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Kpecrop 20 mg ¢punmupanu Tabnetku - i 1857 j , f” g 207
Crestor 20 mg film-coated tablets ' Pazpewenue B ooooseereiesssesserassnares

potipous ¥ SO
2. KAYECTBEH U KOMNMYECTBEH CBCTAB -

Besaxa Tabnerka chabpka 20 mg po3yBacTATHH (rosuvastatin) KaTo po3yBacTaTHH Kaniwii, Beaka
tabneTKa chabpka 182,6 mg makTo3a MOHOXHApAT.

3a MBJIHMA CNUCHK Ha IOMOIUHUTE BElecTBa BIDKTE Touka 6.1,

3. JIEKAPCTBEHA ©®OPMA

PDunmupana tabeTka.
Kpbrna, ousereta B po3oBo TabneTka cbe 3Hak ,,ZD4522” u ,,20” oT eqHara cTpaHa H HeMapKHpaHa
OTKBM ODpaTHata.

4, KJIMHWYHA JAHHHA

4.1 TepaneBTHYHE NOKA3aHHEA

JleueHne Ha XHNIEPXOJecTePONEMHA |

BE3pacTHH, IOHOILIH M [ella Ha WK HAA 6-rORMIIHA BE3PacT ¢ IbPBUYHA XHIEPXOIECTEPIIEMHUA
(Tun Ha BKITIOUHTENHO X€TEPO3UTOTHA haMIUTHA XUTIEPXOJASCTEPONECMIUs ) HIIH CMECEHa
aucmunuaemus (tam I1b) kato nodaska KpM JueTara, KOTaTo pe3ynTarsT OT AueTaTa H IpYTH
HedapMaKOIOrHYHM MepKH (Harp. GU3IMYeCKU YNPaKHEHHS, HAMANABAHE HA TelJIOTO) HE €

33 JOBOJIHTEJEH,

Br3pacTaM, FOHOmIM W Jela Ha WM Haj 6-TOJHIIIHA BE3pAcT ¢ XOMO3SHIOTHA (paMHITHA
XHIIEPXOJIECTEPOIEMHA KaTO J00aBKa KbM JMETATA, KAKTO H C APYr0 JHITHAOTIOHIKABALIO JICYEHAS
(ranp. LDL adepeza) HiIH KOraTo ToBa JICYEHHE HE € NOAXOALIO.

IpeseHnys Ha CHPACYHO-CHAOBH CLOMTHA |
[IpenoTepaTaBaHe Ha rolleMH CHPACYHO-CHAOBH CEOMTHS NPH MALKMEHTH, OLIEHEHH ¢ BUCOK PHCK 33

OBPBO CHPAECHHO-CHACBO CEOMTHE {BoK. TOUKA 5.1), KaTO JOIMBIIHEHHE KM KOPHTHPAHETO HA NpyTH
PHCKOBH (AKTODH,

4.2. Jlo3HpoBKa H HAYMH HA ODPHJIOKEHHE

TNpean 3anouBaHe Ha TepaNHATa, NALMEHTHT TPAOBa 1a Gbe MOCTABEH HA CTAHJAPTHA IHETA 3a
MOHIDKaBaHe HUBOTO HA XOJIECTEPONIA, KOATO Ja MPOTHLKH H o BpeMe Ha jeueHneTo. U36opsT Ha
DO3WPOBKA ce onpeAena OT HHAWBHAYATHUTE TEPANICBTUYHH LIETH, KOUTO C€ ONPEACIAT OT

NPENOPBEKUTE Ha CHEBPCMEHHUTE KOHCCHCYCHH PBKOBOACTEA 33 KOHTPOJI Ha XOJNCCTCPOICMHATA.

KpecTop Moxe 1a ce nmpHeMa 1o BCAKO BPpeMe Ha JeHs, Che WM 0e3 xpaHa.

JleyeHue Ha XHIIEPXOAeCTEPOIEMUS
IIpenopruBanara HayanHa 103a € 5 Wik 10 mg BeAHBK JHERHO, KAKTO MNPH IALHe

NMpHEMATH CTATHHH, Taka H NPH NpeMyHapaHe ot Apyr uaxuontop Ha HMG-CoA
H360pBT Ha HavanHaTa 7033 OT MEAHUKAMEHTA 3aBHCH OT HUBOTO HA CEPYMHHA xoné\
CHPIEMHO-CBAOB PHCK H PHCKA OT MOABa HA HEXKEJIAHH PeakLMH KbM JICYCHHETO (BXK.
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HeoOXOMMMOCT, J103aTa MOXKE Jia ¢€ KOPHrHpa, KATO ¢¢ NPEMHHE HA CIEABALIIOTO JO30BO HUBO Clel

4 ceamuiM (BX. Touka 3.1). B cpaBHEHUE ¢ NO-HUCKUTE KOZM W NPEABH] MOBHIICHATA YECTOTA HA
choOlaBaHe Ha HEKETaHH peaKiiiH Npy Ao3a ot 40 mg, B cpaBHEHHE C NIO-HUCKHTE JO3H (BK.

touka 4.8), mocegHO THTpHpaHe 10 MaKCHMalHaTa n1o3a ot 40 mg TpaOBa Aa ce npeanpHeMa caMo
IpH NMALKEHTH C TEXKA XHITEPXOJICCTEPONEMHESA ¢ BUCOK CHPACIHOCHAOB PHCK (0COOEHO TE3H ¢
damMmITHa XUTIEpXONecTEpPOJIeMHA), KOMTO HE IOCTHTAT EJIAHOTO HHBO HA XOIECTEPOII NPH JIEUEHHE ¢
20 mg | MpH KOHTO 1e ¢e NPaBH pYTHHHO NMPOCIEAARaHe B X044 Ha JIEYEHHETO (BK. Touka 4.4). Ilpu
3a1I0YBaHe Ha JieueHe ¢ 40 mg ce mpenopbuBa NOCTOSHHO HAGIIONCHHS Ha [IALHEHTa OT CIELHAHCT.

[IpeBeHIMs HAa CHPAECYHO-CHAOBH CbOHTHA
B npoy4YBaHEeTO 3a NOHIKABAHE HA PUCKA OT CHPASYHO-CHIOBH CEOHTHA € Hino/3BaHa 1032 oT 20 mg
(8. TOYKA 5.1).

Heduampuuna nonyrayus
VYnorpebara npu acua TpadBa aa ce MpoBekaa caMo OT CHELHATHCTH.

Jlelia 1 10HOIMIH Ha Bb3pacT 6 1o 17 ropunu (ctaauil < [1-V no Tanep)

XeTepo3uroTHa GaMHIHA XHISPXONCCTEPOTIEMUA

TIpu fena H OHOINM ¢ XeTepo3HroTHA dhaMIIHA XunepxonecTeponeMus obuyaiiHaTa HayalHa n03a €

5 mg JHEBHO. |

¢ [lIpu neua Ha BB3pacT 6 Ao 9 ro/IMHU € XETEPO3UTOTHA (PaMMNIHA XHIIEPXOJIIECTEPOIEMHS

~ obuuaiiHuar x030B Auana3oH € 5-10 mg nepopanHo BeAHBK AHEBHO. besonacHocTTa H
eMKacHOCTTA Ha JO3H NO-BUCOKH OT 10 mg He ca npoyuBaHu [IPH Ta3H IIOMyJalHe,

e IIpu neua Ha Br3pacT 10 o 17 roaMHM ¢ XeTepo3UroTHa paMHIIHA XHIIEPXOIECTEPONEMHS
oOMYaliHMAT NO30R AHAanazoH e 3-20 mg nepopaiHO BEAHBXK AHCBHO. be3onacHocTTa H
e(pHMKacHOCTTa Ha AO3H NO-BUCOKHU OT 200 mg He ca nNpoy4BaHH IPH Ta3H NOITYJIaLiMs.

Turpupasnero Tpabea ja ce Nposexaa CEITIACHO HHAHBHUIYANHKA OTTOBOP H MOHOCHMOCT Ha
NEAMATPUYHUTE NTAIMEHTH, KAKTO C€ MpeNnophYRa B NPenopbKUTe 3a Ne4eHHe Ha Aena (BK. Touka 4.4).
JeuaTa u r:oHowuTe TpAOBa Aa ce NONIOKAT Ha CTaHAapTHA XOJIECTEPONO-TIORMKABAINA AHETA NPeIH
Na ce 3all0YHe JISUeHre ¢ Po3yBacTaTHH; AHeTaTa TpAOBa Ja ce NpOABb/DKM 10 BpeMe Ha JICMEHHETO ©
pO3yBacTaTHH. -

X oMO3HTOTHA PaMIIIHA XMIEPXOJeCTepoaeMUs

[Ipu neua Ha Be3pacT 6 10 17 roarHH ¢ XOMO3UrOTHA (PAMHIHA XHIIEPXOIECTEPONEMHS,
npenopbUYMTeNnHaTa 103a € 20 mg BeAHBXK HeBHO. ViMa orpaHuveH OIMT ¢ JO3H pa3nu4Hy o1 20 mg

NpPH Ta3H MOMyJIALHA.
Tabnerkara ot 40 mg He ¢ noaxoadAwa 3a ynorpeda npu neaHaTpuiHH NALHEHTH.

Jlena no-Manku oT 6 ToAMHH
Be3zonacHocTTa M €pHKacHOCTTA Ha ynorpedara IpH Jena Mo MajikH 0T 6 rOAMHM He ¢a NPoyyuBaHH.
CnenosatenHo, Kpecrop He ce mpenoppusa 3a ynorpeda npu aena HO-MalIKH OT 6 TOJHHH.

Vnorpeba Ipy NauMeHTH B crapyecKa Br3pacT

IpenopbuBaHaTa MEPBOHAYAIHA 71034 TIPU NallHEHTH Hax 70-roauiiHa BB3pacT € 5 mg (Bi.
Touka 4.4). JIpyro Kopurapase Ha J03MPOBKATa B 3aBUCHMOCT OT BB3PACTTa HE € HEOOXOAUMO.

Hozupane npu naumedt™ ¢ 6u6peuna HEIOCTATEYHOCT

[Tpu manmeHTH ¢ JIEKO 40 YMepeHo OB0pedHo yBpexxaaHe ce nmpunarat obugaiinure nosu. Ilpn

(xpeaTHHHHOB KHpBHC moA 60 ml/min). Jlosuposkara or 40 mg e [POTHBOMOKA3aHA
ymepeHo 0BOpedno yBpexxaate. [Ipy nammeHTH ¢ Texkxo 6x0pedno yBpeknane ymo /i
Kpectop e npoTHBonokasaHa (Bx. To4kd 4.3 1 5.2). r

JlozupaHe MpH NAaMEeHTH ¢ YepHoApoOHO yBpexcnaHe \

He e Haﬁmo.uanaﬂa MOBUIICHA CHCTEMHA SKCTIO3ULIHA HA POIYRACTATIAH NPH nawe




NALMEHTH ¢ OIeHKa 1o ckanata Ha Child-Pugh 8 u 9 (Bx. Touka 5.2). Ilpu Tesu naunesT Tpabsa aa
ce mpeanpueMe oLeHka Ha 6n0peunara dyHkiMe (Bx. Touka 4.4). Hama nauHH 3a NallHEHTH C OLCHKA
no ckanara Ha Child-Plugh Han 9. Kpectop e mpoTHRonokasaH NpH NalBeHTH ¢ aKTHBHO
YyepHOAPOOHO yBpexAaHe (BXK. Touka 4.3).

Paca

ITpu manMeHTH OT a3HaTCKaTa paca ce Hab/lroAapa MOBHIIIEHA CUCTEMHA €KCTIO3HIMA Ha METHKAMEHTA
(B, ToukH 4.3, 4.4 u 5.2). IlpenoprypaHaTa MbpROHAYANHA 1032 NTPH NALHEHTH OT a3HATCKH
npousxod e 5 mg. Ilpe Te3H NauHeHTH € IPOTHBONOKA3AHO MPpUWIOKEHHE Ha no3a oT 40 mg.

I'eHeTHYEH NOIUMOPOUIBM

[TokazaHo €, Ye reHOTHIIOBETE SLCOlBl (OATP1B1)¢.521CC n ABCG2 (BCRP) c421AA ca
CRBP3aHM ¢ MoBUIMaBane Ha ekcrnosuluaTa (AUC) Ha posyBacTaTHH, B CpaBHEHHE ¢

SLCOI1B1 ¢.521TT u ABCG?2 ¢.421CC. 3a nanHesTiTe, 3a KOUTO € H3BECTHO, Y€ HMAT FeHOTHII
¢.521CC unu ¢.421AA, ce npenophyBa MaKCHMalIHa €IHOKpaTHA AHEBHA J03a 0T 20 mg KpecTop
(Bk. ToukH 4.4, 4.5 1 5.2).

ﬂOSHEaHB [IPH NalHCHTH, NMPEeapa3noaokKeHH KbM PA3BHTHC Ha MHOITATHA

[Ipu maLMeHTH ¢ npeapasnoIaraM ibalfropu 3a pa3BHTHTE Ha MHOIIATHUA NPENOPHYBAHATA HAYATHA
ao3a e 5 mg (Bx. Touka 4.4).

[TpH HAKOH OT TE3U MALMEHTH € IIPOTHROMOKA3AHO MIPHIICKEHHETO Ha 1o3a oT 40 mg (Bxk. TovKa 4.3).

CuIpTCTBALIA TEpANus
PozysactraTiH ¢ cyOCcTpaT Ha paziHyHH TpaﬂcnopTepHH MpOTEHHHM (Hanp. OATPlBl 1 BCRP).

