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W3NbAHKTENHA ATEHUYMSA N0 NEKAPCTEATA |
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1.  HMEHA JEKAPCTBEHHS IIPOAYKT W MP —55&63@/4 Y.

-----------

O
Kpecrop 20 mg pummupary raGreTku OGOBDEHIE Ne v.evovrrveveos " ’?D'Zﬁ'-
Croston 20 me Abnconted tablets RPN eveerera,

2. KAYECTBEH 1 KOMTMYECTBEH CLCTAB
Beska TabneTka cbabpixa 20 mg po3YBACTATHH (rosuvastatin) KaTO Po3yBacTaTHH Kanumil. Bodxa
Tabmerka cuappka 182,6 mg naxrosa MOHOXHAPAT.

32 OBIHMA CNHCEK HA NOMOIHHTE BEIleCTRA BHXKTE TOuKa 6.1,
3. JEKAPCTBEHA ®0PMA

Oumvupana TabneTka.
Kporia, ousetena B po3oBo TabiieTka cue 3HaK ,,ZD4522" u ,,20" or emHara CTpaHa M HEMapKupaHa
OTKEM obpaTHaTa.

4. KJHHAMHA JAHHHA
4.1, TepanesTHuRHN HOKAIABHL

JleueHne Ha XHTIEPXOIECTEPONEMHS

Bh3pacTHH, IOHOIIH ¥ AEHA Ha HITH KA 6-TOAHIIHA BB3pacT ¢ TbPBHYHA XHNEPXOIeCTePONCMHA (THIT Ila
BI/TIOTHTENTHO XETEPO3HIOTHA (JaMBITHA XUTIEPXONeCTEpONeMHS) Kk cMeceHa Tucaumuaemus (tun Ilb)
K410 A06aBKa KBbM AMETATA, KOTaTo PEIYNTATHT OT AWETaTa B APYTH HehapMaKkoIorHIHH MEpKH (nanp.
(H3MIECKH YNpOKHEHHA, HAMAJIABAHE Ha TETJIOTO) HE € 3aI0BOJIMTENICH.

BL3pacTHE, IOHONIM ¥ Jella HA MM Hajl G6-TOJWIIHE BB3PACT € XOMOSWrOTHZ (amuia
XHOEpXOoJIecTeponeMua KaTo ao0aBka KBM AWETaTd, KaKTo H ¢ JAPYro JHIMIONOHHXABAIIO NeuCHHE
{Banp. LDL adepesa) nnm xoraro TOBA TEMCHHE HE € IOIXOXSHIO.

IIpesenina Ha ChPAETHO-CHAOBH CHOHTHA

TIpepoTeparsBase Ha roieMH ChpACHHO-CHAOBA CHOMTHA TIpM MALMEHTH, OLCHEHH C BHCOK DHCK 34
OBPBO CHLPAEYHO-CHAOBO ChOMTHE (BiK. Touka 3.1), KaTo RONBJIHCHHE KM KOPHTMPAHETO HA APYrH
PHCKOBH (PaKTOPH.

4.2. [losuposka B HAUHH HA OPHAOKERHE

Tlpenn 3amousaHe HAa TepanM4eTa, MALUMCHTET TpAOea na 6pde MOCTaBeH HAa CTaHJApTHA AWeTa 3a
MOHWKABAHE HHBOTO HA XOJIECTSPONA, KOATO Jia MPOARDKM H 0 BpeMe Ha Nedenuero. HsbopbT Ha
ROZHPOBKA C€ ONpeReis OT HHANMBHAYAITHHTE TCPANCBTHIHE [EIH, KOHMTO C¢ ONPEISAT OT NPSIOPBKHTS
Ha ChbBpeMEHHHTE KOHCEHCYCHH PBKOBOZICTRA 34 KOHTPOJI HA XONCCTEPOICMHUATA.

erCTOp MOKe J1a Ce TIpHEMa IO BCAKC BpeMe Ha neHsd, CkC WIH Oe3 XpaHa.

JleueHue Ha XHTISPXONECTEPONIEMHUS
[penoppuBaHaTa HadamHa no3a ¢ 5 wan 10 mg peaHLXK AHEBHO, KAaKTO MPH MAUHCHTH, KOHTO HC ¢a
pHEMaTH CTATHHH, TAKA H NPy NpeMUHABaHe OF apyT nexuburop Ha HMG-CoA peayxrasara. Hsbopst
HA HAYATHATA /1032 OT MEMKAMEHTA 3aBHCH OT HHBOTO HA CEPYMHHS XONECTOpo, Gbaemus cb

cho0IIaBaHe HA HEXCTAHH peakuH NpH Jos3a ot 40 mg, B cpaBHeHHEe ¢ NO-HHC
4.8), noCneHO THTPHpaHE A0 MakckMmaiHata zosa of 40 mg Tpsbsa Aa ce npen



NALMEHTH ¢ TEXKKA XMIIEPXONECTEPOIEMHA C BHCOK ChPAEYHOCHAOB PHCK (0cofeHo Te3d ¢ (pameIHa
XHUIIEPXONECTEPOIEMHS ), KOMTO HE AOCTHTAT JKEIAHOTO HHBO HA XONECTEPOT MPH NE€YCHHE © 20 mg Mmnpu
KOHTO € & TIPaBH PYTHHHO TIpOCTIeAsRaHe B XOIa Ha JedeHHeTo (Bx. Touka 4.4). [Ipu sanoysane Ha
nevenue ¢ 40 mg ce npenoprYBa MOCTOSHHO HAOMOIEHAe HA NALMEHTA OT CICIHATIHCT.

TIperenis Ha CHPAEYHO-CHAORK CHOHTHS
B npoy4dBaHeTo 2a NOHMKABAHE Ha PHCKA OT ChPACYHO-CHAOBH cuOKTHA e Mrronzeasa 103a ot 20 mg (Bx.
TogKa 5.1).

Heouampuuna nonyrayun
Vrootpebara npu fena Tpadea Aa ce nposekaa caMmo 0T CHELHMATTHCTH.

Jletia ¥ 10HOWH Ha BR3pacT 6 1o 17 roawues (craauii < 11-V no Taxep)

XeTeposHroTHa GaMHIHE XHIICPXONECTEPOIEMHA

Ilpu felia ¥ IOHOIIH C XETEPOINTOTHA (aMIITHA XHTIepxonecTepoieMus ofnyaiinara Ha9aNHa 1032 €

5 mg nAeBHO.

. Tlpu neua Ha BB3pacT 6 10 9 rOAMHH ¢ XETEPOHIOTHA (PAMIIHA XHIIEPXONECTEPOICMHA
obMuaiiHmsT N030R AHana3oH € 5-10 mg nepopanHo BeAHBXK JAHeBHO. besonacHocTTa M
e()MKACHOCTTA HA JO3M NO-BHCOKH OT 10 mg He ca npoy4BaHH NPH Ta3H NOTy/IaiHA.

. NMpu peua Ha BB3pact 10 g0 17 TromMHE ¢  XETEPO3HTOTHA (aMuIHa
XHIIEpXOhecTepoieMus o0u4aiiHMAT 10308 OHaNasoH ¢ 5-20 mg repopanno BeAHbK
AHeBHO. Be30mMacHocTTa H eMKARCHOCTTA HA JIO3H F0-BUCOKHA oT 20 mg He ca IpOyHBaHH
IPH Ta3H nonynauys.

TutpApaseTo Tpa(Ba Ja ce NPOBSXKHA CHIVIACHO HHAMBHIYamHWs OTTOBOD H MOCHOCHMOCT Ha
MeaBaTPHIHITE NALHEHTH, KAKTO C6 TPETophusa B MPETIOPBKHTE 32 NedYeHHe Ha Aella (BX. ToUKa 4.4).
Jenata u 10HOmMTe TPAGRA A e MOJIONKAT Ha CTAHJIAPTHA XOJNeCTePONO-TIOHIDKARAIA HeTa [IPEAH 1
Ce 3amoYHe JIYEHHE ¢ PO3YBACTATHH, AWTaTa TpabBa A& Ce NpPOXBIDKH 10 BPEME HA JIEYEHHETO C
PO3YBACTATHH.

Xomo3uroTHa GaMIIHA XHTIEPXO/IECTEPOIEMES

IMpu neuia Ba BeE3pact 6 Ao 17 rogMHs ¢ XOMO3MTOTHa (aMMnHa XHUNEPXONECTEPONeMM,
NpenophruUrTeIIHATA H032 ¢ 20 mg BeAHEK AHEBHO. MiMa orpaiHyieH OnHT C 1034 Pa3IHYHA OT 20 mg npu
Ta3H MOMyAauMa.

TaGnerkara ot 40 mg He € MOAXOAAA 3a ynorpeba npH NeAHATPHIHE NALKCHTH.

Hena no-Mank# oT 6 roguHN
BesonachocTTa W eduKacHoCTTa Ha ynoTpeGata npu Jiella MO-Manky OT 6 TONMHH He Ca POyYBaHH.
Cnenosatenno, Kpecrop He ce npenopbusa 3a yriorpeta npw Aela No-ManKH OT 6 TOAHHH.

VYnorpe6a npu NAIMEHTH B CTAPY€CKa BB3PAcT
TIpenopbYBaHATA THPBOHAYATHA A03a NIPK MALMeHTH Hax 70-ToRmiHa BB3pacT € 5 mg (Bx. TOuKa 4.4).
JIpyTo KOpHIHpAaHE Ha JJO3MPOBKATA B 3aBHCHMOCT OT BB3IPACTTA He € HeoOXxoAuMo.

Jozupaye NpH NALHEHTH ¢ Gp0peuHa HeACCTATHIHOCT

Ipy NAlEEHTH ¢ IEKO A0 YMepeHo 610peuno yepeskate ce npuiarar obuuaiipuTe 1031, TIpH nauueHTH
¢ ymepeHo GrOpeuHo yBpeX/iaHe MpenopbYBaHaTa TBPEOHAYANHA 1032 € 5 Mg (KPeaTHHHHOB KIHPBHC
noa 60 ml/min), Hosuposkata or 40 mg ¢ HPOTHBONOKA3AHA NPH DAMEHTH C yMepeHo GnbpetHO
yBpexzane. [Tpi nanyeHTR ¢ Texko GuOpeHo yBpexaane ynorpeGa ua Kpectop e NpoTHBONOKa3aHa (BIK.
TOuKH 4.3 H 5.2).

Josupase pH MALHEHTY ¢ YepHOAPOOHO yBpexaaHe
He ¢ nalmosaBasa NMoBWIIEHA CUCTEMHA eKCTIOZHIMA H& PO3YBACTATHH IMPY MalHCH
ckanara Ha Child-Pugh < 7. Bbapekd TOB2, NOBHIIEHA CHCTEMHA EKCIOSHIMA € HA
TNIALMEHTH C© OllEHKa no ckaiata Ha Child-Pugh 8 u 9 (Bxk. Touxa 5.2). Tlpu Te3n _
npennpueMe ollenka Ha GuOpeunara Gynkumsa (8X. Touka 4.4). Hama JaHHH 33 It




cxanata sa Child-Pugh maz 9. KpecTop € NpoTHEONOKA3aH MPH NAUHEHTH C AKTHBHO MePHOIPOGHO
yBpexIane (BK. Touka 4.3).

Paca

IMpu riauMeHTH OT A3HATCKATA paca ce Habn0NaBa NOBMIICHA CHCTEMHA EKCIIO3HIHA HA MCHKAMEHTa
(Bx. TouKkn 4.3, 4.4 u 5.2). IIpenopruBaHata IrbpBOHAYAIIHA 034 IIPH MALMESHTH OT a3HATCKH NPOH3X0J
¢ 5 mg. TIpH Te3u NaUMEHTH € MPOTHBOMOKA3aHO NPHIIOKEHHE Ha Jo3a oT 40 mg.

FeneruucH nosumopbusbm

Tokasaso e, e remordnosere SLCO1B1 (OATP1B1) ¢.521CC m ABCG2 (BCRP) c421AA ca
CBBp3aHH € NOBMIIABaHe Ha excriosunaATa (AUC) Ha posypactaThH, B cpasHenne ¢ SLCO1B1 ¢.521TT
# ABCG2 ¢.421CC. 3a namyeHTHTe, 33 KOHTO € H3BECTHO, Y€ UMAT redorHil ¢.521CC wad CA21AA,
ce MpenopbyBsa MakCHMAITHA e4HOKpaTHa JHeBHa 1034 oT 20 mg Kpectop (kK. TOUKH 4.4, 45u5.2).

Josupane Npd NalMenTH, OpespasnoNOKCHH KbM PasBHTHE HR MHOUATHA
[py NAIMEHTH ¢ NMPeAPA3NONaray (PakTopH 3a pasBHTHTE Ha MHONATHA MPETIOpbYBAHATA HaYanHA
no3a € 5 mg (BxK. Touka 4.4).

TIpH HAKOH OT TE3H MAIMEHTH ¢ TIPOTHBOMOKA3AHO IIPHIOKERHETO Ha Jo3a oT 40 mg (BXK. TOUKa 4.3).

