MHCTPYKLMA 1O MEJUITUHCKOMY ITPUMEHEHUNIO JIEKAPCTBEHHOI'O
[IPEITAPATA

KpecTop®

Perucrpanunonnsniii Homep: JII1-000226
Toprosoe HanmenoBanue : Kpecrop®
Me:knyHapoiHOe HeMATEHTOBAHHOE HAMMEHOBAHNeE . PO3YBACTATHH

JlekapcTBeHHas popma : TaOJICTKU, TOKPHITHIE TUIEHOYHON 000JI0UKOI

CocraB

Kaoicoas mabnemra, nokpeimas niéHoyHou 000104UKOU, COOEPICUM.:

Heticmsyrowee seuecmso: posyBactaTiuHa Kanbius 5,20 mr (B mepecuere Ha po3yBacTaTHH —
5,00 mr).

Bcnomocamenvholre sewecmea: JIAKTO3BI MOHOTHJIpaT 93,08 MT, LEJLTION03Y
MuKpokpuctaimyeckyto (tun: PH-200) 31,02 mr, kamneuus ¢ocdar 11,32 mr, KpocrmoBHIOH
7,50 wmr, maraust creapatr 1,88 Mr; 6 cocmase naénoynoti 0b6onouxu madiemxu. JAKTO3bI
monoruapar 1,80 mr, rumpomerio3dy 1,26 mr, TpuanetuH (rmuepuHa tpuanerar) 0,36 wmr,

tutana auokcua (E171) 0,90 mr, kpacutens sxene3a okcu xkeénteiii (E172) 0,18 mr.

Onucanue
TabneTkn 5 Mr: Kpyrible, JABOSKOBBINYKIbIE TAaOJETKH, MOKPBIThIE IIEHOYHONH OOO0JOUKON

JKEJNTOro I[BETa, C IpaBUPOBKOM “ZD4522 57 Ha otHOMN CTOpOHE.

dapmakoTepaneBTHYecKas rpynna: runoaunuaemMuyeckoe cpeactso - ['MI-KoA-peaykrassl
UHTHOUTOP

Kox ATX: C10A A07

DapMaKoJIOrHuecKue CBOMCTBA

Mexanusm Odeticmeust

PosyBacTaTuH sBISeTCS CENEKTHBHBIM, KOHKYypeHTHbIM WHTHOUTOpoM ['MI'-KOA-pemykrassl,
dbepMeHTa, TPEeBpAIIAIOIIET0 3-TUAPOKCH-3-METUIATIYTapuil KopepMeHT A B MEBaJOHOBYIO
KHCJIOTY, TPEIIICCTBEHHUK XoyiecTeprHa. OCHOBHOW MHUIIICHBIO JICWCTBHS pPO3yBacTaTHHA
ABJSIETCSl TI€YeHb, TJ€ oOcymecTBisercas cuHTe3 xosecrepuHa (XC) wu  karabommsm

JUTNONPOTENHOB HU3KOM mnotHocTu (JITTHIT).



PosyBactatvH yBeIMUYMBAET YUCIIO «Me4eHOUHBIX» penentopoB JIITHII Ha moBepXHOCTH KIIETOK,
noBbImas 3axBaT W karabomusm JIITHIL, uTto B cBOIO odYepenar MPUBOIUT K MHTUOMPOBAHUIO
CHUHTE3a JIMIONPOTENHOB o4eHb HU3KoW mioTHocTH (JITIOHII), ymensmast Tem cambiM oO1iiee

kosmmyectso JITTHIT u JITTOHII.

DapMaKkoIHHAMHKA

[Ipenapar Kpectop® cHukaeT noBblieHHbIE KOHIIEHTpaluu xonaectepuna JITTHIT (XC-JIITHIT),
obmiero xonecrepuna, tpurauuepunoB (TI), mMoBbImIaeT KOHUEHTPALKMIO XOJIECTEPUHA
JUTIONPOTENHOB BbiCOKoW TmotHoctH (XC-JIIIBIT), a Takke CHWXKAET KOHIEHTPAIUH
anosmnonporenHa B (AnoB), XC-ueJIIIBII, XC-JIIIOHII, TT-JIHIOHII wu yBenuuuBaer
KOHIeHTpanuio anonumnonporenHa A-l1 (AnoA-1) (cMm. Tabmunet 1 u 2), CHUKAET COOTHOIICHUE
XC-JIIIHIT/XC-JITIBII, obmmui XC/XC-JIIBIT u XC-ueJIIIBIT/XC-JIIIBII u cooTHOLIEHHE
AnoB/AnoA-I.

TepaneBrudeckuii 3((HeKT pa3BUBAETCS B TCUCHHWE OIHOW HENCIM TOCIC Hadvala Tepariu
npenapatoM Kpecrop®, uepe3 2 Henmenu JsedeHuss jgocrturaer 90% oOT MakcHUMajabHO
BO3MOXKHOTO 3(dekra. MakcuMalbHBIN TepaneBTHYeCKHi A3 (PeKT 00BIYHO JOoCcTUTAETCS K 4-0i

Hezielie Tepanuu U MOAJIEPKUBACTCS MIPH PETYIISIPHOM MpUEME Mpernapara.

Ta6auna 1. {o303aBucumblii 3¢ ¢eKT y NaNMEHTOB ¢ NePBUYHOM rMnepxoJsecTepuHeMHen
(run 1la u 11b mo ®penpuxcony) (cpeaHee CKOPPEKTHPOBAHHOE MPOLEHTHOE H3MEHEHHeE 110

CPaBHEHHUIO ¢ HCXOAHBIM 3HaquneM)

lo3a Koua-Bo XC- | Oomuii | XC- T XC- AnoB | AnoA
nanuenros | JIITHII XC JIIIBII HeJIIIBII -1
ITnane6o 13 -7 -5 3 -3 -7 -3 0
5wMr 17 -45 -33 13 -35 -44 -38 4
10 mr 17 -52 -36 14 -10 -48 -42 4
20 mr 17 -55 -40 8 -23 -51 -46 5
40 mr 18 -63 -46 10 -28 -60 -54 0

Tadauuna 2. /lo3o3aBucumblii 3Q(pexT y nanuenToB ¢ runeprpuriunepuaemueid (tum 11b n
IV no ®peapukcony) (cpeaHee NPOLUEHTHOE H3MeHEHHE IO CPABHEHMIO € HMCXOAHBIM
3HAYeHHEeM)

Hoza | Koa-so | TT' XC- OOomumid XC- XC- XC- TI-
nanpmue JITHII XC JHIBII | weJIIBII | JIITIOHII | JIITOHII




HTOB
[Tnane 26 1 5 1 -3 2 2 6
60
5 mr 25 -21 -28 -24 3 -29 -25 -24
10 mr 23 -37 -45 -40 8 -49 -48 -39
20 mr 27 -37 -31 -34 22 -43 -49 -40
40 mr 25 -43 -43 -40 17 -51 -56 -48

Knunuuecxas s¢pgpexmusnocmo

[Tpenapat Kpectop® > pekTrBeH y B3pOCibIX NALMEHTOB C TUIIEpXOoJIecTepUuHeMuel ¢ mim 6e3
TUIEPTPUTIULIEPUIEMHUH, BHE 3aBUCUMOCTH OT pacoBOW MPUHAIIIEKHOCTH, 10J1a WK BO3pacTa, B
TOM YHCIIE, Yy MALMEHTOB C CaXapHbIM JUA0ETOM U CEMENHON rUIepXoecTepuHEMUEH.

Y 80% mnauuenroB ¢ runepxosiecrepuHemueit lla u I1b tuna no ®peppukcony (cpemuss
ucxoanas xkonnentpanus XC-JIITHIT okono 4,8 mmons/i) Ha ¢poHe npuema npemnapara B 1o3e 10
mr koH1eHTparus XC-JIITHIT nocturaer 3HaueHuit MeHee 3 MMOJIB/JI.

VYV nanueHToB € IeTepO3UIOTHOM CEMEWHOW THIIEPXOJIECTEPUHEMUEH, MOIyYaroluX Ipenapar
Kpectop® B mo3e 20-80 mr, oTMeuaeTcsi MOJOKHUTENIbHAS TWHAMHUKA MOKa3aTeel JIMITHIHOTO
npodwis (uccnenopanue ¢ yuactueM 435 nauuentos). [Tocne TutpoBanus 10 cyrounoit 1o3s1 40
mr (12 Henmenb Tepamuu) oTMmevaeTcs cHikenue koHrentparmu XC-JITTHIT va 53%. ¥V 33%
nanueHToB gocruraercs konnentpanus XC-JIITHIT menee 3 MMoitb/m.

VYV nmanueHToB ¢ NOMO3UIOTHOM CEMEWHOW TUIIEPXOJIECTEPUHEMMEN, TPUHUMAIOIINX IpernapaT
Kpectop® B noze 20 mr u 40 mr, cpeaHee cHmkenue koHueHTpauun XC-JITTHIT cocraBnser
22%.

VYV nmauMeHToB ¢ TUNEpPTpUINIMLEpHAeMUuel ¢ HavyanpbHOM KoHueHTpauued TIN ot 273 nmo 817
Mr/nm, nonydaBimux npemnapatr Kpectop® B go3e ot 5 mr 10 40 Mr oauMH pa3 B CyTKU B T€UEHHE
6-Tu Hesellb, 3HAYMTENIFHO CHIDKATACh KoHLeHTpalus TI B mazme kpoBu (cM. Tabmuity 2).
AnnuTuBHBIN 3¢ ekt oTMeuyaeTcs B KOMOMHAIUK ¢ heHoPpuOpaToM B OTHOIIEHUH COJEPKaHMS
TPUTIHULIEPUIOB U C HUKOTUHOBOW KHCJIOTOM B JIMIMJICHMXKAIOMIMX J103aX B OTHOLICHHH
conepkanuss XC-JIIIBII (cm. Takxke pasznen «OcoOble yka3zaHus»).

B uccnenosanun METEOR c yuactuem 984 nmanuentoB B Bo3pacte 45-70 JIeT C HU3KUM PUCKOM
pa3Butusa umemudeckoir 6onesnu cepaua (MbC) (10-netnuit puck mo @pamMuUHreMCKON IIKaie
meree 10%), cpenueit konmentparmern XC-JITTHIT 4,0 wmmome/n (1545 wmr/mn) u
CYOKJIMHUYECKUM aTepOCKJIepO30M (KOTOPBIM OLIEHMBAJICS MO TOJIIUHE KOMIUIEKCA «UHTHUMa-
Meaua» coHHbIX aptepuil — TKMM) usyuanocek BausSHUE po3yBacTaTHHA HA TONILMHY KOMILIEKCA

«HMHTHUMa-MCIua».



[TaniueHTHl TIONy4Yanu po3yBacTaTuH B 1o3¢ 40 mr/cyTku nubo mianedo B TEYCHHE 2 JIET.
Tepamuss  po3yBacTaTUHOM  3HAYUTEILHO  3aMEMIsla  CKOPOCTh  IPOTPECCUPOBAHUS
makcuManbHOi TKUM pmns 12 cerMeHTOB COHHOW apTepuu MO CPaBHEHHIO ¢ Iutanebo ¢
paznmuuuem Ha —0,0145 mm/rox [95% noeputenpHblii nHTEpBaI oT —0,0196 mo —0,0093; p <
0,0001]. [To cpaBHEHMIO C UCXOJHBIMU 3HAUYEHHUSMHU B TPYIIE PO3yBacTaTUHA ObLIO OTMEUYEHO
yMeHbIIIeHHe MakcuManbHoro 3Hadenuss TKUM na 0,0014 mm/rox (0,12%/ron (HemocToBepHOE
pa3iuuue)) Mo CpaBHEHUIO ¢ yBennueHueM 3toro nokasartens Ha 0,0131 mm/rox (1,12%/ron (p <
0,0001)) B rpymnme mnane6o. Jlo HacTosAmero BpeMEHHW TMPSIMOM 3aBUCUMOCTH MEKIY
ymenbmienueM TKHMM  u  CHW)KEHHMEM  pHCKAa  CEpPACYHO-COCYIMCTBIX  COOBITHI
npojieMoHcTpupoBano He Obut0. Uccnegoanue METEOR npoBoausioch y maiieHTOB ¢ HU3KUM
puckom UBC, nns xotopsix no3a npenapara Kpectop® 40 mr He sSBIsSETCS peKOMEHIOBAHHOM.
Hoza 40 Mr ngomkHa Ha3HA4YaThCsl MAIMEHTaM C BBIPAKEHHOW THUIEPXOJIECTEpUHEMUEH H
BBICOKHM PUCKOM CEPACYHO-COCYTUCTHIX 3a00IeBaHHIA.

