KPATKA XAPAKTEPHCTHUKA HA ITPOAYKTA

1.  HME HA JIEKAPCTBEHHUS IIPOYKT

Pralip 10 mg tablets KA
IIpaman 10 mg TabneTku HOEPEHOI
_' 2

- Pralip 20 mg tablets
[Tpanun 20 mg rabnerkn

Pralip 40 mg tablets
[Ipamun 40 mg TabneTku

2. KAYECTBEH U KOMIMYECTBEH CbCTAB

Ilpaman 10 mg Tabnerku:
Besxa Tabnerka cbappxka 10 mg mpasacTaTHH Hatpuil (pravastatin sodium)

ITpaman 20 mg Tabnerku:
Bcesaka tabnerka cpappka 20 mg npaBacTaTHH HaTpHH (pravastatin sodzum)

IIpaman 40 mg TabmeTkH:
Bcaka tabnerka cpaspxa 40 mg npasacTaTaH Harpui (pravastatin sodium)

IIpaBacratisa ¢ INN (MexkxnyHapoOHO HEMATCHTOBAHO HME) AME HA aKTHBHOTO BEIIECTRO.

3a ITEIHHA CIIHCHK Ha IIOMOITHHUTE BEIMIECTBA BHXTC TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

Ceetno xadsBH, NBCTPH, OBATHHA TaOlIeTKM, ¢ JeIHUTENHA 9€PTA OT JBETE CTPAHH H C HaZIHC
P 10 (mmu P 20 nwma P 40) ot ennara cTpana.

IIpamun 10 mg tabnerku: ¢ Hagnuc “P 10” ot equara cTpana
[Ipanun 20 mg tabnetkn: ¢ Haamuc ~P 20” oT egHara cTpaHa
ITpanun 40 mg tabnetkn: ¢ Hagmuc P 40” ot egHara cTpaHa

4, KIHAHUYHHU JAHHH
4.1. TepaneBTHYHH NOKA3ZAHHAMA

XHnepxoaecTepoIeMHAs | T

JleueHHe Ha IBPBHYHA XHIIEPXONECTEPOJIEMHS - IL!IH muece IACTHIAAEMHUA, KaTo
NONBITHEHHE KBM AMETaTa, KOTaTo OTroBOpa KbM JIAeTaTa: y. 8 HedapMaKoJJOTHYHHA
noaxogn (Hamp. ¢HIMYECKH YIpaKHEHHA, IﬁpHH}KaBaHe Ha
IOCTATHYCH. G
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[ToHHKABaHE HAa CHPACYHO-CHAOBATA CMBPTHOCT H GOJIECTHOCT NMpPH MAUMEHTH ¢ YMEPEHO
HU3pA3CHA WIH TEXKa XHMEPXONeCTEPONEeMHus, H3JIOXKEHH Ha BUCOK PHCK OT lTLpBH ChpIEIHO-
ChJIOB HEOHJCHT, KaTo JOIRIHCHHAE KbM JUeTaTa (BXK. TOUKa J.1).

BTopuaHa npodniaakTuka

[TonmkaBane Ha CHPACYHO-CHAOBATa CMBPTHOCT B OONECTHOCT IIPH MALHEHTH ¢ AHAMHE3Aa 34
MHOKapAcH HHGApPKT WIH HecTaDIIHA aHrHHA MEKTOPHC B ¢ HOpMalHH HMIH NOBHINCHHA HHBA

Ha X0JIeCTEpoJIa, KaTo JOIMBIHECHHE HA KOPEKIHATA HA APYTUTE PECKOBH (QaxTopH (BXK. TOYKA
5.1). |

Ciea TpaHCIiaHTaIH
[ToHMXaBaHe HA NOCTTPAHCIUIAHTAHOHHATA XUIICPHITAACMHUS IIPH NAHEHTH, [0NyIaBallK

HMYHOCYIIPECHBHO JIEYeHHE CJIe]] TPaHCIUIAHTAMA Ha COMHOHN OpraHd. (BXK. TOUKH 4 2, 4.5
H3.1).

4,2. Jlo3upoBKa H HAYHH HA NPRIOKEHHE

[Ipenmt 3amouBaHe Ha Je4EHMETO C TaDIeTKHW MpaBacTaTHMH TpAOBa Aa ce H3KIMIOYAT
BTOPHYHHUTC INPHYHHH 33 XHIECPXONECTEpoJieMHS H I[IAllHEHTHTES TpsAOBa Ja cHaspat
CTaHAApPTHA IHIHIOMOHMXABAIIA JHeTa, KoATo TpadBa Aa ObJe Npodb/DKeHa O BpeMEe Ha
JIEIEHHETO. |

Tabnerxkurte Pralip ce mpunarar nmepopaaHo eTHOKPATHO JHEBHO 32 IIPEANOYWTAHE BEUEP ChC
unu 6e3 xpana.

Xunepxonecreponemusn: [Ipenoprupanuar J030B HHTEPEAN Ha NpaBacTaTHH HaTpuil ¢ 10-
40 mg mpHNoXKeH eTHOKPATHO AHEBHO. TeparieBTHYHHAT OTTOBOp c€ HaOmopaBa B paMKHTE
Ha €JHA CeIMHIIA M IBJIHHAT ¢pEeKT HA MPHI0KEHATA 1034 HACTHIBA B PAMKHUTE HA YETHPH

CeIMELH, TIOpaqH TOBa TPAOBa Jia ce MPOBEXIa NEPHOJUIHO ONpEACHIHE HAa IMITMIUTE H B
CHOTBETCTBHE C TOBa H03aTa Ja ce KopArmpa. MakcmMmaimara JHeBHa nosa ¢ 40 mg

[IpaBacTaTHH HATPHH.

Chpaevno-cha0Ba NpodHIAKTHKA: BBB BCHUKH MNpOydIBaHHA 3a NpodHIaKTHKa Ha
O0NECTHOCTTa M CMBPTHOCTTA €IMHCTBEHATA M3CJIeABAHA HaYallHA H NoaabpXaia Ao3a e
npaBacTaTUH HaTpHui 40 mg AHEBHO.

Jo3upoBka ciaes TpaHcILIaHTauuga: (el OpraHHa TPAHCILIAHTANHE C€ LpenopbuBa
HayaJgHa J03a OT mpaBacTaTmH Hartpuit 20 mg ITHEBHO NpPH MNAHCHTH KNOTydaBaly
HMYHOCYIIDSCHBHO JIcUeHHe (BXK. TOUKa 4.5).

B 3aBHCHMOCT OT OTTOBOpA Ha IOKa3aTeJIMTE Ha JMMHIHATa 0OMsIHA Zo3aTa MOXe na Obae
Kopurupasa no 40 mg npaBaCTaTHH HaTpuit Ha QOHA Ha CTPOr MEIUIIMHCKH KOHTPOI (BXK.
To4uKa 4.5). |

Hema: JaunuTe 3a eHKacHOCTTa H 5€30IIaCHOCTTA IIPH NalMEHTH o 18-roaummHa BL3pacT

ca OrpaHHYEHH; IIOPATH TOBA MPHIIOKEHHUETO HA TaOJICTKH NMpaBacTaTHH NPH TE3U NAlHCHTH
HE C€ NPENnopLYBa.