ChirpTeTRalIa Tepamud

PosyBacTaThH € cy6CTpar Ha pasIMaHK TpaRCTopTepHn npotern (Hanp. OATP1B1 u BCRP). Pucker
OT MHONaTHA (BKUOYHTENIHO pabaomuomH3a) ce mnosumaBa, korato Kpecrop ce mpunara
€IHOBPEMEHHO ¢ ONPEAENeHH JICKapCTBEHH NPOXYKTH, KOWTO MOTaT Ja MOBHIIAT TUlasMeHara
KOHIIEHTPAMA Ha PO3YBACTATHH, NOPAnH B3aUMOACHCTBHE C Te3H TPaHCHOPTEPHH MPOTECHHH {Hanp.
LMKIOCHOPHH M HAKOH MpOTeasHy WHXWOWTOpH, BKIIOYHTENHO KOMOHMHAIIMM HA PHTOHABHP ©
aTa3zaHaBHp, JOMHHABHD W/WIH THUNpaHaBup; BX. ToukH 4.4 1 4.5). Ha npemmacealuute JCKapy ce
TIPETOPLYBa 4 BIEMAT NPE/IBHJ CHOTBETHATA JIekapcTeeHa HHGOPMAIIHA, KOraTo OBMHCIAT Npuiarane
HAa TakMBa TPOXyKTH 3acaHo ¢ Kpecrop. Korato e BE3MokHO, TpabBa ga ce€ HMAaT NpeABHUX
ANTEPHATHBHH JIEKAPCTBA M, ako e HeoOXOAWMO, Jla c€ MMa MpeABRMI BPEMCHHO NPCKBCBAHE Ha
Tepamgra ¢ Kpecrop. B cHryandd, XOTraTo €IHOBPEMEHHOTO NPHIIOXKEHHE HA TE3M JICKAPCTBCHH
nponyxtu ¢ Kpectop ¢ uemsBexHo, NoN3ara H pHCKA OT CHITFTCTBAMATA TepanHd W KOPEKIHH Ha
aosara Ha Kpectop TpafBa sHuMaTenHo Aa ce ofmucisr (BK. ToqKa 4.3).

43. IlpoTEBOmOKA3aRAA

KpecTop e mpotuBonokasas:
e TlpH ManueHTH ¢BC CEPBEXYYBCTBHTENHOCT KbM PO3YBACTATHH HAHM HAKOC OT NOMOMHHTE
BEHEeCTBA.

e [Ips nagMeHTH ¢ &KTHBHO uepHOApoOHO 3abonsBaHe, BKMOYHTENHO HEYTOUHEHO,
TIPOABIDKMTENHO NOKAYBAHE Ha CEPYMHHTE TPaHCAMHHA3H H BCAKO FIOKAYBaHe HA CEPYMHHTE
TpaHCAMMHAa3H TPH ITHTH HAJ MOPHATA IPAHHIIA Ha HOPMATa.

TIpu namgenTH ¢ TexKo GEOpeUHO yBpexaane (KpeaTHHHHOB KIHpEHEC < 30 m{/min).
I1pu MauweHTH ¢ MHOTATHA.

o Tipy npauMedTH, DpHEMAIIH EXHOBpeMeHHO coboOCOYBHp/BENNATACBED/BOKCHIANIPCEHD
{Bx.TOUuKA 4.5)

Tlpu naypenTy, npHeManiy eHOBPEMEHHO IHKIOCTIOPHH.

¢ Tlo Bpeme Ha GpeMeHHOCT, KbpMEHE H NIPH XKEHH B JETePOZIHA BB3PACT, KOMTO HE H3NON3RAT
TOAXONANIH KOHTPALETITHBHH MEPKM.

Jlosata ot 40 mg € NPOTHBONOKA3aHA TPH MANMEHTH C Mpe/pasnoNaramy GaxTopH 3a Pa3syT
muonarwi/pabromuonnia. Takusa Qaxropu ca:

e Vmepeno no creneH Gx6pedHo yBpexAaHe (KpeaTHHHHOB KIHPHHC noj 60 ml/min)
¢  XUNOTHPEOHAMIBM.

e Jluuna win GaMIEG AHAMHE3A 33 HACTEACTBEHH MYCKYJIHH 3a00/I%BaHHA,




*  AnaMHe3a 3a 104Pa Ha MYCKYJIHO yBpexIiate N0 BpeMe Ha NIEYeHHE ¢ APYT MEIHKAMEHT OT rpynaTa
Ha MHXHGHTOPHTE HA XHAPOKCH-METHI-IIYTapWI-KOSH3UM A pexykrasata Wi ¢ pubpar.
Inoynorpefa ¢ aNKOXoH.

CHCTOAHMS, TIPH KOMTO MOXE A4 C€ NOBHLIH Ma3MEHOTO HHBO HA MEIHKAMEHTA.

Jluia OT a3uaTCKATa paca.

CenbrerBamo neverne ¢ hpudparn.

(Bx. Touxkn 4.4, 4.5 u 5.2).

44. Cpenuaiiu npeaylnpekAcHAR H NPeAIa3HH MEPKH NpH ynoTpeda

Fvbpeyu

TIpe TANHEHTH, JeKYBAHH ¢ NO-BMCOKM fo3u Kpecrop, no-xomxkperno 40 mg, ¢ HaGmogasaHa
NIPOTEHHYpHS, KOATO € YCTAHOBEHA TIPH M3C/IE/IBAHE C TECT-JICHTH, ¢ NIPEAMMHO TyOy/IeH NPOH3XO/ ¥
B NOBEYETO CHYUYaH ¢ NpexOneH WM HHTepMHTeHTeH xapaktep. He e nokasaHo nporeMHypusTa la
TPEAIecTBa OCTPO HAH NporpecHBHO 616peasio sabongpane (Bx. Touka 4.8). [loxnaxsanara 1ecToTa
Ha CEPHO3HH GHOpedHH yBpeH Mpy MOCTMAPKETHHTOBATA YoTpe6a ¢ No-BHCOKA TIPH JO3HPOBKA OT
40 mg. Onexka Ha 6u0peunara QYHKiHA TPAGBa Aa C€ HANPaBH [0 BPEME HA PYTHHHO IPOCNessaHe
NPH NALKEHTH, 00H9aiiHO nexysanu ¢ 40 mg.

Crenemna Mycxynamypa

EdexTH BPBpXy CKeneTHaTa MYycKyn1aTypa (MMM, MHOMATHI H NO-PAIKO paGnomuoneza) ca
cBoBWAaRaHY DM OPWIOKEHHe Ha BCHUKA JO30BH peskuMu, ocobeHo npu fo3d nHax 20 mg. Muoro
PEAKH CIIyday Ha paGOMHMONH3a ¢a AOKNAABaHN MPH W3NIONBBAHETO HA €3eTHMu B KOMOHHAIWA C
HMG-CoA penyxrasau uuxuOutopd. He moke ga 6pfie HM3KMOYeHO (papMaKOmMHAMHYEO
sIauMoneiicTBae (BK. Touka 4.5) ¥ € HeOGXOIHMO BHAMAaHHE NPK KOMOMHHPAHOTO UM H3IIOI3BAHE.

Kakro npu apyrirre HMG-CoA penykTazHn HHXHOHTOPH, NOKTAIBAHATA YECTOTA HA pabaomMHONH3a,
aconpsHpana ¢ KpecTop npH nocTMapkeTHHIoBaTa ynorpeda, € 0-BHCOKa NPH J03HPOBKA OT 40 mg.

Hzmepeane na kpeamunxunazama

KpearuukuHazara (CK) #e TpabBa fa ce H3MepBa CJIE YCHWICHH yNPaXKHCHHA MITH [PH HATMIHETO Ha
Opyr npuuuBuTen Ha ysennyenue Ha CK, koero Moie 1a 3aTPYAHM THIKYBAHETO HA pe3ysrraTa. Axo
HHBOTO Ha CK € 3HAMMTEIHO NOBMIIEHO NpH H3XO0AHO HHBO (> 5 TBTH TOPHATA JOMYCTHMA IDAHHLIA),
TeCT 3a MOTRLPANABAHE Ha pe3yiTata TpsbBa ma Gnae HempaBeH B pamMKkuTe Ha 5-7 IHH. Ako0
TIOBTOPHOTO W3C/EBaHe MOTEBPAH W3X0MHo HUBO Ha CK > 5 IThTH ropHaTa AOMyCTHMA rpaHHLd, He
Tps0sa na ce 3amo4Ba Je4eHHE.

Ilpedu revenvemo

Kaxto u apyrs wrxu6uropu Ba HMG-CoA pefykrasara, Kpecrop TpaGsa na Gbae npeamicsaH ¢
0cO0EHO BHHMAHHKE NIPH MALHEHTH, 34 KOHTO ¢a Ha/HIle $aKTopy, IPeapa3noiarailly pa3RHTHE HA
MHonaTus/pabaomuonnza. Takuea hakTopH ca:

Brbpeuno yBpexnane.

XHNIOTHPEOHANIBM,

Jlvana wny haMiIHA aHAMHE3A 32 HACICACTEEHO MYCKYJIHO 3a60nsBaHe.

VeTaHOBeHa MYCKynHa TOKCHYHOCT kbM apyru MuxuGuropn Ha HMG-CoA pemykrasata win
dbubpary.

3noynotpeda ¢ aKoXoi.

Tlanpertss Ha BE3pacT Hay 70 TOMHER.

CHBCTOAHHEA, IPH KOHTO MOXKe J1a ¢e HabmoziaBa noka4Baxe Ha INa3MCHHTE HUBA (3K TOUKa 5.2).
ExroBpeMeHHO NPHIOKEHHE Ha PHOpaTH.

IMpy noo6HY NanHesTH TPAGBA 1A C& NPEABHIH OTHOWEHHETO PHCK/Noa3a ¥ da 6bar noct:
KIMHWSHO HabmoaeHHe. Ako M3xoAHoTo HHBo Ha CK e 3paumMTenso morumeHo ( > 5 me
rpaHHIA HA HOpPMATa), He TpAOBa Aa ce 3allo4Ba JICYEHHE,
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[aunenTHTe ce 3aXbKaBar He3abaBHO Ja AOKIABAT HeoOSCHUMHM MyCKynHH GONKH, yceliahe 3a
cnabocT MM cxBaniaHe, Hali-Beue aKO Ca CEBPIAaHH ¢ HepasnolokeHue umH QeOpunuret. [Ipy Tesu
naumenTs TpAGBa Ja ce wiMepst Husara Ha CK. Tepamusta Tpa6sa fa ce npekpaTH, aKO HHBOTO Ha CK
€ 3HAYMTENHO NOBHIICHO (> 5 MbTH ropHara AOMYCTHMA IPAHHLIA), HIM MYCKYIHHTE CHMOTOMH C2
TEXKH W NPHIMHABAT EXSAHEBHO HepasnonoxkeHue (nopu Hueoro Ha CK fa e < 5 meTd rophara
JONYCTHMA TPAHHMLE). AKC CHMITTOMHTE H3de3Har M HHBoTo Ha CK ce HOpMamM3upa, MOXKeE fa ce
NOMMCITH 33 IOBTOPHO Jeuekne ¢ Kpecrop mnn anrepuarneex apxnouTop Ha HMG-CoA penykrasata
B Hali-HHCKa 7033 Top HabmopenHe. PyrunHo Habmozenne Ha HuBoTo Ha CK NpH nauMeHTH bes
CHMITTOMH HE € OCHOBATE/IHO.

HMa MHOTO pelKH NOKIamM 3a HMyHOMCIWMpaHa HEKPOTH3HpAIla MHEONATHA, KOSTO KIHHHYHO CS
XapaKTepu3Kpa ¢ NEPCHCTHpAINAa NPOKCHMATHA MYCKY/THA cnalocT M NOBMIICHA KpeaTMHKMHA3A [10
BpeMe Ha JICYCHHMETO WIH cjief| CTMPAaHe HA CTATHHHTS, BKIIOMHTENHO po3yBactTaTHH. Moxe na e
HeobXomMo JONBIHHTEIHO HEPBHOMYCKYTHO WIH CEPONOTHYHO Hicaensane. Moxe a ce Hanoxu
SieueHHEe ¢ MIMYHOCYITPECHPAILIH IEKapCTBa.

[ipu wiHHHYHNTE H3MHTBaHUA HA KpecTop He ca HaG/TIOZABAHH LaHHH 38 FOBHILEHH e(peKTH BBPXY
CKE/IeTHATA MYCKYIaTypa B MAIKATa [pyma nNamueHTd, mpH kowuro Kpectop e mpunaraH ¢ Apyro
CHITHTCTRAING JIeYeHye. YBeTHUeHHe Ha YECTOTATA Ha MAOSHT H MHOnaTHa e Habmoaasauo, obave, rpH
flAAeHTH, NOMyJaBaiy Apyru wHxubutopn Ha HMG-CoA pemykrasara 3a€mHO ¢ HHKIOCHOPHH,
NPOH3BOAHY Ha GHOPHHOBATA KMCENHMHA, BKIIOYHTENHO reMdpHOpo3 i, HIKOTHHOBA KHCEJIHHA, a30J10BH
AHTHMHKOTHITH, IPOTea3HH HHXHOHTOPH H MAKpOTHIHHA anTHOHoTHIY. T'eMbuOpo3 i 10BUINABA PHCKA
OT MHOTIATHA, AKO CE IPHEMa eAHOBPEMEHHO ¢ Haikon maxubutops Ha HMG-CoA penyxrasara. Ilopann
ToBa, KOMOHHaumsTa Mexmy remdubposwn U Kpectop He e mpenopbunrensa. [lomsara or
HOIBIHUTE/HO CHIXKABAHE B JIUIN/HATE HUBA B PE3YJITAT OT KOMGHHHPAHOTO npHeMaHe Ha Kpectop H
¢ubpars WM Huaumd, TpabBa Aa OBAe BHHMATENHO H3UMCACHA CNPAMO NOTCHUHMANHHMA PHUCK OT
nono6HA KoMGuHaime. Tlpu eqHOBpeMeHHO NpHIckeHHe HA GUOpaTH, JledeHHeTO ¢ No3u oT 40 mg e
NpoTHBONOKazaHo (Bx. Touku 4.5 1 4.8).

