ICKAPCTBO PO3YBACTATHH pPO3YBACTATHH
CodocOyBHp/BeNnaTacBUp/BOKCHIATIPEB 10 mg enuHM4Ha go3a 7,4 mbTH

up (400 mg-100 mg-100 mg) +
Boxkcunanpesup (100 mg) BeaHbK
adeBHO 3a 15 aHM

Lluknocnopud 75 mg ABa MbTH HA AEH 10 mg BeaHB K AHEBHO, 10 AHK 7,1 metu T
no 200 mg aBa iThkTH Ha JcH, 6 mecela

Haponyramug 600 mg 2 x gH., 5 AHM 5 SUEgeAAHAHHAZNBAA 52mm T
Peropadenntd 160 mg, BeaHbK AHEBHO, 5 mg, eAMHUYHA 4038 3.8 meTH
14 nuu
ATazanasup 300 mg/putonasup 100 mg 10 mg, enuHUYHA 1034 3,1 mbn T
BEIHBK HHEBHO, 8 JHH
Pokcaaycrat 200 mg npes aex 10 mg, eanHU4YHA n03a 2,9 mTH 1
Bennaracsup 100 mg BeAHBLX JHEBHO 10 mg, enuHUYHA A03a 2,7 NbTH
OmbuTaceup 25 mg/napuranpesup 5 mg, eAMHHYHA 032 2,6 NbTH

150 mg/ putoHaBup 100 mg BeaHBK
aHeBHO / na3adyeup 400 mg 2 mbTH

BHEBHO, 14 aHM

TepudmyHomun He ¢ Hanu4Ha 2,5 meti T
BeAHBXK JHeBHO, 11 AHH

I'nexanpesnp 400 mg/mubperHTacBup 5 mg BeAHBXK AHEBHO, 2.2 MbTH
120 mg BeAHBXK AHEBHO, 7 THH 7 aHn

Jlonuunasup 400 mg/putonasup 100 mg 20 mg BeaHBK AHEBHO, 7 OHH 2,1 meti T
JBAa ITbTH Ha HeH, | 7 oHH

Kanmaruuub 400 mg aBa IrbTH Ha AcH 10 mg, enuHH4YHa A03a 2,1 mba T
Knonuaorpen 300 mg HaToBapBatiia 20 mg, eaMHH4Ha go03a 2 b T
I03a, nocaeaBaHa oT 75 mg Ha 24 yaca

®ocramaTHHKO 100 mg ABa MbTH Ha 20 mg, eqaMHKUYHA 034 2,0 merr T
JeH

®ebyxcocrar 120 mg BeaAHBLXK AHEBHO 10 mg, enMHKUYHA 1033 1,9 metu T
Tadamuanc 61 mg 2 rbTH AHEBHO Ha 10 mg, eauHnYHa a03a 2,0 motu T
aeH 1 ¥ 2, nocsieABaHO OT BEAHDBK

AHEBHO Ha neH 3 1 9

"eMdpubposnn 600 mg ABa MbTH Ha AEH, 80 mg, eAMHUYHA 032

7 1HU

IHosamaBare Ha AUC HA polyBacTATHH NO-MAJIKO OT 2 OIBTH




0308 peKHAM HA J030B peXXHM Ra IIpomana B AUC na

B3AHEMOAEHCTBARMIOTO JIEKAPCTBO PO3YBACTATHH pPO3yBARCTATHH
Entpombonar 75 mg BeAHbK IHEBHO, 10 mg, enHKUYHA J03a 1,6 moru T

5 IHH

HNapyunaeup 600 mg/puronasnp 100 mg 10 mg BeAHDK AHEBHO, 7/ NHH 1,5 mbru T
IBa ITbTH HA A€H, 7 THH

Tunpanasup 500 mg/puroHapup 200 mg 10 mg, ennHM4Ha 2034 1,4 mota T
IBa MbTH Ha AeH, || AHK

Hpouenapon 400 mg aBa MbTH Ha GEH He e HannuHa 1,4 meTi T
Hrpakonason 200 mg segHBXK NHEBHO, 10 mg, enuuMyHa no3a 1,4 et T°°

5 nHH

Esetumu6 10 mg BeAHBXK AHEBHO, 10 mg, BeaAwbX AHEBHO, 14 AHK 1,2 a1
14 nuu

Honnxasane Ha AUC na pozyBacTaTHH

J030B pexum Ha HO030B pexuM HA Ipomana B AUC na
B3aHMOAeliCTBAIIOTO TEKAPCTBO pO3YBacTATHH PO3YBACTATHH
EpurpomMuuuH 500 mg yeTHpH mbTH Ha 80 mg, enuHH4HA 1032 20% 4
IeH, 7 1HU

baukaiun 50 mg TPH TBTH HA AEH, 20 mg, eXMHHYHA 034 47% 4

14 nHu

* JasHHWTE, MOCOYEHH KATO X ITHTH NPOMSHA, MPEACTABAT IIPOCTO ChOTHOLIEHHE MEXLY
€/IHOBPEMEHHO NIPWIOKEHHE M NPUIOKEHHE HA PO3YBACTATHH CAMOCTONTENIHO. JIAHHHUTE, NOCOYEHH
kaTo % MpeACTaBAT NPOLIEHTA Pa3/InKa, OTHECEH Ha CAMOCTOATETHOTO MPHIOKEHHE Ha
pO3yBaCTATHH.

[IoBHIIaBaHETO € NMPEACTABEHO KATO ,,T”noumxeuuem KaTo ,,Jr""".
""Hsaxkonko npoy4BaHHs 3a B3auMoacHCTBHE ca MPOBEACHH C pa3iHyHU A03UpoBKH KpecTop,
TabnaHLIaTa NpeACTaBA HAH-3HAYUMOTO CBOTHOLUEHHE.

AUC = mnolil, 1oj KpHBaTa,

Cneauvre JeKapcTBEHH NPOAYKTH/KOMOMHALIMM HE OKa3BaT KJIMHWYHO 3HA4YMM edekT BbpXy AUC Ha
PO3YBACTATHH NPH EAHOBPEMEHHO NMPHIIOKEHHE:

Anernurtazap 0,3 mg npunoxxeuue 3a 7 aHu;, Genogudpar 67 mg 7 AHH NPHNOCKEHHE TPH ITBTH HA
nex;, Gayxounazon 200 mg 11 auu npunokeHue BeAHbXK AHeBHO; Qo3amnpeHasup 700 mg/pUTOHaBHP
100 mg 8 anum npunoxeHwe ABa NbTH Ha AeH; KerokoHason 200 mg 7 aHK npunoKeHWe Ba MbTH Ha
neH; Pudamnun 450 mg 7 guu npunoxeHue BeAbX AHEBHO; CriuMapui 140 mg 5 JHH NpUaokKeHUe
TPH TBTH HA ACH.

Eghbexm na pozysacmamurn 6bpxy eOR08DEMERHO RPUAAZAHU AEKADCMEEHU NPOOYKMU

AHTaroHUCTU Ha BUTAMHH K
[TonobHo Ha apyry vaxubuTopu Ha HMG-CoA peayxra3ara, 3an04BaHeTO Ha JieueHHe ¢ Kpectop
WY THTPHPAHETO Ha 103aTa MY MpH NALMEHTH, fIpUEMAaily aHTaroHUCTH Ha BUTaMuH K (kato
BapdapHH HIIH ApYrH KYMapUHOBH aHTHUKOAryJIaHTH), MOXKE Aa AOBeAe A0 NOBMIIEHHE Ha
MEXAYHAPOAHOTO HOpMaTH3upaHo choTHoLIeHKe (International Normalised Ratio, INR).
[IpexbcBaHeTO Ha IEYEHHETO WIK HAMaJIABAHE HA N03aTa Ha TUTpHpaHe ¢ Kpectop "
no uamaneHune Ha INR. [1pu nonobuu cutyauuu ce npenopbyga MOHUTOPHPAHE HE

[lepopanHu KOHTpalleNTHBHW/ XOPMOHO3aMECTBALIA TEParnus

KOHUCHTpPALlHH Tpaﬁaa Aa CE€ B3EMAaT nNoJA BHUMAaHHUE, KOIratTo CC onpeaciiia 1031

NepopaHUTE KOHTpauenTHBY. HaMa (hapMakOKHHETHYHH JaHHH 32 MallHeHTH,
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eqHoBpeMeHHO KpecTop H xopMoHo-3aMecTBamla Tepanus. ETo 3aim0, B3aMMOJeACTBHETO, ONHCAHO
no-rope, He Tpa6Ba Aa ObJe HIKIIKOYEHO KaTO BepoATHO. Bbripeku ToBa, Tasu komOMHaLuMs € buna
LIKPOKO MPUIAraHa OT XEeHU B KIIHHUYHHM W3MHTBaHUA H ¢ OWia Tonepupasa nodpe.