PHCKBT OT MHONIATHA (BKIKOYHMTETHO padA0MHONIN3A) Ce NOBHIaRa, korato Kpecrop ce npunara
€IHOBPEMEHHO ¢ OTIpeieNIeHH JieKapCTBeHH MPOAYKTH, KOMTO MOTaT Aa MOBHIIAT ryiasMeHaTa
KOHUESHTPALMA HA PO3YBaCTATHH, NOPaIH B3aMMOEHCTBHE C Te3H TPAHCIIOPTEPHH IPOTEHHH (Hanp.
IUKJTOCIIOPUH H HAKOM NPOTEA3HH HHXHOMTOPH, BKIOYHTENNTHO KOMOHHALIAH HA PHTOHABAD C
aTa3aHaBHP, JJOITHHABHP W/WIH TUIIPaHABHD; BX. TOUKH 4.4 u 4.5). Ha npeanucsainpre JiekapH ce
Npenope4Ba Ja B3eMar [IPeJBH/] CHOTBETHATA NeKapcTBeHa HHGpOPMaL|s, KOraTo OOMHCIAT
NpUIAraHe Ha TAKHBA NPoAYKTH 3aeaHo ¢ Kpecrop. Koraro e BE3MOxKHO, TpaOBa na ce mMaT NPeABH]
AITCPHATHBHH JICKAPCTEA H, aKO € HBDGXOII,HMO, Aa C€ UMa npcasd A BpCMCHHO TIPCKBCBAHC Ha

TepanuaTa ¢ Kpectop. B cuTyanmu, KOrato eJHOBpeMEHHOTO PUAOKEHHE HA TE3H NCKAPCTBCHA
npoaykTd ¢ Kpecrop e Hen3bexHo, non3aTa H pucKa OT CHITBTCTBAIATA TEPaNua H KOPEKIHH Ha -
aosata Ha Kpecrop Tpabea BriaMaTenHO aa ¢ce oOMucaT (BxK. To4ka 4.5).

4.3 IMpoTaBONOKA3AHASA

KpecTop € MpoTHBONOKA3aH:

e Tlpu NaleHTH ChC CBPbXUYBCTBHTENHOCT KBM PO3YBACTATHH HJIH HAKOE OT NOMOLIHHTE
BCINECTBA. |

o [Ipu naumeHTH ¢ aKTUBHO YepHOAPOOHO 3a6onaBaHe, BIIIIOYMTEIHO HEYTOYHEHO,

NPOABDKUTETHO TIOKAYBAHE HA CEPYMBUTE TPZHCAMHUHA3H M BCAKO NOKAYBAHE HA CEPYMHMTE

TpaHcaMHHA3H TPH ITFTH HAJ FOpHATA MPpaHKLa Ha HOpMaTa.

[Tpu nauueHTH ¢ TeXKKO OBOpeUHO YBpekKiaHe (KPEaTHHIHOB KIHPBHC < 30 ml/min).

ITpu nareHTH ¢ MHOMATHS.

ITpu MaLMEeHTH, MPUEMAlIH €JHOBPEMEHHO ummocnnplm

[1Io BpeMe Ha OpeMeHHOCT, KbPMEHE U MPH XKEHH B ACTEPOIAHa BB3PAcT, KOHTO HE

MOAXOAIIH KOHTPALICTHBHH MEPKH. |

g EHER O

Hozata ot 40 mg € npoTHBOIIOKA3aHa NPH NMALKEHTH ¢ npeapasnoarainH ¢
muonarus/pabagomuonnsa. Takuea ¢pakTOpH ca:

s VmepeHO no crened OBOpeyHo yBpesknaHe (KpeaTHHHHOB KIIWPBHC noa 60
o XUIIOTHPEOHIHIEM.

¢ JIuuua wim haMIIHA aHAMHE3A 33 HACIIEICTBEHH MYCKY/THH 3a00/1ABaHuA.
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e AHaMHe3a 3a IosBa Ha MYCKYJIHO YBpeXXIaHe N0 BpeMe Ha JICYEHHE ¢ APYT MEAHUKAMEHT OT
rpynaTa Ha MHXUOUTOPHTE HA XHAPOKCH-METHI-IIYTApHI-KOEH3UM A peAyKTa3aTa uiM ¢ Gubpar.
3noynotpeta ¢ ajIKOXOJ.

ChCTOSHMA, NMPH KOHTO MOXKE Ja c€ MOBHIIN IIaA3MEHOTO HUBO Ha MEJMKaMEHTA.

JIMua oT a3MaTCKATa paca.

CourreTeTRaIO JIedeHue ¢ Gubpara.
(Bx. Touku 4.4, 4.5 u 5.2).

4.4 Crnennajing NpeaynpexIcHns B IpeINasHHd MEPKH HpH ynoTpeda

bvbpeyu

[Ipu nanueHTH, JeKyBaHn ¢ IO-BUCOKM A03u Kpectop, no-xonkperno 40 mg, e Habmonasaxa
[POTEHHYPHA, KOATO € YCTaHOBEHA MpH W3CIeNBaHe ¢ TECT-JIEHTH, C NPeAUMHO TyOyJieH NPOH3X01 H B
MOBEYETO CIIy4YaH ¢ MTPEXOACH WM HHTEPMHUTEHTEH Xapakrep. He e nokazano npoTeHHypHATA Ja
npeIlIecTBa OCTPO HIH NporpecusHo 6r0peyuHo 3abonaBane (BkK. Touka 4.8). JloKnajsaHaTa 4e€CTOTA
Ha CEpHO3HH OBOpeUHH YBPEAH NPH IOCTMAPKETHHIOBATA YIIOTpeDa e 1o-BucoKa NPH AO3HPOBKa OT
40 mg. Ouerka Ha 6pOpeunarTa QpyHKUKA TPAOBA Aa ¢e HANPABH MO BpEME Ha pYTHHHO NpOCcAcAsBaHe
NpH NAaLMEHTH, 00H9aiHo nekyBanH ¢ 40 mg.

Cxenemua myckyaamypa

Edextu BBpXy cKeeTHaTa MyCKYJIaTypa { MHAITHA, MHOTIATHS U TIO-PAAKO pabaoMHOIIH34a) ca
cpOOLIABAHM NPH IPWIOKEHHE Ha BCHUKH JO30BH pexKHMH, ocobeHo npu ao3u Haf 20 mg. MHoro
pEIKH CITydaH Ha pabJoMHOIH3a ca A0KIAIBaHH TIPH W3IIOI3BAHETO Ha €3eTUMHO B KOMOHHALINA ¢
HMG-CoA penykTaznu uaxudburopu. He Moxke ga 6bae H3KTIIOUEHO (hapMakoIHHAMHYHO
B3auMonaeicTBHe (BK. To4Ka 4.5) ¥ e HeoOXO0IUMO BHHMaHHE [IPH KOMOHHHUPAHOTO UM H3MOJI3BAHE.

Kakto mpu apyrute HMG-CoA peayKkTasHH HHXMOHTOPH, ZOKITAIBAHATA YECTOTA HA pabaoMuonusa,
acowuapana ¢ Kpecrop npH nocrMapkeTHHIOBaTa ynorpeda, € No-BHCOKA Npy A03HpoBKa OT 40 mg,

Hzmepeane na xpeamunxunazama

KpearunknHazata (CK) He TpsaOBa ga ¢ce H3MepBa ciiell YCHIEHH YNPaKHEeHHs HIH NPH HAJIHYHETO Ha
ApyT OpUYHHATEN Ha yBeilmueHue Ha CK, KoeTo MoXe Ja 3aTpyAHM THIKYBAHETO Ha pesynrara. AKO
HuBoTO Ha CK € 3HaYyHTENHO NOBHILEHO ITPH H3XOAHO HUBO (> 5 MBTH TOpHATA AOMYCTHMA I'paHHLA),
TECT 34 MOTBBPIKNABAHE Ha pe3yaTaTa TpaOBa na 6b1e HampaseH B paMKHTE Ha 5—7 IHH. AKO
NOBTOPHOTO H3C/IeABAHE NMOTBBPAH U3X0AHO HHBO Ha CK. > 5 MbTH ropHaTa J0IycTHMa rpaHHila, He
TpAOBa Aa ce 3ano4Ba JIeUeHHE.

IIpeou nevenuemo
Kakro u apyru mixuOuropu Ha HMG-CoA pexyxrasara, Kpectop Tp:a08a na O npenmucsa ¢
oco0eHO BHHMaHHe IIpH NAalMeHTH, 3a KOHTO ca Hamuile (pakTopH, Npeapa3nonaraliil pa3sBHTHE Ha
muonatis/pabaomuonusa. Takupa dakTopH ca:

¢ bnbpeuno yspexnane.

XHNOTHPECOHUIHIBM.

JIngna nnu dhamMuiHa aHAMHE3a 3a HACTIEAICTBEHO MYCKYJTHO 3abosBaHe.

YcraHoBeHa MyCKyJlHa TOKCHYHOCT KbM ApyrH HHXHOuTopu H2a HMG-CoA penykrasara wid
dhubpathn.

3noynorpeba ¢ ankoxon.

IlaluenTH Ha BB3pacT Hajg 70 roiuHH. e
Coerogarud, IpH KOUTO MOXKe Aa ce Habmonapa mokavpaHe Ha IUIa3MEHMTE

EanoBpeMeHHO npuwioxkeHue Ha GpubpaTH.

[Tpu noaoOHm naimentH TpadBa Aa ce NpeABHAN OTHOLICHHETO PHCK/NON3A H.
o KTMHAYHO HaOmoaeHue, Axo m3xogHoTo HuBO Ha CK e 3HAUMTETHO NOBK
ropHaTa rpaHdHa Ha HOpMaTa), He TpaOBa Z1a ce 3amo4Ba JeueHHe.



{lo epeme ua neuenuemo

ITanpeHTHTE € 3aaBKaBaT He3a0aBHO Ja HOKMaABaT HeOOSCHHMH MYCKY/IHH 60.111(1-1, yCeIllaHe 3a
cnabocT WM cXBalllaHe, Hali-Bede ako ¢a CBBP3aHH ¢ HepasIoNokeHHe WK peGpuwmirreT. [1pn Tesu
nanpeHTH Tpa0Ra na ce n3mepAT HuBara Ha CK. Tepammara TpgOBa na ce mpekpatn, ako HUBOTO Ha
CK € 3Ha4MTeIHO MOBHILEHO (> 5 ITBTH ropHaTta JOMyCTHMAa MPaHHLa), HIH MyCKY/THATEC CHMITTOMH ¢a
TEXKH ¥ NPHUHHABAT SKEFHEBHO Hepasnonmkenne (Aopu Husoto Ha CK 4a e < 5 bt ropHaTta
JOIMYCTHMa MpaHHALIa). AKO CUMITTOMHTE H34e3HaT H HHBOTO Ha CK ce HopManusupa, MOXKe Jia ce
[IOMHMCJTH 34 TIOBTOPHO JeueHue ¢ Kpecrop win anrepuarieeH unxuGurop Ha HMG-CoA pexykTasara
B Haif-HUCKA 1032 noj nabmonenue. PytuaHo HaOmoaenue Ha HuBoTO Ha CK npH naiueHTH O3
CHMIITOMH HE € OCHOBATEIHO.

Mma MHOFO peaKH AOKIAAM 32 HMYHOMEIHHPAHA HEKPOTH3HPAalla MHOTIATHSA, KOATO KIMHHYHO Ce
XapakTepH3Kpa ¢ EPCUCTHpALA NPOKCHMAJIHA MYCKYIHA CIIA00CT H NOBHILICHA KpEaTHHKHHA3A 110
BpeMe Ha JIeUeHHETO KIH ClIe] CIIMpaHe Ha CTATHHUTE, BKTIOYMTEHO po3yBacTaTuH. Moxe na e
HeOGX0IMO AOMBIHATETHO HEPBHOMYCKYITHO HJIM CEpOIOrHIHO H3cneasaHe. Moxe fa ce HAOXKH

NCUYeHHE ¢ HMYHOCYIIPECHPALLH JIEKAPCTRA.

Ipu xHHHYHMTE H3MTBaHKWA Ha KpecTop He ca HabmroaBaHH JaHHH 3a [IOBHUIICHH €(PEKTH BBPXY
CKeJIeTHaTa MyCKYJlaTypa B MalIKaTa rpyna HalHeHTH, npH Kouro Kpectop e npuiaaraH ¢ Apyro
CBHITBTCTBALLO JIeueHe, YBeIHYeHUE Ha 4ecTOTaTa Ha MMO3MT ¥ MHOMIATHY € HaOmoaasaHo, obave,
TIpH NALHEHTH, TIOTyYaBainy Apyrd uaxubutopr Ha HMG-CoA penykrazaTta 3ae{HO ¢ LHKJIOCIIOPHH,
NPOU3BOAHH Ha QHOPHHOBATA KMCETHHA, BKIIOUMTENHO reMOHOpo3ni, HUKOTHHOBA KHCCITHHA,
a30JI0BH AHTHMHKOTHIIH, NPOTEa3HH HHXHOHTOPH H MakponuaHu aHTUOHOTHUM. ['embubposun
HOBHILABA PHCKA OT MHOTIATHS, aKO C¢ IIpHeMa eTHOBpeMeHHO ¢ Hakou uHXHOHTOpH Ha HMG-CoA
pexykrasara. [Topagau ToBa, KoMOuHalMaTa MeX Ty reMpubpo3un 1 KpecTop He € MpenophuATEIIHA.
[lonzara OT JOMBJIHATENIHO CHIPKABaHe B JIMMIMOHUTE HEBA B PE3YJITAT OT KOMOMHHMpPaHOTO IPHEMAHE
Ha Kpectop u ¢nbpary nnm HuauuH, Tpadea Aa 6ble BHHMATEIHO HW3YMC/ICHa CITPAMO MTOTEHLMATHHA
pHcK oT noaoOHA koMOHHAaurH. IIpH eAHOBPEMEHHO IpIIcKEHHE Ha (hHOpaTH, IeUeHHETO ¢ AO3H OT
40 mg e npoTHBOMNOKA3aHO (BXK. TOUKH 4.5 1 4.8).