Kpecrtop e TpabB4 ja ce npeiiara SIHOBPEMEHHO © QY3HACBA KHCEIHHA 32 CHCTEMHO NPHICKCHAE Wik
B paMKUTE Ha 7 AHU CIIE/l CIOHpaHe HA JeueHHeTo ¢ ¢ysnzosa kucenuHa. [Ipy nampeHTy, PR KOUTO
M3NO3BAHETO HA Qy3HOOBa KHCE/THHA 38 CHCTEMHO NPWIOXKEHHE ¢ 3HAYHMO, JIEYEHHETO ChC CTATHHH
Tpa6pa Aa ObAe NpeycTAHOBEHO Mpe3 LeiuA IIepHOA Ha NeyeHwe © (y3umosa kucemuua. Hma
cpobmenus 3a pabaoMuonmsa (BKINOYHTENHO HAKONMKO C (daTaleH M3XOM) NpH NAUMEHTH, MprUeMalli
dysnnosa KucenuHa M cTaTHHM B KoMOuHanma (mx. Touka 4.5). [lanwenture TpaGea ma Geaar
TIOCHBETBAHH A3 MOTHPCAT He3a0aBHO MEJMITHHCKA [OMOIN, aKO M3MNHTBAT CHMITTOMH Ha MYCKYITHA
cabocet, Gonka win GonesHernoct. JleweHHeTo ChC CTATHHH MoXe a Ohje MOAHOBEHO CEAEM IHH ClIe]
MoCTeIHATa 033 Ha (y3uaoBa Kucemuua, [lpH W3IBLHpeAHH OOCTOATENCTRA, KOTATO € HeobXoauMa
MPOABIDKMTENHA yoTpeGa Ha Gy3unoBa KHCENHAA 33 CHCTEMEO NPHJIOKECHHE, HANPHMEp 33 JICUEHHE
HA TEXKKH MH(EKUMH, HeOGXONMMOCTTA OT eAHOBpeMeHHO mpwioxenue Ha Kpectop m Qysunosa
KHCeJIHHA TPAOBa Ja ce MpeLeHH HHANBHIYAIIHO, W [I0A CTPOr MEHIHHCKH KOHTPOL.

Kpectop He TpabBa pa ce ynorpeGsea NpH NAUKHEHTH ¢ OCTPH CEPHOZHH CHCTOAHHA, MPEATICIarani
MHOTIaT¥i, MM TpeApasnonarali KbM pa3BHTHe Ha OnOpeuHa HEAOCTATEYHOCT, BCIIEACTBUC
pabnommonusa (Hamp. cencHc, XHNOTOHHSA, TOAMA ONepallid, TPaBMA, TEXKH METaGOIUTHH,
€HJIOKPHHHH M €JIEKTPOJIMTHH HAPYINEHWS WK HEKOHTPOIHPAHH IEPIORe).

TexKv KOXHH HEKENAHH PeaKIHH
TeXxH KOKHH HERENAaHM peakiHH, BKIIOUHTEHO CHHAPOM Ha Stevens-Johnson (SJS) m nmexapcTBeHa
peaKuHs ¢ €o3uHOPWIHA H cHcTeMuu cummromu (DRESS), konTo mMorar a 6bAaT KHBOT03aCTPAIlIABAIIH
HITH ¢ JIeTasieH H3XO0f, ca AOKAaZBaHH NPH ynoTpebara Ha posysacTatnH (BX. Touka 4.8). [lo speme Ha
Ha3HAYaBAHETO MY, NalMeHTuTe TPpabBa Ja ObaaT uHOOPMHUPAHH 33 IIPH3IHALMTE H CHMITTOMH TS HATC?
KOXHHM peakuuyi W na Obaar pHeMarelso HabmonaBaHH. Ao Ce NOSBAT MPH3HALM Vi
NpeoIaraliy Te3u peakiy, edeHuero ¢ Kpecrop Tpabsa fa Oblie NpeycTaHOBEHO HE3aHARN
OOMHCJICHO ATTePHATHBHC JICYEHHE.
AKO TIAIMERTST pa3BHe cepro3na peakiya kato SJS wm DRESS npu ynotpebara Ha Kpg
¢ Kpectop He Tpa6Ba HHKora na ce noJHOBABA NIPH TO3H MALMEHT.
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Brnusame pEpXY SepHUA Apod

Kakro npu apyrn wexubutopn Ha HMG-CoA penxykTazara, Kpecrop TpaGa BHMMATENHO 1a ce
TIPHIAra [IPH TIALMEHTH, KOHTO TPHEMAT TOJIAMO KOMIYECTBO AMKOXOM H/HIA Ca HMalH 3a6o/1ABaHe Ha
yeprua apo6. IpenoprunTenHto € Aa ce HANpABAT H3CACIBAHHA Ha YepHHA Apobd npeaw, u 3 Meceua
cleq 3anodBaHe Ha nedeHuero. Kpectop Tpabea na Gbie NMpeyCTAHOBEH WM jo3ata TpiA0Ba ja ce
HaMaJTH, KO HHBOTO HA CEPYMHMTE TpaHCaMHEA3H HaJBHLIABA TPH ITETH FOPHATA rpaHMilia Ha HOpMATa.
JIOK/IamBaHATa 9YECTOTa 3a CEPUOZHH UepHOIPOOHH YBpeaH (3aIUIOUBAMIH CE IJIaBHO B YBCIHYCHH
wepHOAPOGHN TPaHCAMHMHA3H) TIPH MOCTMAPKETHHIOBATa YroTpeba, e N0-BHCOKa IPH I03HPOBKA OT 40
mg.

HPH MIAHHEHTH ¢ BTOPHYHA XHIICPXONECTCPOIEMHA, IPUMHECHA OT XHINOTHPEOUAU3BM HITH HC(prTH'-{eH
CHHOPOM, OCHOBHOTO sabongeaHe TpilSBa Ja ce NeKyBa Mpean 3al10YsaHe HA ICYCHHE © erCTOp.

Paca
(DapMaKOKMHETHIHHTE NPOYYBAHMS TTOKA3BAT, Y€ FIpH NALMEHTHTE OT a3HATCKATA paca ¢ HaJIKIe no-
BHCOKA eKCTIO3HIHA B CPABHEHHE C TE3H OT KaBkaskara (6anara) paca (sx. 10uku 4.2, 4.3 1 5.2).

[Ipotea3nyn HHXUGHTOPH

TToBHIEHa CHCTEMHA €KCIIOIMUHA Ha PO3YBACTATHH ¢ Habmofapana TipH MALMCHTH, [PHEMALIH
PO3YBACTATHH €JHOBPEMEHHO C PA3NKYHYM [POTEA3HH MHXHOMTODH, B KOMOWHAIMA C PHTOHABMD.
Tps6sa ma ce oOMMCIH KaxTo TOM3aTa OT JHNMAOCNOHWbKaBane upes ynorpeba na Kpectop mpu
naupentd ¢ HIV, xouTo mIpHeMar npoTeasHd HHXHOHTOpH, Taka M NOTCHIMAna 32 NOBHIICHaA
KOHLEHTPALHMS HA PO3YBACTATHH, KOTATO CE 3ATI0YBA TEPATHATA H ¢¢ MTOBHIIABA 03aTa Ha KpecTop mpH
nalMeHTH, JIKYBaHH ¢ ApOTea3sHH HHXUOMTOPH. EXHOBPEMEHHOTO NPHIOKEHHE C OTPEAeACHH
IpOTeasHH MHXHGHTOPH He Ce TPErophuBa, OCBEH ako Nosara Ha Kpecrop He ce kopurmpa (Bx.
tabmiua 1 1 Toukn 4.2 1 4.5).

HerroHOCHMOCT KBM JIAKTO32
[TanseHT ¢ pefKH HACHENCTBEHM NpobnemMd KATO TANAKTO3HA HETIOHOCHMOCT, Lapp makraseH
AedHIMT WM THTIOKO30-TAJ1aKT03Ha ManaGcopbuua He Tpabsa ia IpHEMAT TOBA JIEKAPCTRO.

Hurepcraumanta 6enogpobea Gonect

JloknajBany ca HW30JHpaHH ClTyuad Ha MHTepcTHIManHa Genoapobua Gonect npu NpHIOKeHHe Ha
HAKOH CTATHHH, 0CO0EHO NMPH MPOABDKKATETHA Teparms (Bx. Touka 4.8). KiiHuarHTe NpOSBH MOTAT
@ BKAIOUBAT JUCTIHes, HETIPOMyKTHBHA KAIIUTMUA M BIOIIaBaHe Ha 00IIOTo cheTogHue (YMOpa, 3aryba
HA Terno M Tpecka). Ako HMa NOAO3pEHME, HE TAMEHTHT ¢ PasBH HHTEPCTHIHANHA Genoapobua
GouecT, TePaNHATa CBC CTaTHH TPAOBa Aa GbAe NpeyCcTaHOBEHA.

3axapen nuaber

Hsxou AOKA3aTENCTRA MPEANONIATaT, Y& CTATHHHTE KATO Kac MOBHINABaT KPhBHATA INII0K034 H 11pH
HAKOHM NALMEHTH, BHCOKOPHCKOBH 3a pa3BATue Ha nuaber B GbAeIe, MOraT fa AOBEAAT 0 TAKOBa
HHBO Ha XHIIEPTIIHKEMHS, IIPH KOSTO € NOIXOAAIIC MPHIAraHETo Ha PeAOBHATA IPIDKA, TIPOBLHKAIHA
npu quabet. Tosu puck, obaqe ce HAARENABA OT PEAYKIMATA HA BACKYIADHKA DHCK CBC CTATHHY H,
cliefoBaTeNHO, He TpAOBA fa GBJe NMpudHHA 3a CTMpaRe Ha CTATHHOBATA Tepamis. PHCkoBHTE
HAIveHTH {DIOKO3a Ha MIaRHo 5,6 10 6,9 mmol/l, uHaeke Ha TenecHa Maca > 30 kg/m?, moBMINEHH
CTOMHOCTH Ha TPHITTMUEPUANTE, XHNEPTOHKHA) TPA0Ba Aa ce MPOCHeABAT KAKTO KIHHHYHO, Taka U
OHOXHMHYHO, ChITIACHO HANMOHAIHKTE PBKOBOJICTEA.

B npoyusanero JUPITER, cso6menara ofina 4ecToTa Ha 3axapen auaber e 2.8 % 3a pozyeac
2,3 % 3a nnaue6o, rnaBHO TPH NALUMEHTH ¢ FII0K03a Ha TraaHo 5,6 a0 6,9 mmol/l.

IenuaTpuaHa MOyIAHA ;
OuenABaHETO HA IHHeHHOTO M3pacTBaHe (sUcoduHa), Terno, BMI (mHzieke Ha TeNeCH:
BTOPHUYHMTS N0JIOBH OeNie3H Ha NOJOBOTO CH3PABaHE MO CKajaTa Ha Tanner npu T,




MALMEHTY Ha BE3pact 6 a0 17 roJMHM, HpHEMAIH PO3YBACTATHH, € OrpaHHYCHO IO NBYTOJHIICH
nepron. Cienl ABe roAWHH Ha TPETHPAHE 10 BpeMe HA TMPOYHBAHETO, HE € 330eN3aH HUKAKBE ebekT
BBPXY pacTexd, Termoro, BMI vnx nonosoto cp3paBane (Bx. Toka 3.1).

B xTHHHYHO HpoydBaHe Ha AeNa M IOHONIH, IPHEMalH PO3YBACTATHH 33 52 CeAMUIIHA, TTOBHILIABAHE Ha
CK > 10xULN u MycCKynHHTE CHMIITOMH CJI¢/i YTIpAXKHEHWEe WIN NOBHINEHa Grsiiecka aKTHBHOCT ¢
Hal/TIOARBAHH [10-1€CTO, B CpaBHENNe ¢ Habmojerns OT KIHHNGHH NPOYSBaHHA NPH BL3PAcTHH (BIDK
Touka 4.8).

4.5. BaammopeiicTBHE ¢ APYrH JeKAPCTBEHH OPOXYKTH B APYTH GopMH HA B3aAMOAeHcTBHE
Eexm na eOHospemenne npuiazanu ieKapemeeny RPOOYKIMU 8bpXy po3ysacmamus

HuxuOHTOpH KA TPaHCTIOPTEPHATE TPOTCHHE

PozyBacTaTH e cyGcTpar HA ONpeAeNeHH TPAHCIIOPTEPHH MPOTEHHH, BKMIOYMTENHO uepHOApOOHKA
wrrrefik Tpancnoprep OATPIB1 u ednyxe tpascnoprepa BCRP. EnHoBpeMeHHOTO NPHAOXKEHWE Ha
Kpectop ¢ nexapcTBeHH NPOAYKTH, KOUTO C2 HHXHOHTOPH Ha T€3H TPAHCHOPTYEPHH IPOTCHHH, MOXKE X2
JOBEIE JO MOBHIIABANE HA [L123MEHATA KOHLEHTPALMA Ha PO3YBACTATHH M MOBHIICH PUCK OT MHOTIATHA
(8. Tabnuna 1 1 Touku 4.2 u 4.4).

LsioctopHA

TpE €IHOBPEMEHHOTO TIpHIOKeHMe Ha Kpectop ¢ LMKIOCHIOpHH, cpenmute ctoifHocTh Ha AUC Ha
PO3YBACTATHH ca GHIM CpeHO 7 IBTH MO-BHCOKH OT Te3H, HAG/MIOAABARA NpPH 3ApaBH H0GPOBONLM, Ha
KOMTO € NMPHIoKEeHa Chillata fo3a (Bx. Tabmana 1). Kpectop e nmpoTHBOmokazaH NpH NaUMEHTH, KOATO
€HOBPEMEHHO TIOMYYABaT IHKMOCTIOPHH (B:K. TouKa 4.3). EnHOBpeMeHHOTO NPHIOKESHHE HE € NIOBIHANIO
Iia3MEeHHTe KOHIEHTPALMH Ha LIHKIOCIIOPHH.