IlanuenTn B Hanpeanaaa Bb3pacT: He ¢ HeoOxoaumo. I{Opnmpaﬁe Ha [103aTa NpH TE3H
NAIMEHTH, OCBEH aKO HAMA Ipeapa3inoiaraiy lbalcropﬂ (B:i; TG‘EIKa ”4 4}"‘“"
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yBpexHaHe Ha depHus ApoO. JlosHpoBkara TpsA6Ba Aa ObJe KOPHTHpAaHA B CHOTBETCTBHE C
~ OTTOBOPa HA MOKA3aTEMTE HA THMHAHATA OOMSAHA H 1T0J MEAHIHACKO HAOMIOACHHE. -

CoobTeTBamo JedcHue: JlmmmponoHmxapamuTe ©pexTH Ha TAOICTKHTE MpaBacTATHH
BbPXY o0Ommis xonecreponl M LDL-xonectepona ce ycHnBarT npH KOMOHHHMpaHE CbC
CBBP3BAIld THYHHTE KHCENHHH NPOAYKTH (HAmp. XONECTHPAMHH, KOJNICCTHIION).
- TabmeTknuTe mpaBacTaTHH TpAOBa Ja ce IMpHEMAT e,uHH Yyac NpeRd WIA MOHE YEeTHPH vaca
cienl cMojaTa (BX. Touka 4.5).

3a manHeHTHTE, KOWTO LIPHEMAaT IHEKIOCHOPHH ChC HWIH 0e3 npyTH mynucyupgcnnmi
JICKAPCTBEHH MpPOAYKTH JICYeHHETO TpaOBa fda 3amoyne ¢ 20 mg npapBacTaTHH HaTpHId
€AHOKPATHO JHEBHO M IIPH IMOBHINCHO BHAMAaHHE TpAOBa Jla c€ THTpHpa ,uuza'ra no 40 mg
[IpaBaCTaTHH HATPHH (BX. TouKa 4.5). |

4.3 Hpomnonoxazaﬂﬁﬂ

0 CBpBXUYBCTBUTEIHOCT KBM aKTUBHOTO BEIIECTBO MM KBM HAKOE OT NOMOINHHETE
BEINECTBA. |

0 AXTHBHO 4YepHOApPOOHO 3abonsgBaHe BKMOYBAIL0 HEOOACHHUMO IIEPCHCTHPALIO
MOBHINABAaHE HA CEPYMHHTE TPAHCAMHHAZM HAAXBBP/IAMO 3 METH FOPHATA IpaHHUIA
Ha HopMaTta (I TH) (BXx. Touka 4.4).

o bpemennocTt 1 nakTanEsg (Bx. Touka 4.6).

44 CoenMajHA NpeIyNpeXIeHAS U NPEXNA3HI MepKH OPH YIOTpeda

[IpaBacTaTHH He € H3CHEABAH 0NOpH NaOHEHTH ¢ XOMO3HMIOTHa (aMHIHA
XHIIEPXOJIeCTEpOIeMHs. JIedeEHEeTO HE € IOAXOIAIIO, KOTATO XHIEPXONECTEpONeMHATa C€
OB/DKH Ha nopuieH HDL-xonectepoo.

Kakro w npu napyrure mpxudOaropa Ha HMG-CoA pe,uyKTazaTa,' KOMOHHHpaHETO HA
[IpaBacTaTHH ¢ GuOpaTH HE CE IpenophIBA.

Yeproapobnn Hapymenns: KaxTo H IpH APYTUTE JMIIOAO-MOHHXKABAINHM MpeNaparH, ¢
HaOmonaBa yMEpPEHO IIOBHMINABAHE HA HHMBaTa HA UYSpHOAPOOHHMTE TpaHCaMuMHa3n. B mo-
ronsiMara d9acT OT CIYYaHTe H@BaTa Ha YEepHOAPOOHHTE TpaHCAMHHA3W JOCTHUraT JIo0
H3XOHaTa CTOHROCT 6e3 HeoOX0AMMOCT OT IpeyCTaAHOBABAHE HA JICYCHHETO.

CnendanHo BHUMaHHE TPAOBa Ha ce 00BpHE Ha NALHEHTH, IIPH KOXTO HACTHIIBA [TOBHINABAHE
Ha HMBAaTa Ha TPAHCAMHHA3HTE H JICHSHHETO TpA0Ba J1a ce MpEeyCcTaHOBH, aKO YBEIHYCHHETO
Ha alaHuHaMHHOTpaHchepaszara M (AJIAT) w acumaprarammHOoTpaHc(epazata (ACAT)
HAJIBUIIH TPH IBTH FOPHATA I'PAHAIIA HA HOpMaTa B [IEpCUCTHPA.

[IpennopruBa ce MOBHIMICHO BHEMMAHME, KOTraTO IIpaBacTaTHH C€ IIpHIara IIpu NAlAEHTH ¢
aHaMHE3a 3a 9epHOoAPOOHO 3a00IaBaHe HITH CEPUO3HA KOHCYMAlUA Ha AJIKOXOJL.

Myckyanan sapymenns: Kakro u npn apyrute uaxuéuropr Ha HMG-CoA peaykrasHuTe
HHXUONTOPH (CTATHHH), IPABACTATHH CE€ CBLpP3Ba C H3gBa Ha MHANTHA, MHOIATHI H MHOIO
paaKo pabmomuosmza. Muomnaraa TpabBa aa ce 00CHXAa IIpH BCEKH HAlMEHT, MPOBEXAAL
JICYEHNE CHhC CTATHH, KOHTO ce IpeacTaBs ¢ HCOOACHMMHA MYCKYJIHH CUMITOMH KaTo O0iKa
HITH MOBHINIEHA YYBCTBHUTEIHOCT, MYCKY/IHA c1a00CT HIIH MYCKY/IHE KpaMIH. B Te3H ClIyJan
TpaOBa 1a ce N3MepAT HEBATA Ha KpeaTHH kuHa3aTa (KK) (BX nu-mng).

ca > 5 neTH Baa I'TH, M koraro uMa TEXKO H3pa3eHH 9 et
(mpu oxomno 1 cayqait Ha 100 000 mauReHTO-TOMHHM), HACTH



BTOpHYHA OBOpeuHa HemocTaTbuHOCT. Pa6aoMMonm3aTa € OCTpO HOTEHIUANHO (aTalrHO
CHCTOAHHE HA CKEIIETHHTE MYCKYJIH, KOETO MOXE Oa HacThIM IO BCAKO BpEME B XORa Ha
JICYCHHETO M C€ XApAKTEpH3Hpa ¢ MAaCHMBHO pa3pyllaBaHe HAa MYCKYIHTE CBBP3aHO CBC
3HAYMMO IOBHINABAHE HA KK (obuuaiino > 30 mm 40 mema mHam ITH) BOZICIIO TI0
MMOTJIOOMHYpHS.

PHCKBT OT MHMOIIATHA NpH JIEYCHAE CHC CTATHHHM, H3IJIEKAA 4€ 3aBHCH OT €KCIO3HUHATA H
IOPaJM TOBA MOXKeE fla BapUpa IIPH OTAETHHTE IIpenapaTh (KaTo pe3yJITar Ha THIOPHIHOCTTA
H (papMaKOKMHETHYHHTE pa3JIMKH), BIUIIOYMTEIHO H TAXHATA JO3HPOBKA H HMOTCHIHAN 34
JIEKAPCTBEHH B3aHMOHENCTBHA. BBIOpexkH dYe HAMAa NPOTHBONOKA3aHUS OT CTpaHa Ha
MYCKYIITe 3a Ipe/IHCBaHe Ha CTATHHH, ONIPEeAC/ICHH Ipepa3noaaramy QakTopH MoraT Ja
MOBHINAT PHCKA OT MYCKY/IHA TOKCHIHOCT ¥ MOpaa® TOBA € OIpaBAaHa BHHMATEIHA OLCHKA
Ha CHOTHOIICHHETO IMOMI3a/pHCK H CHEeMHPHIHO KIMHHIHO npocneasasane. OnpeqensneTo Ha
KK e nmokaszano npH Te3H NAIMEHTH OpeIH 3al0vBaHE HA JICYEHHME ChC CTATHHH (BXK. OO~

JONY).