Hpyry nekapcTBeHH NPOAYKTH
JurokcuH: Bp3 oCHOBA Ha JAHHWTE OT CNCUUPUUHY NMPOYYBAHKA 338 H3CJIEABAHE Ha JICKAPCTBCHH

B3aUMOIeHCTBHA, HE C€ 04YaKBa KIMHWYHO 3HAYHMO B3aUMOJCHCTBHE C AUIOKCHH.

Dyzudoea xuceauna. He ca nposexaaHu Npoy4BaHHA 33 U3C/I€BaHe Ha B3aHMOJCHCTBHS ©
po3yBacTaTHH H Y3H10Ba KUCENIMHA. PUCKBT OT MHONATHA, BKJIIOUHTENTHO pabaoMHUonK3a, MOXe Ja
ce YBEJIHYM NIPH €THOBpEMEHHA ynoTpeda Ha Gy3ua0Ba KHCEIMHA 33 CHCTEMHO MPHJIOKEHHE H
cTaTHHU. MexaHu3IMBT Ha TOBa B3aUMOAeHCTRUE (fapMaKOAHHAMHUYHO WK (apMAKOKHUHETHYHO, WITH
H J1BeTe) € Bee olle HemsBecTeH. Uma chobienusa 3a pabaoMuonu3a (BKIIOUHUTENHO HAKOIKO C
daraneH W3XoA) Npy NaLMEHTH, NpUeMallH Ta3H KOMOHHaLKA.

AKo TepanusaTa ¢ Py3HI0Ba KHMCEIHHA 32 CUCTEMHO NPWIOKEHHE € HAJIOXHTENHA, ICUEHHETO C
Kpecrop Tpa6ea Aa 6bae NpekbCHATO RO BpeMe Ha MEpHOAA Ha JieueHHe ¢ (y3Ua0Ba KHCENHHA.

Buxre chiLio Touka 4.4.

[leauaTpryHa Nnomyaaims
[IpoyuBaHHd 3a B3aUMOAEHCTBUA Ca NMPOBEKIAHU CaAMO MPH BB3pacTHH. CTeneHTa Ha

B3aHMOJECHCTBHATA B negHaTpUudHaTa noirynauna He € H3BCCTHA.

4.6 PepTHIATET, HpEeMEHHOCT H KbpPMeHe

KpecTop € mpoTHBONOKAa3aH N0 BpEME Ha OPEMEHHOCT U KbPMEHE.

XKenu B AeTepoaHa Bb3pacT TpabBa Aa npuaarar NOAXOAAINH KOHTPALIEIITHBHY MEPKH.

bpemenHocT

XosnecTeponsT U APYrd NPOAYKTH Ha XOJIECTEPOJOBHA OHOCHHTES Ca BaXKHH 3a Pa3BHTHETO Ha NNOJA.
ETo 3ain0, noreHuHanHUAT puck ot nuxudupane Ha HMG-CoA peaykrazara e no-rosism, B
CpaBHEHHE C N0J13aTa OT JIEYEHHETO Mo BpeMe Ha HpeMeHHOCT. M3cneBaHuATa BbpXY KHUBOTHH
OCHUT'YPABAT OrPaHHMEHH JaHHH 33 penpoAyKTHBHA TOKCUYHOCT {BX. TOUKa 5.3). AKO nanudeHTKa
sabpeMeHee 1o BpeMe Ha JIEYEHHE C TOBA JIEKapcTBO, NpUeMbT TpAOBa Ja Obae HesabaBHO
NMpPEYCTAHOBEH.

KbpMeHe
OrpaHuueHH JaHHH OT MyOJHKYBaHH JOKIa W NOKa3BaT, Ye po3yBacTaTHH [IPHCHCTBA B YOBELUKATA

xbpMa. Po3zyBacTaTiH ce oTZens B MisSKOTO Ha rurbxoge. Ilopanyd MexaHu3Ma Ha AeicTBHe Ha Crestor,
CBILIECTBYBA MOTCHLIHAICH PUCK OT HEXKEAaHW peaKlhi Npu KbpMadeTo. Crestor € NpoTHBONOKA3aH Mo

BPEME Ha KbpPMEHE.

DepTUNUTET
Hama usBectuu edekru BupXy dpepTunurera ciel ynorpedara Ha po3yBacTaTHH.

4.7 EdexTn 8HLpxy cnocobHocTTa 38 modnpane m pabora ¢ MAIIHHH

He ca npoeex/aHK NpoyyBaHUs 32 YCTAHOB/ABaHE Ha BIMAHHETO Ha Kpectop BppXy cnocobHOCTTa 3a
wodupaHe u pabota ¢ mamnHU. Bb3 ocHOBA Ha apMaKOAMHAMHUYHUTE CBOMCTBA, HE C€ OYaKBa
Kpectop na nopnuse HeOnaronpusTHo Te3u cniocobHocTH. [1pu wogpupare nnu pabora ¢ MalMHK
TpAOBa Ja ce MMa NPeABH, Y€ NPHEMAHETO Ha JIEKaPCTBOTO MOJXeE Ja NPEU3BUKA CBETOBBPTEK.

4.8 Hexenanu J1eKapCTBEHH peakiiHH

Hexenanure ieKapCcTBEHHW peakuu, HabnroaaBaHu NpH ynorpedata Ha Kpe
neku U npexoarH. [Ipy KOHTpONUpaHHTe KIMHUYHU U3NUTBaHHA nox 4 % ot
KpecTop, ca npeKbCHANH ICYEHHETO NMOPaRH HEXENaHH peaKUHH.

’ N2
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TabauueH CIHCHK HA HEXKENAHUTE PEaKLIMN

ba3upaHa Ha AaHHU OT KIIMHWHMHH NPOYYBaHus H OOIIMPEH MOCTMAPKETHHIOB ONMT, CliEAHaTa
TabnuLa npeacTaBs NpoWIbT Ha PO3YBACTATHH 10 OTHOMIEHHE HA HEXKEIAHH JIEKAPCTBEHH PEAKLIHH.
Hexenanure peakuuH, H36poeHH No-A0Ny ca KIacH(PULUHPaHH 1O 4eCTOTa H CHCTEMO-OPraHeH Kiac

(COK).

YecTOTAaTa Ha HEXEJAHHTE peaKLHMH € choOpaseHa Che creiHaTa KOHBeHUHA: yecTH (= 1/100 no 1/10);
Heuect (> 1/1 000 no 1/100); peaku (= 1/10 000 o 1/1 000); muoro peaxH (< 1/10 000), HenssecTHa
yecToTa (He MoXe Ja ObJie OLlEHEHA OT HATMUHUTE JaHHH).