Temdpuboo3nn v Apyru TUNHACTICHIDKABAIH TIPOAYETH

EnHOBPEMEHHOTO puJIOXKeHkE Ka KpecTop 1 reMp#bpos © 10BENO A0 ABYKPATHO NOBHIIEHHE Ha Coax
# AUC na posysacratiH (Bx. Touka 4.4). [JavHnTe OT PapMaKOKHHETHIHITE POYUBAHHA, H3CICABALIH
NeXapcTBEHHTE B3AUMOCHCTBHA, HE TOKA3BAT B3auMofeiicTBie ¢ PpeHodHOpaT, HO € BE3MOXKHA NOABA Ha
bapmaxonuHamMugnu BiawmoneiicTeud. Temdpubposzmn, ¢enodubpar H ocTasariTe MERHKAMEHTH OT
rpynara Ha ¢ubpardre ¥ THNMAONOHKWXABAHTE Z03M (B KO3M = 1 g Ha fen) HUALWH (HHKOTHHOBA
KHCE/TMHA), OBMILABAT PHCKA OT TOABA HA MUONATHA NIPH KOMOGHHHpaHe ¢ HEXMOHTOPH Ha XHIPOKCH-
METWI-TIYyTAPAI-KOEHIHM A peyKTasara, Hali-BepoaTHO mopaiu Qakra, dYe NOCIEJHHTE MOrar Jaa
TNIPEAM3BMKAT fIOABATA HE TOBA YCIOKHEHHE H MpH MoHoTepamns. Jlolata o 40 mg e NPOTHBONOKA3aHA
NpH eAHOBpPeMeHeH npHem Ha ¢uGparn (Bx. Toukd 4.3 u 4.4). Tlpn Tean naipeHTH JICUEHHETO CHILO
TpabBa 1a 3anodHe ¢ 5 mg.

Ezerumub

EnnobpemennoTo A3nonssake Ha 40 mg Kpectop u 10 mg esetnmub, He Boaw no npomenu B AUC K Ha
ABaTa HPOAYKTA, KOTATe ce fpuiarar npy 3apaeu aobpopomm. Mma 1,2 nbTH MOBHINEHME HA AUC Ha
posysacratun, xoraro 10 mg Kpecrop u 10 mg esermmH0 ca MpPHIOKCHA MPH HALKWEHTH C
xunepXonecTeponemns (rabnuna 1). He Moxe na ce wskmoun (HapMakoqMHAMAYHO B3aHMOICHCTBHE
MeNTY TAX, KOETO /Ia MMa 32 Pe3y.ITaT HeKeaHH peaKiMy (BK. Touka 4.4).

[Iporeazun naxubuTopH
Brnpexu 9e TOYHMAT MEXAHK3HM Ha B3aHMOZEHCTBHE HE € H3BECTCH, CAHOBPEMEHHOTO MPHIOKEHHE C©
TPOTEa3HH HHXHOHTOPH MOXKE pA3KO A3 NOBHINM CKCIIO3MIMATA HA PO3YBacTaTHH {Bx. Tabmuna 1).
HanpuMep, €1HOBPEMEHHOTO OpHIOXKeHHe Ha 10 mg po3yBacTaTHH ¥ KOMOHMHMpAH NMPOAYKT, CHCTOAN C&
oT gpa mporeasHd uHXxuOwropa (300 mg arasauaBup/100 mg pHTOHABHp) 1O BpeMe

OT NpOTEa3HH HHXHOMTOPH, MOXE A C& HMa NIPEABH] ClIeA BHUMATEIHO NpeLeHABaHe
naozata Ha Kpectop, na Gasa 0ovakpaHOTO MOBHIICHHE HA CXCIIOZHIMATA HA POIYBACTa
ToukH 4.2 H 4.4).




AHTHaNMIM

EnHospeMenHOTO mpwioxkeHHe Ha Kpecrop ¢ aHTHaUHAHa CyCHeH3Hs, ChAbLpKamla atyMHHHCB U
MarH{e3ues XHAPOKCH], € AOBEJIO OO HAMANABAHE HA MA83MEHATa KOHUEHTpalud Ha PO3YBACTATHH C
npubamsurenno 50%. Tosn edext ¢ Gun orcnaben, korato aHTHAIMAKMTE CA JABAHH 2 4aca Clie/i pHeMa
Ha Kpectop. KnHEHIHOTO 2Hav9eRKe Ha TOBA B3aAUMOACHCTBHE HE € HICNISBAHO.

EpuTpoMunsy

EnnospeMeHHBAT spreM Ha Kpecrop 1 ¢pHTpoMMINH, € goren a0 20% HamaneHHe Ha AUC . 1 30%
HamajieHue Ha Cna H8 PO3YBACTATHH. BaumopnelicTBueTo MOXe 1@ € MPEeAU3BHKAHO OT MOBUINCHWA
9YpeBeH MOTWIHTET, BCIEICTRHE Ha MPUEMa Ha EPHTPOMHUAH.

EH3HMM OT cHCTEMaTa Ha IMToXpoM P450

IasuuTe OT in Vitro u in vivo IPOYUBAHHA NOKA3BAT, 4€ PO3YBACTATHH HE € HHTO MHXHOHTOD, HUTO
HHAYKTOP Ha muToxpoM P450 moemsumure., PosypactatnH e cna® cyGeTpar 3a Te3M H30CH3WMH.
CriefiosaTenHO, INEKAPCTBEHM B3AHMOACHCTBHA, pesyfrar oT udroxpoM P450-memumpanis
meTaboluIsM, He ce odaxBar. He ca HaOMofapaHd KIMHKYHO 3HAYMMH B3AHMOJICHCTBHA MEXTY
po3yBacTaTl U daykoHazon (muxuburop Ha CYP2C9 u CYP3A4), man keTOKOHA30: {WHXHOMTOD Ha
CYP2A6 u CYP3A4). EnnospeMeHHAST TpueM Ha wrpakoHason (wexubutop ma CYP3A4) u
po3yeacTtaTvH, BoaM a0 28 % ysemiueHne Ha AUC Ha posysactathHd. ToBa Manko YBENMUCHHE HE €
KIMHHYHO 3HATHMO. 110 Tash HpHUMHA, IEKAPCTBEHH B3AHMOJEHCTRHSA B CICACTBHE Ha METabOIHIEM,
MeTHHpaH oT HHToXpoM P450, He ce oJaxsBar.

B3auMONEHCTEHS, KOMTO M3MCKRAT KOPEKIMA Ha 7103aTa HA PO3yBacTaTHH (BX. chinto tabnuua 1).
Koraro ¢ HeoOxomuMo Aa ce npurara Kpecrop eQHOBpeMEHHO ¢ APYIH JIEKAPCTBEHH NPOAYKTH, 32
KOWTC € H3BeCTHO, 4e NOBHIIABAT eKCTIO3HIMATA Ba PO3YBACTATHH, foskTe Ha Kpecrop Tpabsa na ce
kopurnpat. Ha mpeanuceaniyTe nekap ce Npenopeysa Ja B3eMaT NpejBpj CHOTBCTHATA NEKapCTBena
nudopMalHs, KoraTo 0GMKCIAT PANATAHe Ha TAKMBA NPOAYKTH 3acAHo ¢ KpecTop. 3amousa ce ¢ f03a
#a Kpecrop or 5 mg BeawsX OHEBHO, aKO OYaKBAHOTO NOBMIISHHE HA CKCIIO3UIMATA {AUC) e
TIpHGITH3MTENHO ABYKPATHO WIH mo-rofMo. Makcumalinata AHeeHa 03a #a Kpecrop TpaGsa na ce
KOPHTHpA TaKa, e OYaKBAHATA €KCTIO3WIIHA HA PO3YBACTATHH HAMA BEPOATHOCT A2 HAABHILH TA3H Ha
40 mg naeBHa Ko3a Kpectop, nprer Oe3 B3aHMOACHCTBAIUIH ISKAPCTBERH NIPOYKTH, HANPHMED 1032
ot 20 mg Kpectop ¢ rempubpozmn (1,9 mer nopnmenye) 1 203a or 10 mg Kpectop ¢ koMbuHawus
puTOHaBHp/aTazaHasup (3,1 NBTU MOBHILICHNE).

Ako ce HaGaronaBa, 4e iekapcTaes npoaykT nosamasa AUC Ha posyBacTaTHH NO-MAIKO OT 2 IETH,
Ha4ajHATa 70328 He TAPOBA fAa c¢ HaMajiBa, HoO TpsOBa Ja ce TOAXOXKAA ¢ BHHMaHHE, ako N03aTa
KpecTtop ce nosunta Hag 20 mg.




Tabanna 1. Edexr na e HORpeMedHO NPHJIATaH JeKapcTBeH OPOJYKT BhPXY CKCHOZHNHATA HA
sysacTaTHe {AUC, B HR3x0AYM ped) 0T AKYBAHH KNHEHIHHA 0 BAHAS
Hopamasane sa AUC ua posyBacTaTHA 2 WLTH BJIH BOBeYe 0T 2 OLTH

HosoB pexxam Ha B:aaMoaeicrBamoTo lo308 pexEM Ha PO3YBACTRTHH Npomusa B AUC Ha
JEKApLTBO posyBacTaTHm*

Codocbypup/BennaracBup/Bokciianpes 10 mg equnAYHa 1033 7.4 obTH
up (400 mg-100 mg-100 mg) +

Bokcunanpesup (100 mg) Benuex

OHeBHO 3a 15 guu

IsknocnopuH 75 mg ABa MeTw Ha ieH 1o 10 mg pensxK aHesHo, 10 quu 7.1 meTH T
200 mg nBa UBTH HA AeH, 6 Mecela

Haponyramua 600 mg 2 x aH., 5 qad 5 mg, eNHHETHA O34 52meTH T
Peropadennt 160 mg, BenHbXK AHEBHO,

14 nun 5 mg, eaMHUYHA 1038 3,8 meTH
Arazanaeup 300 mg/puronagnp 100 mg

BENHEX JHEBHO, 8 MHH 10 mg, eaunrana nosa 3.1 ol §
Bemmaraceup 100 mg Benibxk AJHeBHO

Owmbwuraceup 25 mg/napuranpesup 15010 mg, enquHuaHa Ao3a 2,7 meTH
mg/ puroHasHp 100 mg BeAHEK ZHEBHO

/ masaGysup 400 mg 2 e aHesHO, 145 mg, eauHMYHAa 1032 2,6 muTH
IOHH

Ipaszonpesup 200 mg/enbaceup 50 mg

BeIHEX OHEBHO, 11 mHu 10 mg, enuEMIHa Ao34 2,3 et
['nexanpesup 400 mg/nuGpesraceup 120

mg BeOHLXK JHERHO, 7 NHU 5 mg BeAHEX THERHO, 2,2 IBTH
Jlomunasup 400 mg/puronasup 100 mg7 gun

nBa THTH Ha AeH, 17 AHK 20 mg BenHbXK KHEBHO, 7 AHH 21neHt
Knomuporpen 300 mg Haroeapsamia 20 mg, eAMHHYHA 0032 2 oeTH
1034, ocheapaHa ot 75 mg Ha 24 Jaca

Tempubposun 600 mg asa meTH Ha ned, 80 mg, eamnyvHa No3a 1,9 opTH |
7 nxu

Tlosumapage Ha AUC Ha po3yBacTaTHH HO-MAJIKO OT 2 WLTH
Jozos pexum Ba BialimopeiicTBamoroMo30B pexem Ha posysacratan Hpomara B AUC =Ha
AEKAPCTBO posyBacrcran*




ErrrpomGonar 75 mg BeAREXK AHEBHO, 10 mg, emuHNYHA 1033 1,6 mrTH 1
5 nau

Japyrasup 600 mg/puronapup 100 mg10 mg, senusx guepso, 7 qun - 1,5 rb1H 1
I{Ba TTLTH Ha fieH, 7 JHH

Tunpanasup 500 mg/puronasup 200 mg 10 mg, enunHuyHa f03a L4 oo |
JBa e Ha OeH, 11 auu

JTipouenapon 400 mg apa moTd Ha a¢H  He e Hannma 1,4 me1EE T
Hrpaxonazon 200 mg pennsx axesHo, 510 mg, expHAYHA 1032 1,4 merH T**
AHHA

EseruMuiG 10 mg sesesx AHeBHO, 14 nuu 10 mg, senwex auerHo, 14 aru 1,2 metu T**

Honmxasane #a AUC na pozypacraTas
JosoB pexmmM Ma B3aaMopelicTsamorofo3on pexmm ua posyBactathn [pomssa B AUC ma

JAEKAPCTRO posyBacTaTun®
Epurpomuumn 500 mg yYerupH meTH Ha80 mg, eHHHIHA D038 20% |
IeH, 7 nHA
baukanun 50 mg Tpu BTH Ha AeH, 14 quu20 mg, eAMHHYHA 1032 47% |

* {aHHHMTE, [OCOYECHH KaTO X [IBTH [MpPOMAHA, MPEACTAaBAT IPOCTO CHOTHOIICHHE MEXKAY
eIHOBPEMEHHO TIPHIIOHKEHHE H IPHUIOXKEHHE HA PO3YBACTATHH CaMOCTOATENHO. JlaHHITe, NoCOueHH
xato %, DpEeACTassT NPOLEHTA paIHKa, OTHECEH Ha CAMOCTOATENHOTO MNpPHNONKEHWE HA
PO3YBaCTATHH.
ITopunagaseTo € MPeACTABEHO KaTo ,,1", HOHIKEHHETO KaTo ,,)".
**Haxonko npoyusaHps 3a BlaMMOJCHCTBHE ca NMPOBENEHH ¢ PaNIHMHH AO03HPOBKH
Kpecrop, TaGaunara npeicTaBd Hali-3HaYMMOTO CHOTHOMIEHHE,
AUC = mtom o kpupaTa

CneRpuTe EKAPCTBEHM MPOIYKTH/KOMOHHAIIMH HE OKA3BaT KIMHHIHO 3HaunM edekt popxy AUC Ha
PO3YBAaCTATHH IIPH €AHOBPEMEHHO NPATONEHHE:

Anermarasap 0,3 mg npunoxenue 3a 7 auw;, Genodubpar 67 mg 7 AHM MPANIOKEHHE TPH THTH HA JIEH;
®iyxonason 200 mg 11 xem npuaGHKEHHE BeXH K AHeBHO; Dozamupenasup 700 mg / puronasnp 100
mg 8 nHU npwiIcKeHue ABa TETH Ha AeH; Kerokonazon 200 mg 7 AHu OPHIOXKESHHE 1B MHTH Ha ICH;
Pudamnun 450 mg 7 AHH MPUITOKSHHE BeAHBXK AHesHO, CumiMapus 140 mg 5 AHH NPHIOKEHHE TPH
ITETH Ha JIeH,

Egheion na po3yeacmamun 6bpxy eOHOSPEMENHO NPUIG2ARY JEXKAPCMBERU NPOOYKINY .