PaCKBT H TexXecTTa Ha MYCKyNHHTE HAapymIeHHS B X0Ja Ha JICYEHHE CHC CTATHHH Ce€
[IOBHINABA IIPH €JHOBPEMEHHO IPHIOXKEHHE Ha B3auMoJcHCTBAIlM  MpeIapaTH.
CaMOCTOSTENTHOTO TpHIOXKEHHe Ha ¢(UOpaTH NOHAKOra ¢€ acolMMpa ¢ MHOINATHA.
KoMOHHMpaHOTO NPUIOKEHAE Ha CTAaTHEH M (pubpard o0mo B3ero TpalGBa na ce u3d4rma.
EAHOBpeMeHHOTO IPHIOKEHHE Ha CTAaTHHE H HHKOTHHOBAa KHCEIHHa TpaOBa Aa cTapa ¢
nopumeHo BHuMaHue. [loBmimaBane Ha 4ecToTaTa Ha MHMONATHA CHINO TaKa € OMHCAHO NPH
NALMEHTH, TOMyYaBalny APyrd CTATHHH B KoMOMHaAmug ¢ HHXUOHTOpH Ha MeTabomu3Ma Ha
mmuroxpoM P450. Tosa Moxe na e pesynrar ot HpapMakOKMHETHYHH B3aHMOACHCTBHSA, KOHTO
He ca JJOKYMEHTHDAHH 3a IIpaBacTaTHH (BXK. Touka 4.5). Koraro ca CBhp3aH# ¢ JICUYESHHUE ChC
CTATHH MYCKYJIHATE CHMIITOMH OOHYANHO OT3BYHaBaT CJIEM IPEYCTAHOBABAHE HA JICUCHHETO
CHC CTATHHH.

HaMepBaHe 1 HHTEPIPETAINMA HA CTOMHOCTHTE HA KPCaTHH KHHA3aTa.

PyTHHHOTO NpoclneasipaHe Ha kpeaTHH xuHa3zata (KK) unn Apyrd eH3UMH IIPOU3JH3AMM OT
MYCKYITHTE HE CE¢ MNPEHIOphYBA IPU ACHMIITOMHH MAHEHTH HA JI€YeHHE CBC CTATHHH.
Onpepensaae Ha croiinocTHTe Ha KK, 06age, ce nmpenopbuBa Opeau 3anouBaHe Ha NEYCHHACTO
ChC CTATHHH IIPH MALMEHTH CHhC CHOSHHAIHH Npeapasmnoiaramd (paxTopH H NpH NAlUMEHTH,
IIPH KOHTO C¢ Pa3BHBAT MYCKYIHH CHMIITOMH B XOZa HA JIEYEHHETO CHC CTAaTHHH, KaKTO €
ONMCaHO Mo-A0NY. B cmyudaii 4e croiimocTTe Ha KK HM3XomHO ca 3HAYMMO 3aBHIONEHH (> 5
neTH Hag ITH), croiinocTHTe Ha KK Tpsabea ga 6b1aT NOBTOPHO OIpeneNend clien 3 Ao 7/
IHH [0-KHCHO 3a MOTBEPKABaHe Ha pesynrarute. Koraro ce onpeaensr croiinoctute Ha KK
TpsAOBa Ja C& MHTEPIPETHPAT B KOHTEKCTA HA [APYTH MOTEHIHATHWM (axkTopH, KOUTO OHMXa
MOIIH A3 NPHYMHSAT IPexXoJHO MYCKYJIHO YBpEXAaHe, KaT0 H3TOUMTENHE (H3IHYEeCKH
YCHJINA HJIH MYCKYJIHA TPaBMa.

[Iperm 3amouBane Ha jedeHHeTo: Heo6xomuMo € NOBHINEHO BHHMAHHE NpH MAHCHTH C
npeapasnonaramy (axkTopu Karo 00petHO yBpeKIaHe, XMIOTHPEOUAH3IBM, TIpeIHIeCTBAINA
aHaMHe3a 34 MYCKYJIHA TOKCHYHOCT IIPH JICUEHHE CBC CTATHH WM ¢HOpaT, TMYHA HIIH
daMHIIHA aHAMHe3a 3a BpOJCHH MYCKYJIHM HApyHICHHS WIA 310ymoTpeba ¢ anxoxoi. B Te3n
caydam croirocTHTe Ha KK TpabBa 1a ce ompedendaT mpenH 3amoypBale Ha JIEFUCHHETO.
Onpenensne Ha KK npenu 3amovpaHe Ha JCYCHHETO CHITO. TﬁKﬂ'IpﬂﬁBa oa ce obchau npH

B Ta3W momynaius. B ciyqail ye HaBara Ha KK ca Bﬂamq.nomé £
M3XOJHO JedeHHeTo He TpaGBa na ObIe 3amodYBaEO M/ CTOMHOCTH
ONpelelieHH OTHOBO ¢ 5-7 auu. M3xoaauTe cToﬁHdc'm Ha KK c:bma ’q&aj orat fia 6s1aT



MMOJIC3HH KAaTO CpaBHEHHE B CIIy4ad Ha IIOCIISABAINC MOKAaYBaHE B X0Ja Ha NEYEHUETO ChC
CTATHHH.

B xozna Ha JieueHHe: IAIHEHTHTE TpsaOBa fa ObJaT MOChBeTBaHH He3abapHO Aa cHOOINAT 3a
HEOOACHHEMA MYCKyIHA OONIKa, IOBHINEHA 9yBCTBHTEIHOCT, ¢a0oCT MM KpammH. B Te3m
crydad Tpsabea na ce ompenenar croiHoctute Ha KK. B ciyvait ue ce ycTanOBAT 3HAYMMO
noBHIeHH (> 5 meTH Ham I'TH) croiimoctH Ha KK, neueHHeTo ch¢ cTaThHH TpaAbBa Oa Ce
npeycraoBH. [IpeycraHoBaBane Ha JeYeHMETO CHIIO Taka TpA0Ba Aa ce oOCHAH, B CIydaii
4e MyCKYTTHHATE CHMITOMH €a TEeXKO H3pPa3eHH U NPHIHHABAT €XEAHEBEH THCKOMPOPT, A0PH
a0 nopEmasaHeTo Ha KK ocraBa < 5 metet Hag ITH. Axo CHMOTOMETE OTINyMST U
crofinoctnTe Ha KK crErmar Ao HOpMalmHATE, TOraBa MoOXe Ja ce 00Chau NOBTOPHO
BBBEXKIAHE Ha JEUESHHETO ChC CTATHHH IPH HaM-HICKATa J03a H IOJ[ CTPOr KOHTPOI. AKO
IpH TAaKbB HAIHEHT €€ HOAO3Hpa BPOACHO MYCKYAHO 3abojigBaHE, HE c€ IpEOOphIBA
IIOBTOPHOTO BKIIFOYBAHE HA JICUCHHE CHC CTATHH.

[lanHeHTHTE ¢ peKH HACIENCTBEHH HPOOIEeMH KaTo HEIOHOCHMOCT KbM ranakTo3a, Lapp-
TaKTa3eH AeQHUIHT UIH INIOKO30-rajakTo3Ha manadcopOiusa He TpadBa Ja mpHEeMaTe TO3H
JIEKapCTBEH IIPOAYKT. |

4.5 BzanMopelicTBHe ¢ APYTH JeKAPCTBEHH MPOIYKTH H npym ¢dopmMn Ha
B3aHMOeHCTBHE

Oudparn: -

CaMOCTOATETHOTO NpHIIOXKEeHNe HA Pubparu paaKo ¢¢ CBBp3Ba ¢ MUONATHA. [ I0BHIIEH PHCK
- OT CBBP3aHH ¢ MYCKYJIHTE HEXEJIaHH JICKAPCTBEHH pPEeaKIHH, BKIIOYHTENHO pabaoMHONMHA3A,
ce choOIlIaBaT Koraro (uOpaTHTe ce MPHIAraT €AHOBPEMEHHO ¢ JPYTH CTAaTHHH. le3H
HEeXEIAaHH peaKiid ¢ IIpaBacTaTHH He MoraT aa ObpJaT H3KIOYEHH; Hopagd ToBa
KOMOHHHpAHOTO TpHIOXKEHHME Ha TmpaBacTaTHH B ¢$ubpatu (Hanp. rempudpo3n,
denopudpar) karo uswro TpadBa Aa ce n30area (BXK. Touka 4.4). B cnyuaii ye ce npenecHy, 3¢
Ta3y KOMOHMHAIMA ¢ HeoOXxoauMa, ¢ HEOOX0aMMO BHUMATEIHO KIHHHWYHO NpOCIeAABaHE H
koaTpon Ha KK rnpu manueHTHTE, IIpU KOUTO € HEOOXOIUM TaKbB PEKUM.