Tabanna 2. Hexenanu JekapcTBeHH peakiind 0a3HpaHH HA JAHHH OT KIHHHYHH NPOY1BaHHA H
NOCTMAPKETHHIOB ONHT
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Catemo-opraHen f YecTh HeuecTH Peaxu Muoro peaxn | Hen3BecTHa
KJjac | i JeCTOTA
Hapywenua na ] TpombouuroneH
Kpvema u iumMgnama A
cucmema | i [ |
Hapyiuenua na Peakuuu Ha
UMYHHAMQA cucmema CBPBbXUYYBCTBHTE
JIHOCT,
BKHOUYHUTENHO
| | AHTHOEAEM !
Hapywenus na 3axapeH
EHOOKpUHHAMA nuabert’ ‘
| cucmema 4
Hcuxuunu ! Henpecus
| HAPYWEHUA . |
Hapywenun na [(masobonu [fonmureBponatu | [lepudepna
HepeHama cucmema |¢€ f HEBpONaTHs
3amaitBaHe 3aryba Ha nameT | Hapymexus Ha
ChHSA
(BKIIFOYHTENTHO
WHCOMHHSA H
KOLIMAPH)
MmunacTreHus
_ . | | rpaBHC
Hapywenua na Ouna
ouume | | | MHACTEHHA
Pecnupamopnu, Kaiunuua
2PbOHU U HucrniHes
MeQUACMUHIHU
Hapywenus i | [ 4
Cmomawuno-ypeenu | KoHcTHNAL [TankpeaTvT Huapusa
HapYuieHuA us
["anene
AbaoMHuHAaAN
Ha Oonka | ]
Xenamobunuaphiu [ToBHIEHW XKeiTeHH
| Hapywenus HepHOAPOOHH Xenay
' 1 TpaHCaMHHa3H
Hapywenus na [Ipypuryc 4 2%¢ WM Ha
| kKoocama u Ob6pus AT }?1 éastJohnson
NOOKONCHAMA MbKAH YpTuKapHs AN S TBeHa
‘ =T peaiding c
2adlpod g 1




CHCTEMHH
CHMIITOMH
(DRESS)
| - )
lHapymeHuﬂ Ha Muanrus MuonaTus Aprpanrus HapyuieHua Ha
MYCKYRHO- (BKJIIOYHTENHO CYXOXWIHATA,
cKeaemuama MHO3UT) MOHAKOra
cucmema u Pabaomuonusa YCIIOXKHEHH OT
Cvheounumennama Jlynyc-noaobex pynrypa
MYHKAH CHHAPOM HmyHoMeauupa
Pyntypa Ha Ha
| MYCKYN HEKPOTH3Hpalla
— I 1 | MHONATHA |
Hapywenua na Xemarypus
b6vbpeyume u |
| nukoyHume nomuuge | H _ ]
Hapywenua na ["'mHeKkoMacTua
penpooykmuenama
cucmema u 2vpoama L
Obwu napywenus u | ACTEHUS Enem
epexmu Ha
MACMOMO HA
NPWIONCEHUE ) |
'JecToTaTa 1€ 3aBHCH OT HATMYHETO WK OTCHCTBHETO Ha PUCKOBH (hakTopu (IJIIOKO3a Ha I1aJHO
> 5,6 mmol/], vuaexc Ha TenecHa Maca > 30 kg/m?, NOBHUIEHH CTOMHOCTH Ha TPUITIMLIEPUINTE, aHAMHE3a 33 |
XHIEPTOHHS).

Kakro npu apyru uHxuouropu Ha HMG-CoA peaykTasara, YeCTOTaTa Ha HEXKENAHUTE EKAPCTBEHH
PeaklLMH 32aBMCH OT A034aTa Ha JIEKApPCTBOTO.

Edexry BHpXY OBOpEnHTE
[Ipu naumeHTH, NIeKyBask ¢ Kpectop, € HabaiogapaHa NpoOTEHHYpPHA, YCTAHOBEHA NPH H3CJICABAHE C

TECT-TIEHTHYKHK H KOATO € ¢ NPEAHMHO TYOYIEH NPOH3XOA.

B onpeneneHH MOMEHTH OT JIEYeHHeTO NpH < 1 % o1 nauneHTUTe Ha 10 mg 1 20 mg, ¥ npu
npubnuaurenHo 3 % OT NauUeHTHTE, JeKyBaHH ¢ 40 mg, ca HabnroJaBaHH IPOMEHH B U3CJICABAHHUATA
33 IPOTCHH B YPHHATA OT OTPHLATENEH pe3ynTaT Wid ciieau A0 ++. HesHauuTenHo OTKIOHEHKE, B
NOCOKA OT OTPUUATENICH PE3YyJITAT MJIH CIIEN KbM +, € HabnroaaBaHo nipu 103a 20 mg. B noseyero
CTy4aHu NPOTCHHYPUATA HAMANARA WIH U34E€3BA CIIOHTAHHO B IPOLIECa HA JICYEHHETO, U HE € I0KA3aHO
na npeaLecTsa ocTpo U nporpecuBHo 6b0peuHo 3abonasane. Ot npernena Ha AaHHUTE NPH
KIHHWYHUTE OTIMTH H NOCTMAaPKETHHIOBHUTE NMPOYYBaHUA, X0 CEra HE € YCTaHOBEHA NPUYHHHA BPb3Ka
MEXCIY NMPOTEMHYPHATA U OCTPO WIH nporpecHBHo O0pedno 3abonsasane.

[Ipn nauueHnTH, nexyBaHu ¢ Kpectop, € HabniogaBaHa XxeMaTypHs, HO KJIMHWYHUTE JAHHK COMAT, He
4yecToTara i € HHUCKA.

EdexTH BLpXY CKENETHATA MYCKYIATYpa
Kakro npn apyru uaxuburopn Ha HMG-CoA peaykrazara, Bb3ACHCTBHA BbPXY CKE/lETHATa

MYCKYJIaTypa KaTO HEYCIOKHEHa MHAITHA, MHONATHA {BIJTIOYATETHO MHO3HT) M pabaoMYyoIH3a, ca

Han 20 mg.

YeenuueHue Ha HUBoTO Ha CK, BCneACTBHE Ha YBEJIMUEHHE Ha [03aTa, € HaOJofapa)
6poii naLHEHTH Ha PO3yBACTaTHH; MHOXECTBOTO OT CJTyHaHTE Ca JIEKH, IPeXOfiHE H &K
Ako HHBOTO Ha CK ce noBuLiy (> 5 MbTH ropHaTa rpaHuLia HA HOpPMaTa), JTCURHABRTQ.
BpPEMEHHO /12 C¢ NMpeyCTAaHOBH (BX. Touka 4.4). N

13 \~




Ediextd BEpXY YepHHA Npod

Kakto npu apyru nuxuburopu Ha HMG-CoA peaykrasara, yBEIHYEHHE HA TPAHCAMHUHAZHUTE,
CBBP3aHO C AO3UPOBKATA, € HalMoAaBaHO NPH MATHEK OPOH NMalMEHTH Ha pO3yBAacTaTHH; MO-roaiMa
YacT OT CJYUYAWTE ¢a JIEKH, aCHMITTOMAaTHYHH K NPEXOIHH.

Kpectop
CneauuTe HEXENAHH peakLiMy ca JOKNaABaHH MPH HAKOH CTATHHH:

e (CekcyanHa gucyHKLIHA.
o Hzonupanu cnyyan Ha HHTEpCTHLMANHA DenoapobHa bonecT, 0COOEHO NPH MPOABLIKMTETHA
Tepanus (BX. TO4Ka 4.4).

JoxnanasaHaTa 4ecToTa Ha pabaoMHOIN3a, CEPHO3HH YepHOAPOOHH YBpeaH (OCHOBHO - YBEJIHYEHH
yepHOApOoOHM TpaHCaMHHA3M), € T1I0-BUCOKA IPH LO03HpOoBKa OT 40 mg.

