MHCTPYKLMA 1O MEJUITUHCKOMY ITPUMEHEHUNIO JIEKAPCTBEHHOI'O
[IPEITAPATA

KpecTop®

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

JlekapcTBenHasi popma : TabneTKU, TOKPHITHIE TNIEHOUYHON 000JI0YKOI

Cocras

Kaoicoas mabnemra, nokpeimas niénouHou 000104KOU, COOePAHCUN.:

AxmusHoe eujecmso: 5 MI po3yBacTaTUHA B BUJIC PO3yBaCTaTHHA KaJbIIHS.

Bcnomocamenvhole sewecmea: JIAKTO3BI MOHOTHJIpaT 93,08 MT, LEJLUTION03Y
Mukpokpuctaumyeckyro 31,02 mr, kaneuusa ¢ocdar 11,32 mr, kpocnosuaon 7,50 Mr, maraus
creapat 1,88 mr; ¢ cocmase naénounoti obonouxu mabaemku: MakTo3sl MOHOTHApAT 1,80 MT,
runpomeriosy 1,26 mr, tpuanetud (riaunepuHa tpuanerar) 0,36 mr, tutana guokcun 0,90 wmr,

KpacHuTelb xkene3a okeua xkeéntoiit 0,18 mr.

Onucanue
TabneTkn 5 Mr: Kpyrible, ABOSKOBBINYKJIbIE TAaOJETKH, MOKPBITbIE IMIEHOYHONW 000JIOUKON

JKEJITOTO 1IBETa, ¢ TpaBupoBkoi “ZD4522 57 Ha ogHOM CTOpOHE.

dapmakoTepaneBTHYECKAs TPYNIA: TUNoIunuaeMuieckoe cpeactso - 'MI'-KoA- penykrassl
WHTHOUTOP

Koax ATX: C10A A07

Mexanusm deticmsus

Po3yBacTaTuH sBIsIeTCS CENIEKTUBHBIM, KOHKYpeHTHbIM HHrHOuTopoM I'MI-KoA-penyxrasbl,
depMeHTa, TpeBpamaromIero 3-THIPOKCU-3-METHITIIYTapiuil KopepMEeHT A B MEBAIOHOBYIO
KHCIIOTY, NpPEIUIECTBEHHUK XxoJjiecTepuHa. OCHOBHOW MHIIEHBIO JEUCTBUS pO3yBacTaTUHA
ABIIIETCS. TI€UeHb, THEe oOcymecTBisieTrcs cuHTe3 xonectepuHa (XC) wu  karabomusm
JUTIONPOTENHOB HU3KOM muioTHOCTH (JITTHIT).

PosyBactatvH yBEeIMYMBAET YUCIIO «Me4eHOUHBIX» penentopoB JIITHIT Ha moBepXHOCTH KIIETOK,

noBeImas 3axBaT W karabonusm JIITHIL, uto B cBOIO odepenar MPUBOIUT K UHTHOUPOBAHUIO



CHUHTE3a JUMONPOTEHHOB oueHb HU3KOM rmmoTHoctu (JITIOHII), ymeHbas Tem cambiM oO1ee

kommmuectso JITTHIT u JITTOHII.

dapMakoIUHAMHKA

Kpectop® cHmxkaeT moBbiieHHbIE KoHIeHTpanuu xojectepuna JIITHIT (XC-JIITHIT), obmiero
xonectepuHa, TpurauiepuaoB (TI7), moBBIIaeT KOHIIEHTPALIUIO XOJECTEPUHA JIUIIONPOTESHHOB
BbicOKON TuioTHOCTH (XC-JIIIBII), a Takke CHM)KAaeT KOHIICHTPALlMM arojunonporenHa B
(AnoB), XC-meJITIBII, XC-JIIIOHII, TI-JIIIOHII w yBeau4WBaeT KOHIEHTPAIUIO
anosiunionporeriHa A-l (AmoA-I) (cm. Tabmunel 1 u 2), cHmkaer cootHomenune XC-JITTHIT/XC-
JITIBII, o6muit XC/XC-JIIBII u XC-ueJITIBIT/XC-JITIBII u coornomenue AnoB/AmoA-I.
TepaneBrudeckuii 3¢ (deKkT pa3BHBACTCI B TCUCHUE OJHOW HENENHM IOCJIC Hadala Teparuu
npenaparoM Kpectop®, uepe3 2 Henmenu nedeHus jgocturaer 90% OT MakCUMalbHO
BO3MOXKHOTO 3(hdekra. MakcuMalbHbINH TepaneBTHUeCKUil 3 (HEKT 0OBIYHO JTOCTHTaeTCs K 4-01