Xoaectapamun/KoaecTrnoan:

EnHoBpeMeHHOTO IpHIOXkeHEe Bogu no npubmmmremdo 40 pgo 50% nonmwkaBaHe Ha
OHOHAMYHOCTTA Ha mpasacTaTHH. He ce Ha0mofaBa KIMHHYHO 3HATAMO NOHM)KAaBaHE Ha
OHOHATMMHOCTTA WIH TEPAllCBTHYHHAT €(EKT, Koraro mnpaBacTaTHH c€ IpHiIara €HH 49ac
IpeH HIH YeTHPH Yaca CIeJ XONECTHPAMHH HIH €AUH 4ac NPEeaH KOJSCTHIION (B}K TOYKA

4.2).

HuKIOCHIOPHH:
EAHOBPEMEHHOTO IPHJIOMKEHNE HA IPABACTATHH ¢ UKIOCIOPHH BOJH 0 IPHOIH3HTEHO 4-

KpPaTHO IIOBHINIABAHE HA CHCTEMHATA €KCIIO3HINA HA ipaBacTaTv. 11pn HIKOW manueHTH,
obade, NOBHIIABAHETO HA €KCIIO3MIIMATA KbM IIpaBacTaTHH TpAOBa MOXe Jia Obe no-rousMa.
IIpn nampeHTATE MONYYABAINH Ta3H KOMOHHEAIIHA ce NMpenophIRa KIHHU4CH H OHOXHMIYCH
MOHHTOPHHT (BXK. TouKa 4.2). -

Bapdapuad ¥ Apyra nepopajiHa AHTHKOATIYJIAHTH:
[lapamerpuTe Ha OHOHANWYHOCTTa HA NPABACTATHH B PABHOBSCHO CBCTOSAHME HE CO
MOBJIHABAT CIEN NPHIOKCHAE HAa BapdapHH. XpOHHUHOTO upnnomemie fa. IBaTa IIpenapara
He BOOH 10 HAKAKBH H3MEHEHHS B aﬂmmarynan'mom ﬂeﬂc'm_ﬂe Ha, B' i
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[IpaBacTaTHH He ¢€ METabonm3Wpa OO0 KIHHAYHO 3HAYMMAa CTENeH OT CHCTeEMara Ha
uutoxpoM P450. ToBa e mpHYMHATAa NOpagd KOSATO JICKAPCTBEHHTE IPOAYKTH, KOHTO Ce
MeTaboIu3upaT 0T UMH ¢ UHXMOWpAT OT CHcTeMara Ha muroXpoM P450 Mmorar ma Ongar
npubaBeHH KbM CTaOWICH PEXHM Ha JIe4YEHHE C MNpaBacTaTHH 0e€3 Ja MpHYHHH 3HAYHMH
H3MCHEHHS B IUTa3MEHHTE HHBA HA IIPABacTaTHH, KakTo ¢¢ Hadmojasa W NpH APYrUTe
cTatuHM. JInmcara HAa 3HAYHUMO (apMAKOKHHETHYHO B3aHMOACHCTBHE C IpaBacTaTHH €
cnenauIHO JeMOHCTPHpPaHa 3a HAKOJIKO JICKAPCTBEHH HPOAYKTH, 0COOEHO Te3H, KOHTO ca
cyocTpatn/mExubrropt Ha CYP3A4 mHanp. mguarHaseM, BepanaMuyi, HTPaKOHA30M,
KETOKOHa30J1, MPOTea3Hd HHXHOUTOPH, COK OT rperndpyT H HHXHﬁHTOpH Ha CYP2C9 (manp.
(IIYKOHA301). | -
B eaHoTO OT IBETE¢ NPOYYBAHHA 3a B3aHMOACHCTBHMA C IpaBacTaTMH H €PHTPOMHIHH C€
Habmonasa craTtHcTAYecKHM 3HauuMo noeumaBaHe Ha AUC (70%) m Cmax (121%) ma
NpaBacTaTHH. B ¢X0/HO IpoydBaHe ¢ KHApATPOMHIOHH ce HabmonaBa CTaTHCTHYSCKH
3ga4rMo mnosumapade Ha AUC (110%) u Cmax (127%). Bpopexku 4e Te3H IPOMEHH ca
cnabo u3paszeHH, € He00X0MMMO MOBHINEHO BHUMAHKE, KOraTo IpaBacTaTHH ¢¢ KOMOHHHpaA ¢

EPUTPOMHIIHH H KJIAPATPOMHITHH.

Apyra npoayxrn:
B npoyuBanus 3a BIAaHMOICHCTBHE HE ¢€ HAOMIOJABAT CTATHCTHYSCKH 3HAYHMH DPa3jIHKH B

OHOHATHYHOCTTA, KOraTo MpaBacTaTHH €€ IIpPHIara €IJHOBPEMCHHO ¢ aleTHICAIMITHIIOBA
KHCENMWHA, aHTHAIMAE (KOTarQ c¢ mpuiarat ¢JuH dac mnpeau npaBaCTaTHH), HHKOTHHOBA
KHCETHHA HITH TpOOYyKOI.

4.6 = DBpemeRHOCT H KhpMeEHe

Bpemennocr: IIpaBacTaTHH € MPOTHBOIOKA3AH MO BpeMe Ha OpeMeHHOCT H TpabBa Ha ce
IpHIIAra OpH XKeHH ¢ ASTEPOIESH NOTEHIHAI CaMO KOraTo HAMa BEPOSTHOCT Ja 3adpeMeHesT
B ca HHGOPMHpPAHH 34 MOTEHIIHANHNA pHCK. B coydail ue manmenTtkara mmasapa GpeMeHHOCT
wm 3a0pemeHee, nexkapaT TpaOBa na O6pae mHpOpMHpaH HE3a0aBHO H JICHEHHETO C
IpaBacTaTHH TPAOBA Ja C€ MPEYCTAHOBH MOPaJy NMOTCHIHAIHHAS PHCK 3a (eTyca.

KbppMene: Malko KOMTHYECTBO NMpABacTaTHH € €KCKPETHpa B KbpMara OpH XOpa, IopaaH
TOBa MIPaBaCcTaTHH € IPOTHBOIOKA3aH IO BpeMe Ha OpeMeHHOCT (BXK. To4Ka 4.3).

4.7. Ed)em BBPXY CHOCOOHOCTTA 32 modupane B padora ¢ MAINHHA

[IpaBacTaTHH He IOBIHABA UM MOBIMABA MpeHEOpeKUMO COcOOHOCTTA 33 MOpHpaHe
u pabora ¢ mMammHu. [lpn modwupane wm pabora ¢ mMamman, odade, TpAdBa Ja ce
B3eMeE B IIPESABH/, 9¢ B X0/1a HA JICYCHHUETO MOXKE J]a HACTHIIH 3aMasHOCT.

4.8. Hexenasmm JeKapCcTBEeHH PeaKIIHH

UYeCTOTHTE HA HEKENIAHHTE PEAKIHHK Ca macncbnﬂnpaﬂn IO CJEIHHS HAYHH: MHOIO 9€CTH
(>1/10); gectu (>1/100,<1/10); mewectu (>1/1 000 <1/100); penxu (=1/10 000, <1/1 000);
MHEOro peaxu (<1/10 000).