[leanaTpyuHa MONyJaLHsA
[Tosuiapane Ha xpeaTHHKMHa3aTa > | 0xXULN 4 MyCKYJHH CHMIITOMH Clie] YIIPAKHEHHS WY

NMOBHIICHA PH3NYECKA AKTHBHOCT, ca HaOMIOAaBaHK NO-4€CTO B €AHO 52-CEAMUYHO KIIHHHYHO
Npoy4YBaHe Ha JCLA Y IOHOLUN, B CPAaBHEHHE ¢ Bb3pacTHHTE (BXK. To4ka 4.4). B apyr acnexr, npodunsT
Ha 0€30NMacHOCT Ha PO3YBACTATHH € CXOACH NP JeLla U IOHOIH, B CPABHEHHE C Bb3PaCTHHTE.

CrobuiapaHe Ha NOAQ3MPAHHM HEXKEJIAHHN pPeaKIIiK

CbobuaBaHeTo Ha NOJO3HPAHH HEXKENIAHH PEaKIIMK Clie]] paspelliaBaHe 3a yrnoTpeba Ha NeKapCTBeHUA
NPORYKT ¢ BaxHo. ToBa NO3BOAABA Aa NPOAL/ILKH HabMIOACHHETO Ha CbOTHOILICHHETO MON3a/pUCK 3a
JIEKapCTBEHHA NPORYKT. OT MEAHLIMHCKHTE CTIELIHANIMCTH CE M3UCKBA Aa choO1lIaBaT BCAKA
MOAO3HPAaHA HEXENAHA peaKLna 40:

brnarapus
HM3nbnsvTeNnHa areHuMs no aekapersara yi. ,,Jdamad I'pyes” Ne 8

1303 Copus
Ten.: +359 2 8903417

yebcaiT: www.bda.bg

4.9 Ilpeno3upane

Hsama cnietpicpraHo neueHHe B Ciyydait Ha npeaosupaHe. [pu npenosupane, nauMeHTsT TpadBa ga ce
JIEKyBa CHMIITOMATHYHO H J1a C€ 3alOo4YHAT NOAABPXKALH MEPKH criopen HyKaaTta. YeproapobHaTa
¢yuxuus 1 HHBaTa Ha CK TpabBa na ce cneasar. Manko e BepoaTHO xemMoauam3aTa aa 6nae or nonsa.

3. OAPMAKOJIOTHYHH CBOHCTBA

3.1 PapMakoAMHAMHYHH CBOHCTBA
d®apmakorepanesTnuna rpyna: nHxuburopu Ha HMG-CoA peaykrasata, ATC koa: C10AAQ7

Mexanu3bsMm Ha ACHCTBUE
Po3yBacTaTHH € CeIeKTHBEH U KOHKYpeHTeH HHXuOnTOp Ha HMG-CoA peaykraszara,
CKOPOCTOrpaHHYaBALUMAT €H3UM, KOHTO NPEBPBILA 3-XUAPOKCH-3-METHATTYTAPH K QPN £
MEBAJTOHAT, IPEKYPCOp Ha xonecrepona. OCHOBHO BL3AEHCTBUE PO3YyBaCTATHH OKgAR

Apo0, opraHLT, B KOHTO € H3BLPILBA HAMAJIABAHE HUBOTO Ha XOJIECTEPOI.

PosyBactaTuH yBenv4aea 6pos Ha yepHoapoOHute LDL peuentopu Bupxy KieT8ars :
KaTo 3acvnea noeMaHeTo H katadonusma Ha LDL v unxubupa yepnoapobhara ¢
TO3X Ha4HH, pO3yBacTaTHH HamanaBa 001U Opoit Ha VLDL v LDL vactuum.
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dapMakoIHHaMHYHH e(DEeKTH

Kpecrop Hamanssa nosuiueHus LDL-xonectepon, obLHs X0NECTEPO H TPHIVIMLEPUANTE, H
noeuaBa HDL-xonectepona. Toii chiio nonmkara ApoB, neHDL-C, VLDL-C, VLDL-TG u
ypesryasa ApoA-I (Bx. Tabnuua 2). Kpectop nonwxkasa u crotHoueRusTa LDL-C/HDL-C, obuy
C/HDL-C, neHDL-C/HDL-C u ApoB/ApoA-I.

Tabauna 3. OTroBop Aa 703aTA NPH NAUHEHTH C IbLPBHYHA XHNepXoecTeposaeMun (Tan Ha n
ITb) (kopurupas cpeaeH NPOREHAT HA NPOMAHA OT H3X0AHOTO HHBO)

Ho3a N LDL-C O6m-C HDL-C TG neHDL-C ApoB ApoA-I
[Thanebo 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

TepanesTHYHHAT OTroBOp KbM NeueHHeTo ¢ Kpectop ce 3abensf3ea no 1 ceaMuiia OT HAYANOTO Ha
tepanuaTa U 90 % OT MakCHMaNTHUA OTrOBOP CE NMOCTHra A0 2 ceaMHULK. MakCHMaTHHAT OTroBOP
0OHKHOBEHO ce MOCTHIra KbM 4-Ta CEAMULIA K ¢e MOAAbpXKa clie]] TOBa.

KnnHuuHa edHKacHOCT Y §€30MacHOCT

Kpectop e edekTHBEH NpH BB3PacTHH XOpa, CTPadailld OT XHNEepXoNecTepolemMud, Cb¢ Wik 6¢e3
XUMEPTPHIIKLEPHIEMHSA, HE3ABUCUMO OT PACOBA MPHHAMLIEKHOCT, NION KK Bb3PacT, H Npy
CHELIBATHH TPYNH KAaTo AUabeTHLIM WM MALMEHTH ¢ PpaMHIIHA XHTIEPXOIECTEPOTIEMHS.

O6o6wennte navHu ot ¢asza 1l Ha KTHHHYHKTE NPOyUBAHHA MTOKa3BaT, 4e Kpectop € epeKTHBEH npy
Ae4YEHHe Ha ronaMa yact ot naumeHture ¢ Tin Ila u I1b xunepxonecreponeMus (cpeaHa H3XoQHa
croitaocT Ha LDL-C okono 4,8 mmol/l), cnopen onpeaeneuure ot Erponeiickata oOLHOCT o
arepockinepo3sa npuienHy crtoiHoctd (EAS; 1998). Okono 80% or naumentuTe Ha 10 mg ca
AOCTHrHaMH xenauuTte crofiHocTH Ha LDL-C (< 3 mmol/l) cnopea EAS.

B enso MauiabHo npoyuBaHe ¢ GOpCHpaHO THTPHpAHE Ha 403aTa, 435 NauueHTH ¢ XeTEPO3UroTHA
¢dbaMuIHa XxunepxonecreponemMus ca nekysauu ¢ 20 mg no 80 mg. Becuuku no3upoBKH nokassar
MOJIOXKUTENIEH PE3YJITAaT BbPXY NUNUAHKTE noka3zarenn. Cea JoCTUraHe Ha AHEeBHa o3a oT 40 mg
(12-cepmuuno neyenne), LDL-C namansapa ¢ 53 %. 33 % or nauueHTUTE QOCTUraT CTOMHOCTHTE Ha
LDL-C cnopen EAS (< 3 mmol/]).

B enHo oTBOpeHO npoyuBake, ¢ GOpCHPaHO THTPHPAHE HA A03aTa NpH 42 nauMeHTH (BKITIOUUTENHO
8 neaAUaTpUYHM NaLMEeHTH) C XOMO3UroTHa (PaMWIHA XHIIEPXOJIECTEPONIEMHS, Ca OTYETEHH
pezyntaTtute oT npueMare Ha 20-40 mg Kpectop. B obuiara nonynanus cpeaAHOTO NOHHXXEHHE HA
LDL-C e 22 %.

[Ipn KNIHHHYHK H3NUTBaHWA C orpaHuYeH 6poit nauueHTH, Kpectop nokassa aguTHBHA ePEKTHBHOCT
pH HaMaJsABaHe Ha TPUIJIMLECPHUANTE, KOraTo € NpueMaH 8 KOMOMHaLHA ¢ PeHopHOpaT U yBENHYEHHE
Ha HuBoTC HA HDL-C B KOMOHHAaLHA ¢ HHALMH (BXK. TOUKA 4.4).