HEJIeNIe TepaIliy U MOAJIEPKUBAETCA IPU PETYISIPHOM PUEME MpEnapara.

Tadoauuna 1. /{lo303aBucumblii 3¢ ¢GeKT y NANMEHTOB ¢ MePBUYHON IMIepXoJiecTepuHeMHen
(rum 11a u 11b mo ®penpukcony) (cpeaHee CKOPPEKTHPOBAHHOE NMPOIIEHTHOE H3MEHEHHE 110

CPaBHEHHUIO C UCXOAHBIM 3HaquI/leM)

lo3a Koua-Bo XC- | Oomuii | XC- T XC- Ano B | Ano
napuentos | JIIIHIT |  XC JIIBII neJIIIBII A-l
[Tname6o 13 -7 -5 3 -3 -7 -3 0
5 wmr 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 3¢ ekt y nanuenToB ¢ runeprpuriunepugemueii (tum 11b n

IV no ®penpukcoHy) (cpeaHee NPOLEHTHOEe H3MEHEHHE IO CPABHEHMI0O € HCXOAHBIM

3HAYEeHHEeM)
Ho3za | Koa-Bo | TT XC- Oo0mmid XC- XC- XC- TT-
naugme JITHIT XC JIIBII | weJIIIBIT | JIITOHII | JIMOHIT
HTOB
5 wmr 25 -21 -28 -24 3 -29 -25 -24
10 mr 23 -37 -45 -40 8 -49 -48 -39




20 mMr 27 -37 -31 -34 22 -43 -49 -40
40 mr 25 -43 -43 -40 17 -51 -56 -48

Knunuuecxas s¢pgpexmusnocmo

Kpectop® »sddexTruBeH y B3pOCHBIX MAIMEHTOB C THUIEpXOJeCTepuHeMHel ¢ win  0e3
TUIEPTPUTIULIEPUIEMHUH, BHE 3aBUCUMOCTH OT pacoOBOW MPUHAIEKHOCTH, 110J1a WIM BO3pacTa, B
TOM YHCIIE, Y MAlMEHTOB C CaXapHbIM A1Ma0eTOM U CEMENHOM runepxoecTepuHeMuUcii.

VYV 80% manuentoB ¢ runepxoiecrepudemucii lla u b tuna no ®peapuxcony (cpemuss
ucxoanas konmnenrpamus XC-JIITHIT okoso 4,8 mmois/iT) Ha ¢oHe mpuema mpenapara B qo3e 10
mr koHneHTpauus XC-JIITHIT nocturaer 3HaueHnii MeHee 3 MMOJIB/II.

VY nmanueHToB ¢ reTepo3UroTHOM CEMEMHON TunepxoliecTepuHeMuei, noayyaromux Kpectop® B
no3e 20-80 mr, oTMedaercs MOJOXKUTENbHAS IAUHAMHKA IOKa3aTelell JTUIMUAHOTO MpOQuiist
(uccnenoBanue ¢ yyactueM 435 nanuenTos). Ilocne TutpoBanus 1o cytounoi 103sl 40 mr (12
HeJIeNb Teparun), otMedaercs cHkenue koHnenTpanuu XC-JIITHIT na 53%. YV 33% nauuentos
nocturaercs kornenTpamnus XC-JIITHIT menee 3 Mmoub/i.