Knuauwana npoyusanust: TaOmeTKHTE NMpaBacTaTHH ca H3CIeABAaHH B Jo3a oT 40mg B

CefleM pPaHIOMH3HPAHM NBOHHO-CJIENH, IIaNebO-KOHTPOIMpPaHH NPOYYBAHHS BKIIOYBALIM
Hag 21 000 manmeHTH 1poBenH lnedeHHE ¢ mpaBacTaTHH (N=10 764) mm T ¢80 (N=10
719), otpazapanm Haj 47 000 nanmeHTO-TOAMHA €KCHO3UIIUA KEM,; | 9 000




JICKapCTBEHH peaklMy; HHUTO €dHa OT TAX He HacThIBa ¢ decTtora Hajg 0,3% B rpynara c
IpaBacTATHH B CpaBHEHHE ¢ rpymnara ¢ mwianebo.

Hapymenns Ha HepBHATa CHCTEMA: |
Hevecmu: 3amasiaOCT, rTapo0ome, HapylcHAE Ha ChHA, Oe3ChHHE

HapvineHusa Ha 0KOTO:
Hevecmu: HapymieHna Ha 3peHRETO (BKIIOYBAITH 3aMBIJICHO 3PCHUE M JTAIUIOTIHA)

CToMalmHO-YpERHN HapYLICHHS:
Hewecmu: pucnencHs/mapeHe 3al TpbAHATa KOCT, kKopeMHa Ooinxa, FMEHEfHOBp’BHI&HE

3areK, Auapus, praTtyneHmus

HapyilleHus Ha K0XKaTa A MOIK0XKHATA THKAH:
Heuecmu: cppbeix, 0OOpHB, YpTHKapHi, IPOMEHH B CKaIa/KocaTa (BKIIOYUTENHO AIOTICLINAA )

Hapymenus na 650peluTe H NAKOYHNTE ITHTHIINA:
Hevecmu: napymeHo ypuHHpane (BKIIOYMTEIHO JU3YPILL, Y€CTO YPHHHpPaHe, HEKTYPH:)

HapyiieHHS Ha BB3NPOUBOARTENHATA CHCTEMA B I'bPIATA:
Hevecmu: cexcyanna nacdyHKIHA

Qo Ha eHHY:
Hevecmu: ymopa

SiBieaHd 0T cHenHAJIeH KJIHHHYIEH HHTEpPEC

CkeleTHH MYCKYJIH: B KIHHWYHH OPOY9IBaHMA ¢a choGmapaHH €(PEeKTH BHPXY CKEJICTHHTE
MYCKY/IM, Halp. MYCKYJTHO CKENICTHM O0JIKM BKIIOYBANIH apTpPaNTHH, MYCKYJIHH KpaMIIH,
MHANTHs, MYCKy/Ha cnadoct wm 3aprmenn HuBa Ha KK. Yecrorara Ha mmanrad. (1,4%
npaBacTaTUH cupsaMo 1,4% nnanedo) m myckynHa cnaboct (0,1% npasacTaTHH copsaMo <
0,1% mnane6o) u gecrorara Ha croiinoctute Ha KK > 3 nmvta Haa I'TH 1 >10 nb1a Han I'TH
B npoyusarnaTa CARE, WOSCOP u LIPID e cxomno ¢ ToBa Ha mnanebo (csoTBeTHO 1,6%
npaBactarua cupamo 1,6% mname6o u 1,0% npasacrarun cropamo 1,0% nmanebo) (BHXK
To4Ka 4.4).

YeproapoOuu edekTH: HMa CHOOIMEHHS 3a IMOBHINABAHE HA CEpYMHHTE TpaHCaMHMHA3H. B
TPHTE ABJITOCPOYHH, mianeto xoHTpompadH KiHHWIHH npoyuBanus CARE, WOSCOP u
LIPID, m3pazenn m3MeHeHHs B croiiHocTHTe Ha AJIAT m ACAT (>3 mpmn mHan ITH)
HACTHIIBAT CHC CXoaHa decToTa (< 1,2%) B ABETE TEpallc¢BTHYHH IPYIIN.

Caen myckane B npoaax6a
B JombaHeHHE Ha IIOCOYECHOTO IMO-rOpe CICAHHUTE HEKCIIAHH JIEKAPCIBEHH peakIHH ¢a
ChOOMmABaHy IpPH TOCTMAPKETHHIOBUSA OITHT ¢ MpaBaCTATHH:

HapymieHsig Ha MMYHHATA CHCTEMA:
Muozo peoxu: peaknimd Ha CBPBXUYBCTBHTEIHOCT: aHA(HIAKCHA, aHrHoenxeM, lupus

erythematous-like canapoM

Hapyinenns Ha HepBHATa CHCTEMA:
Mhunozo peoxu: nepudepHa nonHHEEBpONaTHA, 0COOEHO IpH npmwmé}me 3&
BpeMe, IapeCTE3HH / [ R N




CroMamBo-UIpeBHH HAPVIICHHS:
Mnozo pedxu. naHKparuT

XenaTo-OMIHAPDHE BAPYIOEHWS:
Mnozo0 pedxu: axrep, xenarut, QyIMHUHAHTHA YePHOAPOOHA HEKpO3a

Hapymenus Ha MYCKYJIHO-CKeJ€THATA CHCTEMA H ChSIMEATEIHATA THKaH
Mnozo peoxu: pabaoMHOA3a, KOATO MOXKE 2 C€ CBBPXKE ¢ ocTpa 6bpOpedna HeIOCTATEIHOCT
BTOPHYHA Ha MHOTJIOOMHYpHS, MHONIATHA (BHX TOUKA 4.4)

HBOJIH]J&HH ClIy4dad Ha HAPYIICHHA Ha CYXO0XHMINATA, IIOHIKOTa YCIOXHCHH € PYIITYpa

4.9. Ilpexozmpane

JIo TO3r MOMEHT OIUTET ¢ IIPEN03HpaHE HA IPABACTaTHH € orpaHHyeH. B ciygai Ha
npeao3upane HAMa crienudHyuHo edeHne. B ciyydait Ha npeno3npane MaHeHTHT TpAOBa aa
Ob/e NeKyBaH CHMITOMATHIHO H IIPH HEOOXOZHMOCT Jla C€ MPOBEXKIAT IMOATBPKAIIH MEPKH.

S. GAPMAKOJOIHYHH CBOUCTBA

S.1. ' PapMakoAHHAMHYHH CBOHCTBA

dapMakoTepaneBTHIHa rpymna: JlekapcTBa IOHHXKABAMIM CCPYMHHTE JHMIMAM/ JIeKapcTBa
MOHHKABAIIH XOoJIecTeposia M TpHrmuMnepuaure/HHxHOHTOpH Ha HMG- CoA penykrasara,

ATC xox: C10AAQ3

Mexanm3bM HA AelicTBHE:
IIpapacTaTHH € KOMIIETHTHBEH HHXHOHTOpP Ha 3-XHAPOKCH-3-METHITIIYTApPHJ KOCH3HM-A

(HMG CoA) peaykraszaTa, eH3uMa KaTaH3upan paHHOTO CKOPOCTO-ONPEAEIIINO CTHIANO B
OHOCHHTE3aTa Ha XOlIECTEPOJia H 0OKa3Ba THNMHAONOHIKABAIMS CH €(eKT 10 ABa MEXaHU3Ma.,
I[IepBo ¢ oOpatHMoTO - B cnenmndHMIHO KoMOeTHTHBHO wuHuxubupane Ha HMG-CoA
pelyKTa3aTa MMa 3a epeKT YMEpEeHO M3pa3cHo HOHMKABaHEe HA CHHTE3d HA BHTPEKICTHUHUL
xonectepoln. Tosa Bogu Zo mopuIIaBaHe Ha Opos Ha LDL-pelentopute BHpXy KIETHUHHTE
HOBEPXHOCTH M YCHJICH pellenTop-MeauHpaH KaraOolIM3pM H KIMPBHC HA IHPKY/IMpPAIUA
LDL-xonecTepo. |

Bropo, mpaeactatmE wHxuOHpa mnpoaykmusara Ha LDL mocpencTBoM HHXHOHpaHe Ha
gepHoApoOHaTa cHHTe3a Ha VL DL-xonecrepora, koiito € npekypcop Ha LDL-Xonectepona.