B eqHO MYNTHLEHTPOBO, ABOHHO CAANO, IU1aleOo-KOHTPOJHpaHO KIHHHYHO npoyuBaHe (METEOR),
984 naupenT MeXxXay 45 u 70 roqHHH ¢ HUCBHK PHCK 32 HCXEMHYHA DonecT Ha cbpLeTo (AePUHHpaHO
kato Framingham puck < 10 % 3a 10 1.) u cbe cpeaen LDL-C 4,0 mmol/l (154,5 mg/dl), Ho cbe
CYOKNMHUYHA ATEPOCKIEPO3a, YCTAHOBEHA Ype3 H3MeEpBaHe Ha febenHaTa Ha KapoIHMaTa 3

meaua (Carotid Intima Media Thickness, CIMT), ca pannoMu3zupanu Ha 40 mg po OIFEAGYS |
AHeBHO MM nnauedo 3a 2 roguny. Po3yBacTaTHH 3HaUYKTENIHO 3a0aBd porpec Ve
CIMT ua BcHuUkM 12 MecTa Ha KapOTHAHWTE apTepyuH B CpaBHEHHUeE c IUtanedo .04
(95% C1-0,0196, -0,0093; p<0,0001). [IpoMaHaTa CnpAMO U3XOHUTE CTORHOTIL A I AR
posyBacTaTHH € -0,0014 mm/roguna (-12%/roauHa (HECHrHH(HKAHTHO)), B nt 3 :-H-* ISRl
rpynata ¢ nporpechs ot +0,0131 mm/roadna (1,12/roquna (p<0,0001)). He ¢ .* RprpEa

JIUPEKTHA B3aMMOBPB3Ka MEXAY NMOHWKEeHUETO Ha HUBaTa Ha CIMT M nonwkenny [$
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ChpAeHHOCHA0BH CHOUTHA. [TormynanusTa B npoyusadeTro METEOR e ¢ HHCBK pHCK OT HCXeMHYHA
GosecT Ha CHPLIETO H HE € MPeACTaBHTENHA 38 TapreTHarta nonynauus Ha Kpecrop 40 mg.
HozupoBkara oT 40 mg Tpabea na ce NpeanHcBa CaMo NpH NAUMEHTH C TEXKA XHNCPXONECTCPOACMHUA,
¢ BUCOK CBPJACHHOCHAOB PHCK (BXK. TOUKa 4.2).

Ipoyusanero JUPITER (the Justification for the Use of Statins in Primary Prevention: An
Intervention Trial Evaluating Rosuvastatin) uscneasa edgexra Ha Kpectop (po3yBacTaTHH KajlLyi)
BBPXY MOABATa HAa FOJIEMH aTEPOCKICPOTHYHH CHPACYHO-CHA0BM ChOUTHS Npu 17 802 MBXKe

(> 50 roguHn) U xeHu (= 60 roguHn).

YuyacTHHLMTE B [IPOYYBAHETO ca paHAOMHU3HpaHu Ha ranedo (n=8901) wiu posyeactatuH 20 mg
BeAHBX AHeBHO {n=8901) u ca npocneacHH 3a CpeAeH NMEPHOA OT 2 roJUHH.

Konuenpauuure Ha LDL-xonecrpona ca nonwxkenu ¢ 45 % (p<0,001) B rpynara Ha po3yBacTaTHH B
cpaBHeHHe ¢ mnauedo rpynara.

Ipu post-hoc aHanu3 Ha BACOKO-PHCKOBA Fpyna OT JiHua ¢ 6asHyeH puck no Framingham > 20 %

(1 558 nuua), UMa 3HaYMUTENHA peayKUUA B KOMOHHMpaHaTa KpaiHa To4Ka OT CbpACYHO-CHA0BA
CMBPT, HHCYJIT H MHOKapaeH uHdapkt (p=0,028) npu neueHUe ¢ po3yBacTaTHH, CIIpIMO u1aLebo.
A6conioTHaTa peayKLHMA Ha PHCKA B HUBOTO Ha ¢bOuTHaTa 3a 1 000 naumentoronunu ¢ 8,8.
Tortannara cMbpTHOCT Geliie HENPOMEHEHA B Ta3H BHCOKOpUCKOBRa rpyna (p=0,193). I1pu post-hoc
aHaJIH3 Ha BUCOKOPHCKOBA noarpyna ot nvua (9 302 nuua odiuo), ¢ H3Xo4Ha OLIEHKA Ha pHCKa 2 5 %
(eKCTpamoJiMpaH Ja BKJIIOYH JTHLA HaA 65 roauHK), NMa 3HAYHTENHA peyKItHa B KOMOMHHpaHaTa
KkpafiHa TOYKa OT CbpAEYHO-CBHAOBA CMbPT, HHCYAT U MHOKapaeH HHGapkT (p=0,0003) npu neuennero
C pO3yBACTATHH cnpAMo 1wiaiie6o. AGCoMoTHATa PEAYKLIMA Ha pUCKa B HUBOTO Ha ChOMTHATa € 5,1 32
1 000 naupedToroauHy. ToranHaTa CMBbPTHOCT € HETIPOMEHEHA B Ta3U BUCOKO-PHCKOBA Ipyna
(p=0,076).

B npoyusanero JUPITER, 6,6 % ot nHuata ¢ po3yBacTaTHH U 6,2 % ot auuara ¢ niauebdo
NpeKpaTH/IH PHEMa Ha H3CNIEBAHOTO IEKAPCTBO NOpaaAK HexenaHo cuburre. Haki-uecture
HeXXeNnaHH CbOHTHS, KOMTO ca I0BENM 10 NIpeKpaTABaHE Ha JedyeHueTo ca: Muaarus (0,3 %
posyBacTaTHH, 0,2 % riaue6o), kopemHa 6onka (0,03 % posysactaruH, 0,02 % niauebo) u 0bpus
(0,02 % posyBacrarnH, 0,03 % nnaue6o). Haii-uecture HexenaHu CbOMTUA ¢ HUBO NMO-FOMAMO H
paBHO Ha nnaueto ca uHdpekMy Ha MUKouHUTe TbTHINR (8,7 % po3yBacTaTH, 8,6 % nnauebo),
nasodapuHrut (7,6 % posyBactatus, 7,2 % rnauebo), 6oska B repba (7,6 % posysactaTuH, 0,9 %
wiaue6o) u muanrus (7,6 % po3ysacTaTuH, 6,6 % nnauedo).

[leguaTpyu4Ha NOMYIALMA

B easo ABOMHOCNANO, PAHAOMH3UPAHO, MYJITHLEHTPOBO, IL1aLEe00-KOHTPOIMpaHoO, 12-ceAMHYHO
npoyuBaHe {n=176, 97 oT MBXKH NON U 79 OT XKEHCKH NoN), nocneasaHo ot 40-ceaAMH4HaA, OTKPHTA
daza ¢ THTpUpaHe Ha J03aTa Ha po3yBacTaTHH (n=173, 96 OT MBXKH 1O K 77 OT :KEHCKH NOJI),
nauyeHTH Ha Bu3pacT 10 no 17 roaunwm (craguik 1I-V no Tanep, MoMmuyera node |1 roauHa cnen
Ha4aJIoTO Ha MEHCTPYALIMATA) C XETEPO3HIroTHA (PAaMIITHE XUIIEPXOJIECTEPOIEMHA, NOTYYaBaT
posyBactaTiH 5 mg, 10 mg wam 20 mg wny mauedo nHeBHO 3a 12 ceaMHuLM, a ClNea TOBa BCHUYKH
Nnony4yapaT po3yBacTaTHH AHeBHO 3a 40 ceqMuu. B Hauanoro Ha npoyusaHeTo npubausurenHo 30 %
ot nauueHTHTe ca 10 mo 13 roanimnm n npubnusurento 17 %, 18 %, 40 % n 25 % ca cbOTBETHO B
craauit I1, II1, IV u V no Tanep.