Kpecrop He Tpabea na ce npunara eIHOBpEeMEHHO ¢ (y3HAOBA KHCEJIMHA 33 CHCTEMHO NPHIOKEHHE

WK B PAaMKHTE HAa 7 HM cliell CIIUPaHe Ha JEYEHHeTO ¢ (y3H0Ba kiucenuHa. IIpH maupeHTH, NnpH
KOHTO M3ITOJI3BAHETO Ha y3MA0BAa KHCENHHA 338 CHCTEMHO TIPHIOIKCHHE € 3HAYHMO, JICYEHHETO ChC

CTaTHHH Tpa0Ba Ja Oble npeyCTAaHOBEHO Tpe3 Leus [IEPHOA Ha jeueHHe ¢ Qy3uaoBa KucenuHa. Fima
crobmenns 3a pabaoMuomiza (BKTIOYHTETHO HAKOMIKO ¢ (haTaleH H3XOA) NIPH NalHEHTH, IPHEManlH
¢y3um0Ba KHCENHHA H CTATHHH B KOMOHHaIHA (BX. Touka 4.5). ITaiuenTrre Tpadea na Obaar
NOCHBETBAHM 1A MOTHPCAT He3a0aBHO MEJHIHHCKA MOMOIL, aKO M3MHTBAT CHMIITOMH Ha MYCKYJIHa
cnaboct, 6onka UM HonesneHocT. JIedeHHETO ChC CTATHUHA MOYXKE 713 ObIe MOJHOBEHO CEACM IHH
ClIEA [IOCIEAHATA 1032 Ha y3H/I0Ba KHCeTHHA, [IpH H3BLHpEAHH 00CTOATENCTBA, KOraTo €
HeOo0X0AHMA NMPOAB/DKHTENHA yrioTpeba Ha Gy3U0Ba KUCEIIHHA 38 CHCTEMHO IPHIIOKEHHE, HAIIPHMED
34 JICUEHHE HA TEXKH MH(EKUHH, HeoOXOAUMOCTTA OT €HOBPEMEHHO NpHiIoKeHue Ha KpecTop U
({y31noBa KucennHa TpaOea 1a ce npelleHd HHAWBUAYAIHO, Y [IOJ CTPOT MEIMUMHCKA KOHTPOIL.

Kpectop He rpaGBea Aa ce ynotpebsasa OpH NALMEHTH ¢ OCTPH CEPHO3HH CHCTOSAHHA, Npe/IIoIaraly
MHUOMATHA, WM NPePa3NoNaraiM KbM pa3BHTHe Ha OBOpetHa HeJOCTATFIHOCT, BCIICACTRHE
pabnoMuonu3a (Hanp. CETCHC, XMITOTOHHS, TOJISAMa OTIEpaii, TPABMa, TEXKH MeTabO/IUTHH,
CHIOKPHHHNA ¥ SNEKTPONIMTHH HAPYIICHNS WITH HEKOHTPOJMPAHH IbPYOBE).

BiusHie BpXY UYepHUA Apod e
Kakro npu apyra nnxuburopn Ha HMG-CoA penykrasara, Kpectop Tpabsa B

{ipHnara rnpH NauHCHTH, KOUTO IIPHEMAT IoJIAMO KOJTHYECTBO alTKOXO0J] HW/WIH Ct

HaMaJlH, akO HUBOTO Ha CEpyMHHTE TpaHCAMHHA3H HAJBHIIIABA TPH ITHTH IOp
HopMaTa. [loxsiaiBaHaTa 4eCTOTA 33 CCPHO3HH Y€PHOAPOOHH yBpeaH (3aKIIoURQM
YBETHMEHH YepHOIPOGHH TpaHCAMWHA3H) NMPH NMOCTMAPKETHHIOBATA YIIOTpeDa, &
AO3HpOBKa 0T 40 mg,.




[Ipy nanyeHTH ¢ BTOpUYHA XMIIEPXOIESCTCPOJIEMHUA, IPHYUHEHA OT XHMITOTHPEOHUAH3bM HWIH
HedPOTHYEH CHHIPOM, OCHOBHOTO 3a60/19BaHe TpAORBa 1a ce JIEKYBa NPeH 381109BaHE HA JICUEHHUE c
Kpecrop.

Paca
(DapMakOKHHETHYHUTE IIPOYYBAHUA NOKA3BaT, Y€ [IPH NAallHeHTHTE OT asHaTcKaTa paca ¢ HaJIuLe 1no-
BUCOKA E€KCIIO3HLIMA B CPaBHEHME C TE3M OT KaBKa3skara (Gsnara) paca (Bxk. ToukH 4.2, 4.3 u 5.2).

[IpoTeasHu HHXUOUTOPH

[TopuIneHa cHCTEMHA €KCITO3HIMA HA PO3YBACTATHH € HabJIONaBaHa NpH NalHMeHTH, IPHEMALIH
pO3YBACTATHH ¢IHOBPEMEHHO C PA3NIHIHM NPOTEA3HU HHXUOHTOPH, B KOMOHHALHA C PHTOHABHP.
TpaGra Ja ce 0GMHCIA KAKTO [10/13aT2 OT JIMIXACNOHIDKAaBaHe ype3 ynoTpeba Ha Kpecrop npu
naipientd ¢ HIV, koMTO npHeMar npoTeazHH HHXUOUTOPH, TaKa H MOTEHUMANA 34 [IOBUIIEHA
KOHLIEHpALMs Ha PO3YBACTATHH, KOraTo CE 3a[104YBa TepanuaTa | ce NoBHinapa Ao3ata Ha Kpectop npu
[TAIIHEHTH, JIEKYBaHH ¢ IPOTea3HH HHXHOUTOPH. ENHOBpEMEHHOTO MPUIOKEHHE C ONIPENEIEHH
NpoTea3HH HHXHOHTOPH HE Ce TIPENophuBa, OCBEH ako ao3ara Ha Kpectop He ce kopurupa (Bik.
tabmuua 1 ¥ Touku 4.2 1 4.5).

HenoHoCHMOCT KbM JaKT034a
[TanHeHTH ¢ peIKH HACNEACTBSHH NpOoOIeMH KaTO rajlakTo3Ha HENOHOCHMOCT, Lapp sakTaseH
Ne(MUITHT WK TTIIOK030-TallakTo3Ha ManabcopOipa He TpaOBa Ja IPHEMAT TOBA JIEKAPCTBO.

Wntepctiupania Genonipobna 6onecr

HMoxnagsaHy ca H30IHPaHH CIy4ad Ha MHTEPCTHLIHANHA OenoapobHa GonecT NpH NPHIOKEHHE Ha
HAKOM CTATHHH, 0COOEHO TIpH NMPOARDKHTENHA Tepaiua (BX. Touka 4.8). KnuHuyHuTE Npossu Morar
71a BKITIOYBAT JUCIIHEs, HEMPOAYKTUBHA KAILUTHLIA ¥ BlOLIABaHE Ha 00IIOTO CheTOAHME (YMOpa, 3aryda
Ha TErJIO H TPecKa), AKO HMa MONO3peHHe, Y€ IALMEHTHT € pa3BH HHTepCcTUIMATHA 6es1oapobHa
bonect, TepanmHMATa ¢he CTaTHH TpAGBa Aa 6bAe npeycTaHOBEHA.

3axapeH auader

HskoH qoxa3zarencTra NPeamonarart, 4e CTaTUHHHTE KaTo KIac MOBHINABAT KPbBHATA IIIIOKO3a U TIPH
HAKOH MAlHEHTH, BHCOKOPHCKOBH 34 pa3BHTHE Ha nHaber B ObacLIS, MOTaT Ja A0BeJaT 0 TAKOBa
HHUBO Ha XHIEPIIIMKEMHUS, NPH KOETO € MOAXOAAII0 NPUIaTaHeTO Ha PeNOBHATA IPHDKA, IIPOBEXAAHA
npu Auaber. To3u puck, obave ce HaanenaBa OT peAyKLHATA Ha BACKYJapHHA PUCK ChC CTATHHH H,
CIIeIOBATENHO, He TpsaOBa fJa Objie MpHUUKMHA 3a CIIHpaHe HAa CTATHHOBAaTA Tepanuid. PHCKoBUTE
nanHeHTH (rnoKo3a Ha TagHo 5,6 no 6,9 mmol/l, nanekc Ha TenecHa Maca > 30 kg/m?, nosumenu
CTOWHOCTH Ha TPHITIHUEPHANWTE, XHIIEPTOHHA) TPAOBa a ¢e NpOCIeasBaT KAKTO KITHHHYHO, TaKa H
OHOXVUMHYHO, CHIIIACHO HALHOHAITHHTE PHKOBOJCTEA.

B npoyusanero JUPITER, crobmenara obia yecrora Ha 3axapex auaber e 2,8 % 3a posyBacTaTHH H
2,3 % 3a mane6o, rnapHO MPpH NALHEHTH ¢ IMIIOK03a Ha riaagHo 5,6 Ao 6,9 mmol/l.

[TenuaTpyuHa NIOMyaaiMst
OneHIBaHETO HA JIMHEMHOTO H3pacTBade (BucouMHa), Terno, BMI (MHaekc Ha TenecHara maca) B

BTOPWYHHUTE NONORH Oee3H Ha NONOBOTO CH3PABAHE NO CKayaTa Ha Tanner NpH NEAMaTPHUHH
HalyeHTH Ha BE3pacT 6 A0 17 roAMHH, NpHEMALIH pO3YBACTATHH, € OTPAaHHYEHO 10 ABYTOAUIIEH
neproa. Cnex ABe roAVHH Ha TPeTHPAHE TI0 BpeMe Ha MPOYYBAHETO, He € 3a0ena3aH HUKAKbB ¢(eKT
BBPXY pacrexa, Terjao1o, BMI win monosoTo ch3paBaHe (BK. Touka 5.1).

B KNMHUYHO Npoy4YBaHe HA AELA W IOHOIIH, [IPHEMAIH pO3yBaCTaTHH 3a 52 CeAMMLIH,
CK > 10xULN H Mycky/THHTE CUMIITOMH clleX YNIPaXKHEHHE WX [IOBHLIeHa GuzHY /
HaGmoAaBaHU MO-4ECTO, B CpABHEHHE ¢ HAOMIOIEHHs OT KIIHHHYHH ITPOYYBaHHA
Touka 4.8).

4.5 B3anMoaelicTBHE ¢ APYrd JIeKapCTBEHH NPOAYKTH H APYTrH (popMH HA BY



Edhexm na eonospemenno npunazan 1ekapcmeery npooyKkmu 6bpxy po3yeacmanus

HaxnOuropH Ha TpaHCHIOPTEPHHTE NPOTEHHH
PosyBacTraTuH € cyGCcTpaT Ha ONpeAecHH TPAHCIIOPTEPHH NPOTEUHH, BKITIOYHTENHO YepHoApoOHHA

brreiik Tpancnoprep OATP1B1 u eduyke Tpancnoprepa BCRP. EqHOBpeMEHHOTO NPIIIOKEHHE HA
KpecTop ¢ nekapcTBEHH NPOAYKTH, KOUTO €2 HHXUOHTOPH Ha Te3H TPAHCTIOPTEPHH HPOTECHHH, MOXE
Ja JIoBee A0 NOBHIIABAHE HA IUIA3MeHATa KOHLISHTPAIHI Ha PO3YBaCTATHH M NMTOBHINIEH PHUCK OT
MHONATHA (BXK. Tabnuna 1 v Touku 4.2 u 4.4).

Luksiocnopud

[Ipy egHOBPEMEHHOTO NPIIIOKEHKE Ha KpecTop ¢ muknocnopiH, cpenHute cTokiHocTH Ha AUC Ha
pO3yBacTAaTHH ca OWIH CpeAHO 7 ITHTH ITO-BHCOKH OT Te3u, HaOmoJaBaHu IPH 34paBH A0OpOBOIH, Ha
KOMTO € TIPHJIOKEHA ChIaTa A03a (BX. Tabauna 1). Kpectop ¢ npoTHBONOKA3aH IIPH MalHEHTH, KOHTO
SOHOBPEMEHHO NOTyJYaBaT LMKIOCIIOPHH (BX. TOUKa 4.3). EAHOBPEMEHHOTO NIPHIIOKEHUE HE €
NOBJIMAIO TVIA3MEHNTE KOHLIEHTPALMH Ha IMKJIOCTIOPHH.