AMTaroHHCTH Ha BUTaMHH K

Tono6Huo Ha apyru umxuburopn Ha HMG-CoA peaykrasaTa, 3al0MBaHETO Ha AeueHHe ¢ Kpectop wim
THTPHPAHETO Ha J03aTa MY T[IPH NALMEHTH, IPHEMANIM AHTATOHUCTH Ha RETaMuH K (kato Bapdapus wiH
JApYrd KyMapHHOBHM aHTHKOAUyllaHTH), MOXKe Ja AOBeZEe AC TMOBHMICHHE HA MEXKIYHAPOIHOTO
HOPMAIM3KPaHo choTHomwenKe (International Normalised Ratio, INR).

TTpekscBaHeTO Ha AEYCHHETO MM HAMAJIABaHe Ha JO33Ta Ha TUTpHpaHe ¢ Kpectop, Mojke na noseae a0
namanenue Ha INR. [pu nogo6uu curyaumu ce apenopbasa MoHuTOpHpane Ha INR.

[Mepopanni KOHTPaLEITTHBH/XOPMOHO3AMECTBANIA Tepailii
EnnorpeMenHuaT npuesM Ha Kpecrop i nepopayiHe KOHTPAHETITHEY, € AOBEN 10 NOBHINAE,
eTHHHJI ECTPaJMON M HOPrecTpen, ChoTBeTHO ¢ 26% M 34%. Tes NOBMIICHM TUIA3ME
TpAOBa A4 ce B3eMatT NOX BHUMAHHE, KOFaTo C€ oNnpeneas JO3HPOEKATA Ha NMEpopal
Hsama (apMAKOKMHETHYHHM [i@HHH 34 [ALMEHTH, KOHTO NPHEMAT efHOBpeMeHHO Kppd
samecTRama Tepanus. ETO 3a10, B38UMOMEHCTBHETO, OMUCAHO MO-TOpE, HE TPpAORa AR d




KaTo BepoATHO. Brupekn ToBa, Tasw komOumalps ¢ OMIa NIMPOKO MpHIATaHa OT XKCHH B KIHHUYHH
M3rMTB2HMA U e Omna Tonepupana nobpe.

JpyrH JEeKapCTBeHNA NpOAYKTH
Juzoxcun: Bb3 OCHOBA Ha NaHHWTE OT CreUM(HYHH NPOYYBAHHA 34 H3CJACGABAHC HA JICKAPCTBEHH

B3aHMOJCHCTBHA, HE C€ OYAKBA KAHHHIHO 3HAYHMO B3aMMoOieCTBHE C AHTOKCHH.

@y3udosa xucenuna: He ca IpoBEKIaHHM NpOy4BaHHA 32 W3C/ICABAHE HA B3AHMOACHCTBHA C PO3YBaCTaTHH
H QY3HIORA KHCENWHA. PHCKBT OT MHONATHA, BKIIOYMTEIHO pabaoMHONH3a, MOXKE Ja C& YBEITHYH NpH
eIHOBPEMEHHA YTIoTpeOa Ha (y3HI0Ba KMCETHHA 33 CHCTEMHO NPHIOKEHHE M CTATHHH. MeXaHH3MBT Ha
TOBa B3auMoficlicTaue ((papMakoAUHAMHYHO WK (aPMAKOKUHETHIHO, HIH H {BETE) € BCE OIIE HEHIBECTCH.
HMMa crobmenus 3a pabnoMuoniaa (BKITIOYHTENHO HAKONKO ¢ (aTaned H3XO/) NPH MAHEHTH, IpHeMAlly
Tazk KoMOuHaLms.

Axo TepanuATa ¢ ¢hy3HIOBa KHCEIMHS 34 CHCTEMHO IPHIOKEHHE € HAIOKHTENIHA, JIEICHUETO ¢ Kpectop
TpAGBa na 6bjie MPEKBECHATO N0 BPEME Ha IEPHOAA Ha JICUCHHE ¢ ({y3M0Ba KHCEMHA. BiokTe cBlIO TOUKA
44.

INemnaTpuuHa NOMynarms
[poyuBanus 3a B3aHMOAEHCTBHA Ca IIPOBEKIAHH CAMO NPH Bb3PacTHH, CTenenTa Ha B3auMOJCHCTBUATA B
TITHATPHYHATA IOy NaLHg HE € H3BECTHA.

4.6. @epranurer, GpeMeHHOCT H KbpMERe

Kpectop ¢ npoTHBONOKA3aH 110 BpeMe Ha OPEMEHHOCT H KhpPMEHE.
XKeHH B ICTSPOAHA BH3pact TpAORa Aa TIpHIAraT noAXoasny KOHTPAleITHBHH MEPKH.

XonecTepoITbT H APYrd NPOAYKTH HA XOJNECCTEPONOBH GHOCHHTe3 ca BajcHH 3a Pa3sBHTHETO Ha nioja. ETo
340, MOTEHIMANHKAT pHcK oT uExuOWpaHe Ha HMG-CoA peaykrasara € mo-roisiM, B CpaBHCHHE C
M0JI3aTa OT JIEYSHHUETO 110 BpeMe Ha GpemenHocT. H3caensanuaTa 8pXy KHBOTHH OCHIYPABAT OrPaHIeHH
JAHHH 33 PENPOAYKTHEHA TOKCHIHOCT (BX. Touka 5.3). Ako nalHeHTKa 3a6pemMeHee 1o BpeMe Ha JIeIeHHe
¢ TOBA JIEKapCTBO, MPHEMET TpAGBa Aa Gb1e He3abaBHO MpPeyCTaHOBEH.

PoayBacTaTHH c€ oTZensd B MNIAKOTO Ha IUTEXOBe. HaMa ycTaHOBeHH HAHHH 3a OTAE/IAHE B MIIAKOTO JIpH
XopaTta (BXK. TO4Ka 4.3).

4.7. EdekTH Bbpxy cuocofsocTra 32 mogRpane B pabora ¢ MAMIMEH

He ca mpoBEXJaHM NPOYYBAHMA 33 YCTAHOBABAHE Ha BiusHMero Ha Kpectop BEpXy crocobHocTTa 3a
modupase ¥ pabora ¢ MammHHM. Bb3 ocHoBa Ha dapMakoMHAMHYHHTE CBOMHCTBA, He ce ouaksa Kpecrop
[ia TIORITHAE HeBIArONPHATHO Te3H criocobHoCTH. ITpH mogwpane wik pafoTa ¢ MAIIMHA TPAOBa Ja ce HMa
OpPeBH, 9€ MPHEMAHETO Ha JIEKAPCTBOTO MOJKE 1A NPEAN3BUKA CBETOBBPTEK.

48. Hexelann JeKapcTBeEH PEAKIHH

HesxeNaHATe JeKapcTBEHH peaKiiy, HabmoaasaHi npy ynorpebara Ha Kpectop, 0GMKHOBEHO Ca JIEKH U
npexoans. IIpu koHTponHpanuTe KIMHHYHH H3MUTBAHHSA, oA 4 % OT MALMEHTHTE, JIEKYBaHH C Kpectop,
©a NpeKbCHAIH JIeYeHHeTO TIOpaH HeKeTTAHH PEaKIvH.

TabmdeH CIACHK Ha HEKEMAHHTE peaKnH

Ba3upaHa HAa NAHHK OT KIHHHYHH NPOYYBaHMA ¥ o0IHpeH NMOCTMAPKETHHIOB ONMT, CICAHATA
IpencTaBs NMPOQUITET HA PO3YBACTATHH MO OTHOLICHHE Ha HEXKE/IAHH IEKAPCTBCHH pe
Hexenauure peakius, #36poeHH MO-A0Ty ¢a KnacHpHIypaHy 110 Y€CTOTa H CUCTEMO-0
knac (COK).




YecroTaTa HA HEKETAHHTE PEakiMH ¢ chobpaseHa ¢bC CIICAHATA KOHBeHIMA: yecTH (= 1/100 mo 1/10);
HewectH (2 1/1 000 no 1/100); peaxst (> 1/10 000 xo 1/1 000); muoro peaxu (< 1/10 000), HewssecTHa
gecToTa (He MoXe Jla ObJie OLICHEHA OT HATHYHHTE JaHHH).

Tabauna 2. Hexelann JeKapcTBeHH peaknud OasHPARE WA JaHHH OT KAHHHYHH
HPOYYBAHASA H HOCTMAPKETHHIOB ONHT

Crcremo-oprasen Yecrn Hewecrn Peakn Mpuoro peakn | Hem3necTna
KJIac YecroTa
Hapywenun na xpvema TpombouwmToneH
u Tumprama cucmema HA
Homnuenun Hd PeakiH Ha
UMYHHAMA CUCTMEMA CBPBX1yBCTBHTE
JIHOCT,
BKTIOYHTEITHO
aHTHOEIEM
Hapyutenun #al 3axapen
lendoxpunnama cucmema| nnabet’
Hewcuunu napyutenus Henpecus
Hapywenun na T'nasobon TMomanesponath | [lepudepna
Hepenama cucmema | He 'l HEBpPOIIATHA
3amaiisatie 3aryba na namer | Hapymenus  Haj
ChHS
{ BIUTFOUHTETHO
COMHHA H
OLIMApH)
Pecnupamopny, zpeon Kamnwma
u Meauacmuuaﬂnzl Hucrmes
HADYWEHUR
Cmomauino-upesnu Konctuna [Nankpearnt Huapus
HAPYVIUEHUR nus
lapene
AGnoMusa
nHa Gomka
Xenamoburuapuu ToBHIIeHH XKparenuua
HAPYWERUA 9epHOAPOOHH XenaTtHr
- TpaHCaMHHa3H
Hapywenun Hd Tpypuryc Cunppom HA
KoANCAMA U OGCpue Stevens-Johnson
NOOKONCHAMA NYbKAH Yprakapus JIeKapcTBEHa
peakums ¢l
e0sHOHODHHA H
CHCTEMHHU
CHMIITOMH
(DRESS)
Hapywenus na Muanras Muonarus Aprpanrus Hapymennsa na
MYCKYAHO- {BIJIOTHTEIHO CYXOMWINATA,
cKeaemHama MHO3MT) TIOHAKOTA
cucmemda u Pabaomnonnsa YCJGKHEHH  OT
CvedunumeInama Jlynyc-nonobeH
muxan CHHEPOM
Pyrrrypa Ha
MYCKYI




MHOIIATHA

Hapywenun Ha Xemarypni
Gvhpeyume 7
RUKOUHUME HBMUGA

Hapywenun Ha IanexoMacTHd
penpodykmusHama
cucmema u zepoama

Obwu Hapywenus W ACTeHusn Enem
eghexmu na MACIMOmO
Ha NPURONCEHUE

"YectoTaTa e 3aBHCH OT HANHYKETO WIK OTCHLCTBHETO Ha PHCKOBR dakTops (III0K032 Ha TIANHO
> 5,6 mmol/l, Humexc Ha renecHa mMaca >30 kg/m? mosumenn CTOHHOCTH Ha TPHITTKUCPHAHMTE, aHAMHE3a 3
XBTIepTOHHS ).

Kakro npu apyre maxuburopn Ha HMG-CoA pepykrasara, 4ecToTara Ha HEKCIAHMTE JI€KapCTBCHH
peaxiii 3aBHCH OT J03aTa Ha IEKapcTROTO.

Edexrs Bppxy 61L6penmre
TIpu maumenTH, texyBand ¢ Kpecrop, € HabmoaaraHa poTeRHYPHA, YCTAHOBEEA NPY H3CIICABAHE C TeCT-
JACHTHYKH M KOATO € ¢ PpeaHMHO TyDyJeH POH3XOA.

B onpenencHd MOMeHTH OT Jeuenwero, npu < 1% or naumenthre Ha 10 mg w 20 mg, u npH
npubnuzurenso 3% ot maimenTuTe, nexyeanu ¢ 40 mg, ca HabmopapaHH NMPOMEHH B HICICABAHKATA 32
MPOTEHH 8 YPHHATA 0T OTPHIATENEH Pe3YITAT WM cieqy Jo -+, HesHA9WTenHo OTKIOHEHHE, B NI0COKa OT
OTPHIATENIEH PE3YNTAT WIA Cl€fH KbM +, e HabmogaBaHo npH josa 20 mg. B nosedeTo cimyuaw,
OpPOTEHHYPHATA HaMaisBa WIM H34e€3Ba CIIOHTAHHO B NpOLECa HAa JIBYEHHMETO, H HE € NOKa3aHO Ja
NPEAMECTBA OCTPO H NporpecueHo OnGpeuno 3afonapane. Ot nperiena Ha JaHHWTE NMPH KITHHHYHHTE
ONMTH W NOCTMAPKETHHTOBATE MMpOYy4YBaHHA, A0 CEra He € YCTAHOBEHA NPHYMHHA BpbH3Ka MOKAY
HPOTEHHYPHATA H 0CTPO WM nporpechzHo 6p0pedro 3abonssaHe.