LLDL-xonecteponsT ce noHmwxkasa 38,3 %, 44,6 % u 50,0 % ot posysactatuH 5 mg, 10 mg u 20 mg,
ChOTBETHO, B cpaBHeHHE ¢ 0,7 % 3a nnauebo.

B kpas Ha 4(-ceqMu4HaTa OTKpUTa (a3a C THTPUpPaHE A0 NMPHLIENHA CTOHHOC
MakcHMyM 20 mg BeaHbK AHeBHO, 70 oT 173 nauuerTH (40,5%) ca noctur
crolinocT 3a LDL-Xxonecrepon ot no-mManko ot 2,8 mmol/l.
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Cnen 52 ceaMHIIM Ha H3CNIEBAHOTO JIEYEHHE HE € YCTAHOBEH HHKaKbB €(PEKT BbPXY pacTexa,
ternoro, BMI win nonosoto ch3psaBane (8. Touka 4.4). Tosa npoyusane (n=176) ne e
MpeJHA3HAYEHO 32 CPABHABAHE HA PEAKH HEXKEJIAHH JIEKAPCTBEHH PeaKilMH,

Po3yBacTaTHH € NPOYYBaH ChUIO B €AHO 2-TORUIUHO OTKPHTO KJIKHHYHO MPOYyYBaHe, C THTPUpaHe Ha
[03aTa A0 XKejlaHaTa fo3a, npy 198 neua ¢ xerepo3urorHa GpaMuTHa XUIIEPXONECTEPOJIIEMHA HA
Bb3pacT 6 1o 17 roguun (88 Momuera v 110 momuuera, craauit no Tauep < 1I-V). Havannara noza
MPH BCHYKY NALUEHTH € 5 mg po3yBacTaTHH BEAHBXK JHEBHO. [IpH malMeHTHTE Ha BB3pacT 6 10

9 roauHn (n=64) no3aTa MOXE Zia C€ THTPHUPA A0 MaKCHUMasHa 1o3a 10 mg BeAHBK JHEBHO, a MpH
narmedTy Ha BL3pacT 10 go 17 rogunu (n=134) no MaxcuMmanua gosa 20 mg BeAHBNK JHEBHO.

Cnep 24 mecelia Ha fiedeHHe ¢ po3yBacTaTHH, LS Ha cpeaumnsa npoueHT Ha HamaneHue Ha LDL-C
CMPAMO H3XOAHATa CTOWHOCT € -43 % (u3xoaHo HHBO: 236 mg/dl, Mecew 24: 133 mg/dl). 3a Bcaka
Bb3pacToBa rpyna, LS Ha cpeanus npoueHT Ha Hamanenue Ha LDL-C cnpsamMo #3xoaHaTa CTOiRHOCT € -
43 % (u3xonHo HHBO: 234 mg/dl, mecewr 24: 124 mg/dl), -45 % (u3xonHo nuso: 234 mg/dl, na

mecen 24: 124 mg/dl), n -35 % (u3xogHo HuBo: 241 mg/dl, mecey 24: 153 mg/dl) BB Bb3pacToBUTE
rpynu 6 o < 10, 10 npo < 14 u 14 no < 18, croTBETHO.

PosyeacraTud 3 mg, 10 mg 1 20 mg AOCTHraT ChILO CTATUCTHYECKH 3HAYHMH CPEIHH NMMPOMEHH
CRPAMO H3XOOHO HUBO 3a CJIEJHUTE BTOPHYHH [TOKA3ATENH Ha JTMNMUAKTE U nHnotnporeHHuTe: HDL-C,
TC, ne-HDL-C,LDL-C/HDL-C, TC/HDL-C, TG/HDL-C, ne HDL C/HDL-C, ApoB, ApoB/ApoA-1.
Bcaka oT Te3u NpOMEHH € B NOCOKA Ha NOAOOPEH NTUMHAEH OTrOBOP H €€ NOANBPKA B NPOALIDKEHUE
Ha 2 rOAUHH.

He ce ycTtaHoBaBa e(eKT BbpXy pacTexa, Ternoto, MTM WiH MoloBOTO Ch3pABaHe cliel 24 Mecella Ha
nevyeHHe (Bx. ToYKa 4.4).

Po3yBacTaTHH € Npoy4eH B PaHAOMH3UPAHO, ABOHHOCIANO, [U1a11e00-KOHTPOIHPAHO, MHOIOLIEHTPOBO,
KpBCTOCAHO MPOY4YBaKe ¢ A03a 20 mg BeAHbX AHEBHO, cnpAMo Iuiarebo npu 14 aeua u roHowy (Ha
Bb3pacT 6 A0 17 rogMHH) ¢ XOMO3UroTHaA (paMUnHa Xunepxonecreponemus. I1poyusaHero BKIO4Ba
aKTHBHa 4-ceIMHYHA BCTBIIUTENHA (a3a Ha JUETA, MO BPEME HA KOATO MALIMEHTHTE €a JIEKYBaHH C
po3yBacTaTdH 10 mg, elHa kpbCTOCaHa (paza, KOSTO BKIHOYBA MEPHUOL OT O-CEAMHUYHO JIEUEHHE C
po3yBacTaTiH 20 mg, npeamwiecTBaHa Wiy nocjaeBaHa oT 6-CEAMHUHO NeYeHHe ¢ 1auedo H
noaabpxaiara 12-ceamudna ¢aza, npes KOATO BCUYKH NARUEHTH €a JIeKyBaHH C pO3yBacTaTHH

20 mg. [NauMeHTHTE, KOWTO MOCTHITBAT B MPOYYBAHETO Ha TEpanus ¢ e3¢TUMUO WK adepesa,
Npoab/XKABAT JISHEHHETO CH Mpe3 Lie/IUA NIEPHO] Ha NPOYYBAHETO.

Cratuctuuecky curuiukanTHo (p=0.005) v knMHu4HO 3HaYMMo Hamanenune Ha LDL-C (22,3 %,
85,4 mg/dL unu 2,2 mmol/L) ce Habnionasa cnen 6 ceAMHLIM Ha JieYeHHE € posyBacTaTuH 20 mg, B
cpaBHEHHE C uiaiebo NpH Aelia W FOHOIIH ¢ XOMO3MIOTHA (paMUITHA XUIIEPXOJIECTEPONEMHS.
CTaTUCTHYECKH 3HAaYUMH HaMmaneHus B obuus xonecrepon (20,1 %, p=0.003), neHDL-C (22.9 %,
p=0,003) 1 ApoB (17,1 %, p=0,024), ca HabnrogaBaHu cnex 6 CEAMMLIM HA NeYEHUE C PO3yBACTaTHH
20 mg B cpaBHeHuUe ¢ I1auelo npHy AcLa H IOHOLIH ¢ XOMO3UIOoTHA aMUITHA XHIIEPXOJIECTEPOIEMHA.
ITonwxasane chilo ce HabmoaaBa Ha TpurnKUEepuanTe, choTHoiuenusta LDL-C/HDL-C,

o6, C/HDL-C, ueHDL-C/HDL-C n ApoB/ApoA-I cnen 6 ceaMyLu Ha JieueHHE ¢ pO3yBacTaTHH

20 mg, B cpaBHeHHe c wauebo, npu aeua H 1oHown. Hamanenunero Ha LDL-C cnen 6 ceaMuuu Ha
nedeHue ¢ pozyBactaTuH 20 mg, nocneaBaHo OT 6 ceAMUMLIM Ha JIeUeHHUe ¢ Mnatedo, ce 3anaspa B
paMKuTe Ha |12-ceIMUYHO HENPEKbCHATO JICHECHHE NP Jella M FOHOLLM C XOMO3KIOTHA aMHIIHA
xunepxonecreponeMus. EAMH nauueHT € HMan mo-HataThbHO noHwkasaHe Ha LDL-C (8,0%), O6u-
C (6,7%) v ne-HDL-C (7,4%) cnen 6 ceaMHUYHO JicueHHE ¢ 40 mg cne/, noBUlliaBaHe Ha J03aTa.