Pesynbratel nposeaennoro uccnenoBanus JUPITER (O6ocHoBaHME MPpUMEHEHHS CTATHHOB IS
NEPBUYHON TPOPHUIAKTUKH: MWHTEPBEHIIMOHHOE HCCIICOBAHUE IO OIECHKE pO3yBacTaTHHA) Y
17802 mnanueHTOB TMOKa3aJd, YTO PO3YBACTaTHMH CYIIECTBEHHO CHIDKATl PUCK Pa3BUTHS
CEpJICYHO-COCYIUCTHIX OCIOKHEHUHU (252 B rpymnme muianebo mo cpaBHeHUio ¢ 142 B rpymme
po3yBacrartuna) (p < 0,001) co cHMKEHHEM OTHOCUTEIBHOTrO pucka Ha 44%. DPGhEeKTUBHOCTH
Tepanmuu OblJJa OTMEYEHa depe3 6 TEepBBIX MECAIEeB NPUMEHEHHs mnpenapara. OTMEYeHO
CTAaTHCTUYECKU 3HAuMMoOe CHIbKeHue Ha 48% KOMOWHHUPOBAHHOTO KPUTEpHs, BKIIIOYABIIETO
CMEPTh OT CEepPACUYHO-COCYIUCTBIX MPUYMH, UHCYIbT W HUHGAPKT MHOKapAa (COOTHOIIECHUE
puckoB: 0,52, 95% nosepurenbubii maTepBaN 0,40-0,68, p < 0,001), ymensmenne Ha 54%
BO3HUKHOBEHHUsI (paTaJIbHOTO WJIM HedaTtaribHOro MH(apKTa MUOKapAa (COOTHOIIEHHWE PUCKOB:
0,46, 95% nosepurenpHbii HHTEpBan 0,30-0,70) u Ha 48% — QaTtanpHOrO UMM HedaTaIbLHOTO
uHCcynpTa. OOmasi cMepTHOCTh cHM3MiIachk Ha 20% B rpymnme po3yBacTaThHa (COOTHOIICHHE
puckos: 0,80, 95% nosepurenbubiii uaTepsan 0,67-0,97, p = 0,02). IIpoduias Ge30macHOCTH Y
NAlMEHTOB, MPUHUMABIINX pO3yBacTaTHMH B 03¢ 20 Mr, Obul, B LIEJIOM, CXOX C IpoduiieMm

0€30I1acCHOCTH B TpyTIIe Mmianeoo.

DapMaKOKHUHETHKA

Abcopoyus u pacnpeoenenue

MakcumManbpHasi KOHIEHTpPAIlMs PO3yBacTaTHHA B IUIa3M€ KPOBH JOCTUTAETCS MPUOIM3UTETHHO
yepe3 5 yacoB mocie mpuemMa BHYTPh. AOCONIOTHAs OMOJOCTYIHOCTH COCTAaBJISIET MPUMEPHO
20%.

PosyBactatna meTaboIM3UpyeTCsl MPEUMYIIECTBEHHO TMEUYEHBI0, KOTOpas SBIISIETCS OCHOBHBIM



MECTOM cHuHTe3a xonectepuHa wu Mertabonusma XC-JITTHII. OO6wveM pacnpeneneHus
po3yBactatuHa cocTtaBisier mnpumepHo 134 n. ITlpubGmmsurensho 90% posyBacTaTwHA

CBSI3BIBACTCS C OCIKAMU ILIa3MBbI KpOBH, B OCHOBHOM C aﬂb6YMI/IHOM.

Memabonusm

[TonBepraercss orpanudeHHoMy MerabonusMmy (okonmo 10%). PosyBacratuH sBisieTcs
HenmpopUIbHBIM cyOcTpaToM isi Merabonu3ma (epMeHTaMH CUCTeMbl nuToxpoma P450.
OcHOBHBIM  H30()epMEHTOM, YYACTBYIOUIMM B METa0OMU3ME pO3yBacTaTHHA, SBISETCS
mzopepment CYP2C9. HUzodepmentet CYP2C19, CYP3A4 u CYP2D6 BoBicueHB B
MeTa00JIM3M B MEHBIIICH CTEIICHH.

OCHOBHBIMU BBISIBIICHHBIMU MeTaboIUTaMu po3yBacTaTuHa SIBIISTIOTCS N-
JECMETUIIPO3YBACTATUH M JIAKTOHOBBIE MeTa0OIUTHI. N-IecMeTHIpo3yBacTaTUH MPUMEPHO Ha
50% wMeHee aKTHBEH, Ye€M pPO3yBacTaTHUH, JAKTOHOBBIE METa0OIUTHl (HapMaKOIOTUYECKU
HeakTHBHBI.  bonmee  90%  dapmakorornyeckoil  aKTHBHOCTH 10  WHTHOMPOBAHHIO
mupkymmpytomeir ['MI'-KoA-penykTa3sl o0ecriednBaeTcsi po3yBacTaTHHOM, OCTalIbHOE — €ro
MeTaboIuTaMu.

Buigeoenue

Oxko110 90% 1103b1 po3yBacTaTHHA BBIBOJUTCS B HEU3MEHEHHOM BHJIE€ Uepe3 KUIIEUYHUK (BKIIIOUYas
abcopOupoBaHHBIH W HeabCcOpOMpPOBaHHBIM po3yBacTaThH). OCTaBIIASCS YacTh BBIBOJIUTCS
noukamu. [Inasmennslil nepuos nonyssiBenenus (Ty) coctaBnser mpumepHo 19 gacos. Ilepuon
MOJTYBBIBE/IEHUS] HE M3MEHSETCS MPH YBEJIWYEHUHU A03bl npenapaTta. CpeHuil reoMeTpuyecKuii
MJIa3MEHHBIA KJIMPEHC COCTaBseT npuonusutensHo S50 si/gac (koddunment Bapuanuu 21,7%).
Kak u B cmyuae apyrux unrubutopoB I'MI-KoA-penykrasbl, B Ipoliecc «I€UYE€HOYHOTO»
3axBaTa pO3yBacTaTMHA BOBJIEYEH MEMOpaHHbBIN NEPEeHOCUUK XOJIECTEpUHA, BBIMOIHSIOIINHA
Ba)XHYIO POJIb B IEYEHOYHOM 3MMMUHAIIMK PO3yBacTaTHHA.

Jluneunocmo

CucremHass  SKCIIO3WIMS ~ PO3yBacTaTHHA  YBEIMYMBACTCS  MPOMOPIHUOHATIBHO  JI03€.
dapMaKOKMHETHYECKHE MTapaMeTpbl HE U3MEHSIOTCS ITPH €XKeTHEBHOM IIpUeMe.

Ocobvlie nonynayuu nayueHmos

Bospacm u non

[Ton m BO3pacT HE OKAa3bIBAIOT KIWHHYECKH 3HAYMMOTO BIMSHUS Ha (HapMaKOKHHETHKY
pO3yBacTaTHHA.

IOmuuueckue spynnovi

dapMaKOKHHETUYECKAE WCCICOBAHUS TIOKA3all MPHOIM3UTENBHO JIBYKPAaTHOE YBEIHUYCHHE

Meauanbl AUC (Twtomaaw mojJ KpUBOM «KOHIEHTpanusi-Bpemsi») U Cmax (MakCHMaJbHOU



KOHIEHTpAllMU B IJIa3Me KPOBH) pO3yBacTaTHHA Yy MAllMEHTOB MOHT'OJIOMJHOM pachl (SIOHLEB,
KUATAiIeB, (UIMNNHUHIEB, BbETHAMIIEB M KOPEUIEB) MO CPAaBHEHHIO C E€BPOICOUIAMH; Y
MHIAMMCKUX MauueHToB noka3zaHo ysenundenne wmenuanel AUC um Cmax B 1,3 paza.
PapMaKOKMHETUYECKUM  aHAjdu3 HE BBISIBAI  KIMHUYECKM 3HAYUMBIX  pa3jinuuil B
(bapMaKOKHMHETHKE CPEAH €BPOIEOUIOB U MPEICTaBUTENICH HEIPOUIHOM pachl.

Hapywenue ¢pynxyuu novex

VY manueHToB ¢ HapymeHHeM (DYHKIMM TOYEK JISTKOH M CpeJHEH CTENEeHM TSKECTH BEIHMYMHA
IUIa3MEHHOW KOHIEHTpaluu po3yBacTaTuHa win N-IecMeTuinpo3yBacTaThHA CYIIECTBEHHO HE
MeHsieTcsl. Y TAalMeHTOB C HapylleHHeM (QYHKIHMM TOYeK TSHKENOM cTeneHu (KIUpeHC
kpeatnanHa (KK) menee 30 Mur/MHH.) KOHIIEHTpAIUsl PO3yBacTaTHHA B IJIa3Me KPOBHU B 3 pasza
Bblllle, a KoHUeHTpauus N-mecMmerminpo3dyBacTaTMHa B 9 pa3 Bblllle, YeéM Yy 3J0pOBBIX
noOpoBosbiieB. KoHIleHTpalys po3yBacTaTHHA B IJIa3Me KPOBU Y MAllMEHTOB Ha T'€MOAMANU3E
ObL1a mpuMepHo Ha 50% BbIIIIE, YEM Y 3JOPOBBIX T0OPOBOIIBIIEB.

Hapywenue ¢ynxyuu neuenu

B unccnenoBanuu ¢ yyacTueMm NMalUMeHTOB ¢ HApyIIEHUEM (YHKIMH MEYEHU PA3JIMYHON CTEIEHU
TSOKECTH HE BBISBIICHO yBEIMUYEHUS MEPUOJIa MOTYBBIBEACHHS PO3YBacTaTUHA Y MAIIMEHTOB C /-
10 Oannamu u MeHee 1o mkane Yaina-IIero. ¥V 1Byx manueHnToB ¢ 8-10 u 9-10 6amiaMu 1o mkaie
Yaitnn-I1pt0 oTMEYeHO yBeNMYEHHME TIEPHOJia MOMYBBIBEACHUS, 110 KpaliHelH mepe, B 2 pasa Mo
CPaBHEHMIO C TMAallMEHTAaMH C MEHbBIIUM KOJU4YeCTBOM OamioB. ONBIT NpUMEHEHUs
po3yBacTaTUHA Y NAIMEeHTOB ¢ O6osee yem 9-10 O6amnamu o mkane Yaitna-I1sto orcyTcTBYeT.
T'enemuueckuii noaumopguszm

Nuruburoper I'MI-KoA-penykraszsl, B ToM umcie, mpenapar Kpectop®, csa3biBaroTcs ¢
tpancnoptHeiME  Oenkamu OATP1B1 (monmmenTua TpaHCIIOpTa OPraHWYECKHMX aHHUOHOB,
y4YacTBYIONIHMIA B 3axBare ctaTuHOB remaroiutamu) u BCRP (addmrokcubiii Tpancmoprep). Y
Hocutenedr renorunoB SLCO1B1 (OATP1Bl1) ¢.521CC u ABCG2 (BCRP) c.421AA
orMeuasock yBenndenue sxcnosunun (AUC) posyBacratina B 1,6 u 2,4 pas3a, COOTBETCTBEHHO,

o cpaBHeHHIO ¢ HocuTelsimu reHotunoB SLCO1B1 ¢.521TT u ABCG2 ¢.421CC.

Ioxka3zaHus K NIPUMEHEHHIO

e [lepuunas rumnepxonecrepunemus no PDpenpuxcony (tun Ila, BkIOyas cemeliHyro
TeTEePO3UTOTHYIO TUTIEPXOJIECTEPUHEMHUIO) WIIM CMEIIaHHas runepxonecrepuHemust (tun 11b)
B KauecTBe JOIMOJHEHMS K JHeTe, KOrja IueTa U Apyrue HeMEIUKaMEHTO3HbIE METObl
nedeHus (Hampumep, (uU3MUYECKHE YIPaKHEHHUs, CHI)KEHHE MacChl Teja) OKa3bIBAIOTCS
HEJ0CTaTOYHBIMH.

o (CemMeiiHass TOMO3HUTOTHAS TUIICPXOJCCTCPUHCMUA B KAaUCCTBC NOMOJHCHUSA K JUCTC U ,I[pyl"OfI



munuacHukaromen Tepanuu (Hanpumep, JIITHIT-adepes), nwnu B ciaydasx, korma momoOHas
Tepanusi HeJOCTaTOYHO 3 (HEeKTUBHA.