IIpu nanuedTH, Jiekyeanu ¢ Kpectop, ¢ HabmonaBana XemaTypHd, HO KITHHWYHHTE JaHHHM COHAT, HC
qecToTATA M @ HHCKA.

EdexT BEPXy CKeNETHaTa MyCKYNaTypa

Kaicro npu apyrn naxuturopn sa HMG-CoA penykrazara, B3ACHCTBHA BHPXY CKEJICTHATA MYCKyaTypa
KATO HEYC/IOXHEHA MHAJITHA, MUONaTHA (BKIIOUHTEIHO MHO3MT) M pabIOMHONN3A, 4 YCTAHOBEHH JIDH
TAlLMeHTH NeKkyBasu ¢ Kpectop - B1B BCHUXH TepaneBTHYHH H03H, ocofeso B nosu Han 20 mg.

YaenmdeHne Ha HupoTo Ha CK, BC/e/ICTBHE HA YBETMUSH e HA 03414, € HaO/FOAaBaHo pH MaTsk Hpol
MAUBCHTH HA PO3YBACTATHH, MHOJKECTBOTO OT CTyYadTe C2 JIKH, NPeXONHH H aCHMITOMATHYHH. AKO
uupoTo Ha CK ce moBHmH (> 5 MsTH ropHATa TPaHHLa HA HOPMata), IE9CHHETO TPAOBA BPEMEHHO J1a o
NPeyCTAHOBH (B, TOUKa 4.4).

Edextn sppxy uepund gpob

Kaxro npu apyru uuxunGuropy Ha HMG-CoA penykrazara, ypeludeHHE Ha TPAHCAMUHASHTE, CBLP3AHO €
HO3UPOBKATA, € HAOMOABaHO P MaTEK Opoif NAaHHEHTH Ha PO3YBACTATHH; NO-ro/kiMa JacT OT CIIy"auTe
€a JEeKH, ACHMITTOMATHYHH H IIPEXOJHH.

Kpectop

Cneannre HEXKENAHH PEAKITMH Ca SOKAANBAHM NPH HAKOH CTATHHH!

¢ CexcyanHa ZHChYHKLMS,

s  HzomdpauM cny4au HAa HHTepcTHIMANHa Genonpobna Sonect, 0coGEHO NPH NPOABIDKHT
(®k. Touka 4.4).

Joknajeanara Yectora Ha paGpoMuonmsa, cepuosHH 4epHompobHu yepeam (oc
4epHOAPOOHE TPAHCAMAHAZH), € IO-BHCOKA MPH AO3HpoBKa oT 40 mg.



[MepyaTpAavda nomynanuAa

IMosmmasane Ha KpeaTHpkuHasara > 10XULN H MycKyAHH CHMOTOMH, cle/l yNPOKHEHHS K NOBHIICHA
(pu3MGECKa AKTHBHOCT, ¢a HAGmOAABAHY [10-4ECTO B €HO 52-CeNMHIHO KITHHHYHO MpOY4YBaHEe HA JcTia A
OHOLIH, B CPaBHEHHe ¢ BL3PACTHHTE (BkK. Touka 4.4). B apyr acnekr, mpodwrbT Ha GE30NacHOCT Ha
PO3YBACTATHH € CXOZEH IPH Jelia H I0HONIH, B CPABHEHHE C BB3PacTHHTE.

CrobnlagaHe Ha NOA03MPAHH HEKEITAHH PEaKilHH

Cro6IiaBaHeToO Ha TONO3MPAHH HEXENAHH Peaklmu Cliej paspemapale 3a ynorpeba Ha NeKapcTBEHHA
NPOAYKT ¢ BakHO. TOBAa MO3BOMABA Ja TIPOABIDKH HaOMONECHHETO Ha CHOTHOIIEHHETO NOI3a/PHCK 38
nexapcTeenus TpoayYKT. OT MeIHIIRHCKWTE CTICLHAMCTH Ce H3IMCKBA Na ChoOINABaT BCAKA MOAOIHpaHa
He)KeNaHa peaxiikd o:

Buirapas

Hzmu/HuTeNHA areHIis 1o JekapcTaara yiL. ,Jlamax I'pyes" Ne 8
1303 Codmn

Ten.: +359 2 8903417

yebcaliT: www.bda.bg

49. Ilpenoiapane

Hsama cneundRyHo NicdeHue B cyqail Ha npefosupane. TIpH mpeao3upane, NALMEHTHT TPLOBa la ce
SIeKYBa CHMIITOMATHYHO H Ja C€ 3aloYHAT TOAXBpKAUlE MEPKH criopel Hyxiata. Yepnonpobuara
¢dyHxuma 1 HuRaTa Ha CK TpaGea aa ce ciaeaar. Masko € peposSTHO XeMoJHanu3aTa ja &b/e OT NoN3a.

5.  ®APMAKOJIOTMYHH CBOFICTBA
5.1. ®apmaxoABERAMHYRH cBOHicTBA
®DapMakoTepaneBTHYHA rpyna: unxuduropn na HMG-CoA penyxrazara, ATC kon: C10AA07

MexaAn3bM Ha AelicTrie

PosyBacTaTHH € celeKTuBeH M Komkypemren uHxuGwrop Ha HMG-CoA  penykrasata,
CKOpPOCTOrpaHKYABAll{HAT EH3MM, KOHTO mNpesphiia 3-XHAPOKCH-3-METHITTTYyTapI1 KOEH3MM A B
MEBAJIOHAT, MPEKYpcop Ha Xxonectepona. OCHOBHO BB3IEHCTBHE PO3YBACTATHH OKA3BA BBPXY YEPHHA apob,
OpraHbT, B KOHTO ce W3BHPILBA HaMangpaHe HUBOTO HA XONECTSPOIL.

PosyeacraTiH yBemauapa Opost Ha epHoApoOHuTe LDL penentopu BBpXY KIETBIHATA IOBBPXHOCT, KATO
3acHIBA MOeMaHeTo H karaGomuama Ha LDL u wnxubupa sepuoapobrata cunresa Ha VLDL. Tlo Tosn
HAYHH, PO3YBACTATHH Hamanaea o6 6poit na VLDL u LDL wacTiim.

DapMakoIHBAMHYHH ePEeKTH

Kpectop Hamanasa nosumenus LDL-xonectepon, obmus XonecTepon H TPHIITHUEPHINTE, W NOBALIABA
HDL-xonectepona. Toit cbmo nmormxkasa ApoB, neHDL-C, VLDL-C, VLDL-TG w yBelndaba ApoA-1
(Bx. TaGmuma 2). Kpecrop nommxaga 1 crotaomenuara LDL-C/HDL-C, 06m C/HDL-C, neHDL-C/HDL-~
C 1 ApoB/ApoA-1.

Ta6xaga 3. Orrosop Ba 103aTa PR NANHEHTH ¢ MbPBETHA xHNepXoaecTepoiemus (Tea Ha u IIb)
(xOpPMrHpAH cpeJel HPOUESHT HA APOMANA OT H3X0AHOTO HHRO)

Joza N IDL-C Ob6m-C HDL-C TG seHDL-C ApoB ApoA-1
Ilnate6o 13 -7 -5 3 -3 -7 3 0
5 17 -45 -33 13 -35 44 -38 4
10 17 -52 -36 14 -10 -48

20 17 -55 -40 8 -23 -51
40 18 -63 -46 10 -28 -60




TepaneBTHYHHAT OTTOBOP KbM nedeHneTo ¢ Kpectop ce 3aGenfsea 10 1 ceiMMIa OT HAYAIOTO Ha TepalliiTa
H 90 % OT MakKCHMAIHMA OTFOBOP C€ NOCTHra fo 2 CeMHIM. MaKCHMaTHHAT OTFOBOD OOHKHOBEHO €
[IOCTHTE KBM 4-Ta CoAMHIIA H C& NOITBPKA ClejJ TOBA.

Knunmina edukacHocT 1 6e30MacHocT

KpecTop ¢ o(eKTHBEH TpH BEIPACTHH XOpa, CTPANAIA OT XHNepXolecTeponeMus, cb¢ WM Ges
XHIEPTPUIITMIEPHIEMHS, HE3ABHCHMO OT PACcOBa IPHHAICKHOCT, MO WK BB3PACT, H IIPH CHCLHANHN
rPYIH KATO MHAGETHLI WK TIALMEHTH ¢ (haMHIIHA XHTIEPXOIeCTEPOIEMHS.

O6obmenure AaHHK 0T (aza ] Ha KIHHMYHMTE NPOY4BAHUS [OKA3BAT, Ye KpecTop ¢ edexTHBEH NPH
JIeYeHHE Ha FOJIEMA TaCT OT NauMeHTHTE ¢ THI I1a 1 [Tb Xmnepxonecteponemus (CpeaiHa H3X0IHA CTORHOCT
Ha LDL-C oxoso 4,8 mmol/l), criopen onpesenexnte 0T EBponeiickara oSniHOCT 10 aTepoCKIeposa
npunenun croiiHocTH (EAS; 1998). Okono 80 % or nanuentvte Ha 10 mg ca NOCTHIHANM XKenanuTe
croifHocTH Ha LDL-C (< 3 mmol/l) cropen EAS.

B emno mamabHo npoygBane ¢ (OPCHpPAHO THTPHpaHe Ha J03ara, 435 MallMeHTH C XCTEPO3UTOTHA
damunna xpmepxonecreponemus ca jsexysamn ¢ 20 mg no 30 mg. Beuke A03MpOBXH TOKAaspaT
MONOKATENICH PE3yNTAT BBPXY JUIMAHATE NokasaTesn. Criell JOCTHraHe Ha JHEBHA /1032 OT 40 mg (12-
cenmmino nedenne), LDL-C ramamaba ¢ 53%. 33% oT nanmmeHTHTe NOCTHTAT CTOHHOCTATE HA LDL-C
cniopen EAS (< 3 mmol/l).

B eRHO OTBOPEHO NMpOydBaKe, ¢ GOPCHpPAHO THTPHPaHEe HA [03aTa NMpH 42 MAUMEeHTH (BKIHOURTENHO 8
HeAHATPHYHM MAIHEHTH) ¢ XOMOZHIOTH2 (PaMIUIHA XMIEPXOASCTEPOIEMIS, Ca OTYCTEHH PE3YNTATHTC OT
npuemate Ha 20-40 mg Kpecrop. B ofmara nomynampas cpegoTo nokerne Ha LDL-C e 22%.

TIpH KIHHHYHY H3IHTBAHMA ¢ OTpaHdeH 6poii naupuenTy, KpecTop nokasBa aliTHBHA eEKTHBHOCT IpA
HAMaJABaHE HA TPUTJIHIEPHIMTE, KOTAaTO € MpHeMaH B KomGuRaima ¢ GeHoduOpAT H yBENHICHHE HA
HuBoTo Ha HDL-C B KOMGHHAIIMA ¢ HAAIMH (BXK. Touka 4.4).

B eaH0 MyATHUEHTPOBO, ABOHHO CIIAI0, MNTale60-KOHTpONHpaHo KiHEHIHO npoyusate (METEOR), 984
nanHeRTd Mexay 45 u 70 roamHy, ¢ HACEK PHCK 34 MexeMUTHa GosecT Ha CHPUETO (nedurnpano xato
Framingham puck < 10% 3a 10 1.) u cke cpepert LDL-C 4,0 mmol/l (154,5 mg/dl), Ho cbc cyOxmnnuna
ATepOCKIEpPO3a, YCTAHOBEHA Upe3 H3MepBaHe Ha feGermHaTa Ha KapoThiBara uHTAMA MenuA (Carotid
Intima Media Thickness, CIMT), ca pasnoMuivpadn Ha 40 mg pO3yBACTATHH BEJHBK [AHCBHO HIH
mnane6o 3a 2 ropusy. PolysactaTHH 3HauuTenHo 3a0ass nporpecusTa Ha Maxchmantoro CIMT sa
BCHYKH 12 MecTa Ha KapoTHJHMTE aprepiu, B cpasHeHue ¢ mnauebo -0,0145 mm/romina (95 % CI -
0,0196, -0,0093; p < 0,0001). TIpomsaHaTa, CIpAMO HIXOTHWTE CTOMHOCTH 3a IPYNaTa Ha PO3yBacTaTHH, €
-0,0014 mm/romusa (-12 %/rogusa (RecHrHE(HKAHTHO)), B CPABHEHME ¢ IL1aUe60 rpynaTa ¢ IPOTpecHs
or+0,0131 mm/rogusa (1,12/roauna (p < 0,0001)). He e nemoHcTpHpana TMPEKTHA B3AHMOBPE3KA MEXLY
TIOHIDKeHHeTo Ha HuBaTa Ha CIMT H NOHIKEHHS PHCK OT CHPAEYHOCHIOBH ChOHTHA. [lonytauudra B
npoygasaneto METEOR e ¢ HHCBK PHCK OT MCXeMHYHa GONeCT Ha CHPLETO B He € NPEeICTABATENHA 32
TapreTHaTa nomynamis Ha Kpectop 40 mg. Jlosuposkara ot 40 mg rpafsa za ce Ipemucea CaMo Ipu
NalMeHTH © TeXKa XHIIEPXOJeCTEPOIEMHS, ¢ BUCOK ChP/IERHOCHIOB PUCK (BK. TOUKa 4.2).

TMpoyaranero JUPITER (the Justification for the Use of Statins in Primary Prevention An Intervention
Trial Evaluating Rosuvastatin) uscneapa edexra na Kpectop (pozyeacratun Kauui) BBPXy nossara Ha
TONEMH ATEPOCKNSPOTHHHH ChPASYHO-CHIOBH CHOUTHA UpH 17 802 Mo (= 50 roaHHu) 1 XKeHH (= 60
FOZHHM).