Femdubpo3na ¥ ApYry JTANHACNIOHWKABANIHA NPOJYKTH
EmnoBpeMeHHOTO nprnoxeHHe Ha Kpectop u remdpubposni € aoseno A0 ABYKPAaTHO NOBHINEHHE Ha

Crex M AUC Ha posyBacTarui (Bx. Touka 4.4). Jlauaure ot papMaKOKHHETHYHHTE NPOYIBAHUSA,
H3CJISBALIH JICKAPCTBEHUTE B3aUMOAEHCTBHIA, HE TIOKA3BaT B3anMozeicTeue ¢ ¢peHoduOpar, HO €
BB3MOXKHA MOABA Ha (papMAKOAMHAMHYHH B3aumoxeiicTeua. I'empudpozmn, peHopubpar u
OCTaHANHMTE MEIHKAMEHTH OT rpyrara Ha puOpaTuTe W TUNMHIONOHWKABAMTE J03H (B 1034 = 1 g Ha
JeH) HuauMH (HHKOTHHOBA KHCe/THHA), TOBHIIABAT PHCKA OT IIOSBa HA MMOIATHA ITPH KOMOHHHpaHe ¢
MHXHOMTOPH Ha XHAPOKCH-METHI-IJIyTapHI-KOSH3MM A peyKrasaTa, Hal-BepoATHO nopaaH ¢iakTa,
Ye MOCIeIHUTE MOTAT Aa NPEAN3BUKAT [OABATA HA TOBA YCIOKHEHHE B NpH MOHOTepanmi. J[o3aTa oT
40 mg ¢ NPOTHBOIIOKA3aHa NPH €JHOBpeMeHeH npueM Ha ¢ubpatn (Bx. Touka 4.3 u 4.4). IIpu Tesn
ManUeHTH JICYEHHETO ChIIO TPAOBA /1a 3aM0vHe ¢ 5 mg.

Ezerumu®

EanospemennoTo uinospane Ha 40 mg Kpecrop # 10 mg ezernmu® He Boau ao npomeny B AUC u
Ha /IBaTa NPOAYKTA, KOTaTo Ce NpHIaraT NpH 3ApaeH goGposomuy. Mua 1,2 mbTu nosawieHne Ha AUC
Ha po3yeactatuH, xoraro 10 mg Kpecrop u 10 mg esetumnd ca npriokeny npy NauMeHTH ¢
xurniepxonecrepoaeMmus (tabmuna 1). He Mmoxe na ce mxmodd ¢papMakoAUHAMHYHO B3aMMOICHCTBHE
MEXTY TIX, KOeTO a HMa 32 Pe3YNTAT HEXKSIIAaHH peakimH (BkK. Touka 4.4).

[Iporeasnyd HHXUOUTOPH
Brnpekn ue TOYHHAT MEXAHHU3BM Ha B3aHMOJEHCTBHE HE € M3BECTEH, EHOBPEMEHHOTO NPHITCKCHHE C

NPOTEa3HH MHXWOUTOPH MOXKE PA3KO Aa MOBHILH SKCITOZHIHATA Ha po3yBacTaTHH (B:K. Tabmuua 1).
Hanpumep, e1HOBpeMEHHOTO NMpHIokeHHe Ha 10 mg po3yBacTaTiH U KOMOHHHMPAH NMPOAYKT, CHCTOAIN
ce OT fBa nporeaszuu HExuGHTopa (300 mg arazaHaeup/100 mg pUTOHABUP) IO BpeMe HA €XHO
hapMaKkOKHMHETUYHO NIPOYYBAHE TIPH 3APABH JOOPOBOIIIH, C& ACOLMHPA ¢ MPHONIU3UTENHO TPHKPATHO
HapacTBane Ha AUC Ha posyeacraTtin. EqHoBpeMeHHOTO npuioxkeHne Ha KpecTop H HAKOH
KOMOHHALMH OT NpOTea3sHH HHXHOUTOPH, MOKE [Ia C€ MMa NpelBH] ClieZl BHHMATENHO NPEeLcHIBaHe
Ha KOpEeKOMHTE Ha Ao3aTa Ha Kpectop, Ha 6a3a o4akBaHOTO NOBHILEHNE Ha EKCTIO3HIAATA HA
posyBacraTH (Tabnuua 1 ¥ Touku 4.2 1 4.4).

AHTH ;|
EnnoepemMeHHOTO NpuiioxkeHue Ha KpecTop ¢ aHTHALMOHA CYCIIEH3UA, ChIBPXKAIIA AJTYMHHHCE H
MarHe3HeB XHIAPOKCHL, € IOBENO A0 HAMaJIdBaHe Ha IUIa3MeHAaTa KOHLICHTPallH Ha po3yBac
npuoIH3uTenHo 50 %. To3u edexr ¢ G1n orcnabeH, koraTo AHTHALMAWTE €A AaBaHH 2
npHema Ha Kpectop. KiTHHHYHOTO 3HaYeHHE HA TOBA B3aUMOACHCTBHE HE € H3CIEB

EpurpoMulIMH
EaHoBpemeHHHAT mpueM Ha Kpectop M epuTpoMHUMH € nosen 1o 20 % HamaneHue
30 % namaneHue Ha Cpax HA pO3yBacTaTHH. B3auMoaeficTeHETO MOKE a e Ipens
NOBUILIEHHUA YPEBCH MOTUIMTET, BCIICACTBUE HA NMPHEMa Ha CPHTPOMHIIHH,




En3uMH OT cHcTemMaTa Ha iaToxpoM P450
JIaHHHTE OT in Vitro W in vivo TpOyUBaHHA TIOKA3BaT, Y€ PO3yBACTATHH HE € HUTO HHXHOWTOp, HATO

MHAYKTOp Ha HHTOXpoM P450 uzoenzumure. PozyracraTus € cnab cyderpar 3a Te3H H30EH3HMH.
CnenoBarenHo, TeKapCTBEHH B3aUMOJIEICTBHS, pe3yaTar 0T UMTOXpoM P450-Mmeamupanms
MeTaboIH3BM, He ce odakBar. He ca HabmogaBakHi KNHHHYHO 3HAYHMH B3AUMOJEHCTBIA MEKIY
posyBacTaTHH H gykonazon (maxudutop Ha CYP2CY9 u CYP3A4), wm keTokoHason (MHxubHTOp Ha
" CYP2A6 u CYP3A4). ExnoBpeMenHUAT NpHeM Ha HTpakoHa30J (MHXHOuTop HAa CYP3A4) n
po3yBacTaTHH BoaH 10 28 % yBennuenne Ha AUC Ha pozyBactrarvH. ToBa MAJIKO YBEIHYEHHE HE €
KIHHHYHO 3HauuMo. T1o Tasy npuumHa, TeKapcTBeHH B3aUMOACHCTBHA B CIEACTBHE HA METabONTH3bM,
MEIHUpaH oT uuToxpoM P450, He ce ouaksar.

BS&HMOQEﬁCTBHH, KOHWTO HIHCKBAT KOPEKIIWA Ha N034Ta Ha pO3YBaCTaATHH {BK. CBIIC T&@@a 1 )

Korarto e HeoOxonuMo Aa ce mpuaara KpecTop eIHOBPEMEHHO C APYTH JeKapcTBEHH NPOAYKTH, 3a
KOHTO € H3BECTHO, Ye MOBMINABAT €KCIIO3MLIMATA Ha pO3yBacTaTvH, Ac3uTe Ha Kpectop Tpabea na ce
KopHrHpar. Ha npeanucBaluTe nekapu ¢€ MpenopbuBa Ja B3EMAT NpeABH CHOTBETHATA JIEKAPCTBEHA
uH(OpMAaIid, Korato OOMHCIIAT MpHIarade Ha TakMBa NMPoAyKTH 3aemHo ¢ Kpectop. 3anousa ce ¢
no3a Ha Kpectop or 5 mg BeAHbK JHEBHO, aKO OUaKBAHOTO NOBHINEHHE Ha excnosHmmita (AUC) e
npHOIH3ATEIHO ABYKPATHO WM No-roaaMo. MakcuManHaTa AHeBHa nosa Ha Kpectop Tpa0Ba na ce
KOPUTHPA TAKA, Y€ OYAKBAHATA SKCIIO3MIIAA HA PO3YBACTATHH HAMA BEPOATHOCT A3 HAABUINH Ta3H HA
40 mg nHerHa nosa Kpectop, npuer 6e3 3anMoneiicTraIy JIEKapCTBEHH NPAYKTH, HAIIPHMEP 1034 OT
- 20 mg Kpecrtop ¢ remdubposzun (1,9 meTH noHineHue) | ao03a or 10 mg Kpecrop ¢ komMOHHanma
puTOHaBHp/aTazaHasup (3,1 'BTH NOBHIICHHKE).

Tabauna 1. Edexr na enHOBpeMeHHO NPHJIATAH JeKapeTBEH NPOAYKT BhPXY €KCIIO3HRHATA HA
posyBacTtaTun (AUC, B HH3X0AAIm pel) OT NyONHKYBAHH KIHHHYIHHE OIPOYIBAHHSA

{0308 peXHM HA H030B peKHM HA IIpomsana B AUC ma
B3aHMOJCHCTBAIOTO JEKAPCTBO pO3yBACTATHH pO3yBACTATHH
LluxnocnopuH 75 mg ABa IbTH Ha JeH 10 mg eeausx AHEBHO, 10 OHH 7,1 mei T
no 200 mg nBa MeTH HA JeH, 6 Mecena

ATtazanaBup 300 mg/puronasup 100 mg 10 mg, eaHOKpATHA n03a 3,1meru T
BeJHBXK JHEBHO, 8 MHH |

Cumenpesup 150 mg OD, 7 auu | 10 mg, exHOKpaTHA 1034 2,8 et T
Jlonuuaaeup 400 mgprTOHaBHp 100mg 20 mg BeaHDBXK AHEBHO, 7 AHM 2,1 metu T
IBa ITETH Ha JeH, 17 AHH

Knonmugorpea 300 mg HatoBappaua 20 mg, eAHOKpATHA A03a 2 nvma T
1034, nocieABana orT 75 mg Ha 24 yaca

['em¢pubposin 600 mg nea meTr Ha e, 80 mg, exHOKpaTHA 034 1,9m T

7 THH

EnTtpoMbonar 75 mg BeqHBXK AHEBHO, 10 mg, egHOKpAaTHA 032 1,6 meri T

S oM |

Napynasup 600 mg/putonasup 100 mg 10 mg BeaHBkK AHEBHO, 7 THH 1,5 meta T

JBa ITBTH Ha J€H, 7 JHH

Tunpanasup 500 mg/puroHasup 200 mg 10 mg, eqHoKpaTHa 1034
OBa NbTH Ha aeH, 11 aHH

Hponenapon 400 mg nea METH Ha AeH He e ganmyuna
Hrpakorason 200 mg BEHEXK AHEBHO, 10 mg, exHOKpaTHa A03a
5 nHM




Taonuna 1. EdexT na exHOBpeME¢HHEO NPHIATAH JICKAPCTBEH HPOAYKT BbPXY €KCIIO3HNHATA HA
posysactaTed (AUC, B Ha3x0a8m pex) OT NyONHKYBAHH KIHHHYHE OPOyIBAHEA

o308 pexam Ba | o308 pexuM Ha IIpomsana B AUC na
B3AHMOEHCTBALOTO JIEKAPCTRO PO3yBACTATHH PO3YBACTATHH
Ezernmu6 10 mg BeaHbX AHEBHO, 10 mg, BeanBX AHEBHO, 14 NHK 1.2 mema T
14 mum

dozammnpenasup 700 mg/puToHaRUD 10 mg, eaHoKpaTHa J03a VRN

100 mg aBa meTH Ha AeH, 8 AU

Agnernuraszap 0,3 mg, 7 nuu 40 mg, 7 nHH RN
CunumapuH 140 mg TpH IBTH Ha ACH, 10 mg, enHOKpaTHA 1032 >

> JHH : |

DenodubpaT 67 mg TpH METH Ha JeH, 10 mg, 7 ouu “

7 THH

Pudammuz 450 mg BeHBK AHEBHO, 20 mg, eqHOKpaTHa 103a >

7 THH

Ketokonason 200 mg aBa rbTH Ha I€H, 80 mg, enHoKpaTHa n03a <

7 nHA

Ooykonazon 200 mg BeZIHBX JHEBHO, 80 mg, enHokpaTHA n03a >

11 qum

Epurpomuuud 500 mg 4€THpH METH Ha 80 mg, eqHOKpaTHa n03a - 20% 4
IeH, 7 AHA

baukanun 50 mg TpH METH HA ACH, 20 mg, ennokpaTHa 103a 47%

14 nuu

" [TaHHHTE, TOCOYECHH KAaTO X ITHTH MPOMAHA, NPEACTABAT MPOCTO CHOTHOLIEHHE MEXKIY
eAHOBPEMEHHO NPUICIKEHHE 1 NPHIIOKCHES HA PO3YBACTATHH CAMOCTOSTENHO. JlaHiiTe, HOCOUCH!
xaTo %, NPEeCTABAT NPOICHTa PA3IHKa OTHECEH HA CAMOCTOATEIHOTO IIPHIIOKEHHE Ha |
pO3YBAaCTaTHH, |

IToBHINABAHETO € NIPEICTABEHO KATO ,,T:, Oe3 mpoMsIHA KaTo ,,¢>”, NOHWKEHUETO KATO 37

"Hskonko npoy4paHus 32 B3aHMOACHCTBHE Ca IPOBEIEHH ¢ Pa3TuuHK Jo3HpoBKH KpecTop,

TabnHUAaTa HE}.ICT&BH HaH-3HAYMMOTO CHOTHOLICHHE.