['uneprpurnuuepunemus (tun 1V no @peapukcoHy) B KauecTBE AONOJHEHUS K JUETE.

s 3amennieHuss MpOrpecCUpOBaHUsl aTEpPOCKIEpPO3a B KAayeCTBE JIONOJHEHUS K JUETE Y
NaIMEeHTOB, KOTOPBHIM IMOKa3aHa Tepamus Uil CHIKEHUS KoHueHTpauuu obmero XC u XC-
JITTHIL.

[lepBuuHas mnpoQMIaKTHKA OCHOBHBIX CEPACYHO-COCYAMCTBIX OCIOXHEHHH (MHCYIbTA,
uH}papKTa, apTEePUATBHONW PEBACKYISIPU3AlMM) y B3POCIBIX MAIMEHTOB 0€3 KIMHHUYECKUX
npuszHakoB MBC, HO ¢ MOBBIIIICHHBIM PUCKOM €€ pa3BUTHs (Bo3pacT ctapme 50 jer s
MY>K4YUH U cTapuie 60 jet /uis *KeHIIWH, MOBbIIeHHas KoHIeHTpausi C-peakTUBHOTO Oenka
(> 2 Mr/nn) npu HaTMYUM KaK MUHAMYM OZHOTO U3 JIOTIOJIHUTENBHBIX (PaKTOPOB PUCKA, TAKHX
KaK apTepuaibHas TunepreHsus, Huskas koHueHTpauus XC-JIIIBIIL, kypeHue, cemeiHblit

anamue3 panHero Havana MBC).

Hponn;onoxa:;amm

Jlast mperrapara Kpectop® B cyrounoii no3e 5 mr, 10 mr u 20 mr:

TUIIEPUYBCTBUTEIBHOCTD K PO3YBAaCTaTUHY WJIM JIFOOOMY M3 KOMIIOHEHTOB IIpenapara
HEMEPEHOCUMOCTb JIAKTO3bl, A€(MUIUT JIAKTa3bl WM IJIIOKO30-TAlIaKTO3HAas MajlbabcopOuus
(mpenapat coaepKUT JIAKTO3Y)

JETCKUM Bo3pact 1o 18 ner

3a00sieBaHUs TI€YEHU B AKTUBHOHN (pa3ze, BKIIIOYAs CTOWKOE IMOBBIILIEHHUE CBHIBOPOTOYHOM
AKTUBHOCTH TpaHCAaMUHa3 U JII00O€ MOBBIIIEHUE AKTUBHOCTH TpaHCAaMHHa3 B CHIBOPOTKE

KpoBH (OoJiee ueM B 3 pa3a 10 CpaBHEHUIO C BEpXHEH rpaHulIell HOPMBI)

HapymeHus GyHkuu noyek Tsokenoi crenenu (KK menee 30 mi/mMuH. )

MHOIATHS

OJIHOBPEMEHHBII MPUEM LIUKIOCIOPUHA

y JKEHIIMH: OepeMEHHOCTb, NEPUOJ TPYAHOIO BCKAPMIIMBAHMS, OTCYTCTBHE aJ€KBAaTHBIX
METOJI0B KOHTpALeNINH

nanucHTaM, MpeaApacIIOJIOKCHHBIM K Pa3BUTUIO MUOTOKCHYCCKUX OCJIOKHECHUM

Jlist mpenrapata Kpectop® B cyrounoi no3e 40 mr:

THUIICPYYBCTBUTCIILHOCTL K PO3YBACTATUHY UJIU J'IIO6OMy N3 KOMIIOHCHTOB ITpCriapaTra
HEIIEPCHOCUMOCTD JIAKTO3BbI, )Ie(l)I/IHI/IT JJaKTa3bl MJIM TJIIOKO30-TaJIaKTO3Hasd MaJ'II)a6COp6III/I$I

(mpemapat COJCpPIKUT JTaKTO3y)



e JieTCKUi Bo3pact 10 18 jer
® OJIHOBPEMEHHBII MPUEM IIUKIOCIOPUHA
® Yy KCHIUWH: OEpEeMEHHOCTh, MEPUOJ TPYAHOTO BCKAPMIIMBAHHUS, OTCYTCTBHUE aJE€KBATHBIX
METOJIOB KOHTpAIICTIIIHH
e 3a0oJyieBaHUsl TEYEHM B AaKTHUBHOW (pa3e, BKIIOYAs CTOHKOE IOBBIIIEHHE CHIBOPOTOYHOMN
AKTUBHOCTH TpaHCAaMUHAa3 U JI000€ MOBBIIICHUE AKTUBHOCTH TpPAHCAMHHA3 B CHIBOPOTKE
KpoBH (OoJiee ueM B 3 pa3a 0 CpPaBHEHHIO C BEpXHEH rpaHUllell HOPMBI)
e TmanueHTaM ¢ GaKTOpaMu PHCKa PAa3BUTHS MUOTATHH/PA0OIOMHUOIIN3A, 2 HMEHHO:
- Hapymenue GpyHkiun mouek cpeaneii crenenu tsokectd (KK menee 60 mir/muH.)
- TUIIOTHPEO3
- JIMYHBIN WIM CEMEIHBIN aHAMHE3 MBIIICUHBIX 3a00JI€BaHUMA
- MHOTOKCHUYHOCTH Ha (poHe mpuéma apyrux unruoutopos [ MI'-KoA-penykrasb
nian GuOpaToB B aHAMHE3E
- Ype3MepHOE YIOTPEOJICHUE aTKOT OIS
- COCTOSIHHSI, KOTOPhIC MOTYT IIPUBOJMTH K IMOBBIIICHUIO TTA3MEHHON KOHIICHTPAITUU
po3yBacTaTuHa
- OJIHOBPEMEHHBIH NpuéM GudpPaToB

- nanmucHTaM MOHFOHOHILHOﬁ pachbl

C 0CTOPOKHOCTBHIO

Jlag npenapata Kpectop® B cyTounoii go3e 5 mr, 10 mr u 20 mr:

Hanmuume pucka pasButus MuonaTuu/padbaoMuoNn3a — HapylieHHe (YHKIUH TOYEK,
TUTIOTUPEO3, JUYHBIA WM CEMEWHBIH aHaMHE3 HACJIEJACTBEHHBIX MBIIMICYHBIX 3a00JI€BaHUN U
NPEAIIECTBYIOIIMM  aHAaMHE3 MBIIIEYHOM TOKCHMYHOCTH TPU  HMCHOJIB30BAaHUU  JPYTUX
unruoutopoB I'MI-KoA-penykra3sl unu (uOpaToB; 4pe3MepHOE YHOTpPEeOIECHUE AallKOTOJs;
BO3pacT crapmie 65 JeT; COCTOSHMs, TNPHU KOTOPBIX OTMEYEHO IOBBIIIEHUE IIJIa3MEHHOU
KOHIIGHTpAllMd  pO3yBacTaTWHA;  pacoBas  NPUHAMICKHOCTH  (MOHTOJIOMJHAsT  paca);
OJIHOBpEMEHHOE Ha3zHaueHue ¢ ¢ubparamu (cM. pazgen «DapMakKOKWHETHUKAY); 3a00JIeBaHUS
MEYeHU B AaHAMHE3€; CeICUC; apTephalbHas TUIOTEH3US; OOIIMPHBIE XHUPYPrHUECKUE
BMEIIATENLCTBA, TPAaBMBI, TSDKENbIE METAa0O0IMYeCKHe, OSHIOKPUHHBIE WIH DIEKTPOJIUTHBIC

HapyLIECHUs WM HEKOHTPOJIUPYEMBIE CyA0POKHBIE TPUIIAIKH.

Jlas npenaparta Kpectop® B cyTouHoi go3e 40 mr:

Hapymenune gynkuun nouek jerkoit crenenu tskectd (KK 6onee 60 Mi/mMuH.); Bo3pacT crapiie

65 ner; 3a0oneBaHus TEYEHH B aHAMHE3E; CEICHC; apTepHalbHAs THIIOTEH3MS; OONIMpHBIC



XUPYPIrUuideCKUE€ BMCIIATCIIBCTBA, TPABMBI, TAXKECIIbIC MeTa6OHI/I‘IeCKI/Ie, OHAOKPUHHBIC WA

AJIEKTPOJIUTHBIE HAPYLICHUS WIM HEKOHTPOJIUPYEMBIE CYIOPOKHBIE IIPUTIAIKU.

Tlayuenmoi ¢ Hapywenuem gyukyuu nevexu
JlaHHble WM OMBIT IPUMEHEHHMsI Mpenapara y HaiueHToB ¢ Oosee yeM 9-1o OaniaMu Mo miKaie

Yaiina-ITeto oTcyTCTBYIOT (CM. paszensl «PapMakokuHeTHKay U «OcoObie yKa3aHuUs»).

IIpumenenne npu 0epeMEHHOCTH M B IIEPHOJ I'PYAHOI0 BCKAPMJIMBAHUA

[Ipenapar Kpectop® mnpotuBomnokazaH Mpu OEpeMEHHOCTH M B IEpPUOJ TPYAHOrO
BCKapMJIMBaHUS.

JKeHIMHBI  penpoayKTHBHOIO  BO3pacTa  JOJDKHBI — NPUMEHATH  QJCKBATHBIE  METOJBI
KOHTpALIEIIL1H.

[TockonbKy XOJIECTEpUH U JAPYrHMe HMPOAYKThl OMOCHHTE3a XOJIECTEpHUHA BaXKHbI JUISl Pa3BUTHS
10a, MOTeHUUaIbHbIA puck HHruouposanus ['MI-KoA-peaykrassl NpeBbIIAET MOJB3Y OT
NpUMEHEeHHS Ipernaparta y OepeMeHHbIX.

B ciyuae BO3HMKHOBEHUSI OEPEMEHHOCTH B MpOLIECCe Tepaluy IpueM Ipernapara JOKEeH ObITh
IIPEKPALEH HEMEUICHHO.

JlaHHBIE B OTHOLIEHUY BBIJEIECHUS PO3yBAaCTaTUHA C TPYAHBIM MOJIOKOM OTCYTCTBYIOT, II03TOMY
B IIEpUOJ TPYJHOr0 BCKAPMIIMBAHMS MpPUEM Ipenapara HEoOXOJUMO IMPEKpaTUTh (CM. paszeln

«I[IpoTHBOMOKA3AHUS).

Cnocod npuMeHeHHs U 103bl

BuyTpb, HE pa3keBbIBaTh U HE U3MEIbYATh TaOJETKY, IPOIJIaThIBaTh LEIUKOM, 3alluBasi BOJOM.
[Tpenapat MokeT Ha3HAYaTHCS B JIF000E BpeMsI CyTOK HE3aBUCHMO OT NpUEeMa MHILH.

Jlo Havana Tepanuu npenapatoM Kpectop® nanueHT J0/DKEH HayaTh COOMI0AATh CTAaHIAPTHYIO
TUIIOXOJIECTEPUHEMUYECKYIO JIMETYy U MPOJOJKATh COONMI0JaTh €€ BO BpeMs JjeueHus. Jloza
npenapara JI0JDKHAa MOAOMpAThCS HWHAMBUAYAIbHO B 3aBUCHUMOCTH OT IeJIeld Tepanuud u
TEPANeBTUUECKOTO OTBETA HAa JICUEHUE, NIPUHMMAs BO BHHUMAaHUE TEKyIIHE PEKOMEHIALUU IO
LIEJIEBBIM KOHIIEHTPALUAM JINIINAJIOB.