Y9acTHHIMTE B IPOYUBAHETO Ca paHNOMH3HpanH Ha nnauebo (n=8 901) w posysactatas 20 m
aueeHo (n=8 901) u ca mpocneeHn 3a CPeNIeH NepHON OT 2 TOAHHH.

Konuenpaupure na LDL-xonectpona ca noxwkend ¢ 45 % (p < 0,001) B rpynara
cpaBHEHHE ¢ Iranebo rpynarta.



YIpu post-hoc a¥ATH3 HA BHCOKO-PHCKOBa IPyna oT Juua ¢ Gaziuen puck no Framingham > 20 % (1 558
NHA), HMA 3HAYHTENHA PeAYKIMA B KoMOHHMpaHaTa KpaliHa TOYKA OT ChPAETHO-CHA0BA CMBPT, HHCYIT
W MHOKapieH HEpapkr (p=0,028) mpu Acuensie ¢ posyRacTaTHH, cnpamo mnaunebo. AGcomoTHATa
PeayKIHA HA PHCKA B HHBOTO Ha cHOMTHATA 33 1 000 naumenroronmnu ¢ 8,8. ToTanHaTa CMBLPTHOCT €
HEeMPOMEHEeHA B TA3H BECOkopuckoBa rpyna (p=0,193). [Ipu post-hoc aHaims Ha BUCOKOPHCKOBA HOATPYTa
ot ywna (9 302 muna o6Ime), ¢ M3XONHA OlEHKA HA pACKa > 5 % (SKCTPANIONHPaR A2 BKIIOTH JIHLA Haj 65
FOIMHH), AMA 3HAYMTEHA peAYKIHA B KOMOMHHpaHaTa KpaiiHa TO4Ka 0T ChpAeIHO-CBA0BA CMBPT, MHCYIT
¥ MuoKapzeH mubapkT (p=0,0003) NpH NeueHHeTo C PO3YBACTATHH, CNpaMo muauebo. AGcomoTHara
penyXLks Ha PHCK2 B HMBOTO Ha CHOMTHsTA € 5,1 33 1 000 manHerTorogusn. ToranHaTa CMBPTHOCT €
HeNpOMEHEHa B TA3H BHCOKO-pHcKoBa rpyna (p=0,076).

B npoyusasero JUPITER, 6,6 % ot nuilaTa ¢ po3yBacTaTuH U 6,2 % oT munaTa ¢ mwiaueGo ca npeKpaTuim
TIpHeMa Ha H3CTEBAHOTO JIEKAPCTBO OpaH HeXenaHo crbuTHe. Hali-yecTHre HOXeNaHH CHOHTHA, KOUTO
ca JOBEITH /IO MpeKpaTABaHe Ha nedcHueto ca: Muanrrs (0,3 % posysactarns, 0,2 % wianebo), KopeMHa
Gonka (0,03 % posyeacTaras, 0,02 % nranebo) u obpus (0,02 % posysacratah, 0,03 % mnane6o). Hafi-
9ECTHTE HEKETAHH CHOHTHS, C HUEO [O-TOMAMO ¥ PaBHO Ha IUIaNe60, ca HHGEKIHH Ha MHKOTHHTE TETHINA
(8,7 % posyBacrarun, 8,6 % nnane6o), Hasohapunrur (7,6 % posysactaths, 7,2 % mianebo), Gonka B
rep6a (7,6 % posysactathn, 6,9 % nnaue6o) u muanrus (7,6 % posysactarns, 6,6 % miaue6o).

[MepuaTpuyna nomynanms

B emno ABOHHOCHANO, PaHAOMHZHPAHO, MYJNTHLCHTPOBO, IUIALEGO~KOHTPOIBPAHO, 12-ceqMHIHO
npoyusane (=176, 97 OT MbxKs noN ¥ 79 OT KEHCKH NOT), TIOCAEABaHO oT 40-ceAMU'HA, OTKpHTa daza
C THIpHpaHe Ha 103aTa Ha po3yBacTaThH (n=173,96 OT MBbKKH 10T ¥ 77 OT KEHCKH MON), MAUHCHTH HA
Bb3pact 10 mo 17 ropuam (cragwit I[I-V mo Tauep, MoMHUeTa moHe 1 romgwHa ciell HaualoTO Ha
MEHCTPYAIHATA) ¢ XETEPO3HIOTHA (PaMITHA XHIIePXONECTEPONIEMM, NOYYaBaT po3ypacTaTu 5 mg, 10
mg unH 20 mg, unu mwianeGo, THEBHO 3a 12 ceaAMMIN, a CJied TOBA BCHYKH IMOJTy4aBaT pO3yBACTATHH
AHeRHO 3a 40 cenMuma. B nananoto Ha npoyusaneTo npuGnuzETenno 30% ot namventute ca 10 no 13
TONMDIHH ¥ NpHGTAsHTenHo 17%, 18%, 40% n 25% ca cporserto B cramwif I1, 111, IV u V no Tanep.

LDL-xonecteponst ce nonmxaea 38,3%, 44,6% u 50,0% ot posypactatuH 5 mg, 10 mg u 20 mg,
CHOTBETHO, B cpaerense ¢ (,7% 3a mnanebo.

B kpaa xHa 40-cenmuunata oTKpuTa thasa ¢ THTPHpaHE O MPHIlEAHA CTOHHOCT, C AO3HPaHEe 10
MakcHMyM 20 mg BeAHbxk AHeBHO, 70 ot 173 nmauwenru (40,5%} ca nocTHrHany NpHLEaHaTa
crofinoct 3a LDL-xonectepon or no-manko or 2,8 mmol/l.

Cien 52 ceAMHLM Ha H3CNEIBAHOTO JiEYEHHE HE € YCTAHOBEH HAKAKBE ¢(EKT BHPXY pacTexka, TErjioTo,
BMI uan nonosoto chapssane (Bk. Touka 4.4). Topa npoyusane (n=176) He e mpelHasHAYCHO 32
CpABHABAHE HA PEAKH HEXCNAHH JIeKAPCTBCHH PeakilyH,

PosyBactaTvH e mpoy4yBas ChINO B €AHC 2-TOAMIDHO OTKPHTO KIHHMYHO MpOy4BaHe, ¢ TUTPHPaHE Ha
103aTa JIO JKENAHATA 039, TP 198 Aena ¢ xeTeposurotHa GaMmIHA XHIISPXONECTEPONIEMHA HA Bb3PacT 6
no 17 romuns (88 momuera ¥ 110 mMommvera, craguit no Takep < II-V), Havanxara fo3a npH BCHYKH
NALMEHTH € 5 Mg Po3YBACTATHH BEAHHX AHEBHO. [IpH mauueHTHTe Ha BB3pact 6 10 9 romumu (n=64)
A03aTa MOXKE 1 C& THTPHpA A0 MAKCHMANHa 103a 10 mg BeANEI®K AHEBHO, a NPH MAUMEHTH Ha BB3pact [()
no 17 rogeny (n=134) 1o MakcuMania go3a 20 mg BeJHLK AHEBHO.

Crien 24 Mecena Ha jieueHHe ¢ po3yBacTaTuH, LS Ha cpe/iHUS HPONEHT HA HAMAICHHE Ha LDL-C cnpsimo
H3XOJHATA CTOHHOCT € -43 % (u3xomuo HEBo: 236 mg/dl, mecen 24: 133 mg/dl). 3a Bedka BB3pacTOBa
rpyma, LS Ha cpesus nponesT Ha Hamanente va LDL-C cnpsmo H3xofHara cToiHOCT € - 43 % (u3xoaH0
uuso: 234 mg/dl, mecen 24: 124 mg/dl), -45 % (usxoano HuBo: 234 mg/dl, Ha meceu 24: 124 mg/dl), u -
35 % (w3xonmo smBo: 241 mg/dl, Mecen 24: 153 mg/dl), bB BE3pacToBHTE IPYIH 6 10 < K
14 no < 18, crvorBerHO.

Doy
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HDL-C, LDL-C/HDL-C, TC/HDL-C, TG/HDL-C, neHDL-C/HDL-C, ApoB, ApoB/ApoA-1. Besika ot
TE3H MIPOMEHH € B TIOCOKA HA OAOOPEH HIHAEH OTFOBOP H C¢ NOAABPKA B NPOABIDKEHHE HA 2 roguuEA,

He ce ycTaHoBABa eeKT BEPXY pacTexa, Terioro, MTM Wi NOIOBOTO Ch3paBaHe cliel 24 mecelia Ha
nedeHHe (Bx. T09Ka 4.4),

PosyBacTaTH € IPOYYeH B paHZOMHIHPaHO, ABOHHOCIANO, IIAlEe60-KONTPOIHPAHO, MHOIOLEHTPOBO,
KPBCTOCAHO TIPOYYBAHE, € Jo3a 20 mg BeANBK ZHEBHO, CHPAMO IUTaueGo, MpH 14 nena H IOHOIIH (Ha
BB3pacT 6 no 17 romgunH) ¢ xomosurotua damwina xunepxonecteponemui. [IpoyIBaHeTo BKIIOYBA
AKTHBHA 4-CeAMMMHA BCTHIMTENHa (a3a Ha AWETa, TIO BPEME Ha XONTO MALWEHTHTE Ca NeKysahn ¢
posysactatiH 10 mg, emHa KpecrocaHa dasa, kOATO BKHOYBA MEpHoMl OT 6-CEIMHYHO JIEHEHHE C
posysactatuH 20 mg, NpemecTRAHA WM HOCTENBaHs OT G-CEAMHWHO NeUeHWe ¢ Mianedo H
NoTbpKamaTa 12-cenmunna paza, Tipe3 KOSTO BCHIKH NALMEHTH ¢a IEKyBaHu ¢ posyBacTatut 20 mg.
ITaLpieHTHTE, KOHTO MOCTHIIBAT B NMPOYYBAHETO HA Teparus ¢ €3¢THMHO WiH adepesa, MPoABLKaBaT
JCYCHUETO CH NPE3 LSS NepHoy Ha MPOYIBAHETO.

CratHcTHYecKd curamnpukanTHo (p=0,005) B K1MaMuHO 3HauuMo Hamanense Ha LDL-C (22,3%, 854
mg/dL. mmH 2,2 mmol/L) ce nabmonasa cien 6 ceaMHUH Ha JeueHHe ¢ posyBactathd 20 mg, B
cpaBHeHHe ¢ IUIaNe6o TPH fAelia ¥ JOHOIH C XOMOIHIOTHA (aMWIHA XHICPXOJICCTEPONEMHA.
CrarrcTHYecKd 3HAYMMH HamaneHwd B obmms xonmectepon (20,1%, p=0,003), ueHDL-C (22,9%,
p=0,003) u ApoB (17,1%, p=0,024), ca HaGmomaBaHH caex 6 CeIMHIM Ha JiedeHHE ¢ PO3YBaCTATHH 20
mg, B CpaBHEHME ¢ ranelo, IpH A€Ua B IOHOLIA ¢ XOMO3ZHTOTHA (haMH/IHA XHIICPXOJIECTEPOIEMHA,
[oHmwKkaBaxe chlIO ce HabmoaaBa Ha TPHLMMLEpHIHTe, chotHOWeHrATa LDL-C/HDL-C, 06w C/HDL-
C, seHDL-C/HDL-C 1 ApoB/ApoA-I criea 6 ceMuiM Ha tedeHAe ¢ posyracTaTiH 20 mg, B CpaBHEHHE
¢ nnauebo, mpy Aeua u oHourH. Hamanenuero Ha LDL-C cnep 6 ceAMMIM H2 NeICHHE C PO3YBACTATUH
20 mg, noclegBaHC OT § ceAMHUM Ha JieUeHHe ¢ IwTauebo, ce 3anasBa B paMKHTS Ha 12-ceamMuyHO
HEMpeKbCHATO NICYSHHE TPH Jlella M IOHOUIH ¢ XOMOSHroTHA damunHa xunepxonecreponemus. Equn
NalHEeNT € UMAI II0-HATATEHINHO noHkaBaHe Ha LDL-C (8,0%), O6w- C (6,7%) n se-HDL-C (7,4%)
cien 6 ceAMHYHO JledeHue ¢ 40 mg cie]] NOBHIIARAHE Ha J03aTa.

Tlo BpeMe Ha pa3HPEHO OTBOPEHO POYYiBaHe, TPH 9 OT Te3H NanyeHTH Ha 20 mg po3yBacTaTHH 3a He
noseve 0T 90 cenMuuy, HamanseaneTo Ha LDL-C ce 3anassa B paMkure Ha -12,1% 50 -21,3%.

Tlpu 7-Te OUEHABAHHM Aena W FOHOMIM {Ha BB3pacT 8 A0 17 ToAMHHM) ¢ XOMO3MIOTHA (aMHIHA
XHIEPXONIeCTCPONIEMHA, OT OTBOPEHOTO TpOyuBaHe ¢ (OPCHPaHO THTpHMpaHe (BXK. MO-rope),
NPOLEHTHOTO MoHmKenke Ha LDL-C (21,0 %), 06m C (19,2 % ) n ueHDL-C (21,0 %) or u3xoaHoTO
HHBO, cnea 6 ceIMMIM Ha edeHHe ¢ posyeacTaThH 20 mg, € B CBOTBETCTBHE C TE3H, HaGIIONaBaHH B
II0COYEHOTO M0-rope TPOydpaHe TpH AELA H FOHOLIN ¢ XOMO3HIOTHA (hJaMIITHA XHTIEPXOIECTEPOIeMHUs.