[Tpy 7-Te oneHABaHH AeLla U 10HOLIM (Ha BB3pacT 8 10 17 rOAMHH) C XOMO3HIOf

XHIIEPXOJECTEPOIEMHUA OT OTBOPEHOTO NPOYYBaHE € POPCHPAHO THTPHUPAHE (B
npoueHTHOTO NoHWwxeHWe Ha LDL-C (21,0 %), 06wy C (19,2 % ) # reHDL-C (2
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HMBO, CJIe 6 CEAMMLIM HA JieueHHe ¢ po3yBacTatiH 20 mg, € B CbOTBETCTBUE C TE€3H, HADMIOAABAHH B
MOCOUEHOTO M0-rope Mpoy4BaHe MpH ACLAa U IOHOILIM C XOMO3HIOTHA PaMHNHA
XHUIEPXOJIECTEPONEMHUA.

EBponeiickaTa areHLWs No IeKapcTBaTa OCBOOOXKAAaBa OT 3a0bJDKEHHETO 32 MPEJOCTaBAHE HA
pe3y/ITaTHTE OT NPOY4BaHWATA C PO3YBAaCTaTHH NMPH BCHUKH NOATPYNH OT NEAHATPHYHATA TIONMY/IaLHs
3a leYeHHe Ha XOMO3HIoTHA (PaMM/THA XHMIIEPXONIECTEPONEMUs, ITbPBUUHO KOMOMHHMpaHa (CMeceHa)
AMCITUNIAEMHA M 38 NMPOHIAKTHKA HA ChPACHHO-CBAOBHTE CBOUTHS (BX. TouKa 4.2 33 HHGopMaLInA

OTHOCHO YROTpeOa B NeANATPHATA).

5.2 PapMAKOKHHETH'HH CBOHCTBA

Abcopbuns
MakcHMaIHH TUIa3MEHH HWBA ce JIOCTUTaT 5 yaca ciej nepopaiHo npyHemane. AOCoMoTHaTa

6roHanuyHOCT € npudbansurenko 20 %.

PasrnipeaencHue
Po3yBacTaTHH C€ NMOEMa OCHOBHO OT Y€pHHS Jp0O, KOHTO € OCHOBHOTO MACTO Ha CHHTE3HpaHE Ha

xonectepona H otaensHe Ha LDL-C. O6emsT Ha pasnipeesieHHe Ha PO3yBacCTaTUH € MPHOIUIUTEITHO
134 1. PosyBacTaTHH € CBBP3aH C MIa3MEHUTE NMPOTEUHHU, MPERHMHO andyMuHa, NpUOIUIHTENIHO B
90 %.

buoTpahchopmailus

MeTabonu3MBT Ha po3yBacTaTHH € orpaduueH (0koao 10 %). In vitro npoyuBanus Ha MeTabonusma ¢
M3MOJi3BaHe Ha YOBELIKKM XCMaTOLMTH NOKa3BaT, Ye pO3yBacTaTHH € cnad cyocTpar 3a uuroxpom P450
obycroBeHns MetabonusbM. CYP2C9 € oCHOBHHAT H30€H3UM, KOHTO yvacTBa B MeTaboIM3Ma Ha
posyBacTaTHi, a 2C19, 3A4 u 2D6 yuacTsar B no-Manka creneH. OcHoBHUTE MeTabonuTH ca N-
JeCMeTWI H AaKTOH. N-gecMeTnn e oko10 50 % no-Majiko akTHBEH B CPaBHEHHME C PO3YBACTaTHH,
NOKATO JIaKTOH CE€ CYMTA 38 KIMHHYHO HeaKTHBeH. PosyBactaTu onpeaens noseue ot 90 % ot
akTHBHOCTTA Ha uypkynupaina HMG-CoA uHxuGUATOp Ha peayKrasara.

EnuMUHHpaHE

[Tpuonnsurenno 90 % ot po3yBacTaTHH C€ EIMMHHHPA KATO HEMPOMEHEHO NIEKapCTBO C (PEKATUUTE
(abcopOupano u HeabcopOUpaHo NEKapCTBEHO BELUIECTBO), KATO OCTAHAIATa YacT C€ EKCKpETHpa ¢
ypuHata. Okono 5§ % ce eKckpeTupa HENPOMEHEH B YprHaTa. I LnazMEeHHAT NOTY)XHBOT € OKOJIO

19 yaca. [na3MEHHUAT NTOAYKHUBOT HE C€ YBEAUHABA C YBEJIUYABaHE Ha Jo3aTa. CpeHHAT INa3sMeH
KIHpBHC e npubauanrendo 50 nutpa Ha yac (koeduuueHT Ha BaprabunHoct 21,7 %). Kakro npu
IPYTH HHXHOUTOPH HA PEAYKTa3aTa YepHOAPOOHOTO NMoeMaHe Ha PO3YBAaCTATHH BKJIKOYBA
memOpanHua npeHocuten OATP-C. To3u npeHocHTen € BAXEH 3a YEPHOAPOOHOTO ETHMUHUpPaHE Ha

pO3yBaCTaTHH.

JInHEeHHOCT/HENUHEHHOCT
CHcTeMHaTa EKCIIO3HLMA Ha PO3YBACTATUH Ce YBEJIMYaBa NPONOPLHOHAMIHO HA NpUEeMaHaTta 103a.
Hama npoMsaHa BbB (hapMaKOKHHETUYHHTE NapaMeTPH NPH MHOTOKPATHO JO3HPaHe.

Cneyughuunu nonyaayuu

Bo3pacT ¥ non
Bn3pacTTa WM NOABT HAMAT KITHHUMHO 3HAYHM €(EKT BbpXY PapMaKOKHHETHKATa Ha pO3yBacTaTHH

NpH BBL3pacTHU. EKcno3uuuMaTa npH Aelia U IOHOLK ¢ XETePO3UTroTHA paMuiHa
XUIEPXONECTEPOAEMHA U3ITICKAA CPABHHMA WK [TO-HACKA OT Ta3H NpH Bb3PacTHU NalLMeHTH C
nucnaunuaeMun (BX. ,Jleanarpuuna nomynaiua’™ no-a0/y).

Paca
@®apMaKOKHHETHYHHTE NPOYYBaHHA NOKa3BaT, Ye NpH WHAWBHIHM OT a3HaTCKE
KUTaiLK, QUIHNHHLUK, BUETHAMLM U KOpelln) ce Habnoaasa ABYKpaTHO N
AUC u Cpax, OTKOJKOTO NpY HHAWBHIHM OT KaBKa3KkaTta paca. [Ipy uHauiiLM
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AUC u Cpax 1,3 . He € H3BecTHO KaKBO € 3HaYEHHETO Ha (PAKTOPHUTE Ha OKOJIHATA CPElia U Ha
FreHeTHYHHTE (PAaKTOPH 32 NOABATA HA Te3H pa3nMKU. EauH nomynaumoHen GapmMakOKHHETHYEH aHaiH3
NOKAa3Ba, Y€ MEXKIY HHAMBHIMTE OT KaBKA3KaTa M OT YEpHATA paca HAMA KJIUHHYHO 3HAYHUMH

pasJiudHA.

bLOpeuHa HEAOCTATHYHOCT

B enHo npoyuBaHe Ha JIMLA ¢ pa3iivMyHa cTeneH Ha 6p0peuHo yBpexaaHe, 1eK0TO A0 YMEPEHO
O6BOpeuro 3abonaBaHe He ¢ MOBIHUAMO Na3sMEHUTE KOHLICHTPaLMH Ha PO3YBaCTaTHH WJIH HA HErOBHA
N-necmeTun Metaboaut. JInua ¢ Texko yspexnane, odaue (kpeaTHHHHOB KIHpBHC < 30 mi/min), ca
MMaJTH TPHKPATHO YBEIHYEHHE Ha IJIa3MEHATa KOHLIEHTPaL|s, B CpaBHEHHE ChC 3paBu AoOpoBoILM
H JEeBeT [THTH NO-BHCOKA KOHLieHTpauusg Ha N-gecMeri MeTabonura. PaBHOBECHHUTE ILTA3MEHH
KOHLIEHTpALMK Ha pO3yBacTaTHH NpH NALMEHTH Ha XeMoAHasin3a ca npubausurenno 50 % no-sncokn

B CPaBHEHHE CbC 3ApaBH A0OPOBOIILA.