Pexomenayemasi HauanbHast 03a JJi NAllMEHTOB, HAUMHAIOIIKUX NIPUHUMATh MpernapaT, Wil JJs
MalMeHTOB, TMEPEBEICHHBIX C mpuema Apyrux HHruOuTopoB I'MI-KoA-pemykTassl, mOmKHA
coctaByATh 5 Mr uin 10 mr npenapara Kpectop® 1 pa3 B cytku. Ilpu BeiOope HauanbHOM 10361
ClIelyeT pyKOBOJCTBOBAThCS MHIMBUAYAIbHONW KOHILIEHTpALMEW XOJIECTEPUHA M IPUHHUMATh BO
BHHMaHUE BO3MOXHBIH PHUCK CEPIEYHO-COCYAUCTBIX OCJIOXHEHHH, a Takke HeoO0XOAHUMO

OLICHUBATh MOTEHIMAIBHBIM pUCK pa3BUTHsA MOOOYHBIX 3(ddexToB. B cimydae HeoOxomumocTu



71032 MOXET OBITh YBellueHa 10 Oojbuieit yepes 4 Henenn (cM. pasaen «DapMakoarnHAMUKAY).
B cBs31 ¢ BO3MOXHBIM pa3BUTHEM NMOOOYHBIX 3P dexToB npu npuéme 10361 40 MI IO CpaBHEHHIO
¢ Oornee HU3KUMH J103aMu nipenapara (cm. pasznen «IlobouHoe neicTBUEY), YBEIUYSHHUE 036 10
40 wmr, mocie IONOJHUTEIBHOIO IIPUEMa J03bl BBHIIIE PEKOMEHAYEMOW HadajabHOW J03bI B
TedyeHue 4-X Helleslb TepaliH, MOXKET IIPOBOJUTHCS TOJIBKO Y MALUEHTOB C TSXKEJION CTENEHbIO
THIIEPXOJIECTEPUHEMUH U C BBICOKUM PHUCKOM CEPICYHO-COCYAMCTHIX OCIOKHEHHH (0OCOOCHHO y
NAIMEHTOB C CEMEHHOHN TUIepXOJecCTepUHEMHEH), Y KOTOPBIX HE OBUI JIOCTUTHYT >KEIaeMbIH
pe3yabTaT Tepanuu npu npuéme 103el 20 Mr, ¥ KoTopsle OyIyT HAXOIUThCA MO HaOII0AEHUEM
crerpanucra (cMm. pasgen «OcoOble ykazaHHs»). PekoMeHIyeTcsi OCOOCHHO TIIATEIbHOE
Ha0JII0/IeHHUE 32 NallMeHTaMu, IOJIy4YaroluMMy npenapar B 103¢€ 40 mr.

He pexomenayercs HazHaueHue 103bl 40 Mr manueHTaMm, paHee HE oOpalaBIIMMCS K Bpady.
[Tocne 2-4-x Henmenb Tepanuy W/WIKM IpPU MOBBIMIEHUH 103kl npenapara Kpecrop® HeoOxoaum

KOHTPOJIb MMOKa3aTesei TMnuAHoro ooMeHa (mpu HeoOXOAMMOCTH TpeOyeTcsi KOpPEKLUs 03bl).

HDI/IMGHGHI/IG Y 0COOBIX T'PVYIIII ITIaITMCHTOB

Tlooicunvie nayuernivl

He tpebyercst koppeKius 1035l.

THayuenmor ¢ HapyweHuem hyHKyuu novex

Y ManueHToB C HapylleHHeM (QYHKIUM [OYEK JIETKOM WM CPEJHEH CTENCHU TSDKECTH
KOPPEKIIHS 1036l He TpeOyeTcsl. Y MalMeHTOB ¢ HapylieHueM (QYHKIIUN TTOYEK TSKENOi CTeTeHn
(KK w™enee 30 wmi/mMuH.) mnpuMmeHeHwe mpenapara Kpectop®  mpoTHBOMOKA3aHO.
[TpoTuBOTIOKa3aHO MMPUMEHEHHE Mpenapara B qo3e¢ 40 Mr manueHTam ¢ HapylmieHneM (QyHKIUW
nouek cpenneit crenenu Tsokectu (KK 30-60 mu/mun.) (cM. pasznensl «DapMakOKWHETHKA» U
«Oco0ble ykazaHus»). [lanuentam ¢ HapymieHHeM (DYHKIIMH TOYEK CPEAHEH CTENEeHU TSHKECTH

PEKOMEHyeTCs HauabHas J03a Ipenapara 5 Mr.

Tayuenmsi ¢ Hapywenuem QyuKyuu nevexu
[Tpenapat Kpectop® npoTtuBonokasaH maiyeHTam ¢ 3a00JeBaHUSMU TE€UeHH B aKTUBHOW (haze

(cMm. pazzpen «[IpoTuBonokazanus»).

OmHuueckue epynnul
[lpy w3yueHun (¢dapMaKOKMHETHMUYECKHUX TMapaMeTpoB  po3yBacTaTHHA y  MAIMEHTOB,
NPUHAUIKAIIMX K pa3HbIM JSTHUYECKMM TIpyINIaM, OTMEYEHO YBEIUYEHHE CHUCTEMHOMN

KOHIEHTpAllUl pO3yBacTaTWHA Yy SMOHIEB W KuTalieB (cM. paszen «Ocobble yKazaHUS»).



Crnenyer yuuThIBaTh AaHHBIA (akT mpu HazHaueHUW mpenaparta Kpectop® maHHBIM TpyIiaM
nanurentoB. [lpu waznauenun n03 10 mMr m 20 Mr pexkomeHayemas HadajibHas J03a s
MAaLMEHTOB MOHTOJIOUIHOW packl cocTasisieT 5 Mr. [IpoTuBONoOKa3aHoO Ha3HAYEHHE Mpenapara B

no3e 40 Mr marpieHTaM MOHTOJIOUAHOM packl (cM. pasnen «IIpoTuBonokazaHus»).

I'enemuueckuii nonumopgusm

VY Hocurenerr renorunoB SLCO1B1 (OATP1B1) ¢.521CC u ABCG2 (BCRP) c.421AA
oTMeyasiock yBenuueHue skcnosuuuu (AUC) posyBacTaTHHA IO CPaBHEHUIO C HOCUTEISIMU
renoturioB SLCOIB1 ¢.521TT u ABCG2 c.421CC. [na naumpeHTOB-HOCHUTEICH T'€HOTHUIIOB
¢.521CC nnu c.421AA pexomenayemas MakcuManbHas j03a npenapata Kpectop® cocrapisier
20 Mr onuH pa3 B cyTku (cMm. paznensl «®DapmakoknHeTHka», «B3aumoneicTBue ¢ aApyrumu

JICKAPCTBCHHBIMHA CPCACTBAMU» U «Oco0bIe YKaSaHI/IH»).

Tlayuenmsi, npedpacnonodcentvle K Muonamuu

[IpoTuBONOKa3aHO Ha3HaueHHe mpemapara B qo3e 40 Mr mamweHtam ¢ (GakTopaMu, KOTOpPbIE
MOTYT YKa3bplBaTb Ha [MPEAPACHOJIOKEHHOCTh K Ppa3BUTHIO MHONaTuu (CM. paszfen
«IIpotuBomnokazanus»). [Ipu nHaznayenun 103 10 mr u 20 Mr pekoMeHayeMas HayallbHas 1032

JUISL TAaHHOM TPYIIIIBI MAI[MEHTOB COCTaBIACT 5 Mr (cM. paszaen «[IpoTuBonokazaHus»).

Conymcmeyrowas mepanus

Po3yBacTaTuH CBsI3bIBa€TCA C PA3NMYHBIMU TPAHCIOPTHBIMU OenkaMu (B 4YacTHOCTH, C
OATP1B1 u BCRP). IIpu coBmecTHOM mpuMeHeHuH npenapara Kpectop® c¢ iekapCTBEHHBIME
npenapatamMi (TaKUMHU Kak LUKIOCIIOPUH, HEKOTOpble MHTMOMTOPHI mpotea3sl BUY, Bkitouas
KOMOMHAIIMIO pPUTOHABHpAa C  aTa3aHaBUpPOM, JIOMUHABUPOM W/WJIM  TUIIPAHABHUPOM),
NOBBIIAIOIIMMY  KOHIIEHTPAL[MI0 pO3yBacTaTWHA B IUIa3ME 3a CUYET B3aUMOJEHCTBUSA C
TPAHCTIOPTHBIMU O€JIKaMH, MOXKET IMOBBIIIATECS PUCK MUOMATHUU (BKJIIOYas pabaoMHOIN3) (CM.
paszzaensl «B3anMoieiicTBrE ¢ qPYyTUMU JIEKAPCTBEHHBIMU cpeacTBaMm» U «OcoOble yKa3aHus»).
Cnenyer O3HaKOMHUTbCA C MHCTPYKLUMEH 10 TNPHUMEHEHHUIO JTHX IIPENnaparoB INepel HX
Ha3HA4YeHHEM COBMECTHO ¢ mpemnaparoM Kpectop®. B Takux ciaywasx cieqyeT OLEHUThb
BO3MO)XHOCTh Ha3HAUYE€HHs aJbTEPHATUBHOM Tepanuy WM BPEMEHHOIO MPEKpalleHus ImpueMa
npenapara Kpecrop®. Ecnmm ke mpuMeHeHWE YKa3aHHBIX BBIINIC IPENapaTroB HEOOXOIUMO,
CJIEyeT OLIEHUTh COOTHOLIEHHE IIOJIb3bl M PHCKA CONYTCTBYIOLIEH Tepamuu IpernapaToM
Kpectop® u paccMOTpeTh BO3MOXKHOCTb CHIMIKEHHsSI €ro /1036l (cM. pasnen «B3aumogeiicteue ¢

JIPYTUMU JIEKAPCTBEHHBIMU CPEJCTBAMUY).



ITo0ouHOE nelicTBHE

HexenarenbHple peaknuu, HaOmogaeMble mpu mpueme npenapara Kpectop®, o00BIYHO
BLIpa)KeHBI HC3HAUYUTCIIBHO U HpOXOI[SIT CaMOCTOSATCIIBHO. B KOHTpOJII/IpyCMbIX KIIMHUYCCKHUX
uccienoBanusix MeHee 4% manueHToB, mnojy4yaBmux Inpenapar Kpectop®, gocpoyHo
3aBEPIINJIN yY4aCTHE B UCCIICOBAHUH B CBSI3U C HEXEIATSIbHBIMU PEAKIIHSIMHU.

Ta0iauuHbI IEpeUYeHb HEXKENATEIbLHBIX PEAKIINI

B rtabnuie 3 mpencraBieH npoduiab HEKENATEIbHBIX PEaKIMii IPU MPHEME PO3yBacTaTHHA 110
JAHHBIM KIMHMYECKHX WCCIENOBAHMM M IIMPOKOrO IIOCTMAPKETHHIOBOIO IIPUMEHCHHS;
HEXKeaTeNIbHbIE PEAKIIMU CTPYIIIUPOBAHBI 10 KATENOPUAM YaCTOTHI M KJIACCAM CHCTEM OpPIaHOB.
YacToTa BOSHUKHOBEHHsI HEXEJIATEIbHBIX PEAKIMiA MPEICTaBICHA CIEAYIOMNM 00pa3oM: 4acTo
(> 1/100, < 1/10); mewacro (> 1/1000, < 1/100); penko (= 1/10000, < 1/1000); ouens peako (<

1/10000), HeyTOuHEeHHAs YacToTa (HE MOXKET ObITh MOACYMTAHA 110 HMEIOIIUMCS JaHHBIM).