Erponefickata areHIMs [0 nekapeTBaTa 0OcBoOOXIaBa OT 3aUWDKCHHETO 33 MNpPEJOCTaBAHE HA
pe3yiITaTHTe OT POYYBAHMATA C PO3YBACTATHH NIPH BCHYKM MOArPYIM OT MEHATPHIHATA MOy ALk
3a NEUCHHE HA XOMO3MTOTHA (DaMHIHA XHIIEPXOIECTEpONeMHS, TEPBHUHO KOMOHHHpaHa (CMeceHa)
JMCITHITHAEMMS H 33 NPo(HIAKTHKA HA CHPAEIHO-CHAOBHTE CHGHTHA (BX. Touka 4.2 32 uHpopMaLws,
OTHOCHO ynotTpeba B IeANATPUATA).

52. PapmMaKoKHHETHYHH CBOiCTBA

AbGcopbuna
MakCHMATHH [iIa3MEHH HHBA ceé JOCTHTAT 5 uaca ciied MepopanHo npHeMane. AbcomorHara
OuoHauHoCT ¢ IprGmHTeHO 20%.

Pasnpenenenne
PosyeacraTHH ce 10eMa OCHOBHO OT HepHWA Apol, koiHrT0 € OCHOBHOTO MACTO HA C
xonectepoiia H otAensane Ha LDL-C, OGeMsT Ha paznpefencHue Ha po3yBacTaTHH € 1p
1. PosymacTaTun € CBBp3aH C IUIa3MEHKTe IPOTEUHH, NPeIHMHO anGyMuHa, NnpubiH3




buorpancgopmanus

MeTabonH3MbT Ha PO3YBACTATHH € orpanideH (okono 10%). Ja vitro npoyusaHud Ha MeTabonH3Ma ¢
M3NO0T3BAHE HA YOBELIKH XenaToIHTH NOKA3BaT, q¢ PO3YBAacTAaTHH e cnab cyGeTpar 3a uuroxpom P450
obyciopenus MetabonuseM. CYP2C9 e OCHOBHHMST H3OCH3HM, KOHTO ydacTea B merabonnsMa Ha
posysacratu, a 2C19,3A4 u 2D6 yuactsat B no-Manka crener. OCHOBHETE METabONINTH Ca N- gecMmeTnn
¥ 1aKkTOoH. N-ZecMeTHn € okono 50 % mo-Manko akTHBEH, B CpaBHEHHE C PO3YBAaCTaTHH, TOKATO JAKTOH
C€ CUHTA 34 KIMHHYHO HeakTHBeH. PosysactaruH onpenens nopede 0T 90 % OT akTHBHOCTTAa Ha
mepkympamas HMG-CoA uBxuOHTOp Ha peyKTasara.

EnumuHMpane

[Ipu6ausurento 90 % OT PO3yBACTATHH Ce EMMMHEHMPA KaTO HENPOMEHEHO JIeKapCTBO C (eKanuure
(abcopbupano H HeabcopOHpaHO NeKapcTBEHO BEIUECTBO), KATO OCTAHANATA 4acT C€ €KCKPETHpA ¢
ypuHata, Okono 5% ce eKckpeTHpa HenmpoMeHeH B ypHHaTa. ILTa3MEHHAT NOMYXHBOT € 0ko0 19 uaca.
TnasMeHHsT MOAYKHBOT He Ce YBENMYABA ¢ yBenndaBaHe Ha Aosara. CpeAHMAT IUIasMEH KIMPBHC €
nprGIM3HTeaHO 50 uTpa Ha vac (koeduupeHT Ha BaprabunHocT 21,7%). Kakrto npu ApyrH HHXHOHTODH
HA PEYKTa34Ta, HEPHOAPOGHOTO MOEMAHE HA PO3YBACTATHH BKAIOUBA MEMOPAHHIA NPEHOCHTEN OATP-
C. To3u NPeHOCHTE] € BAXKEH 34 YepHOAPOOHOTO eNHMMHMpPAHE HA PO3YBACTATHH.

JIvnefinocT/HennHeliHOCT
CucTeMHATA SKCTIO3MINA Ha PO3YBAaCTATHH Ce YBETHYaABA NPOTIOPLIHOHATHO HA NPACMAHATA A032.
Hama npoMAH2 BbB HapMaKOKHAECTHIHUTE NlapaMeTpH HPH MHOTOKPATHO JAO3HPAHE,

Cneyughuunu nonyaayuu

BE3pact u moa

Bb3pacTra HIH [OITET HAMAT KJIMHHYHO 3HATHM e(eKT BhpXy (apMaKOKHHETHKATa Ha pO3YBacTaTHH IPH
BE3pacTHH. EKcrodisTa mpd Aelia M IOHOMM ¢ XCTEPO3HroTHA GaMHiIHA XHNEPXONeCTEPONeMHA
M3MIIEKIA CPAaBHMMa MM TO-HHCKA OT TA3W MpH BB3PACTHH MNAMEHTH ¢ IHCTMIHNEMHi (BX.
-l lenuarpydHa nonynauHa” no-aoiy).

Paca

(PapMaKOKHEETHIHATE NPOYUBAHHA TIOKA3RAT, Y€ NPH HHAMBHIH OT A3MaTCKaTa paca (AMOHIH, KHTaiiy,
HUAMIHHIK, BUETHAMIA W Kopeiii) ce Habmoaasa AByKparHO nopHimasaHe B cpefHara AUC M Cra
OTKOJKOTO NIPH HHOMBHIH OT KaBKa3kara paca. [Ipu unnwiiuy ¢ Hanuile noBUIIaBaHe HA AUC 3 Caax 1,3
mbrH. He € H3BECTHO KAKBO € 3HAUEHHMeTO Ha aKTOPHTE Ha OKOJHATA CPe/la H Ha reHeTHYHUTE PaKTOpH
33 TIOSBaTa HA Te3H paumkd. Eaun nonynatpioned (apMaKOKHHETHYEH aHATH3 MOKA3Ba, Y€ MEkKIy
HHOIUBHAKTE OT KABKA3KATA H OT YEPHATa paca HAMA KTHHHYHO 3HAUAMH pasIdiHi.

Brbpeuna HeOCTaTLYHOCT

B emHO NpoydRaHe Ha JIHUA ¢ PasivdHA CTENEH Ha GBOpedHO yBpexaaHe, 1ekoto 656pedno sabonspane
He € DOBIMAIO [IAIMEHHTE KOHICHTPalK Ha PO3yBACTATHH KK Herorus N-necmernn Merabonur. Jiua
© TEWKO yBpexnane obaue (kpearununos KinpoHe < 30 mi/min) ca wMagH TPEKPATHO YBeNUYCHHE Ha
MAa3MeHaTA KOHLEHTPALMA, B CpasHeHHe CBC 30paBH Ao0pOBOJLIM M HeBeT IBETH MO-BHCOKa
KoHIeHTparms Ha N-ascMeTvn MeTabommra. PapHoBeCHHTe NIA3MEHH KOHLICHTpALMK Ha pO3yBacTaTHH
pH NAUHCHTE Ha xeMonuanu3a c¢a mnpuOimsurendo 50 % NoO-BHCOKM, B CPaBHEHHE CEC 3/DABH
nobposonu.

YepHOoAPOOHA HEIOCTATHYHOCT
B enno npoy4Bane Ha IHUA ¢ PAdIMYHA CTETIEH Ha YEPHOXPOOHO YBpekKAAHE HE ca TONYICHH AAHHH 33
TTOBHIlIeHa EKCTIO3HIHSA HA PO3YBACTATHH NPH NaneHTH ¢ pesynTat no Child-Pugh 7 wix no- nucek. Iipu
ABaMa TIAMEHTH ¢ TeXKo uepHompobHo yBpexnase (pezymrar mo Child-Pugh 8 u 9), cucremuata
€KCIO3HIMA € OHiTa YBEeIHIeHa Hali-Manko ABa TbTH, B CPaBHEHHE ¢ KA ¢ [I0-HACHK pe3y; d-
Pugh. Hama faunw 3a navmenty ¢ pesyrrar no Child-Pugh san 9. @a\wﬂ o,
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SLCOIBI {OATP1IB1) wune ABCG2 (BCRP) uma pHCK OT NOBHINABRHE HA CKCIIO3MLMATA HA
posyractaTHH. Humupuayanen nonamopdussm ua SLCOIBI ¢.521CC u ABCG2 ¢.421AA e cpp3aH ¢
npubmusutenso 1,7 muTH no-pucoka excnosuims (AUC) Ha posyBacTatii WiM 2,4 WHTH 1O-BHCOKA
€KCTIOZHITHS, CHOTBETHO, B CpaBHEHHe ¢ reHoTHnosere SLCOIBI ¢.521TT wm ABCG2 ¢.421CC.

TlensaTpHana nonynaums

- llee (hapMaKOKHMAETHIHH TpPOYYBAHAS ¢ PoO3yBacTaTHH (MpmiaraH nox dopMara Ha TabreTky), npy
TEAMATPAYHN NALMEHTH ¢ XETEPOIUTOTHA haMIITBA XUnepXoNecTeposieMus Ha pp3pact 10 5o 17 vnn 6 o
17 ronuan (0610 214 napHerTH) MOKA3BAT, Y€ eKCIO3WIHATA MIPH NEAHATPHIHHTE TALACHTH H3ITIEHKAA
CpaBHHMa WJIH NO-HHCKA OT Ta3M NPH BB3PacTHHTE MaupeHTH. EXCMO3HIMATA Ha PO3yBACTATHH € Guia
TIpEABHANMA TI0 OTHOIICHHE Ha 103aTa H BPEMETO B NPOXB/IKEHHE Ha 2-TOMHMUICH NEPHOA.

5.3. [IpeakaHAAYHE JABHA 18 6e30NACHOCT

TpeqknuHdHUTE JaHHH HE A MOKa3aIH CICNHANEH PHCK NPH Xopa, Bb3 OCHOBA HA CTAHJApTHUTE
NPOYHBAHHS 38 GE30MACHOCT BHPXY OCHOBHHTE CHCTEMH, TEHOTOKCHIHOCT, KaHIleporeHeH noresuyan. He
ca TIPOBEXAAHE ceNH(HIHN HIcAeABAHHs, olenaBay epexTire BppXy hERG. Hexenanure peakiu,
KOMTO HE ¢a HaOMmOonaBany B KIMMMIHN NPOYIBAHNA, HO ca HabloZaBanyu TIpH XKUBOTHH, TIPDH HAB2 Ha
eKCTO3HIHA GIM3KH 10 KIHHWYHHATE, ca CNeAHHTS: B H3NHTBAHMA 33 TOKCHUHOCT Clie/l MHOIOKPATHO
ApWIoKeHHe ce HalmoJapaT XHCTOTIATONOTHYHH HePHOAPOOHHW M3MEHEHHA, BCHCACTBHE Ha
(apMaKonOraIHOTO AekicTBHE HA PO3YBACTATHH NPH MHMIUKH, MIBXOBE H B M0-HHCKA CTCIIEH B JHUTBYHAA
MeXyp MpH KydeTa, HO He H Np MaiiMyH#. B JomrsiiHeHne, ce Hab/noiapa TOKCHIHOCT N0 OTHOMICHHE Ha
TECTUCHTE NP MaliMyH# B KydeTa fpH [O-BHCOKH A03W. PeNpomyKTHBHA TOKCHYHOCT NPH TUTBXOBE, 32
KOATO C€ CHAHM N0 HAMANEHWTE TOJNEMHHA, TErNIO H MpPEKHUBIEMOCT Ha MAankuTe, ce Habmonasa npu
MATEPHOTOKCHYHH J03H HA CHCTEMHA EKCIIO3ZHIMA, HAKONKO IETH HAJl HHBOTO HA TCPaleBTHYHA
EKCIIO3HITHA.

6.  OAPMAMEBTHUHMN JAHNM
6.1, Cuachbk Ha NOMODIBHTE BenlecTha

CrplesnHa Ha TabeTkaTa
Jlakro3za MOHOXWMIpAT

MuKkpoxprcTAHE LIelTyo3a
Kamumes pocpar
KpocmopanoH

MarhesHeB cTeapar

OOBHBKA Ha TabieTKara
JlaxTo3a MOHOXHIpAT

XHIpoMenosa

Tpuanernn

Turanos auokewa (E 171)
JKeneser okcHn, yepeeH (E 172)
6.2. HecnrBMeCTHMOCTH

He ¢ npunoxumo.

6.3. Cpox ma rogmoct

3 rommHH.

6.4. Crnenmaann ycIOBHS HA ChXpaHeHHE

Bauctepun onaxosku: Jla ce cuxpausear nog 30°C. Cexpanssaiite B OpUrdHanHaTa




6.5. Buj B chaALpAANAC BHA ONAKOBKATA

BIMCTEpHH ONIAKOBKH OT ATyMUHMEB TaMUHAT/anyMuBRes0 omwo mio 7, 14, 15, 20, 28, 30, 42, 50,
56, 60, 84, 90, 98, i 100 TaGneTky.

He BcHukH BHAOBE onakoBKH e Ob4aT IMyCHATH Ha f1a3apa.

6.6. CrhennajnE NpeINa3HA MepKH NpH HIXBLPJsHe H pabora
Hama cneumanty yKasanms.

7. NPHTEXKATEJI HA PASPEIIEHHETO 3A YHOTPEBA
AstraZeneca AB

SE-151 85 Sodertalje

senpms

8. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

20040104

9. IIPHTEXATEJI HA PAPEHIEHHAETO 3A ITAPAJIEJIEH BHOC
“Becra Mea” EOO, yn. ,,Kbruo Cropuer® Ne8, 5350 Tpasuna, brarapus

10. JATA HA THPBO PA3PEIMIABAHE/IOJHOBSABAHE HA PA3PEIIEHHETO 3A
YOOTPEBA

Jata Ha mepBo paspeniasate: 08 mapr 2004 1.
Jara Ha nocnenno noaHopasane: 07 ampun 2009 r.

11. JATA HA AKTYAJIM3HPAHE HA TEKCTA
0972021