KakTo npe 3apaBd, Taka B NPH HALHEHTH ¢ XHNECPXOJICSCTEPONEMHS IIpaBacTaTHH HaTpHii
NOHH)KaBa ClIeJHWTEe JIHOHAHH CTOHHOCTH: o00m xojecrepon, LDL-xonecrepon,
anoyunonporerH B, VLDL-xonectepon W TpHIMHNCpHAX; A0KaTo cToiHOcTHTE Ha HDL-
XOJIECTEPOJI U ANIOIIMIIONPOTEHH A ¢€ IOBHINABAT.

KnuHuvaHAa epHKACHOCT:

- ITvpeuuna npochunaxmuxa
ITpoyaranero "West of Scotland Coronary Prevention Study {(WOSCQOPS)" e
PaHAOMH3MPAHO, ABOWHO-CIANO, IIAE00-KOHTPONUPAHO MPOYIBAHE cpen-6. 593 nmarmeHTH

OT MBXKH TION Ha BB3pacT oT 45 A0 64 TOOMHH € YMCEPEHO HBPEBEHE _f TEXKKa
xmnepxojecreponeMus (LDL-X: 155-232 mg/dl [4,0-6,0 mmwl/l]) ics FaMyesa 3a
MHOKapaeH HH(apKT, IPOBEIH JICYEHHE CHC CPEOHA npom.nmﬂ'nennmr m: 4 $uir HHA C
RN
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JHEBHa no3a mpaBacTtatduH 40 mg mmd nnamebo karo AOOBIHEHHE KM juerara. llpwm
MANHEHTUTE JICKYBAHHU C MPABACTATHH pe3YIITATHTE I10KA3BAT:

- DOHH)KABaHE HAa PHCKA OT CMBPT NOpamM KopoHapHa GonecT M HedaraneH MHOKApICH
uHpapkr (penatusHa pexykiud Ha pucka RRR 31%; p = 0,0001 npu abcomorer puck OT
7,9% B rpynara ¢ mianebo m 5,5% NOpH MalMCHTHTE NPOBEIH JICHCHHE ¢ IPABACTATHH);
e(peKTHUTE Ha YECTOTHTE HA TE3H KYMYJIATHBHH CHPACUHO-CHIOBH HHOHJICHTH Ca HATHIIE HAM-
paHo creln 6-MECeMHO JICUEHHE,

- IIOHWXXaBaHe Ha obmus Opoil CMBPTHH clydaM OT ChpACYHO-CHA0BH HHIMAeHTH (RRR
32%; p=10,03)

- KOraTo ¢e¢ B3eMaT B npeaBHJ Bcwuku pHCKOBH dakTopH RRR ot 24% (p = 0,039) cpmo
Taka ce Habmoaasa B 00maTa CMbPTHOCT Cpejl HAIMEHTHTE JIEKYBaHH ¢ PABacTATHH,;

- IOHWKABAHE HA PEATHBHMS PUCK OT MPOBEXKIAHC HA peBacKylapH3allHOHHH IPOLERYpH
Ha MHOKapza (kopoHapeH Oaiimac HWaH KopoHapHa aHrmomnactuka) ¢ 37% (p = 0,009) n
KopoHapHa anrnorpadmns ¢ 31% (p = 0,007).

ITonsara or je4eHHETO BHPXY MOCOYEHHTE HO-rope KpUTEpHH HE € H3BECTHA IIPH NAIACHTH
HA BB3PacT Hax 65 roNuHH, KONUTO He Ca BKIIIOYCHHA B IIPOYIBAHETO.

[lopagu mirica Ha JaHHH IOPH HAlMEHTH ¢ XHIEPXOJecTEpleMHs CBbp3aHa ¢ HHBA Ha
Tpuriaanepuaure Hax 6 mmol/L (5.3 g/1) cnen nuera 3a 8 ceaMuip, B TOBAa NpOy4YBaHE,
I10J13aTa OT JICYCHHUETO C MPaBacTaTHH OPH TO3H BUJ ITAMCHTH HE € YCTaHOBEHA.

Bmopuuna npeeenyun -

[Ipoyusasero "Long-Term Intervention with Pravastatin in Ischemic Disease (LIPID)"
MHOTOLICHTPOBO, pPaHAOMH3HDAaHO, JABOHHO-CIANO, IUIANEC00-KOHTPOIMpPAHO MNpoyYBaHE
cpaBHABAIO ehekTHTe Ha mpaBactaTuH (40 mg e.n.) ¢ mianebo mpu 9 014 manuenTH Ha
BB3pacT 31 mo 75 roaMHH 3a NEPHOA OT CPEAHO 5,6 FOAMHHE ¢ HOPMAIHH IO [OBHIICHH
CEPYMHH HHBA Ha XOJNecTepoiia (M3XOOHM CTOMHOCTH Ha obmma xonecrepon = 155 mo 271
mg/dl [4,0-7,0 mmol/l], cpemuu cTodHOocTH Ha oOmus xonectepon = 219 mg/dl [5,66
mmol/l]) # ¢ npoMeHIREN HEBA Ha TpHTrmIepuauTe 10 443 mg/dl [5,0 mmol/l] u ¢ aramMHe3a
3a MHOKapaeH MH(ApKT WIH HecTaOWIHA aHTHHA NEKTOPHC B IIpe/mecrBamaTe 3 O0 36

Mecena. Jledenmero ¢ HpaBaCTaTHH 3HATNMO IMMOHHXKAaBa PCIIATHBHHA PHCK OT CMBPT IIO

IIOBOJ KOpoHapHa GojlecT Ha c¢hpuero ¢ 24% (p = 0,0004, ¢ abcomoren puck ot 6,4% B
rpynata ¢ miane6o u 5,3% IpH MalHeHTHTE TPOBENH JIeUeHHE ¢ IPABaCTATHH), PEJIATHBHHAT
PHCK OT KOPOHApHH HHITHACHTH (CMBPT II0 MOBOJA KOpOHApHa OONECT Ha CHPHETO MM
nedaranen MH) ¢ 24% (p < 0,0001) u penatusHua pHCK OT (haTaneH WM HedaTaleH
MHOKapAeH HHDapkT ¢ 29% (p < 0,0001). IIpa nammeATATE NPOBENH JICYCHHE C IPaBaCTaTHH
pPe3yITATHTE IIOKA3BAT: | |

- IOHKDKABAHE Ha peIaTHBHUA pHCK OT 00ma cMBpTHOCT ¢ 23% (p < 0,0001) & CM‘I:pTI-IUCT o
ChPAECIHO-CHIOBH NpHIMHH ¢ 25% (p < 0,0001);

- [IOHMXKABAHE HA PEIATMBHHA PHCK OT IPOBEKIAaHE Ha peBacKynapu3amds Ha Mﬂoxap,z[a
(KkopoHapeH aprepHaleH OaHIac MM NMEPKyTaHHA KOPOHApHa aHTHOIIACTHKA) C 20% (p <

0,0001);
- IOHHXXaBaHe Ha penaTHBHEES PACK oT HHCYIT ¢ 19% (p = 0,048).