Taﬁ.lmua 3. HexenaTeabHbIe P€akIui M0 MJAHHBIM KJIHHUYECKHUX HCCJIeOBAHUM M

MOCTMAPKETUHIOBOI'0 IPUMEHCHU S

Kmacce Yacro Heuacto Peako Ouenp HeyTounenn
cucTreM peako as 4acToTAa

OpraHoBn

Hapymenus TpomOoruTo
CO CTOPOHBI MEHUs

KPOBH u
aumbaTuiec

KON CHUCTEMBI

Hapymenus Peaknuu

CO CTOPOHBI TMIIEPYYBCTB

UMMYHHOU UTEJIBHOCTH,

CHUCTEMBI BKJIFOYast
AHTMOHEBPOT
NYECKHUU
OTEK

Hapymenus | Caxapnslit
CO CTOpOHHI | quaber?
SH/IOKPUHHO

U CUCTEMBI

Ilcuxuyecku Henpeccus




(&

paccTpoOMCTB

a

Hapymenust | ['onoBHas [Tonmuneiipon | [lepudepuue

CO CTOpPOHHI | O0JIB, aTus, MoTeps | ckas

HEPBHOM TOJIOBOKPYXK aMATH HeWponarus,

CHUCTEMBI €Hue HapylIECHUE
CHa
(BKITIOUAst
OCCCOHHUILY
u HOYHbIE
KOIIIMaphl)

Hapymenus Kamens,

CO CTOPOHBI OJIBITITKA

JIbIXaTeIbHO

W CHCTEMBI,

OpraHoB

IrpyaHON

KJIETKH u

CpenocTeHus

Hapymenust | 3amop, [Tankpearur Huapes

CO CTOPOHBI | TOLIHOTA,

KeNmyJlouHo- | 60JIb B

KHUIIIEYHOTO | KUBOTE

TpakTa

Hapymenus [ToBbimienne | Xentyxa,

CO CTOPOHBI aKTUBHOCTH | F€NaTUT

NeYeHU u «TEYEHOYHBI

YKETYEBBIBO/T X»

AAX TyTeH TpaHCaMUHa3

Hapymenus Koxnbiii Cungpom

CO CTOPOHBI 3yJ, KOXKHas CruBeHnca-

KOXH u CHIIIb, JI>xoHCOHa,

MOJAKOKHBIX KpanuBHULA JIEKapCTBEHH

TKaHen asi peakius ¢




903MHOPHITU

v

el u
CUCTEMHBIMHU
CUMIITOMaMU
(DRESS-
CHHJIPOM)
Hapymenuss | Muanrus Muonarus Aprtpanrus Tennunomnar
CO CTOPOHBI (BKITIOYAS WY, HWHOTIJa
CKEJIETHO- MHO3HUT), OCJIOKHEHHBI
MBIIIEYHON U pabomMuoau € pa3pbiBOM
COEIMHUTEIb 3, CYXOXKHIIHS,
HOH TKaHU BOJIYAaHOYHO UMMYHO-
10TOOHBIN OII0CPEI0BaH
CUHJIPOM, Has
pa3pbIB HEKPOTU3HPY
MBIIIILIBI fo1as
MUOIATHSA
Hapymenns I'ematypus
CO CTOPOHBI
MOYEK u
MOUYEBBIBOJISI
IUX ITyTen
Hapymenus I'mnexomacr
CO CTOpOHBI us
pPEenpoOayKTUB
HOW CUCTEMBI
U MOJIOYHBIX
Keles
O6mue ActeHust Ortek
paccTpoiCTB
a "

HapyleHHUs B
MmecTe

BBEJICHUS




1" Yacrora 6ymer 3aBuCEeTH OT HANMYMS WIM OTCYTCTBUS (DAKTOPOB pHCKa (KOHIEHTpPAIUS

IIIOKO3Bl B KPOBH HATOIIAK > 5,6 MMoiw/1, uHAeKc Macchl Tena (MMT) > 30 kr/m?,

MOBBIIICHHAA KOHIUCHTpAUA TPUTITIMLICPUI0B, apTCpUaibHas TUIICPTCH3UA B aHaMHe3e).

Kak m B cnydae apyrux wunruoutopoB ['MI-KoA-penykraspl, 4YacToTa HEXeIaTeIbHbIX

JICKApPCTBCHHBIX peaKuHﬁ, Kak IpaBujio, 3aBUCUT OT HO3bI.

Hapywenus co cmoponul nouex

VY mnanueHTtoB, nosydaBuMx npenapat Kpectop®, aHain3 MOUM C MOMOIIBIO TECT-NOJOCKH
BBISBIISUT HAJMYUE TPOTEMHYPHHM MPEUMYIIECTBEHHO KAHAJIBIEBOrO TUMA. VI3MeHeHHs
KOJIMuecTBa Oenka B Moue (OT OTCYTCTBHUSI WJIM CIIEIOBBIX KOJIMYECTB A0 ++ mim Oosee)
HaOM0IaNKiCh KOoraa-nmu0o BO BpeMs JieueHus: MmeHee 4eM y 1% manuenTtos, nomydasmux 10-20
MT Ipernapara, u npubau3uTensHo y 3% nanueHToB, noirydaBmux 40 mr npenapara. He6onbioe
YBEJIMUYEHUE YacTOThl M3MEHEHUsl KOoJMdecTBa Oejka B Mode (OT OTCYTCTBUS WJIM CIIEAOBBIX
KOJIMYECTB JI0 +) OTMEUasioch npu npueme 103kl 20 Mr. B OoNbIIMHCTBE CilydacB MPOTCUHYPHUS
YMEHBIIAETCS WJIM HCYe3aeT CIOHTAaHHO Ha (oHe mnpojospkatomeiics tepamnuu. O0630p
pe3yJIbTATOB KIMHUYECKUX HCCIEIOBAHUI M IMOCTMApKETUHIOBOIO OINbITa IMPUMEHEHHs K
HACTOSIIIEMY MOMEHTY HE BBISIBHJI NPUYMHHO-CIICACTBEHHOW CBSI3M MEXAY MPOTEHHYpHUEH U
OCTPBIM WJIH NPOTPECCUPYIOIINUM 3a00JIEBAHUEM TOYEK.

VY nauueHToB, nonydaBmux npenapaT Kpecrop®, Habmofanach remaTypus, U pe3yJIbTaThl
KJIMHUYECKHX MCCIIeIOBaHUN TTOKA3bIBAIOT, YTO IaHHOE SIBJIEHUE BO3HUKAET PEJIKO.

Hapywenus co cmoponul ckenemuoui MycKyiamypbi

[Tpu npumenenun npenapara Kpectop® Bo Bcex 103ax M, B OCOOEHHOCTH, MpHU NpUEME 103
npenapara, npesblmapmux 20 mr, coobmanock o cienyooumx 3¢@exkrax B OTHOILIECHUH
CKEJIETHOW MYCKYJaTypbl: MHAITHs, MUOMATUs (BKJIKOYas MHO3UT), B PEIKUX CIydasx —
pabaOMHOIU3 ¢ OCTPOM TOUEYHON HETOCTATOYHOCTHIO WK 0e3 Heé.

Jlo303aBucumoe TOBBIIEHHE aKTUBHOCTH KpeaTtuHpochokuHazpl (KDK) nabmonamoce y
NAalMeHTOB, TPUHHMMABIIMX  po3yBacTaTMH. B OonbmMHCTBE ciay4aeB OHO  ObLIO
HE3HAUUTENIbHBIM, OECCUMITOMHBIM M BpeMeHHbIM. B ciyuae moBbimenus aktuBHoctd KOK
(bomee wem B 5 pa3 MO CpPaBHEHHIO C BEpXHEH TpaHUIICH HOPMBI) Tepamus JO/DKHA OBITh
npekparieHa (cM. pasnen «OcoObie yKazaHus).

Hapywenus co cmoponvl neuenu

Kak u B cnyuae apyrux uaruoutopos I'MI'-KoA-penykrasbl, y HEOOIBIIOTO YKciIa NAllMEHTOB,
NPUMEHSIBIIUX  PO3YBAaCTaTUH, HAOMIONANIOCh J10303aBUCMMOE TIOBBIIIEHHE AaKTUBHOCTU

TpaHCaMHWHA3, IIpHU 3TOM OOIBIIMHCTBO CJIy4dacB ObUTH HE3HAYUTCIIbHBIMU, 0ECCUMIITOMHBIMHU U



KPaTKOBPEMEHHBIMH.

[Tpy npuMEHEHNN HEKOTOPBIX CTATHHOB COOOIIATIOCH O CIEAYIOMINX HEeXeNaTeIbHbIX SIBJICHUAX !
CekcyanpHast TUCQYHKLUS.

Coobmanocr 00 HCKIIOUUTENIBHO PEAKUX CIydasX WHTEPCTULMANBHOM OO0JIE3HU JIETKHUX,
0CO0EHHO NpU AITUTEIHLHOM MPUMEHEHUH Tpernapara (cM. pasaen «Ocobbie yKa3aHus» ).

Yacrora cooOmeHn 0 ciydasx pabIOMHOIIN3a, CePbE3HBIX HAPYLICHUH CO CTOPOHBI MOYEK H
CepbE3HBIX HApPYLIEHUH CO CTOPOHBI NEYEHH (MPEHMYILECTBEHHO CBSI3aHHBIX C IOBBIILICHUEM

AKTUBHOCTH «II€YEHOYHBIX» TpaHCaMUHa3) Obuia Bbllle Ha oHe mprema 10361 40 M.

Ilepeno3upoBka

[Tpr 0JHOBpEMEHHOM IpUEMe HECKOJbKUX CYTOUHBIX 1103 (DapMaKOKMHETHUYECKHE MapaMeTphl
pPO3yBacTaTHHA HE U3MEHSIOTCH.

Cneunduueckoro JjedeHus NpU TNEPEJO3UPOBKE po3yBacTaTMHA He cyuecTByer. llpu
NEPEIO3UPOBKE PEKOMEHAYETCS NPOBOAUTH CUMITOMATUYECKOE JICUYEHUE U MEPOIPUITHS,
HalpaBJIeHHbIE Ha MoJJepKaHue (QyHKUUH )KU3HEHHO Ba)XHBIX OpraHoB u cucreM. HeoOxoaum
KOHTpOJb (yHKIMM neyeHH U akTuBHOcTH KOK. ManosepostHo, 4To remoauanus Oyaer

P PEeKTUBEH.

B3aunmopneiicTBHe ¢ APYrUMH J1eKAPCTBEHHBIMH CPeICTBAMH

BausiHre 0THOBPEMEHHO NPUMEHSIEMBIX MPEenapaToB Ha PO3YBACTATHH

Hneubumopvr mpancnopmuulx 0e1K08: pO3yBaCTaTUH SBISETCS CyOCTPaTOM JIJIsl OTIPEIEIeHHBIX
OCJIKOB-TPAHCIIOPTEPOB,  BKJIIOUas TpaHcmopTep mnedeHoyHoro 3axBatra OATPIB1 wu
spdmokcHbii nepeHocunk BCRP. ComyTcTByloliee NpUMEHEHHE IpernapaTtoB, KOTOphIE
SBJISIIOTCSI MHTUOUTOPAMH 3TUX TPAHCIOPTHBIX OEJIKOB, MOYKET CONPOBOXKAATHCS yBETUUYEHUEM
KOHIICHTPAllMM PO3yBacTaTHHA B IIa3ME W TOBBIIIEHHBIM PUCKOM pPAa3BHTHS MHOMATHH (CM.

tabnuity 4, pazaensl «Crnocod npuMeHeHus U 103k U «Oco0ble YKa3zaHUsD).

Luxknocnopun: Tpu OJHOBPEMEHHOM NPHUMEHEHHM po3yBacTaTHHa W mukinocnopuHa AUC
po3yBacTaTiHa OBUIH, B CpEJHEM, B 7 pa3 BBIIIC 3HAYCHUN, KOTOPHIE OTMEYAINCH Y 30POBBIX
noopoBosbiieB  (cM. Tabmuiyy 4). Ilpemapar Kpectop® mnpoTHBOIIOKa3aH MalMEHTaM,
OJTHOBPEMEHHO  TMPUMCHSIOIUM  IUKiIocnopud  (cMm.  pazgen  «IIpoTuBomokaszaHus»).
OpnHOBpeMEHHOE MPUMEHEHHE JTHUX JIEKApPCTBEHHBIX CPEACTB HE BIHMSIET Ha KOHIICHTPAIUIO

HOUKIIOCIIOPUHA B ITJIa3M€ KPOBH.



Hneubumoper  npomeaswi:  XOTA  TOYHBIM  MEXaHM3M  B3aUMOJICHCTBHS  HEHM3BECTEH,
OJTHOBPEMEHHBI TpPUEM C HHTHOMTOPOM IMPOTEa3bl MOXKET MPHUBOAUTH K 3HAYUTEIHLHOMY
YBEJIMUEHUIO  OJKCIO3MIIMKM  po3yBactarmHa  (cm.  Tabmumy  4).  Hanpumep, B
(apMaKOKMHETHYECKOM HCCIEI0OBAHUN OJHOBpEMEHHOe IpuMeHeHue 10 Mr posyBacTaTMHA U
KOMOMHUPOBAaHHOIO IIpernapara, CoJAepikailero Jasa uHruburopa mnporeazsl (300 wmr
atazanaBupa/100 Mr puToOHaBUpa) Yy 3J0POBBIX JOOPOBOJIBICB MPUBOIMIO NPUMEPHO K
TpexkpaTHoMy U cemukparHoMy yBennueHut0 AUC u Cmax po3yBacTaTHHA, COOTBETCTBEHHO.
OpnHoBpeMeHHOe npuMeHeHue npenapara Kpectop® u HEKOTOPbIX KOMOMHAIMI MHTHOUTOPOB
IpOTEa3bl BO3MOXHO IOCIE TIIATEIbHONW OLIEHKM BO3MOXKHOCTU KOPPEKLUH J03bl Ipernapara
KpecTtop® Ha OCHOBAaHMM OXUAAEMOI'O YBEJIMYEHHUS! YPOBHS 3KCIIO3MLIMU PO3YyBacTaTHUHA (CM.

pazaenbl «Crocod npuMeHeH st U 103bD», «Oco0bie yKazaHus» u Tabnuity 4).