Eghexm na pozysacmamun 8bpxy eOHO8peMERHO RPURA2AHY IEKAPCMEEHY NPOOYKMY

AHTaroHUCTH Ha BHTaMUH K

IMoroOHO Ha Apyrun uaxHuOHTOpH Ha HMG-Co0A penyKrasara, 3al04BaHeTO Ha JeueHHe ¢ Kpecrop
HAH TATPHPAHETO Ha X03aTa My HPH MallMeHTH, NpHeMAaLlH aHTarOHHCTH Ha BUTaMHH K (kaTo
BapdapHH UK APYTH KyMapHHOBH aHTHKOAIyJIaHTH), MOXKe J1a JOBEE A0 NMOBHLIEHHE Ha

MEX TyHapOAHOTO HOpMaTH3HpaHo croTHolleHHe {International Normalised Ratio, INR).
[TpexkBCRaHETO HA IEYEHHETO WM HAMAIABAHE Ha J03aTa Ha TUTpHpaHe ¢ KpecTop, MOXKe Ja noBeje
no HamaneHne Ha INR. Ilpa nogoGHH cHTyauuy ¢e npenoppuBa MOHWTOpUpaHe Ha INR.

[Tepopaniu KOHTpaLeNTHBH/ XOPMOHO3aMECTRAIIA Tepanud
EnnospemennHaT npreM Ha KpecTop H nepopatai KOHTPALUESTITHRH, € JOBEN 10 NOB)
Ha €THHUWI €CTPAIHOJN H HOprecTpel, ChoTBETHO € 26 % H 34 %. Te3u nouuIcHH
KOHLIEHTPALHK TpAOBa Aa ce B3eMAaT 110J BHUMAaHHe, KOraTo ¢ ONpene/s Ao3Hpo
[epopajHuTe KOHTpanenTHBh. HaMma GapMaKOKHHECTHYHH JaHHH 33 TMIAIHEHTH, K
enHoppeMeHHO KpecTop H XOpMOHO-3aMecTBallla Tepanis. ETo 3amo, B3anMoneh
no-rope, He TpaOea aa 6b4¢ H3KITIOUEHO KaTO BEPOATHO. BBIIPEKH TOBA, Ta3H KO _, &,
[MUPOKO NIPUIATAaHA OT JKEHU B KIMHUYHY W3NUTBaHUA ¥ e Ouia Tonepupana aobpe. PBW
10 - e




EQ!LH JICKapCTBEeHH TIIPOAYKTH

Hueoxcun; Bp3 0CHOBa Ha JAHHUTE 0T cnelidpMYHMA NPOYYBAHMS 32 M3CTIESABAHE Ha JICKAPCTBEHH
B3aHMOJEHCTEHS, HE C& OMAKBa KITHHHYHO 3HAYHMO B3aHMOJIEHCTBHE C AUTOKCHH.

Dyzudoea kuceruna. He ca npoBexaaHH Mpoy4YBaHHUA 3a M3C/Ie/[BaHe HA B3aHMOJECHCTBHA C
pO3YBACTATHH H (PY3H0Ba KMCETHHA. PHCKBT OT MHONATHA, BIIIOYHTENHO pabaoMHONM34a, MOXE Aa
Ce YBEJIHYH NIPH €AHOBpPeMeHHa ynoTpeba Ha Py3HI0Ba KHCEIHHA 32 CHCTEMHO TIPHIIOKEHHE H
cTaTHU. MeXaHH3MET Ha TOBa B3auMoaelcTere (papMakoqHHAMIYHO HIH (apMaKOKMHETHYHO, HIH
H ABeTe) e Bee olne HeuspecTeH. MMa cpobiieHna 3a pabaoMuonuza (BKIOYHTENHO HAKOMKO ©
¢aTaneH H3XO) IIPH NALMEHTH, TPHEMAIH Ta3H KOMOHHALHA.

AKoO Tepanuata ¢ Py3uI0Ba KHCEIHHA 3a CHCTEMHO IIPHIIOKEHHE € HATIOXKHTEIHA, JIEYEHHETO C
Kpecrop Tpabea na 6be IpexBsCHATO TIO BpEMe Ha MepHoIa Ha fAeueHHe ¢ Gy3MaoBa KHCENMHA.
Buxre ¢B1110 TOYKA 4.4.

[MeauaTpHyHa MomyJaanus
[TpoyuBaHus 3a B3aUMOACICTBIA ca MPOBEXAAHH caMO MpH Bb3pacTHH. CTeneHTa Ha
B3aHMOICHCTBUATA B NEJHATPHYHATA [I0ITYJIalMs HE € H3BECTHA.

4.6 PepTHIATET, ﬁpeménnocT H KbpMEHe

KpecTop € npoTHBONOKA3aH 1O BpeMe HAa OPEMEHHOCT H KbPMEHE.
JKeHH B aeTepoaHa Bb3pacT TpAOBa Na NpUIaraT NOAXOMAIIH KOHTPALEITHBHH MEPKH.

XOonecTeponsT H APYTH NPOIYKTH Ha X0JMeCcTepoioBUs OMOCcHHTe3 ca BasKHH 3a pa3BUTUETO Ha ILTONA.
ETo 3am0, noTeHIHaIHUAT puck oT HHXUOHpaHe Ha HMG-CoA peaykTasara € no-rojisM B CpaBHEHHE
¢ NIOJI3aTa OT JICYSHHETO 110 BpeMe Ha OpemeHHOCT. M3cnenBaHuaTa BBPXY KHMBOTHH OCHTYPABAT
OTpaHHYeHH AAHHH 3a PeMpOAyKTHBHA TOKCHIHOCT (BX. TouKa 5.3). AKO naueHTKa 3abpeMeHee 1o
BpeMe Ha JISUEHHE C TOBA JIEKapCTBO, NPHEMET TPpAORa Aa Ob1e HezabaBHO MPEYCTAHOBEH.
PoayepacTaTH ce oTaens B MUIIAKOTO Ha ITBX0Be. HiMa ycTaHOBEHH JaHHH 34 OTAC/ISHE B MIISKOTO
MIpA XopaTa (BX. Touka 4.3).

4.7 EdexTr BBEpXY cHocoOHOCTTa 3a modupane n pafora ¢ MAIIIHHH
He ca mpoBexIaHH Npoy4BaHKA 38 YCTAHORABAHE HA BIIMAHHETO HAa KpecTop BBpXy crniocobHOCTTA 32
mwodupane u pabota ¢ MamaK. BB3 0CHOBA HA (papMaKOAMHAMHYHHTE CBOHCTBA, HE C€ 04YaKBa

Kpecrop aa noenuse HeGnaronpuaTHo Te3d cnocobrnoctu. [Ipu mwodupane wiH pabora ¢ MaIIMHKA
TpsAOBa Na ce MMa npeBHI, Y¢ MPUEMAHETO Ha JIEKAPCTBOTO MOXKE Ja NPEAH3BHKA CBETOBBPTEX.

4.8 Hexenann nekapcTBend peaKnuH
HexxenaHuTe NeKapCTBEHH peaKLiMK, HabmoaaBaHu npu ynorpebaTta Ha ercmp; 0OHMKHOBEHO ca

JIeKH M npexoAHH. ITpH KOHTPOJIHPAHHTE KIHHIYHH H3HTBaHMA, IoX 4 % OT NaupeHTHTe, JICKyBaHH
¢ Kpecrop, ca npexbcHANH NedeHUETO MOPAAH HEKENTaHH DEaAKLIMH. |

TabanyeH CIIHCBHK HA HEXKENAHUTE PCAKLTMH

Basupana Ha JaHHH OT KITHHHYHN NPOYYBaHUS H 0OIIMPEH NOCTMAPKETHHIOB OTIHT, ClIEJIHATA
Tabnuua MpeacTaBs NpoQUILT HA PO3YBACTATUHH MO OTHOLICHHUE HA HEXKENIAHH eKApCTBCHH 1 PEaKIHH.
Hexenanure peakui, W30poeHH Mo-A0My ¢a KIAaCHQUIHPAHH 10 YECTOTA H CUCTEMO }
(COK).

YecToTaTa HA HEXKEJIAHUATE PEAKIMH € ChoOpa3eHa ChC Ce/HATa KOHBEHIHA: Hec
HedecTH (> 1/1 000 mo 1/100); peaxm (& 1/10 000 o 1/1 000); mroro peaxu (< 1/
yecToTa (HEe MOXKeE 12 OBJe OlleHEHA OT HAJIHYHHUTE IaHHH).
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Tabnuna 2. Hexenagu NeKapceTBeHHE peakiad 0a3Apand HA JAHHH OT KJIHHHYHH NPOYYBAHHS H
NOCTMAPKETHHIOB OMAT

CuteMo-opranen YecTH HevecTn Peaxn Mmuoro peaxun | Henzpecrna
KJIac 9eCTOTA
Hapywenus na TpomGonmronexn
Kpbema u aumMgnama HA
CUCIEMO
Hapywenua na Peakumi Ha
UMYHHAMA CUCTEMA CBPBEXYYBCTBHTE
JHOCT
BKJIKDOYHTEIIHO
AHTHOEEM
Hapywenun na 3axapeH
EHOOKPUHHAMA nnaber’
cucmema
Hewxuunu Henpecus
Hapyuierus
Hapywenun na ['naBoGosnu [Tormuuesponatu | [lepudepna
HEPEHaMQa cucmema | e | HEBPOIATHA
3aMaiiBaHe 3aryba Ha namert | Hapyimenus Ha
CHHS
{(BKIIOUHTENHO
HHCOMHHA H
KOIIMapH)
Pecnupamopriu, Kanuinua
2PbOHYU U JucnHes
MeQUACTUHANHU
| Hapyuerua
Cmomawno-ypesnu | Konctunai [TankpeaTHT Huapus
HapYyuieHua HA
["agene
AbroMHuHAN
Ha OoJka
Xenamobunuapnu TloBuImIeHH XKruarenuna
HAPYIULEH A YyepHOAPOOHH Xenarur
aHCAMHHA3H
Hapywenua na IIpypHTyc CuHApOM Ha
KoJcama u O6pur Stevens-Johnson
NOOKONCHAMA MbKAH Yprukapus |
Hapywenua na Muanras Muonatus Aprpanrus Hapymenud Ha
MYCKYRHO- (BKJIIOUHMTENHO CYXOXKHIIHATA,
crelemmama MHO3HUT) MOHAKOTA
CUCTHEMA U PabaoMuonuza YCIOXKHEHH OT
CheOunHumernama pynrypa
MbKAH HMmynomeaunpa
Ha
Hapywenun na
b6vbOpeyume u
RUKOYHUME Nbmuiye
Hapywenua na
PenpooyKmueHama
CUCeEMa U 2upoama
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Obwu napyutenus u | ACTeHus Enem
echexmu na

MACMOMO HA
RPUROJICEH UE

'JecToTara 1€ 3aBHCH OT HAIHYHETO HIH OTCHCTBHETO HA PUCKOBH (aKkTOpH (TMIHOK03a Ha [JIAJHO
> 5,6 mmol/l, MHAeKc Ha TenecHa Maca > 30 kg/m?, noBHINIEHH CTOMHOCTH Ha TPHIIIHLIEPHINTE, AHAMHE3A 34
XUIICPTOHHKSA).

Kaxrto npu apyru nixuburopu Ha HMG-CoA penykrasata, 4eCTOTATa HA HEXKEIAHHTE JICKapCTBEHH
pPEeaKLH 3aBHCH OT 03aTa HAa JIEKApCTBOTO.

Edexti sppxy 0nOpenure
ITpu maimenTy, nekyBanu ¢ Kpecrop, € Habmonapana npoTeHHYPHS, YCTAHOBEHA MPH H3CJISABAHE C
TECT-JIEHTHYKH H KOATO € ¢ MMpeAUMHO TYOYSIEH MPOU3XO.

B onpenenenn MOMEHTH OT JiedeHHeTO, IpH < 1 % ot naumenTure Ha 10 mg 1 20 mg, w npu
npuOan3uTenHo 3 % ot nauMeHTHTE, NeKyBaHH ¢ 40 mg, ca HabMOAABAHU MIPOMEHH B M3CCABAHHSTA
3a NPOTEHH B YPHHATA OT OTPHLIATEIICH PE3YITAT WIH clieau Ao ++. HesHauuTeaHo OTKIOHEHHE, B
NMOCOKa OT OTPHLATENIEH Pe3yNITAT Wi CJIeAH KM +, ¢ HaOroaasaHo MpH Ao3a 20 mg. B noseyero
CJTy4aH, IPOTCHHYPHATA HAMATISBa MM U34E3Ba CTIOHTAHHO B MPOLIECA Ha JIEYEHHETO, M HE € I0KA3aHO
Aa MpeANIeCTBa OCTPO U IIporpecusHo 0B0peyuno 3a0onaeane. OT npernesa Ha JaHHATE NPH
KJIMHHYHHUTE OMHTH M OCTMAPKETHHIOBUTE NMPOYYBaHUs, 1O cera He € YCTAHOBeHA NIPUYHHHA BPB3Ka
MEXY MPOTEUHYPHUATA H OCTPO WIH nporpecupHo 650peuno 3abonsasane.

[Tpu nammeHTH, Nexysani ¢ Kpecrop, e Habnronasana xeMaTypHs, HO KJIMHHYHHTE JAHHH COYAT, Y€
YECTOTATA H € HHCKA.

EdekTH BbpXY CKENETHATA MYCKYJIATYPa

- Kakro npu apyra unxuburopu Ha HMG-CoA penykrasara, Bb3IeliCTBHA BBPXY CKENETHATA
MYCKYJaTypa KaT0 HeYCIOKHEHa MUaNTHA, MHOTIATHA (BKIIFOYHTE/THO MHO3HT) H padaoMHUOIN3a, Ca
YCTaHOBEHH IIPH MALMEHTH JIeKyBaHH ¢ KpecTop — BB BCHUKH TEPalCBTHYHH 103K, 0cO0EHO B I03H
Haza 20 mg.