YepHoapobHA HEAOCTATBYHOCT

B enHo npoy4BaHe Ha Jidila C pa3jii4Ha CTENEH Ha YepHOAPOOHO yBpeXKaaHe He ca NONYUYEHU JaHHH
3a MOBHILIEHA €KCIIO3HIIMA Ha pO3yBacTaTHH NMpH nanxeHTH ¢ peayarar no Child-Pugh 7 unu no-
HuCEK. [Ipu ABaMa NaLKMeHTH ¢ TEXKKO YepHoaApodHO yBpexaaHe (pesyarar no Child-Pugh 8 u 9)
CHCTEMHATA €KCITO3MIHA € OWUNa yBENHYEHA HaH-MaJIKO ABA MbTH B CPABHEHHE C JIHLA C MO-HUCHK
pesynrar no Child-Pugh. Hama nanun 3a naumuentu ¢ pesysrat no Child-Pugh wan 9.

["eHeTHYEH MOAHMOPDHIBLM

Mucnosuumsara Ha HMG-CoA peaykrazaure HHXHOUTOPH, BKIIIOYHTENHO pO3YBacTaTUH, BKIIOYBA
tpaHcnoprepunre nporenHu OATP1B1 u BCRP, kogupann or SLCOI1B1 ren (OATP1B1) u ABCG2
red (BCRP). Haxou BapranTd Ha Te3u res, kato SLCOIB1 ¢.521CC u ABCG2 ¢c.421AA, ca
CBbp3aHH ¢ NMpHONK3UTENHO 1,6 NbTH No-BUCOKa excno3utusg (AUC) ra po3yBacTaTHH WiH 2,4 MbTH
NO-BHCOKA €KCNO3ULMA, CHOTBETHO, B cpaBHeHye ¢ reHoTunoerete SLCOIBI ¢.521TT unu ABCG2
c.421CC. Ilpu nauueHTH, 3a KOUTO € U3BECTHO, Y€ UMaT Takusa reHotunose (SLCO1B1 ¢.521CC wm

ABCG2 ¢.421AA), ce npenoppyBa No-HUCKA JHEBHA 103a Kpecrop.

[leauaTpuyHa nomyaaums
Jise papMaKOKWHETHYHH NPOYYBaHHA C PO3YBaCTATHH (TipunaraHd noj gopMara Ha TableTKy) npu

neAUaTPH4YHHU NalMEHTH ¢ XETEPO3UroTHA haMHTHA XHiepxonuecTepoieMus Ha Bb3pacT 10 no 17 unn
6 no 17 ronunu (00110 2 14 naildeHTH) NOKA3BaT, Y€ CKCNO3UUMATA NPH NEAUATPHYHHUTE NALHCHTH
U3rnexna cpaBHHMa WIH N0-HUCKA OT Ta3u [IPH Bb3pacTHUATE nauueHTH. EKCno3uumaTa Ha
po3yBacTaTHH € Owia npeABMAMMA MO OTHOLIEHHWE HA 03aTa U BPEMETO B MPOAL/DKEHHE Ha 2-

FOAMLLIEH NEPHOI.

5.3 HpeaxnrEHYHH TaHHH 33 0€301aCHOCT

[TpeAKNTHHHYHUATE JaHHH HE Ca NOKa3aJlv CNELMANEH PUCK [IPH X0pa, Bb3 OCHOBA HA CTAHAAPTHUTE
Npoy4BaHHUA 3a 6€30MaCHOCT BbPXY OCHOBHUTE CHCTEMH, TEHOTOKCHYMHOCT, KaHLIEPOr€HEH NOTeHLHanN.
He ca npopexxnanu cnetndydHA H3caeaBaHHs, oucHABamM epekTure Bbpxy hERG. Hexenanure
peakilH#, KOUTO He ca HabJil0jaBaHy B KITMHHYHH NIPOYYBaHHA, HO ca Hab/lioAaBaHX PH )XHUBOTHH,
NPH HUBA HA EKCNO3ULMA ONU3KH A0 KNIHHHYHHUTE Ca CNEAHHATE: B U3MMMTBAHHA 32 TOKCHYHOCT CIE/
MHOTOKPATHO NMPWIOKEHHE Ce HabmoaasaT XMCTONATONOMMMHH HEPHOAPOOHH U3MEHEHHA,
BCJIEACTBHE Ha (apMaKoNOrdyHOTO ACHCTBHE HAa pO3YBACTATHH MPH MHUILLUKH, ILTLXOBE H B N10-HUCKA
CTelleH B %UThbYHHMA MEXYP NPH Ky4eTa, HO HE M IPH MaikMyHU. B 1oAabaHeHHe, ce Habmionana
TOKCHYHOCT 110 OTHOUICHHUE HA TECTUCHTE NPH MaiMyHH M Ky4eTa NP No-BUCOKHU AO3H.
PenpoaykTHBHa TOKCHYHOCT NP IUTBXOBE, 33 KOATO C€ ChJH NO HAMANEHHTE rojIEMHHA, TEFNO H
MPEXHBIEMOCT Ha MAJIKHMTE, ¢€ HaOIONaBa IPH MATEPHOTOKCHHHH R03H Ha CUCTCMAFERTTIONRA L,
HAKOJIKO ITbTH HAJl HUBOTO Ha TEPANCBTHYHA CKCIIOZHIIMA.

6. O©APMAIIEBTHYHHU JAHHU

6.1 Cnnchk HA NOMOIIHHETE BellleCTBA
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CopLeBnHa Ha TabneTKaTa
JlakT032 MOHOXHApAT
MukpokpHcTanHa ueynosa
Kanuues ¢ocdar
KpocnoBuaoH

MarHesuee creapat

O6BHBKa Ha TabneTkarta
JlakTo3a MOHOXHIpAT
XUnpomMenosa

TpuaueTun

TuranoB anokcua (E 171)
XeneszeH okcua, yepseH (E 172)

6.2 HecLBMECTHMOCTH

He e npunoxumo.

6.3 Cpok Ha roanocT

3 roauHu.

6.4 CnenHajlH¥ YC/JI0BHS HA ChbXpaHenne

bauctepun onakorku: [la ce cbxpanasat noj 30°C. ChxpaHsBaiTe B OpPHIHHAIHATA ONAKOBKA.
6.5 BHI H ChALPXKARHE HA ONIAKOBKATA

banucrepHH onakoBKH OT aTfyMHHHEB JJaAMHHAT/amyMHHHEBO $onuo no 28 TabnerkH.

He BcHyky BHAOBE ONAKOBKK MOraT fa Ob4aT NyCHATH Ha nasapa.

6.6 CoenHa/IHA NpeANA3ZHA MEPKH NPH H3XBBPJIAHE B paborTa

Hama crieumanHu yKasaHus.

7. IMIPUTEXATEJI HA PASPEIIEHHUETO 3A YIIOTPEBA
Griinenthal GmbH
Zieglerstralle 6

52078 Aachen
['epManns

8. HOMEP(A) HA PAJPEHNIEHHETO 3A YIIOTPEBA

20040104

9, HATA HA ITbPBO PAZPEHNIABAHE/MTIOAHOBABAHE HA PASPEAITIMAET
YIIOTPEBA

Jata Ha mbpBO pazpeiuasaHe: 08 mapr 2004 r.
Hata Ha nocneano nogHossaeane: 07 anpun 2009 r.
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10. JNATA HA AKTYAJIM3UPAHE HA TEKCTA
09/2024
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