T'emghubposun u Opyeue eunorunudemuyeckue cpeocmea: COBMECTHOE TMPUMEHEHUE
po3yBacTatiHa H TeM(puOpO3WIa NPUBOIMIO K YBEIUYCHHUIO B 2 pa3a MaKCHMAaJIbHOM
KOHIIEHTpaluu po3yBactatuHa B 1iazme kpoBu u AUC posyBactratuna (cm. pasnen «OcobObie
YKa3aHUsD).

OcCHOBBIBasACh Ha JAaHHBIX CHEHU(PUUECKUX HCCIEAOBAHUN MO U3YYCHHMIO B3aMMOJCHCTBHI, HE
OKU/IAeTCsl 3HAUUMOTO (hapMaKOKMHETHYECKOTO B3aUMOJICHCTBUA ¢ peHOPUOpaToM, BOZMOKHO
dapmakonmHamuueckoe Bizaumoneiicteue. ['emdudposmn, ¢enopudpar, npyrue ¢udparsl u
HHUAIMH (HUKOTHMHOBAs KUCIIOTA) B JIMITHICHIKAIONIMX 103aX (> 1 T/CyTKH) yBEIUYHBAIN PUCK
BO3HMKHOBEHUS MHMONATUU TPU OJHOBPEMEHHOM mpuMeHeHuH ¢ uHruoutopamu [I'MI-KoA-
pEeIyKTa3bl, BEPOATHO, B CBS3H C TEM, YTO OHM MOTYT BBI3BIBATH MUOIIATHIO TPH MTPUMEHEHHUH B
MoHoTteparnuu. [Ipuem npenapara Kpectop® B m03e 40 Mr npoTHBOMOKa3aH MPU COBMECTHOM
Ha3zHaueHuM ¢ ¢pubdparamu (cM. pasnensl «lIporuBonokazanus» u «OcoOble ykazaHus»). Takue

MNanuCHTHBI JOJIPKHBI HAYUHATD TCPAIIUIO C JO3bI 5 Mr.

D3emumub: OJHOBpEeMEHHOE MpuMeHeHue npemnapara Kpectop® B go3e 10 mMr u »3erumnbda B
no3e 10 mr composoxnanock yeennueHueM AUC posyBactatuHa B 1,2 pa3a y HNanUEeHTOB C
runepxonecrepuHeMueii  (cM. Tabmuiy 4). Henb3s uckmounTh  (hapMakoAMHAMUYECKOe
B3aUMOJICHCTBUE Mexay npenapatoM Kpectop® u 33eTUMUOOM B OTHOIICHUW HEXKENATEIbHBIX

peakmuii (cM. pasaen «OcoOble yKazaHHs»).

Aumayuovl: OJXHOBpPEMEHHOE TIpuMeHeHHe npemnapata Kpectop® wu anrtamuaa B Qopme
CYCIIEH3MH, COJIepKallleil MarHus U aJIIOMHUHHS THUAPOKCUZ, NPHUBOJWIO K CHHKEHUIO

TUTa3MEHHOW KOHIIGHTpaluu po3yBactaTmHa npuMepHo Ha 50%. JlaHHBIH >QQeKT BBIpaKeH



cinabee, eciM aHTAIlM] TPUMEHSUICS dYepe3 2 daca mocie mnpuema mnpernapata Kpectop®.

Knuanyeckoe 3HaueHune mof00HOr0 B3aMMOACHCTBHS HE U3y4allOCh.

Opumpomuyun. OJHOBPEMEHHOE MPUMEHEHHE pO3yBacTaTWHA W APUTPOMHUIIMHA MPHUBOIUIO K
ymenbinennto AUC posyBactatuna Ha 20% u Cmax posyBactatuHa Ha 30%. IlomoOnoe
B3aUMOJICICTBUE MOKET BO3HHUKATh B pe3yjJbTaTe YCUJIICHUS MOTOPUKUA KHUILICYHUKA,

BBbI3BIBACMOI'O HpI/IéMOM SpUTPOMULIUHA.

Hzogpepmenmor yumoxpoma P450: pe3ynpTaThl HCCIeA0BaHmiA iN VIVO 1 in Vitro mokasaimu, 4to
pO3yBacTaTHH HE SIBJSETCS HM MHTHOMTOPOM, HH HHIYKTOPOM H30(epMeHTOB 1uroxpoma P450.
Kpome Toro, po3yBacTaTHH SIBISICTCS CIIaObIM CyOCTpaToOM Uit ATHX H30(pepMeHTOB. ITosaToMy
HE OXKHIACTCS B3aUMOJCHCTBUS PO3yBAaCTaTHHA C JPYTMMH JICKAPCTBEHHBIMH CPEACTBAMU Ha
ypoBHE MeTabomM3Ma ¢ ydactueM u3odepmeHToB nutoxpoma P450. He oTMeueHO KIMHUYECKH
3HAYMMOTO B3aUMOJICHCTBUS pO3yBacTaTHHa C (PIIyKOHA30JI0M (MHTHOUTOPOM H30(EePMEHTOB

CYP2C9 u CYP3A4) u kerokonazonom (naruouropom nzopepmenToB CYP2A6 u CYP3A4).

BzaumojeiicTBue ¢ JIGKAPCTBEHHBLIMH CPEACTBAMHU, KOTOPOE TDC6VCT KOPPCKIHUHU J0O3bI

po3yBacrartufa (cm. Tadbauny 4)

o3y npenapara Kpectop® crienyer KOppeKTHpOBaTh IPU HEOOXOJMMOCTH €r0 COBMECTHOTO
MPUMEHEHHUS C JIEKApCTBEHHBIMH CPEJICTBAMHU, YBEIIMYUBAIOLUIUMH SKCIO3UIIMIO PO3yBaCTaTHHA.
Ecnu oxwupmaercss yBennueHUE HSKCIO3UIMU B 2 pa3a u Oosee, HaydalbHas J03a Mpenapara
Kpectop® coctaBnsger 5 Mr oauH pa3 B cyTku. Taxke cieayeT KOppeKTHpOBaTh MaKCUMAJIbHYIO
cyTouHylo 103y npenapata Kpectop® Tak, yToOBl OKpJaemasi SKCIO3UIUS pO3yBacTaTHHA HE
mpeBblIafia TakoBYK [Uisi A03bl 40 wmr, mnpuHUMaeMod Oe3 OJHOBPEMEHHOro TpueMa
JIEKapCTBEHHBIX CPEACTB, B3aUMOJICHCTBYIOIIMX C pOo3yBacTaTMHOM. Hampumep, MakcumalnbHas
CyTO4YHas J03a npenapara Kpectop® mpu ogHOBpeMEeHHOM MPUMEHEHHH ¢ TeM$puopo3miom — 20
Mr (yBeJlIMueHHe dKcrmo3unuu B 1,9 pasa), ¢ puroHaBupom/atazanasupom — 10 mr (yBenudeHue
sKcro3uimu B 3,1 pasa).

Koppekuust HauanpHOU 10361 Mipenapara Kpectop® He TpeOyeTcs, eciau 0KuIaeTcsl yBeITuIeHHe
OKCTIO3HUIIMU MEHEee YeM B 2 pa3a, OJTHaKO, IPU yBEITHMYEHHUH 036l NpenapaTa Kpectop® Boimie

20 Mr ciemyeT coOM0aaTh OCTOPOKHOCTb.

Tabauna 4. BaussHue comyTcTBYIOIIeil Tepamuu Ha ’Kkcno3unuio posyBacratuna (AUC,
JaHHbIE TPHUBEJAEHbI B MNOPs/IKe YObLIBAHMS BeJIUYHHBI JKCIO3HIMU) — Pe3yJbTAThI

ONny0JMKOBAHHBIX KJIMHUYECKHUX MCCJIeI0BAHUI



Yeeauuenne AUC po3yBactaTuHa B 2 U 60J1ee pa3za

Pexum Tepanum npenaparamu,
B3aMMO/1eliCTBYIOIIMMH c

PO3yBaCTATHHOM

Pexum npuemMa

po3yBacTaTuHa

N3menenue AUC

posyBacraTuHal

CodocoyBup/BenmaracBup/BOKCH
narnpesup (400 mr — 100 mr — 100
mr) + Bokcuianpesup 100 mr 1

pa3 B CyT., 15 guen

10 Mr oTHOKpaTHO

VBenuuenue B 7,4 paza

Huxknocnopun 75-200 mr 2 pasa

B CYT., 6 Mec.

10 mr 1 pa3 B cyT., 10 nuei

VBenuuenue B 7,1 paza

Haponyramun 600 mr 2 pasa B

CyT., 5 nHeM

5 MT OHOKpPATHO

YBenuuenue B 5,2 paza

Peropadpenn6 160 mr 1 pas B

cyT., 14 nuen

5 MI OTHOKpPaTHO

YBenuuenue B 3,8 paza

ArazanaBup 300 Mr/puTOHABHUD

100 mr 1 pa3 B cyT., 8 nHei

10 Mr ogHOKpATHO

VYBenuuenue B 3,1 paza

Benmnaracup 100 mr 1 pa3 B cyT.

10 mMr ogHOKpaTHO

YBenuuenue B 2,7 pa3a

OmbuTacBup 25
MT/TIapUTATIPEBUD 150
mr/putonasup 100 mr/nacaOysup

400 mr 2 pa3za B CyT.

5 MT OJHOKPATHO

YBenuuenue B 2,6 pasa

Tepudnynomua

Het nanHbIX

VYBenuuenue B 2,5 paza

['pazonpeBup 200 mr/am6acBup
50 mr 1 pa3 B cyT., 11 nHei

10 Mr oTHOKpaTHO

YBenuuenue B 2,3 paza

I'tekanpeBup 400
mr/mubpentacsup 120 mr 1 pa3 B

CyT., 7 THEH

5 MI' OTHOKpPATHO

VYBenuuenue B 2,2 pasa

Jlonunasup 400 wmr/puToHaBUp

100 mr 2 pa3a B cyT., 17 nueit

20 mr 1 pa3 B cyT., 7 nHEH

VYBenuuenue B 2,1 paza

Kanmatuaun6 400 mr 2 pasza B

CYT.

10 Mr ogHOKpPATHO

VYBenuuenue B 2,1 paza

Knonunorpen 300 MT
(marpy3o4Has 103a), 3aTeM 75 Mr

yepes 24 4

20 Mr OJIHOKpaTHO

VYBenuuenue B 2 pasza




®octamatuau6® 100 mMr 2 pasa B

CYT.

20 Mr OJIHOKpaTHO

YBenuyenue B 2 paza

®debdykcoctar 120 mr 1 pas B CyT.

10 mMr ogHOKpaTHO

YBenuuenue B 1,9 paza

I'empubpo3mn 600 mr 2 pasza B

CyT., 7 THEHN

80 MI OTHOKpPATHO

YBenuuenue B 1,9 paza

YBeauuenne AUC po3yBacTaTHHA MeHee YeM B 2 pa3a

Pesxxum Tepanum mnpemaparamu,
B3aMMOJEHCTBYHOIIUMH c

PO3yBaCTATHHOM

Pesxxnm npuemMa

PO3yBacTaTHHA

N3menenue AUC

posyBacTaTuHa’

Ontpombonar 75 mr 1 pa3 B cyT.,

5 nueit

10 Mr ogHOKpATHO

YBenuuenue B 1,6 paza

Hapynasup 600 Mr/puToHaBHP

100 mr 2 pa3a B cyT., 7 1Hel

10 mr 1 pa3 B cyT., 7 q1Hel

VYBenuuenue B 1,5 paza

Tunpanasup 500 mr/putoHaBHp

200 mr 2 paza B cyT., 11 guei

10 Mr oHOKpATHO

YBenuuenue B 1,4 pasa

Hponenapon 400 Mr 2 pa3a B CyT.