YBenuuenne Ha HHBoTO Ha CK, BCeACTBHE Ha YBEHYEHHE Ha 103aTa € HaGmoaBaHO IMPH MAITBK
Opoit mauKeHTH HA PO3YBACTATHH, MHOKECTBOTO OT CIIYHAHTE CA JICKH, NMPEXOAHH H aCHMITTOMATHYHH.
Axo HHBoTO Ha CK ce noBumH (> 5 mbTH ropHaTa FpaHHALIA HA HOPMATa), JISUEHHETO TpAOBa
BpPEMEHHO Jia C€ MPEyCTaHOBH (BX. TouKa 4.4).

EdexTn BEpXY uepHHA Opobd

Kaxro npy apyra uuxuburopu Ha HMG-CoA penykrasara, ypeIHUEHHE HA TPAHCAMUHA3HTE,
CBBP3aHO ¢ HO3HPOBKATA, € HabroapaHO NMpH MaTEK Opoil mareHTH Ha po3yBACcTaTHH; NMO-TOIAMA
YaCT OT CIYYAHTE Ca JIEKH, ACHMITOMATHYHH U [IPEXOTHH.

Kpecrop
Cnenuure HexxenaHy peakiMu ¢a JOKIANBAHK [IPH HAKOH CTATHHM.

Cekcyansa quchyHKIMA. |
¢ HMzonupanu ciydan Ha HHTepcTHLMaHA Oenoapobua 6osect, ocobeHo NpH NpOABDKHTEHA
Tepanusd (BX. Touka 4.4).

YepHOAPOOHH TPaHCAMUHA3H), € TI0-BHCOKA NPH A03UpoRKa oT 40 mg.

INeanaTpuyna NOMyIaiys
Ilosuuasane Ha KpeaTHHkHHA3aTa > 10XULN H MyCKY/THH CHMITTOMM, ClIeQ

[IOBHIICHA (PH3HYIECKA aKTHBHOCT ¢a HabMioZaBaHH [10-4eCcTo B eHO S2-CeaMuy!
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NPOYYBAHE HA AClid M IOHOWIN, B CPaBHEHHE ¢ BHE3pAacTHUTE (BX. TouKa 4.4). B npyr acnekT, npodrrst
Ha 6e30MacHOCT Ha PO3YBACTATHH ¢ CXOACH NPH Jella H I0HOIIH, B CpaBHCHHE C Bh3PACTHHTE,

Crobmasane HA NOAO3IHPAHH HexKeNaHH PEaKUHH

Cro01aBaHeTo Ha MORO3HPAHHU HEXKEJIAHU PeaKilii CJIeR paspelliaBaHe 3a yrnorpeba Ha NeKapCTBeHHS

IIPOAYKT & BaxkHO. TOBa MO3BO/IARA 12 NPOABIDKA HabMOAEHHETO HAa ChOTHOLIEHHETO MOJI33/PHCK 3a

NeKkapcTBeHHd NpoAykT, OT MEAUIIMHCKHTE CIIELHANMCTH ce M3UCKBa Aa chodIaBaT BCAKa
MOZO3HPaHa HesKENaHa peakis Ao:

brarapasn
HanbaHuTenHa areHOys 1o JeKapcTeara yi. ,,JdaMman pren” Ne 8
1303 Codms

Ten.: +359 2 8903417
yebcaiiT: www.bda.bg

4.9 IIpenozupane

Hsama cneuuduano fedyenne B cimyyaii Ha npenosupane. Ilpu npeao3npane, nauueHTsT Tpa0OBa f1a ce
JIeKyBa CHMIITOMaTHYHO U Ja ¢e 3aN0oYHaT NOAIbPKAIH MEepKH Cliopel Hyxaarta. UepHoapobuara
¢yHkuMs H HupaTa Ha CK Tpa6Ba n1a ce coensat. Manko e BeposaTHO XeMoauanuzara jga Ob/e oT nomsa.

S. OAPMAKOJIOI HUHY CBOMCTBA

3.1 PapMaKOIHHAMHAYAH CBOHCTBA

dapmaxkorepanesTHuHA rpyna; HHxuOuTop Ha HMG-CoA pexnyxrazata, ATC kon: C10AAQ7

MexaHM3EM Ha EHCTBUE

PosyBacTaTHH e CeJICKTHBEH H KOHKypeHTeH HHxHouTop Ha HMG-CoA penykrasara,
CKOPOCTOrPaHHYABAIIHAT €H3HUM, KOHTO NMpeBpBlia 3-XHAPOKCH-3-METHITTYTapHI KOEH3UM A B
MEBAJIOHAT, NIPEKYPCOp Ha Xonecrepona. OCHOBHO BB3ICHCTBHE PO3YBAaCTATHH OKa3Ba BbpXY YepHud
Ap00, OpPra=sT, B KOUTO Ce H3BBHPIIBA HAMAIISIBAHE HHBOTO HA XOJISCTCPOIL.

PosyBactaTun yBenmmvara 6pos Ha uepHoapobHuTe LDL penenTopy BEpXY KIETHYHATa OBBPXHOCT,
KaTO 3aCHIBA MoeMaHeTo H Karabomusma Ha LDL 1 naxubupa vepHoapobHara cunaresa Ha VLDL. Ilo
TO3H HaYMH, pO3YBacTaTHH HaMassea oduus O6poi Ha VLDL u LDL yactunm.

DapMakoAMHAMUAYHY eQEeKTH

KpecTtop Hamangpa nosHmenus LDL-xonecTepost, 06MIHA X0IeCTepON B TPUITHLIEPHINTE, U
noeumaea HDL-xonectepona. Toit ceinio nomkaea ApoB, HeHDL-C, VLDL-C, VLDL-TG u
yeemuuasa ApoA-I (Bxk. rabmana 2). Kpecrop noHmxkaea u cpotHomenusta LDL-C/HDL-C, o6y
C/HDL-C, ueHDL-C/HDL-C u ApoB/ApoA-L |

Ta6auua 3. OTroBop Ha J03aTa NpH DANAEHTH ¢ NHPBHYAA XHNepxoJdecTepoaemus (Tan [la n
IIb) (kopurmpan cpeaeH NpoNeHT HA HPOMAHA OT H3X0AHOTO HABO)

Ho3a N LDL-C O6m-C HDL-C TG HeHDI-C ApoB ApoA-I
[Lrauebo 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 e
40 18 -63 -46 10 -28 -60 -54

TepaneBTHIHHST OTrOBOP KBM JedenneTo ¢ Kpectop ce sabenssea o 1 ceamuffaddy pags h g@
TepanuaTa # 90 % oT MAKCHMAIIHHA OTTOBOP C€ NOCTHra 110 2 ceAMHULH. Makch )

OOHKHOBEHO ¢ [OCTHTa KhM 4-1a CeAMMIA W Ce NOANLPIKA Clel ToBA.
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Kmnenyna eduxacHocT M 6e30nacHOCT

Kpectop e edexTrBEH NP BL3PACTHY XOPa, CTPAAAILN OT XMIICPXONECTEPOAEMEA, CHC WK O3
XHNIEPTPUTTALIEPHACMHSA, HE3AaBUCHMO OT PACOBA MIPHHAVIC)KHOCT, 110J1 WK BH3pacT, H IpH
CIHELIHAITHA IPYTIM KaTO AHabeTHIM MK NMALMeHTH ¢ (aMHIHA XHNEPXOIECTEePOIECMHA.

O60b6mennTe gauHM ot ¢asa 11l Ha xMHHHYHETE NpoyYBaHMA NMOKa3Bar, 4e Kpecrop € edekTHBEH NpU
JIeUeHHe Ha royisiMa yact ot naupenTHTe ¢ THI 1la u IIb xunepxonecreponemua (cpeaHa H3X0aHA
croiinoct Ha LDL-C okono 4,8 mmol/1), cnopen onpenenenure o1 Epponeiickara o01HocT no
aTepockieposa mpHLenuu croiiHocTH (EAS; 1998). Okono 80 % ot naumenTrTe Ha 10 mg ca
NOCTUrHa/H xenanuTe croiiHocTd Ha LDL-C (<3 mmol/l) cnopea EAS.

B ezno maiabro npoy4upaHe ¢ (pOpcHpaHO THTPHPAHE Ha A03aT1a, 435 MalLMEeHTH ¢ XSTEPO3NIOTHA
dbaMHTHA XHTIEpXonecTepoieMus ca JieKyBaHH ¢ 20 mg no 80 mg. Benuky no3upoBKH NOKa3BaT
TIOMIOKHTENEH PE3YITAT BEPXY JIHMIHAHMTE HoKa3aTell. Cliesy AOCTHraHe Ha AHEBHA A03a oT 40 mg
(12-ceamuuno neyenne), LDL-C nHamanasa ¢ 33 %. 33 % or nauMeHTHTe JOCTUTaT CTOHHOCTHTE Ha
LDL-C cnopen EAS (< 3 mmol/]).

B enHo oTBOpeHO NpoyUuBaHe ¢ POPCHPAHO THTPHpPAHE HA H03aTa NPpH 42 MauMCeHTH (BKIFOUYHTENHO
8 neauaTpHvYHN NaUMEHTH) ¢ XOMO3HTOTHA (haMIITHA XMIIEPXONECTEPOJIEMHS ¢a OTUYECTEHH
pesyinratHTe ot npruemane Ha 20-40 mg Kpectop. B o6marta nomynanus cpeAHOTO NOHWKEHHE HA
LDL-C e 22 %.

[Tpy KIMHHYHN U3NHTBAHKA C OrpaHyudeH Opoii naimenTH, KpecTop moxa3ea afATHBHA €PEKTHBHOCT
Npy HAMAJIABAHE HA TPHLNIHLICPHAHTE, KOraTo € prueMaH B kKoMOuHamua ¢ peHodudpar ¥ ysennueHue
Ha HUBoTO Ha HDL.-C B koMOHHaIHA ¢ HHALMH (BX. TOUKa 4.4).

B enHo MyJITHIEHTPOBO, ABOHHO CJIANO, IU1ane00-KOHTPONHpaHO KIMHHYHO npoyysaHe (METEQOR),
984 maumenTn MeIY 45 1 70 roaMHA ¢ HHICHK PHUCK 33 HCXeMHYHa DoecT Ha ChpLEeTO (e UHUpaHO
kato Framingham puck <10 % 2a 10 r.) 1 csc cpenes LDL-C 4,0 mmol/1 (154,5 mg/dl), Ho cBe
CYOKITMHH4YHA aTepPOCKIepO3a, YCTAHOBEHA UPe3 H3MEPBaHe Ha AcOe/InHaTa Ha KapoAU/IHATA HHTHMA
meaus (Carotid Intima Media Thickness, CIMT), ca panaoMusupass Ha 40 mg po3yBacTATHH BEeIHBX
AHEBHO MK mnanebo za 2 roguuu. PosyeacTaTii 3HAYATEAHO 3a0aBH NPOrpecHaTa Ha MAKCHMAIHOTO
CIMT Ha Bcuuky 12 MecTa Ha KapOTHIHHTE apTepHH, B cpaBHeHHE ¢ rarebo -0,0145 mm/roguna
(95 % CI -0,0196, ~0,0093; p < 0,0001). [IpoManaTa cripaMo H3XOAHHTE CTOHHOCTH 34 IpyIiaTa Ha
posyBactatus ¢ -0,0014 mm/roquna (-12%/roguna (HecurHupUKAHTHO)), B CpaBHEHHE ¢ IUTaLe00
rpynara ¢ nporpecus ot +0,0131 mm/roguna (1,12/roguna (p < 0,0001)). He ¢ nemoncTpHpaHa
JAUpPEKTHA B3aHMOBPB3KA MEX Y MOHIKeHHeTo Ha HiuBaTa Ha CIMT u noHibkenns puck ot
CBPASUYHOCHAOBH cbOMTHA. [lonynaimara B mpoy4dpanero METEOR ¢ ¢ HHCBK PHMCK OT HCXeMUYHa
OoJiecT Ha CHpPIIETO 1 He € NpeicTaBHTelHa 33 TapreTHaTa nomyiamus Ha Kpecrop 40 mg.
Hozupoekara ot 40 mg TpaOra Aa ce npeNMCEa CaMO NpH NAIIHEHTH C TeXKa xnnepxonecmponemna,
C BHCOK ChPACYHOCHIOB PHCK (BK. Touka 4.2).

[Ipoyusanero JUPITER (the Justification for the Use of Statins in Primary Prevention: An
Intervention Trial Evaluating Rosuvastatin) uscnensa eekra Ha Kpectop (po3yBacTaTHH KaJLHii)
BBPXY [10ABATA Ha rONEMH aTepOCKIASPOTHYHH CHPACYHO-CHA0BH cBOMTHA NpH 17 802 MExke

(> 50 romuHu) W xeHH (> 60 roguam). |

YJacTHHIHTE B MPOYYBAHETO ¢4 paHAOMMU3HPAaHM Ha rwianedo (n=8 901) wnu pozypactatux 20 mg
BeAHbK AHeBHO (n=8 901) 1 ca mpocneneHH 3a cpeieH NePHOA OT 2 FOAKHH.

Konuenpamyure Ha LDL-xonectpona ca noHuaeHH ¢ 45 % (p < 0,001) B rpynara na po3s
CpaBHEHHME ¢ TUialebo rpynara.