IlpoyuBaneto "Cholesterol and Recurrent Events (CARE)" e pangoMu3HpaHO, IBOHHO-
CIIATIO, MAAe00-KONTPOIHPAHO IIpOoyuBaHe CpaBHABAIIO ¢eKTHTE Ha mpasBacTaTdH (40 mg
€..) BBpXY CMBPTHOCTTA IO IIOBOJ KOpOHApHA GonecT Ha ma.puem H Hetbataneﬂ MHOKapAcH
HHQAPKT 3a CPOK OT cpeauo 4,9 roauHu nmpu - ST A e
4 159 manmeHTH Ha BB3pacT 21 A0 75 rogHHH ¢ HOPMAIHH, HH:Ba Ha,;o A X)
(H3XOOHH CTOMHOCTH Ha cpemHmst oOm Xonecrepon < 240 mg/dl}, KOHTO - £a”
MHMOKapAcH HHG}ApKT B NpeiIecTBAIMTE 3 O 20 Mecer{a, J}eqeﬂ:ﬁel‘o r: '
3HAYMMO MOHUKARA! .“ e
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- - YecToTaTa HA péuﬂmmnpam;me KOPOHaPHH HHIMACHTH (CMBPT II0 MOBOZ KOPOHAapHA
Oonect Ha cppuero WiIn HedaraneH MU) ¢ 24% (p = 0,003, mnamebo 13,3%, npasacTaTHH
10,4%);

- peNaTHBHHAT PHCK OT IPOBEKIAHE HA PEeBaCKY/MApHU3allHOHHHM MaHHIIYIalluH (Kopnnapen
apTepHajieH Oaifltac HIIH IEPKYTaHHA KOPOHAPHA aHTHOILIACTHKA) ¢ 27% (p < 0,001),

PenatuBHMAT PHCK OT HHCYJT CHINO Taka ce oHmwkasa ¢ 32% (p = 0,032), u xoMOHHHpaHuAT
IoKa3aTel Ha HHCYJIT H IIPeXOAHK HcxeMUYHH aTakH (ITHA) ¢ 27% (p = 0,02).

[Ion3ata OT NeYECHUETO BBPXY MOCOYSHUTE MO-FOPE NOKA3ATENH HE € H3BeCTHA IPH NAIMCHTH
* Ha BB3pacT Haj 75 rOAMHHA, Thil KaTo HE ca BKIIOYEHH B IPOYYBAHUAATA CARE u LIPID.

[Iopanu numncata Ha JaHHH IpH NAIACHTH ¢ XHIICPXOJIECTEpPOIEMHA CBBhp3aHa ¢ HHBA HA
TpurmuuepuauTe Hax 4 mmol/L (3,5 g/ wm Hag 5 mmol/L (4,45 g/L) cnex cna3Baue Ha
IueTa 3a 4 umH 8 cemMHIH, ¢poTBeTHO B mpoyuBamusaTa CARE u LIPID, npu To3m BRI
IALAECHTH N0JI3aTa OT JICUCHHUE ¢ NPABACTAaTHH HE € YCTAaHOBEHA.

B upquﬂaﬁifm'ra CARE u LIPID oxono 80% oT nanpeHTHTE ca mnym acCIMpHH KaTo
4acT OT JICYSHHETO.

Copoeuna u 6vbpeuna mpancnaaunmayus

EdHKacHOCTTa Ha NMpaBacTATHH MpH MAIMCHTH [OMYyYaBalldi UMYHOCYIIPECHBHO JIEYCHHC
CIe;

- ChbpAeYHA TPAHCIUIAHTAIUA € OLECHEHA B €4HO IIPOCHEKTHBHO, PaHIAOMH3HPAHO,
KOHTPOJIHpaHoO npoyusaHe (n=97). IlamieHTHTe ca MpOBEIHM JeYeHHEe ¢ npaBacTaTuH (20-
40 mg) umu Oe3 npaBacTaTHH M CTAaHJAPTEH HMYHOCYIPECHBEH pEXHAM, ChIbpPiKall
OMKJIOCOOPHH, IPSIHA3OH H a3aTHOIPHH.

JleueHueTo ¢ mpaBacTaTHH 3HAYHMO MMOHM)KaBa 4€CTOTATa Ha OTXBBPJIAHE Ha CBPIETO C
BIIOIIABAHE Ha XEMOJAMHAMHKAaTa Ha IIbpBaTa roJuHa, NOAOOpPEHa €IHOrOJHINHA
npexuBieMocT (p=0,025) 1 noHMKaBa pHCKa OT KOpOHapHa Ba30NaTHd B TPaHCIUIAHTHA,
ONpeReICHO MOCpEeACTBOM aHruorpagua 1 Ha ayroncus (p=0.049).

- buOpeuHH TpaHCINAHTH ca OLCHABAHH B €OHO MNPOCNEKTHBHO, HEKOHTPOIHPAHO,
HepaHJOMH3HpaHo npoyuBaHe (n=48) ¢ 4 MeceuHa HpoABDKUTENTHOCT. llaumeHTHTE Ca
IIPOBEXAANH NedcHre ¢ npaBacTaTReE (20 mg) wmm 6e3 M CTaHTAPTEH MMYHOCYNPECHBSH
PEXUM BIUTIIOYBAIT [MKJIOCIIOPHH H NPEIHH30H.

Ilpu nmampenTd cnea OnOpeunHa TpaHCIUIAHTANHA IIPABACTATHH 3HAYMMO IIOHMDKABA, KAKTO
YeCTOTATA HA MHOXECTBEHH €MMHM30JH Ha OTXBBPJMHE, Taka M 4YECTOTaTa Ha JIOKA3aHHTE C
- OHOIICHA OCTPH €NH3044 Ha OTXBBHPIISHE, H TIPHI0XKEHHETO HA MYJICOBE C IPE/HA30JIOH H
Muromonab-CD3.

5.2. PDapMAKOKHHETHYHH CBOHCTBA

Pezopbyua:

[IpaBacTaTHH ce NpHJara mepopanHo B akTHBHa (opma. AbGcopbupa ce OBp30; NHKOBH
CepyMHH HHBa c¢¢ zocrtarar 1 go 1,5 ugaca cnepj mpuema. Cpe,zl;[-lo 34% OT NepOopaTHO
IpHJIOXKEHaTa Ho3a ce abcopbupa ¢ abcooTHa 6HOHHJIH‘=IHOCT oT 17% N

T,
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Hammamero Ha XpaHa B CTOMAIIHO-YPEBHHSA TpElICI‘;" MJIH a0 ‘
OHOHATMYHOCTTA, HO XOJECTEPON-NMOHMKABAlMA edeKT /Ha- npaﬂac'ramﬂ % ;
HE3aBHCHMO JaJIH Ce IIpHEMa ChC MM 0€3 XpaHa.
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Cnen abcopbumsara 66% oT nmpasacTaTHH ce nojuiara Ha first-pass €KCTpakuus B 4epHHS
apod, KOHTO € OCHOBHOTO MACTO Ha HErOBOTO ACHCTBHEC H OCHOBHOTO MACTO Ha CHHTE3 HA
XoJecTeposl M KuphHC Ha LDL-xonectepoma. In vitro mpoyuBaHHATa ITOKa3BaT, 4e
IpaBacTaTHH CC¢ TPAHCIOPTHPA B XCMATOLMTHTE H 3HAYHAM( IO-MAJKO MOCTHIBA B JIPYTHTE
KJIETKH. |

OT riegHa TOYKA HAa TO3H CHIMECTBEH first pass mpe3 4YepHHS [Apo0 IUIA3MEHHTE
KOHIICHTpallAH Ha IpaBacTaTHH HMAaT CaMoO OTpaHHYCHa CTOHMHOCT HNPH OMNpeRelsHe Ha
MUIHIO-TOHMKABAIIHA €(EKT. | |

ITnasMenuTe KOHIICHTPALHH Ca IIPOIIOPHHOHAIIHMA HAa IIPHNOXCHHATC JO3H.

Pasnpeoenenue.
Oxo0110 50% OT IHPKY/MPAIIHAS IPABACTATHH Ce cni.p:ma C IITa3MeHHUTE IIPOTEHHH.
O6eMbT Ha pasnpeneneHue e npudbmsaTenHo 0,5 kg,

MaJko KoJRYeCTBO IIpaBacTaTHH IpeMHAHABa B KbpMara.