Het manubix

VBenuuenue B 1,4 paza

Htpakonazon 200 mr 1 pa3 B

10 Mr ogHOKpaTHO

VBennuenue B 1,4
2

CyT., 5 THEU paza

O3erumud 10 mr 1 pa3 B cyT., 14 | 10 mr 1 pa3 B cyrku, 14 | YBenuuenue B 1,2
JHEen JHEn paza?

Cuuxenune AUC posyBacTaTuHa

Pe:xxum Tepanuu npenaparamm, | Pexum npuema | U3menenne AUC
B3aMMO/1eliCTBYIOLIUMHU ¢ | po3yBacTaTuHa posyBactaTuHal
PO3yBacTaTHHOM

OputpomunuH 500 Mr 4 pasa B

CyT., { nHEH

80 Mr oTHOKpaTHO

Cumxenue Ha 20%

baiikanun 50 mr 3 paza B cyT., 14

JHen

20 Mr OJTHOKpaTHO

Camxenue Ha 47%

JlaHHBIC, TIpencTaBlieHHBbIE B BHIE KpaTHOro m3meHeHHss AUC, sSBISIOTCS OTHOIICHHEM
3HAYEHUs ITOTO TOKa3aTels Ha JOHE COMYTCTBYIOIMIEH Teparnuy K 3HAYCHUIO TToKa3aTess pu
MOHOTEpaNuu po3yBacTaTuHOM. JlaHHBIe, IpeCTaBICHHbIE B BUae %0, ABISIOTCS pa3HULEH B
% wmexnay nokazateneM AUC Ha ¢oHe comyTCTBYIOIIEH Tepanmuu M 3HAUYCHHEM IOKa3aTess
IPY MOHOTEPAINUU PO3yBaCTATHHOM.

brnto HECKOJILKO B3aMMOJEHCTBUI C

IMPOBEACHO HCCJ’I@JIOBaHI/Iﬁ JICKApCTBEHHOT'O

npemnapaTromMm KpCCTOp® B pa3HbIX O03axX, a B Ta6J'II/II_IC MOKa3aHbl HauOoJiee 3HAYMMEIC



COOTHOIICHMUA.

Crnenyromue JieKapcTBEHHBbIE NpenapaTbl M HMX KOMOMHAIMKM HE OKa3bIBAIM KIMHUYECKH
3HAUUMOro 3¢ @eKTa Ha SKCIO3MLIHUIO PO3yBacTaTWHHA HPU HMX COBMECTHOM IPHUMEHECHUU:
anernutasap 0,3 mr, 7 gaeit; henodudpar 67 mr 3 pasza B cyT., 7 nHei; ¢urykonazon 200 mr 1 pa3
B CyT., 11 nueit; pocamnpenasup 700 mr/puronasup 100 mr 2 pasza B cyT., 8 qHEli; KETOKOHA30
200 mr 2 pasa B cyT., 7 nueil; pudamnuiua 450 mr 1 pa3 B cyt., 7 aueii; cunumapus 140 mr 3

pasa B CyT., 5 THEH.

Biusaue OPpHUMCHCHHA PO3YyBACTAaTHHA HA OJHOBPEMCHHO INMPUMCHACMBIC TIPCTIApAaThI

Aumazonucmor sumamuna K

Kak u B cinyuae npyrux uaruéuropoB ['MI'-KoA-penykra3pl, Hayano Jie4eHus: UM yBEIHUUEHHE
no3sl penapara Kpecrop® y nanunueHToB, OJHOBPEMEHHO NOJIYYAIOIIUX aHTAarOHUCTHl BUTAMUHA
K (manpumep, BaphapuH uim Ipyrue mpoTHBOCBEPTHIBAIOIINE CPEACTBA KYMapHUHOBOTO PSJIa),
MOJKET NPUBECTU K YBEIMYEHHUIO MEXIYHapOJHOro HopManu3zoBaHHoro otHoumenus (MHO).
Otmena uiu cHUKeHHe 1036l penaparta Kpectop® mosxer npuBoauth K ymensinenuto MHO. B

TAaKHUX CIydasaX PEKOMCHAYCTCS KOHTPOJIb MHO.

Ilepopanvhvle KoHmMpayenmugbl/20pMOHO3AMECUMENbHAS MePanisl

OnHOBpeMEHHOE NMPUMEHEHUE PO3yBacTaTHMHA M MEPOPAJIbHBIX KOHTPALENTUBOB YBEIMYUBAIIO
AUC stunumserpaguona u AUC Hoprectpena Ha 26% u 34%, cooTBeTcTBeHHO. Takoe
YBEIIMYCHUE TUIA3MEHHOW KOHIEHTpAIMHM JIOJDKHO YUYUTHIBATBCS TP MOJOOpE O3B
NEPOPANBHBIX KOHTPAlenTHBOB. (DapMaKOKMHETHYECKHE JaHHBIE 110 OJIHOBPEMEHHOMY
npuMeHeHHto Tpenapata Kpectop® M ropMoHO3aMECTUTENBHOW Tepanuu OTCYTCTBYIOT,
CJIEZIOBAaTENIbHO, HENb3sl MCKIIOYUTh aHAIOTWYHBIM 3(dekr mnpu mnpuUMeHEeHHH JaHHbBIX
npenapatoB. OmHaKo Moj00Has KOMOWHAIMS IIMPOKO NPHUMEHSJIACh KCHIIMHAMH BO BpeMs

MPOBEACHU KIIMHUYCCKHUX I/ICCJ'IeI[OBaHI/Iﬁ 1 X0pomo nNepeHoCHuJIaChb MalucCHTaMu.

Ilpouue nexapcmeennvle npenapamsoi

Jlueokcun: Ha OCHOBAaHHUU peE3yJIbTATOB CHEUU(DUYECKUX UCCIEJOBAHUN JIEKAPCTBEHHOTO
B3aWMOJICUCTBUSI HE OXHUAACTCA KIMHUYECKH 3HAYMMOTO B3aMMOJICUCTBUS PO3yBacTaTHHA C
JIUTOKCUHOM.

@y3udosas Kucioma: WCCICIOBAHUS JEKAPCTBEHHOTO B3aMMOJACHCTBHUS pO3yBacTaTWHA C
(Gy3U1I0BOI KHCIIOTOW HE MPOBOAWINCH. [Ipr 0OTHOBpEMEHHOM MTPOBEACHUN CUCTEMHON Teparuu

q)YSHHOBOfI KHCJIOTOM W CTaTHUHAMH MOJKET IOBBINIATHCS PUCK pPa3sBUTUA MUOIIATHUH, BKIIOYasg



pabomuonn3. MexaHu3M JaHHOTO B3aUMOJICHCTBUS (SBIIICTCS JTU OHO (papMaKOIMHAMHYCCKUM
Wi (HapMaKOKMHETHYECKUM, WIH U TeM, U JIPYTHM) TToka He u3ydeH. Coo0manock 0 pa3BUTUU
pabaomuonu3a (B TOM YHUCIE, C JETAIbHBIM HCXOJIOM) Yy MAIMEHTOB, MPUMCHSIBIINX TaHHYIO
KOMOHMHAIIHIO.

Eciu cucremuas tepanus (Gy3u0BOH KHUCIOTOM SBISETCS HEOOXOJAMMOM, JICYCHHE TIperapaToM
Kpectop® criepyer npekpaTuth Ha nepuoj npreMa (Gpy3uaoBoit kuciaoTsl (cM. pazaen «Ocolbie

yKa3aHUs»).

Oco0ble ykazaHus

[Moueunsie 3 exThl

VYV mnamnueHToB, MOJyYaBIIMX BBICOKME J03bl mpenapata Kpectrop® (B ocHoBHOM, 40 wMr),
HaOmo/lanach KaHalblieBas MPOTEHHYPHs, KOTOpas B OONBIIMHCTBE CcIydaeB Oblia
TpaH3uTOpHOU. Takas MpOTEeHHYPHs HE CBUIETENLCTBOBANIA 00 OCTPOM 3a00JIEBAHUU MOYEK WIIH
MPOTrPECCUPOBAHKNH 3a00JIEBaHUS TTOYEK. Y MAIMEHTOB, MPUHUMAIOIIMX TIpenapat B no3e 40 wmr,
PEKOMEH/TyeTCSl KOHTPOJIUPOBATH MTOKa3aTe i (DYHKIIUU TTOYEK BO BPEMsI JICUCHUSI.

Hapynienus co cTOpOHBI CKEISTHON MYCKYIATYPhI

[Ipn nmpumenenun npemnapara Kpectop® Bo Bcex 103aX M, B OCOOCHHOCTH TPH NPHEME 103
npenapara, npesbimapomux 20 mr, coobmanock o cienyrommx 3(dekrax B OTHOIICHUH
CKEJIeTHOMN MYCKy.HaTypI)I: MHAJITHUA, MUOIIaTUA, B pCAKHUX ClIydasaX pa6I[0MI/IOJII/13.

Onpenenenne aktusHoct KOK

Onpenenenne aktuBHocTh K@OK He criemyeT mpoBOIUTH MOCIE MHTEHCHBHBIX (PU3HMUECKUX
Harpy30K WJIM IpU HAIAYUU JPYTHX BO3MOXKHBIX NPUYUH yBennueHus aktuBHoctH K®PK, gro
MOXET INPHUBECTHM K HEBEPHOM HWHTEPHPETALMM IOJYyYECHHBIX pE3yJbTaroB. B ciywae ecin
ucxonHas akTuBHOCTh KOK cymiecTBeHHO noBbliieHa (0ojiee yeM B 5 pa3 MPEeBbIIIAET BEPXHIO0
IpaHUIly HOpPMBI), uepe3 5-7 nHEH ciedyeT HpOBECTH IMOBTOpHOe u3MepeHue. He cienmyer
HAYMHAThH TEPAIHIO, €CIIM TIOBTOPHBIA TECT MOATBEPIKAAET UCXOMHYI0 akTuBHOCTH KDK (Oonee
9YeM B 5 pa3 MpeBbINIacT BEPXHIOK TPAHUILY HOPMBI).

Jlo Havana Tepanuu

[Tpu HazHauenuu mpenapata Kpectop®, Tak ke, Kak U IpU Ha3HAYEHUU JAPYTUX HHTUOHTOPOB
I'MI'-KoA-penykTa3bl, mareHTaM ¢ UMEIOIUMHUCS (haKTOpaMu PUCKa MUOTIATUH/PadOMHOIN3a
CIIelyeT TMPOSBIATH OCTOPOXKHOCTH (cM. pasgen «C  OCTOPONKHOCTBIO»), HEOOXOIMMO
pPacCMOTPETh COOTHOLIEHNWE PUCKA W BO3MOXKHOM II0JIb3bI TE€PAIUM U MTPOBOAUTH KIMHUYECKOE
HaOJro1eHue.

Bo Bpemst Tepamnuu

Crnenyetr nmponH()OpPMHUPOBATH MAIMEHTa 0 HEOOXOIUMOCTH HEMEICHHOTO COOOIIEHUs Bpady O



CIIy4asiX HEOXXHJIaHHOTO IOSBJICHUS MBIIIEYHBIX OOJeil, MBIIIEYHON CIabOCTH WM CIIa3MOB,
OCOOEHHO B COYETAHMM C HEJAOMOTaHUEM M JIMXOPAaAKOH. Y TakuxX MalHUEHTOB CIEAyeT
onpenenats aktuBHOCcTh KOK. Tepanus nomkna ObITh MpekpaiieHa, eciu akTuBHOCTE KDOK
3HAYMTEIBHO MOBBIIICHA (00Jiee YeM B 5 pa3 10 CPaBHEHUIO C BEPXHEH I'paHUICH HOPMBI), UIIH
€CJIM CUMIITOMBI CO CTOPOHBI MBIIII] PE3KO BBIPAKEHBI U BBI3BIBAIOT €KEIHEBHBIN ITUCKOMOPT
(maxxe ecnmu aktuBHOCTh KDK moBbimieHa He Gojiee yeM B 5 pa3 MO CPaBHEHHIO C BEpXHEH
rpanuieit Hopmbl). Ecnu cumntoMbl ucyesaror, u aktTuBHOCTh KDOK Bo3Bpaiaercs k HOpMme,
ClIelyeT pacCMOTPETh BOINPOC O MOBTOPHOM Ha3HaueHuU mnpenapara Kpecrop® wnm apyrux
uaruouTopoB I'MI'-KoA-penykTazbl B MEHBIIMX J03aX IpPH TIIATEILHOM HAOIIOJICHUU 3a
HALUEHTOM.