IIpu post-hoc anann3 Ha BUCOKO-PHCKOBA IPYNA OT Jivlia ¢ Da3sHueH puck no Framing

(1 558 nuua), nMa 3HaUKTENHA peayKIMA B KOMOMHHpaHaTa KpaiHa To4Ka OT Chpaed
CMEPT, HHCYIT U MHOKapaeH HudapkT (p=0,028) npx neucHHe ¢ pO3YBacTaTHH, CPAM
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AOGComoTHATa peayKLUHA Ha PHCKA B HUBOTO Ha chOurHaTa 3a 1 000 mauueHTOrOqHHH € 8,8.
TorajHaTra CMBPTHOCT € HENPOMEHEHA B Ta3H BHCOKOpHcKoBa rpyna (p=0,193). Ilpu post-hoc ananus
Ha BHCOKOPHCKOBA NOArpytia ot muna (9 302 mHua obmo), ¢ H3xoaHa oleHKa Ha pucka > 5 %
(ekcTpamonupaH 1a BKIIOYH JHIa HajJ 65 rOAHHH), HMa 3HAYMTENHA PeIyKiusa B KoOMOMHHpaHaTa
KpaifHa TOYKa OT CBPAEYHO-CHA0BA CMBPT, HHCYNT 1 MuAoKapaeH uHpapkT (p=(0,0003) npu neuenueTo
C PO3YBaAcTaTHH cnpsamo mwnanebo. AGcoMoTHAaTa peyKIMa HA PHCKa B HHBOTO Ha CHOHTHSTa € 5,] 3a
1 000 narwenroroauau. ToranHata CMBEPTHOCT € HENPOMEHEHA B Ta3H BHCOKO-PHCKOBA IpyIa

(p=0,076).

B npoyusanero JUPITER, 6,6 % ot nmnaTa ¢ posyBacratud 4 6,2 % oT nuniara ¢ rnauedo ca
NPEKPATIIIH IPHEMa Ha M3CJIeBAHOTO JIEKAPCTBO MOpamH HeXkenaHo cubuTe. Hali-uectre
HeXXeJlaHH ChOHTHA, KOMTO ca OBCIH A0 IIpeKpaTaBaHe Ha jJedeHueTo ca: Myanru (0,3 %
posysacraruH, (,2% miauebo), kopemHa 0onka (0,03% posysacratus, (,02% nnauebo) n o6pus
(0,02 % pozysacratud, 0,03 % mnane6o). Hali-uecTHTe HexenaHH CEOHTHA ¢ HHBO 10-TOJIAMO H
paBHO Ha IL1alebo 6axa AHdeKUHH Ha nuxouHuTe MeTHIIA (8,7 % posyeactaTuH, 8,6 % nnaunebo),
Hazodapuurur (7,6 % posyBacTarul, 7,2 % mnanebo), 6bonka B repba (7,6 % posysacrarus, 6,9 %
wiane6o) ¥ muanrui (7,6 % posysacrathH, 6,6 % manedo).

IleapaTpyyHa ODOMYAalHA

B eaAHo ABOMHOCTIO, PAHAOMU3HPaHO, MYJITHLEHTPOBO, MIalcOO-KOHTPOIHPaHO, 12-cenMHYHO
npoyuBaHe (n=176, 97 OT MBAKKH 1101 H 79 OT XKEHCKH NOJT), NOCHAEABAHO OT 40-CeIMHYHA, OTKPHTA
haza ¢ THTpUpaHe Ha A03aTa Ha po3yBacTaTHH {n=173, 96 oT MBKKHU 1ION U 77 OT KEHCKH MOIN),
nauueHTy Ha Be3pact 10-17 ronunu (ctaguit 1I-V no Tanep, MOMHYeTa NOHe 1 rogHHa Ciel HAYAJIOTO
Ha MEHCTPYaLUATa) ¢ XETEPOIUTOTHA paMIITHA XHUIIEPXOIECTEPOJIEMHS [IOMYYaBaT PO3YyBACTATHH

5 mg, 10 mg wmm 20 mg iy mnanebo, JHCBHO 3a 12 ceAMHITH, a C1e TOBA BCHIKH MONy4YaBaT
PO3YBACTATHH AHeBHO 33 40 ceamuiu. B HauanoTo na npoyqsanero npubmasurento 30 % or
naupeHTHTe O6axa 10-13 rogumun v npubausurenno 17 %, 18 %, 40 % 1 25 % ca ¢crOTBETHO B
cragui I1, IIL, IV u V no Tanep.

| LDL-xonecreponsT Oemie nonuxeH 38,3 %, 44,6 % u 50,0 % ot pOS}’BaCTaTHH 5Smg, 10 mgu 20 mg,
CBOTBETHO, B cpasHenHe ¢ 0,7 % 3a ruianebo.

B kpaxa Ha 40-ceqMHuHaTa OTKPHTA (pa3a ¢ TUTPHUPAHE A0 MPHICIIHA CTOMHOCT, ¢ JO3HpaHe 10
MakcHMYM 20 mg BegHBXK tHeeHo, 70 or 173 naupentu (40,5 %) ca mocTHrHANM NPHLIEIHATA
cToitHocT 3a LDL-xonectepoa ot no-manko ot 2,8 mmol/l.

Cnen 52 cenMHLH Ha H3CISABAHOTO JiedeHHe He Oellle yCTAHOBEH HHKAKbB e(DeKT BLPXY pacTexa,
teryoro, BMI iiH nosoBoTo ¢e3paBane (Bxk. Touka 4.4). Tora npoyuBane (n=176) He e
npeAHa3HAYEHO 3a CPpAaBHABAHE HA PEAKM HEXKENaH! NeKapCTBEHH peaklyH.

Po3yBacTaTHH € Npoy4BaH CHINO B €QHO 2-TOJHIIHO OTKPHTO KIHHUYHO IPOYYBaHe, C TUTPHUPAHS HA
Io3aTa 10 KejlaHaTa 103a npy, 198 aena ¢ xerepo3urorHa (paMHIIHA XMIIEPXOAECTEPOICMHA Ha
BB3pacT 6 10 17 roaunu (88 Momuera u 110 MomuveTa, craguii no Tanep < [I-V). Hauanuara no3a
IIpH BCHYKH MALHEHTH € 5 mg po3yBacTaTHH BeIHbAK JHEBHO. [IpH naumeHTHTe HA BE3pacT 6 10

9 roguaM (n=64) 103aTa MOKE Ia Ce THTPHPA A0 MaKCHMainHa 103a 10 mg BeaHpK AHEBHO, a NpH
nauueHTH Ha Bu3pact 10 1o 17 rogusn (n=134) 1o makcumanua 1o3a 20 mg BeJHDbK AHEBHO.

Cnen 24 Mecelia Ha JIeUeHHE ¢ po3yBacTaTHH, LS Ha cpeHud npoucHT Ha HaManenue Ha LDL-C

CIIPAMO H3XOAHATA CTOHHOCT € -43 Y% (u3xonHo HuBO: 236 mg/dl, mecerr 24: 133 mg/dl). 3a Beska

Bh3pacTOBa rpyna, LS Ha cpeHus npoileHT Ha HamalleHnHe Ha LDL-C cnpsaMo u3xoaHaTa CTOHHOCT € -

43 % (m3xonuo HEBO: 234 mg/dl, mecer; 24: 124 mg/dl), -45% (m3xonu0 HEUBO: 234 mg/dl, 124 mg/dl),
H -35 % (u3xomHo HHBO: 241 mg/dl, Meceu 24: 153 mg/dl), BB BE3pacTOBHTE IPYIIH 6 1o <

<14 u 14 n0 < 18, croTBETHO. _

PosyBacratun 5 mg, 10 mg 1 20 mg J0CTHraT CBHINE CTATHCTHYECKHA 3HAYHMHU Cpe
CIIPAMO M3XOAHO HHBO 32 CC/IHMTE BTOPHYHH MOKA3ATENH HA JTAIMHAKTE U JTHIIONPO
TC, ne-HDL-C,LDL-C/HDL-C, TC/HDL-C, TG/HDL-C, se HDL C/HDL-C, ApoB
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Beaka OT Te3u npoMeHH € B NOCOKA Ha NoA00peH TUNUAeH OTTOBOP # ¢ NOATBPXKE B NPOALIDKCHHE
Ha 2 TOJMHH,

He ce ycraHoesBa eeKT BEpXY pacTexka, Ternoto, HTM wiH NojloBoTo cb3pABaHe cnel 24 Mecenia Ha
JeueHHe (Bx. Touka 4.4).

Po3yBacTaTHH € npoyueH B paHAOMH3HPAHO, ABOHHOCIAIO, IIALe00-KORTPOIHPAHO, MHOTOLIEHTPORO,
KpbCTOCAHO [IPOYUBaHE, ¢ 1033 20 mg BeAHBK AHEBHO cnpaMo mianebo npu 14 aeua v roHonH (Ha
BB3pacT 6 a0 17 roauHNA) ¢ XOMO3UroTHa pamMuiIHa xunepxonecreposieMus. [Ipoy4usaneTo BOYBa
aKTHBHA 4-CeQMUYHA BCTHIIUTENHA (haza Ha JHETa, MO BPeME Ha KOATO MALMEHTHTE Ca JIEKYBaHH ©
posysactatiH 10 mg, eAHA KpbCcTOcaHa (ha3a, KOATO BKITIOYBA NEPHOA OT 6-CeIMAYHO JICUCHUE C
po3yBacTaTtiH 20 mg, npeallecTBaHa WM TOCIEIBaHa OT 6-CeAMUYHO NieueHHe ¢ manebo u
noaakpxaiaTa 12-ceaqmMuyHa (pasza, npe3 KOATO BCHUKH MALMEHTH ¢a NCKYBaHH C PO3YBacTaTHH

20 mg. ITaumenTHTE, KOUTO TIOCTHIIBAT B MPOYUBAHETO HA TEPANHA ¢ €3eTHMHO UM adepesa,
IpOABIDKABAT JICUEHHETO CH NIPE3 UEIIUA NEPHOA Ha NPOYYBAHETO.

CrarycTHYecKH curHu(pukadTHO (p=0,005) n KTHHEMYHO 3Ha4YHMO HaManeHue Ha LDL-C (22,3%,
85,4 mg/dL wnu 2,2 mmol/L) ce Habmoaaga cnex 6 ceaMHI Ha JieYeHHe ¢ po3yBacTaTuH 20 mg B
cpaBHeHue ¢ manedo IIPH Ieuad B IOHOLLIH ¢ XOMO3HroTHA (paMIITHA XMIIEPXOIeCTEPOICMUs.
CTaTHCTHYECKH 3HAYHMH HaManens B oo xonectepon (20,1 %, p=0,003), reHDL-C (22,9 %,
p=0,003) u ApoB (17,1 %, p=0,024), ca HabmonaBanu cien 6 ceIMHLH Ha JICUCHHE C PO3yBaCTaTHH
20 mg, B cpaBHeHMe ¢ nuanebo, NpH Jela ¥ I0HOUIM ¢ XOMO3HIOTHA (paMH/THA XUIIEPXONECTEPOIEMHA.
IMTorrpxaBaHe cbiIO ¢e Habnmoaasa Ha TpUTIHLEpHaUTe, choTHoIeHusTa LDL-C/HDL-C,

061 C/HDL-C, seHDL-C/HDL-C u ApoB/ApoA-I cnen 6 ceIMUIIA Ha IEYEHHUE € PO3YBACTATHH

20 mg, B cpaBHeHue ¢ aLebo, npu aAena M oHoWH. HaManeHuero na LDL-C cnexn 6 ceamuiu Ha
JIedyeHHe ¢ po3yBacTaTHH 20 mg, NocneABaHO OT 6 CeAMULM HA NedeHue ¢ nanedo ¢e 3amnasea B
paMKHTE Ha 12-CeMHYHO HEMPEKHCHATO JIeUeHHe TIPH Jelia H KOHOLIH ¢ XOMO3HIOTHA (JaMiTHA
XHIIEPXOJIECTEPOIEMHUAL. |

[Tpu 7-Te onieHABaHH Aclla H I0HOIIH (Ha Bb3pacT 8 10 17 roauHH) ¢ XOMO3MroTHa (paMHIHA
XHTIEPXOJIECTEPOJIEMHIA, OT OTBOPEHOTO IIPOYUBaHE C opcHpaHO TUTPHpaHE (BXK. [10-rope),
NpoLEeHTHOTO NoHwkenHe Ha LDL-C (21,0 %), 06m C (19,2 % ) u ueHDL-C (21,0 %) ot u3xogHoTO
HHBO clies] 6 CeMHIH Ha JIeUeHHe ¢ posyBacTaTHH 20 mg e B CHOTBETCTBHE ¢ TE3H, HabMo0JaBaHH B
MOCOYEHOTO TIO-TOpe NMPOYYBAHE IPH Aela U IOHOLIH C XOMO3MIOTHA (paMinHa
XMAEPXOIECTEPOIEMHS. |

EBponeiickaTta areHums 1o JeKapcTBaTa ocBoO0KIaBa OT 3a//BJDKCHHETO 3a NPEeAoCTaBsHe Ha
PE3yJITATHTE OT HPOYYBAHHATA ¢ PO3YBACTATHH NPH BCHYKH NMOATPYIH OT NEMATPHYHATA MOy AL
33 JleYeHHE HAa XOMO3HIOTHa (DAMKJTHA XHIIEPXOJIECTEPONeMHEs, ITEPBHYHO KOMOHHHpaHa (CMeceHa)
HHCITHITHASMHS | 33 IPOQHIAKTHKA Ha CHPASYHO-CHOOBUTE CHOMTHA (BK. Touka 4.2 3a HHpOpMaLHs
OTHOCHO ynorpeba B mexHaTpuiaTa).