Memab6oauzvm u enumunupane:

IIpaBacTaTnH He ce MeTaboym3Hpa CHIMECTBEHO OT nuTOXpoM P450 HMTO M3rimexna fa e
cyOcTpar WM HMHXHOHTOp Ha P-rimmkompoTeHHa, a MO-CKOpO € cyOcrpar Ha JOpyrd
TPaHCIIOPTHH NMPOTEHHH.

Cnen mepopamHo npmiaoxenne, 20% ot nspBOHadanHaTa A03a C€ EIIMMHHHPA ¢ YpUHATa H
70% c¢ ¢eneca. ITliazMeHHAT DOTY-XXHWBOT HA MMMHHHpAHE HAa IpaBacTarHH € 1,5 10 2 yaca.

Cnep METpaBeHO3HO IpHiIokeHHe 47 % OT Ao3aTa ce IHMHHHpPA mocpelcTBoM OnGpeuna
eKckperuag H 53 % mocpeacTBoM OHmHapHa ekckpenus H Ouorpancpopmanuid. OCHOBHHAT
OPOAYKT OT pasrpaXkiaHeTO Ha INPABACTATHH € 3-0-XHAPOKCH H3oMepeH Merabomurt. To3u
MeTa0ONMUT NMpHTEXKaBa eaHa jAecera 10 eara gerupuiaccera or HMG-CoA peaykrasHara
HEXUOHTOPHA aKTHBHOCT Ha H3XOJHOTO BEIIECTRO.

CucTeMHMAT KIHpBHC Ha npaBactatud € 0,81 I/H/kg, a 656peunuar xmpenc e 0,38 'Hikg,
KOETO MOKa3Ba TyOyIIHaA CeKpelns.

Ionynamau A310XeHN HA PHCK:

Yepuoapobua HemocTaThIHOCT: CHCTEMHATA €KCIO3HIIMA CIIPAMO IIPABACTATHH H HETOBHTE
MeTaObOMIMTH TPH MANHEHTH ¢ AIKOXOJHA IHpo3a ce€ yBenmdaBa ¢ NMpuOmm3uTenHo 50% B
CpaBHEHHE ¢ [AHECHT ¢ HOPMAJIHA YepHOApoOHA PyHKIIHSA.

bubpeuno yBpexnane: He ce HaOmogaBaT ChHIIECTBEHM MPOMEHH NpH TAIMEHTH C JIEKO
H3pa3eHo OBOpeuHo yBpexnaHe. TepMuHanHaTa U yMepeHa ObOpedHa HeAOCTaTHYHOCT,

063‘1@, Morar aa IOBCJarT OO ABYKPATHCO IIOBHIIIABAHC HA CHCTCMHATa CKCIIO3HIIHA Ha
IpaBaCTaTHH H HCT'OBHTC MeTa00IHMTH.

5.3 IlpeaxaHEHYHA JAHHHA 32 0€30HACHOCT

BB3 ocHOBA Ha KOHBECHIHOHAIHHTE (PapMaKkoIOrHYHU H3NHTBAHKA 32 0€30MaCHOCT,
TOKCHYHOCT IIPH MHOTOKPaTHO MpHJIaraHe H penpoAYKTHBHA TOKCHYHOCT HE C€ YCTAaHOBABAT
IPYTH PHCKOBE 3a IIAIUCHTa OCBCH OYaKBaHHTE B pe3yirar Ha c])apMamnDI‘HHHHH
M3nuTBaHAATa 32 MHOTOKPATHO MPHJIAraHe IIOKAa3Bart, ue NPaBacTaTHH MOXE 119 :
pa3AM4HH CTENEHH Ha XENAaTOTOKCHYHOCT H MHONATHSA; KaTo hann,cﬁecmemi |
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BLEPXY T€3H THKAHH CH MPOABABAT CaMO IpH J034 S0 HIH 110BeYe MHTH HAJl MAKCHMATHATA
no3a B mg/kg npu xopa.

In vitro n in vivo HECHE,I[B&HHHT& 34 I'CHCTHYHA TOKCHYHOCT HE [TOKA3BAT JaHHH 3a M}'TEI‘CHEH
IMTOTCHIHAI.

[Ipu MHIIKH 2-TOZHITHO ODPOYYIBAHE 34 KAPIMHOIT€HHOCT C MpaBacTaTHH ASMOHCTPHpA IIpH
no3u oT 250 1 500 mg/kg/nen (> 310 mpTH Hax MakcUMaTHaTa A03a B mg/kg npH xopa)
CTATHCTHYECKH 3HAYAMO IOBHINABAHE B YECTOTATA HA XE€MATONCTyTAPHA KApIMHOMHE IIPH
MBXKHATE H XeHCKHTE, H OenopoOHu afeHOMH caMo NpH XeHckure. IIpu mirpxose 2-
rOOUIIHO IIPOYIBAaHE 3a KapIHHOTeHHOCT NpH A03d oT 100 mg/kg/aen (125 nan
MaKCHMaIHaTa A03a B mg/kg//03a) JeMOHCTPHEpPA CTATHCTHYCCKH 3HAYMHMO IIOBHINABaHe Ha
4YeCcTOTaTa Ha XeNaTole/lylIaper KapIuHOM caMo IIPH MBXKKHTE.

6. PAPMAINEBTHYHH NTAHHHA

6.1. CuuchbK Ha IOMOIIHATE BeIIECTBa

CHJIAIHEB JTHOKCH] KOJIOHAaleH Oe3BOICH
TaKTO3a MOHOXHApAT

noBuAOH K 25

HATpHEB NaypHICyIdaT

KPOCKapMeno3a HATPUIA

MHKPOKPHCTAITHA LEIYJIO3a

MAarHe3ueB creapar |

maHaTpHeB docdar, 6e3poneH

XeJe3eH okcun (kadas) E 172

6.2. HecbpBMEeCTHMOCTH
HenpunoxumMo.

6.3. Cpok HarogHOCT

3 rOOHHH.
6.4. CpoenrajHn ycI0BHS HA ChHXpaHeHHe

,I[& Ce ChXpaHABAa B OpPHIr'HHATHATA ONIAKOBKA 34 Ja C€ NpEAna3H OT BJldra.

6.5. /laHHH 32 OIIAKOBKATA

[Ipaman 10 mg TabIeTKH:
Alu/Alu 6macrepn B KyTtHu ot 1, 7, 10, 14, 20, 21, 28, 30, 50, 60, 98, 1001 100 x 1
TabJICTKH.

ITpanun 20 mg TabneTku:
Aluw/Alu 6mmcrepn B KyTHH oT 1, 7, 10, 14, 20, 21, 28, 30, 50, 60 98 100&100
Tabnerku. | ;

[Ipamun 40 mg TabneTxn: | . _; ga “
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Alu/Alu 6xmcrepn B KyTHE ot 1, 7, 10, 14, 20, 21, 28, 30, 50, 60,98, 100 1 100x 1
TabIeTKH. |

He BCHYKH BHIOBE OIIAKOBKH MOTAT Jia 6B/JaT mycHaTH B mpogaxoa
6.6. ChnenuajHp ApeANA3HHA MEPKH IPH HIXBbLPJSHE H pabora

- HaMa crienHaIHH H3HCKBAHHS

7. INIPUTEXATEJ HA PA?:PE]HEHHETO 3A YIIOTPEBA:

Sandoz d.d.
Verovskova 57
Ljubljana
CrnoBeHus

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA
10 mg: |

20 mg:

40 mg:

9. JATA HA ITbPBO PA3IPEINIABAHE/TIOAHOBSIBAHE HA PAZPEHIEHHETO
3A YIIOTPEBA

10. JHATA HA AKTYAJIN3UPAHE HA TEKCTA
27 Mapt 2006
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