PyTtunnbIii KoHTpOJHs akTHBHOCTH K®K 1mpH OTCYTCTBUM CUMIITOMOB HelleJIeco00pa3eH.
OTMedeHbl OYeHb PElIKHE Clydal MMMYHO-OIOCPEIOBAaHHOW HEKPOTH3UPYIOLIEH MHUOMATUU C
KIMHUYECKHUMH TPOSIBICHUSAMHU B BHJE CTOWKOW cJIa0OCTH MPOKCUMAIBHBIX MBI U
noBbieHus: akTUBHOCTU K@K B chIBOpOTKE KPOBU BO BpeMs JIEUEHUS WIH NPHU NPEKpaIleHUu
IpueMa CTaTMHOB, B TOM 4HCJE po3yBacTaTMHAa. MokeT mnoTpedoBaThCcsi IPOBENECHUE
JOTIOTHUTETIbHBIX ~ UCCIEOBAaHUM  MBIIIEYHOH U HEPBHOM CHUCTEMBI, CEPOJOTHYECKUX
UCCJIEIOBAHMM, a TaKXKe Tepanusi MIMMYHOJICTIPECCUBHBIMU CPEACTBAMH.

He ormeueHo npu3HAakoB yBeJIWYEHHUS BO3JEHUCTBUS Ha CKEJIETHYIO MYCKYJaTypy IpH IIpUEMe
npenapata Kpecrop® u comyrcrByromeil Tepanuu. OHako coodmanock 00 yBeTHUeHHH YMCIIa
CIy4aeB MHUO3WTa U MUOINATUHU Y MAIlMEHTOB, MPUHUMABIIKNX JApyrue uHruoutopsr ['MI-KoA-
pelnyKTa3bl B COYETAHWU C MPOU3BOAHBIMU (PUOPUHOBOI KHUCIIOTHI, BKIIOYass reMpuoposui,
[IUKJIOCTIOPHH, HUKOTHHOBYIO KHCIIOTY B JIMIHJICHMKAIOMIMX J03ax (> 1 r/cyTkH), a30ibHBIC
IPOTUBOTPUOKOBBIE CpelicTBAa, MHIHMOUTOpHl mpoteassl BUY um MakpoinjgHble aHTHUOMOTHKH.
['eM¢pubpo3ms1 yBennYMBaeT PUCK BO3HUKHOBEHUS MHUOIATHM MPU COBMECTHOM IMPHUMEHEHHUHU C
HekoTopbiMU HHrHOuTOpamu I'MI-KoA-pemykrazpl. Takum o0pa3om, He peKOMEHIyeTcs
OJIHOBpEMEHHOe mpuMmeHeHue mnpemnapata Kpecrop® wu rempubposuna. JomkHO OBITH
THIATEJIbHO B3BEIIEHO COOTHOLIEHHWE pHUCKAa U BO3MOXXHOM TMOJIB3BI TNPU COBMECTHOM
npuMeHeHun npemnapata Kpectop® u  ¢pubOpatoB uiIM  HUKOTMHOBOW  KHCIOTHI B
IunuAcHmkarommx no3ax. IlporuBonokasan mpuém npemnapata Kpectop® B noze 40 mr
coBMecTHO ¢ (pubpatamu (cMm. paznensl «[IporuBomnokazanusi» u «B3anmopeiicTBue ¢ npyrumMu
JIEKaPCTBEHHBIMU CPEIICTBAMUY).

Yepes 2-4 venenu mocie Havyajla JIEYSHHUs W/WIM MPH MOBBILIEHUU J03bI npenapara Kpectop®
HEOOXOJ UM KOHTPOIIb TOKa3aTele IUMUAHOTO oOMeHa (NP HEOOXOAMMOCTH Tpedyercs
KOPPEKLHUS JJ03b1).

DyHKIUS neYyeHn




PexomeHyeTcst MpoBOANTh ONpezeNieHre NoKa3arened GyHKIMN NeYeHH A0 Havyajaa Tepanuu U
yepe3 3 mecdua nocie Hadana tepanuu. [Ipuem npenapata Kpectop® cinenyeTr npekpatutb Win
YMCHBIINUTL A03Yy IIpfriapara, C€CJIM aKTUBHOCTH «IICUCHOYHBIX» TpaHCAMHWHA3 B CBIBOPOTKE
KpoBHU OoJiee ueM B 3 pa3a NPEBbIILIACT BEPXHIOIO I'PAaHUILY HOPMBI.

Y nauuMeHTOB € TIMIIEPXOJECTEPUHEMHUEH BCIEACTBUE TUIIOTHPEO3a WIH HEPPOTHUECKOrO
CUHApOMa TCpalnusa OCHOBHBIX 3a0o0JieBaHH JOJDKHAa TIIPOBOAMTHCA 10 Ha4dajla JICUCHUA
npenaparoM Kpecrop®.

Oco0nIe MONYJIAIAH. DTHUYSCKHUE TPYIIIEI

B xome dapmMakokMHETHYECKHMX HCCIEIOBAaHUN CpeIu KHTAMCKUX U SAMOHCKUX MaI[MEeHTOB
OTMEYEHO YyBEJIMYECHHE CHCTEMHOM KOHIICHTPAllMM pO3yBacTaTMHA [0 CPaBHEHUIO C
MOKa3aTeJsIMHU, MOJTyYCHHBIMU cpenu MalUEeHTOB-EBPOIICOHI0B (cMm. pazzenbl
«®PapmakoknHeTHKa» U «Croco0 MPUMEHEHUSI U 103b1»).

Nuruduropsl nporeassl BUY

He pexomenayercs coBMECTHOE MPUMEHEHUE Mpenapara ¢ MHruouropamu nporeassl BUY (cwm.
paznen «B3auMoeiicTBIE C qPYyTrUMHU JICKAPCTBCHHBIMHU CPEIICTBAMIE).

Jlakto3a

[Ipemapar He cieqyer NPUMEHATH Yy MAUUMEHTOB C JIAKTa3HOW HENOCTAaTOYHOCTBIO,
HETIEPEHOCHMOCTBIO TAIAKTO3BI U TITFOK030-TATAKTO3HOW MaIbaOCOPOIHEH.

HurepcTuimansHas 00JI€3Hb JETKUX

[lpy mnpUMEHEHUH HEKOTOPBIX CTAaTHHOB, OCOOCHHO B TEYCHUE [UIUTEIBHOTO BPEMEHH,
cooOmanock 00 HCKIIOYUTENBHO PEIKUX CIydasX MHTepCTHIHAIbHON OOJEe3HH JIeTKUX.
HpOfIBJ'IeHI/IflMI/I 3a00JIeBaHU MOT'YT ABJIATHCS OABIIIKA, HerOIIYKTI/IBHBII\/'I Kall€Jib 1 YXyAUICHUC
o0miero caMouyyBCTBHS (C1ab0CTh, CHUKEHHE Macchl Tena M juxopazaka). Ilpu mogo3penun Ha
MHTEPCTULMANIBHYIO 00JIE3Hb JIETKUX CIIelyeT IPEKPaTUTh Teparuio CTaTUHAMH.

CaxapHblil auader 2 THuma

VY nanueHTOB € KOHLIEHTpalMeW TINIOKO3bl OT 5,6 10 6,9 MMOib/1 Tepanmusi mpernapaToM

Kpectop® accomumpoBaiach ¢ MOBBIIIEHHBIM PUCKOM Pa3BUTHS CaXapHOTO auadeTa 2 Tura.

Biansinne Ha c10COOHOCTH YIIPABJISITH TPAHCIIOPTHBIMH CPEeACTBAMH, MEXaHM3MAMH

He npoBoauiock uccneaoBanuii o M3y4eHuIo BiIusHuA npenapara Kpectop® Ha criocoOHOCTH
YOPaBIsATh TPAHCHOPTHBIM CPEICTBOM U HCIOJIB30BaTh MeXaHu3Mbl. Crenyer coOmroaarh
OCTOpPOKHOCTh TPH YIPABICHUHM aBTOTPAHCIOPTOM WM paboTe, TpeOyromied MOBBIIICHHON
KOHIIGHTPAaLlM! BHUMAHUS U OBICTPOTHI MCHUXOMOTOPHBIX PEaKUUi (BO BpeMsl Tepamuu MOXKET

BO3HUKATbh FOJIOBOKPYKEHUE).



®opma BBINLYCKA

TabneTKu, MOKPHITHIE MNEHOYHOU 000I0YKOM, 5 Mr.

[To 14 Tabnerok B Onucrepe U3 AJTIOMHHHEBOTO JIAMUHATa/aTIOMUHUEBOW  (hosbru,
copMUpOBaHHOM 13 (OPMOBOYHOIO JIAMHUHATA, COCTOSAIIEr0 W3 MojduaMuaa |/ MATKOH
ATIOMUHHEBOW  Qosbru/ HemnactuduiupoBanHor moauBuHuiaxiopuanod (IIBX) mienkw,
3areyaTaHHOM 3aKaJIEHHOW AIIOMUHUEBOW (OJBIOM, MOKPHITOM TEPMOJAKOM; MO 2 WM 7
OMUCTEPOB C HHCTPYKIHMEW IO TNPUMEHEHHIO B KAPTOHHOM IMayke C KOHTPOJEM IIEPBOTO

BCKPBITHA.

YciaoBust XxpaHeHUs

ITpu Temneparype He Boime 30 °C, B HEAOCTYIHOM /ISl AETEN MECTE.

Cpoxk rognocru

3 roga. He npuMeHsTh 110 MCTEUEHUH CPOKA I'OJHOCTH, YKA3aHHOT'O Ha YIIaKOBKE.

YcaoBus ornycka

OTmycKaroT 1o peLenty.

HaumeHoBaHue H MOpUAMYeCKHH aapec Aep:kartens (BJajeablla) PerucTPALMOHHOIO
YI0CTOBEpPeHHUS

Actpa3eneka IOK Jlumuten, 1 ®pencuc Kpux Asenro, KemOpumx buomeaukan Kammyec,
KemOpumx, Bemukoopuranus CB2 0AA

AstraZeneca UK Limited, 1 Francis Crick Avenue, Cambridge Biomedical Campus, Cambridge,
United Kingdom CB2 0AA

IIpousBoaurenn

Ailludp dapmacwsrotukainc Uuk, KAPP 188, Jlor 17, Can Ucuapo Uunactpuan Ilapxk, I1O
1624, Kanosanac, PR 00729, ITyspto-Puxo

IPR Pharmaceuticals Inc, Carr 188, Lote 17, San Isidro Industrial Park, PO Box 1624,
Canovanas, PR 00729, Puerto Rico

®acoBUIUK (MEPBUYHASL YIAKOBKA)
Actpa3eneka IOK Jlumuren, Cunk Poyn busnec Ilapk, Maxkiachuna, Yemmup SK10 2NA,

Benukobpurtanus



AstraZeneca UK Limited, Silk Road Business Park, Macclesfield, Cheshire SK10 2NA, United
Kingdom

YnakoBmmuk (BTOPpUMYHAS (MOTPeOMTENbCKAS]) YNAKOBKA) M BbINYCKAIOIUI KOHTPOJb
Ka4ecTBa

00O «Acrpa3enexa Unnactpus»

249006, Poccus, Kanyxckas obmacts, bopoBckuii paiion, nepeBus Joopuno, 1-b1it Boctounsrii

poe3, BiIajieHue 8

Haumenosanue, adpec opeanuzayuu, YnoiHOMOYEHHOU oOepicamenem UMY  81d0erbyem
PecuCmpayuonHo20  y0OCmogepenus  1eKapCmeenHo2o0  npenapama  Onsi  MeOUYUHCKO20
NpUMeHeHUs Ha NPUHAMuUEe NPemeH3uLl om nompeoumers.

00O «Actpa3eneka @apmMacbOTHKAI3»

123100, r. Mockga, 1-it KpacHorBapaeiickuii mpoesn, a. 21, ctp. 1, atax 30, komHatst 13 u 14
Teir. +7495 7995699

dakc +7495 7995698
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