5.2 PapMakokmHeTHYHH CBOHCTBA

AGcopbiums
MakcHMATHH TIJIa3MEHH HHUBA ce JJOCTUTAT 5 vaca clie]] nepopaiHo npueMane. AOComOTHATa

OHOHATHYHOCT ¢ npuOnn3uTeHo 20 %.

Pasnpenenenue
Po3yBacTaTHH ce NoeMa OCHOBHO OT YepHHA Ap0od, KOMTO € OCHOBHOTO MACTO HA CHHTE3HpaHe Ha

xonecrepona u otaenaue Ha LDL-C. O6eMbT Ha pasnpezieieHHe Ha pO3yBacTaTHH e PHOIMIHTENHO
134 |. PosyBacTaTuH € CBBP3aH C MIa3MEHHATE NMPOTEUHH, NPEAHMHO anbyMuHa, npmj{"
90 %. |

buoTpaHchoOpMaLud
Merabonm3MbT Ha po3yBacTaTHH € orparmycH (okono 10 %). In vitro npoyus
M3MOI3BAHE HA YOBEIIKH XEIIAaTOUMTH NMOKA3BaT, Y€ pO3yBaCTATHH ¢ cinad cyOcTpa

=
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obycrnoseans MeTabomuabm. CYP2C9 e ocHOBHHAT H30€H3MM, KOHTO yJacTea B MeTabo/iH3Ma Ha
posyBacTaTeH, a 2C19, 3A4 u 2D6 ydacTpar B no-mManka creneH. OcHoBHUTE MeTabonuTH ca N-
JECMETHII M JIaKTOH. N-aecMeTi € okono 50 % mo-mManko akTHBEHp B CPABHEHHE C PO3yBacTaTHH,
AOKATO JIAKTOH Ce CYHTA 3a KIHHUYHO HeakTHBEH. Po3yBacTaTHH onpeaens nopeue or 90 % or
AKTHBHOCTTA Ha UMpKynupamusd HMG-CoA uHxuburop Ha peaykrasara.

EnumuHupase
IpubGmusurensHo 90 % OT po3yBacTaTHH ce EMHMHHHPa KATO HETIPOMEHEHO NIEKAPCTBO C (PEKATHHTE

(abcopbupano u HeabcopOKMpaHO NEKaPCTREHO BEIECTRO), KATO OCTAHAJIATA YACT C& eKCKpeTHpa ¢
ypuHata. Okono 5 % ce eKCKpeTHpa HETIPOMEHEH B YpHHaTa. [ 1nasMeHHAT 1Oy KHBOT € OKOMNO

19 yaca. [LnasMeHHAT NOTY>KHBOT He Ce yBe/IMYaBa ¢ YBeJTHUaBaHe Ha 103aTa. CpeAHHAT mia3MEH
KIHpPBHC € npubau3nTenHo 50 aurpa Ha yac (koeduumenT Ha Bapuabwinoct 21,7 %). Kakro mpu
ApYrH HHXHOHTOpH Ha peAayKTa3ara, YepHOAPOOHOTO NOeMaHe Ha po3yBaCTATHH BKIOYBA
MeMOpaHHus npeHocuten QOATP-C. To3u npeHocHTen e BakeH 3a 4epHOAPOOHOTO €TMMUHHpaHE Ha
PO3YBacTATHH.

JIuHeHHOCT/HENHHEHHOCT |
CHCTEMHATA EKCMIO3ULMA HR POIYBACTATHH €€ YREIHUUYABA NPONOPIMOHANHO HA NIPUEMAHATa 1034,
Hsama npoMsaHa BbB papMakOKHHETHIHHTE [JapaMeTpy NPH MHOTOKPAaTHO AO3HpaHe.

Cneyugwinu nonyaayuu

Br3pact 1 moa |

BE3pacTra WM MoABT HAMAT KIHHHYHO 3HAYMM e(pekT BEpXY (apMakOKHHETHKATA Ha PO3YBaCTATHH
NpH BB3pacTHA. EXCTIO3HIMATA NPH J1ela U FOHOIIM C XEeTEpO3HroTHA (paMHJIIHA
XHMITEPXONIECTEPONIEMES M3IIIeK A2 CPABHIUMA WIH NO-HHCKA OT Ta3H NpH BB3PACTHH HALMEHTH ¢
aucuuuaeMus (BiK. ,.[lequarpruna nonynanug’” no-K0mny).

Paca

dapMakOKMHETHYHHTE NPOYYBAHUS [OKA3BAT, Y€ NPH UHIMBHAM OT a3HATCKaTa paca (ATOHLM,
KHATAHIK, QUIHNHHLA, BHETHAMIM H KOpeiii) ce HablmoaBa ABYKpaTHO IIOBHIIABAHE B CPEIHATA
AUC ¥ Cyzax, OTKOJIKOTO IIPU HHAMBHAM OT KaBKaskaTta paca. IIpH uHapiiiy e Hanuue NoBULIABAHE Ha
AUC 1 Chax 1,3 mpTH. He € H3BECTHO KaKEO € 3HAUCHHETO Ha (akTOpHTE Ha OKOIHATA Cpea M Ha
reHeTHYHHTE (PaKTOPH 34 MoABaTA HA Te3H pa3iiku. Eawd nomynaiMoHed ¢apMakOKHHETHYCH aHAIH?3
NOKa3Ba, Ye MEXAY UHAMBHAWTE OT KaBKa3KaTa M OT YepHATA paca HAMA KIIHHHYHO 3HAYKMH
pazMy4mA. - |

brOpeuna HeOCTaTEYHOCT

B eaHO npoyyBane Ha MMIa ¢ pa3/iHyHa cTeneH Ha Os0pevHO yBpeKaaHe, IEKOTO 10 YMEPEHO
650peuno 3ab0nsaBAHE HE € MOBAHUAIO NTAZMEHHTE KOHLICHTPALIMHM Ha pO3YBACTATHH HIH Ha HETOBHA
N-gecmetnn MeTabonut. JIHIa ¢ TEXKO yBpexaaHe, odaye (KpeaTHHHHOB KIHpBHC < 30 ml/min), ca
HMAIH TPHKPATHO YBEIHUYEHHE HA TUIa3MEHATA KOHIICHTPALHA B CpaBHEHHE ChHC 34PABH J0OPOBOILIH H
AeBeT ITBTH NMO-BHCOKA KOHLEHTpanus Ha N-gecMmerun metabonura. PaBHOBECHHTE ILTA3MEHH
KOHIICHTPAIIMY HA PO3YBACTaTHH MPH NALHEHTH Ha XeMoauanu3a ca npubnmsurenHo 50 % mo-BHCOKH,
B CPABHEHHE CHC 3/IPABH A0OPOBOIIIH.

YeprHoapobHa HeAQCTATHYHOCT
B eaHo npoyyBaHe Ha JIHMIA ¢ paliHdHA CTeNEeH Ha YepHOAPOOHO YBpeXaaHe, He ca NOMY4YeHH JaHHU

3a MOBHIIIEHA €KCIIO3HIMA HA pO3YBAaCTATHH NPH nauueHTH ¢ pesynrar no Child-Pugh 7 wid no-
HUCBK. 11pH BaMa TMMALMEHTH ¢ TEXKO YepHOAPOOHO yBpexaaHe (peayarar no Child-Pugh 8 u 9),
CHCTEMHATA €KCTO3ULHA ¢ OUla yBeJMHUeHa Hai-MaJIKO JIBA IThTH B CpaBHEHHE € JIHLIA C ITO-HUCBK

-'iimu.

pesyirar no Child-Pugh. Hama nannu 3a mauments ¢ pesyntar no Child-Pugh #an 9. /

[eneTHveH OOMHMOPOHMIBM

Hucnosuupara Ha HMG-CoA penykrasHuTe HHXHOMTOPH, BKIIIOYHTENTHO PO3YyBa
tpancnoprepuute nporewa OATP1B1 u BCRP. Ilpu naitneHTH C reHETHYEH 110
SLCO1B1 (OATP1B1) w/unu ABCG2 (BCRP) ima prck 0T noBHIIaBaHe Ha ex¢
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po3yBacTatHH. UHanEuayanen nohnmopq)mm Ha SLCOI1BI1 ¢.521CC 1 ABCG2 c.421AA e cebp3a
¢ npubausuTenHo 1,7 mbTH no-pacoka excnosiua {AUC) Ha pozysacTaTHd HiIH 2,4 ITETH N10-BHCOKA
€KCTIORMIINS, ChOTBETHO, B cpaBHeHue ¢ renomunosere SLCO1IB1 ¢.521FT uwnim ABCG2 ¢ 421CC.

[lemuaTpyyHa NOmynauMa

Hee dhapMakOKHHETHYIHM IPOYUBAHHA C PO3YBacTaTHH (Npwiarad nol gopmara Ha TabneTkH) NpH
NeUaTPHUHK TAMEHTH ¢ XeTepO3nUToTHA (PaMuina XunepxonecTeposaemMus na spapact 10-17 win 6-
17 rogunu (0610 214 paupeHTH) NOKa3BaT, Y€ €KCNO3HIMATA NPH HCIHATPHYHHMTS NALHEHTH
H3rexaa CpaBHUMAa WIH MO-HHCKA OT Ta3M [IPY Bb3pacTHHUTE nanueHTH. ExcriosHImATa Ha
PO3YBACTATHH € OHJla NpeIBHAMMA N0 OTHOIIEHHE Ha J03aTa H BPEMETO B MPOABDKEHHE HA 2~
rOKILCH NIEPHOA,

5.3 Hpeaxnuaavan JaHHH 34 0e300acHOCT

[peaxnuHUHHKUTE JRHHH HE ¢a TIOKA3ANU CrneliManeH pUCK TPH XOpa, BH3 OCHOBA Ha CTaHAPTHHTE
Npoy4YBaHHUA 3a 0€30MACHOCT BEPXY OCHOBHHTE CHCTEMH, M'€HOTOKCHYHOCT, KaHLIEPOreHEH NOTEHIHAN,
He ca npoBexxranu cieluduyny W3cneaepaHua, ouenseamy epexrure spXy hERG. Hexenanwure
peaxipi, KOHTO He ¢a HabJonaBaHH B KTHHHYHM MPOYYBaHMA, HO ¢ HabmonasaHH NpH )KHBOTHH,
[IPH HHBA HA €KCTIO3UIMA OTH3KH A0 KIMHHUYHUTE, ¢a CASAHUTE: B U3NMTRAHUWA 34 TOKCHUYHOCT Clel
MHOTOKpaTHO NPHIIoXKEHKe ce HabMIoAaBaT XHCTONMATONOTMYHH YEPHOAPOOHH H3MEHEHHS,
BCJIECTBHE Ha (apMaKOJIOTHYHOTO ASHCTBIE HA PO3YBAaCTATHH NPH MHILKH, LTBXOBE H B ITI0-HHCKA
CTENCH B JKTHYHAA MEXYP NPH KYUETAa, HO He H IIPH MaiiMyHH. B noneaHeHue, ce Habmoaasa
TOKCHYHOCT IO OTHOLUSHHE HA TECTHUCHTE TIPA MakiMyHH H KydeTa npy [O-BHCOKH JO3H.
PenpoaykTHBHA TOKCHYHOCT NPM IUTEXOBE, 34 KOATO C€ CBAH 110 HAMAJICHHTE I'OICMKHHA, TerJo
PeKUBICMOCT HA MAJIKHTE, c€ HAOMIOAaBa MPH MATEPHOTOKCHYHM JO3H HA CHCTEMHA €KCIIO3HITH,
HAKOJIKO ITETH HAZ HUBOTO HA TEPANCBTUYHA CKCTIO3ULIMA.

6. GAPMAIIEBTHYHHA JAHHH
6.1 CnHchK HZ NOMOIIHATE BeIIeCTBA

CopuenrHa Ha TabaeTkara
JlakT03a MOHOXHAPAT
MukpokpHCcTanHa Ueay103a
Kanmuer ¢ocdar
KpocnosH10H

MarHesueB creapar

O6BHBKa Ha Tabnerkara
JlakT03a MOHOXHApAT
XHIIpoMenosa

Tpuauerun

Twuranor auokcun (E 171)
Kenesen oxkcun, yepreH (E 172)

6.2 HechbBMEeCTHMOCTH
He e npunoxumo.

6.3 Cpox Ha roagocT
3 rOIMHM.

6.4 Cnenua/mn yC/10BHS HAR ChXpaHenHe

baucrepun onakoekH: Ha ce crxpanasar nog 30°C. CexpaHaBaiite B OpHIUHAT
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6.5 Bua ¥ chbABPKAHHE HA ONAKOBKATA

BInCTEpHH ONIAKOBKH OT AlyMHHHEB JAMHHAT/ATYMHHHEBO (honno 1o 28 TabneTxy.
He Bcuyikud BAOBE ONIAKOBKH MOTaT Aa Obaar ITyCHATH HA Hazapa.

6.6 CrnensaJiHn NpeaANa3HH MEPKH NPH H3XBbPJsHE H paboTa

Hama crenmanim ykasaHnus,

7. IIPHTEXATEJI HA PAIPEINIEHHUETO 3A YIIOTPEBA

AstraZeneca UK Limited
Silk Road Business Park
Charter Way
Macclesfield

Cheshire,

SK10 2NA
BemixoOpuranus

8. HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

20040105

9. JATA HA ITBPBO PA3PEITABAHE/NIO/THOBABAHE HA PASPEHNIEHHETO 3A
YIIOTPEBA

Hara Ha mepBO pazpemapane: 08.03.2004 .
Ilara Ha nociaeano noaHoBasane: 07.04.2009 r.

10. JATA HA AKTYAJM3HUPAHE HA TEKCTA
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