VY manueHTOB C TOMO3UTOTHOM CEeMEWHOH runepxonecrepuHemMueii, npuaumaromux Kpecrop® B
no3e 20 mr u 40 mr, cpeanee cHmxenue konunentpanuu X C-JIITHII coctasnser 22%.

VY nmauMeHToB ¢ TUINEPTpUINIMLEpHIeMuel ¢ HadaiabHOW KoHueHTpauued TI' ot 273 no 817
mr/nn, nony4aBmux Kpectop® B mo3e oT 5 mr g0 40 Mr oguH pa3 B CyTKH B TE€YEeHHE 6-TH
HeJlelNb, 3HAYUTETbHO CHUKaNack KoHIeHTparus T1 B miazme kpoBu (cM. Tabmuiry 2).
AnauTuBHBIN 3PPEeKT oTMeuaeTcss B KOMOUHAIMK ¢ peHohUuOpaToM B OTHOIIEHUH COJIEPIKAHUS
TPUTJIULIEPUJIOB M C HUKOTHHOBOM KHCIIOTOM B JIMIHACHIDKAIOMIMX 033X B OTHOIICHUH
conepskanust XC-JIIIBIT (cm. Takxke pasznen «OcoOble yKa3zaHusD).

B uccnenoBanun METEOR c¢ yuactuem 984 mammentoB B Bo3pacte 45 — 70 JeT ¢ HU3KUM
puckoM pa3ButTus umemudeckon 6onesnu cepaua (UbBC) (10-netnuit puck no dpamuHreMcKoin
mkane menee 10%), cpenmeit konmentparmeit XC-JITTHIT 4,0 mmonw/n (154,5 wmr/an) wu
CYOKIIMHUYECKUM aTepOCKIePO30M (KOTOPBIM OIEHUBAICS MO TOJIIMHE KOMILUIEKCA «HHTHUMA-
Meauay» coHHbIX apTepuii — TKHIM) u3yyanock BiusHHE po3yBacTaTHHA HA TOJIMHY KOMILJIEKCA
«MHTUMa-MEInay.

[TarueHTsl mosTydanu po3yBacTaTMH B 03¢ 40 Mr/cyTku yimbo mianebo B TedyeHue 2 JieT.
Tepanusi ~ po3yBacCTaTUHOM  3HAUMTEIBHO  3aMeUIsla  CKOPOCTh  MPOTPECCUPOBAHUSA
makcumanbHOH TKMM nanst 12 cerMeHTOB COHHOM apTepuH IO CPaBHEHUIO ¢ Ianebo c
paznuuuem Ha —0,0145 mm/ron [95 % moBepurenvubiii uHTEpBan OT —0,0196 Mo —0,0093; p <
0,001]. ITo cpaBHEHHIO ¢ MCXOJHBIMH 3HAYECHUSIMH B TPYyIIE PO3yBacTaTHHA OBIJIO OTMEYECHO

yMeHbllieHne Makcumanbaoro 3Hauenus TKUM na 0,0014 mm/rox (0,12%/ron (HemocToBepHOE



pa3iuune)) Mo CpaBHEHHMIO ¢ yBenudeHueM storo mokaszatens Ha 0,0131 mm/rox (1,12%/ron
(p<0,001)) B rpymnme muane6o. Jlo HACTOSIIETO BPEMEHH NPSIMON 3aBHCHMOCTH MEXIY
ymenbimienneM  TKMM  ©W  CHMKEHHMEM  pHCKa  CEpACYHO-COCYIUCTBIX  COOBITHIMA
npoxeMoHcTpupoBano He Obut0. Mccnenopanne METEOR npoBoaniioch y manieHTOB ¢ HU3KUM
puckom UBC, nns kotopeix no3a npenapata Kpectop® 40 Mr He SBiIsSeTCS peKOMEHIOBAHHOM.
Jo3a 40 Mr pomkHa Ha3HayaThbCsl NAILMEHTaM C BBIPAKEHHOW TUIIEPXOJIECTEPUHEMHUEH H
BBICOKMM PUCKOM CEPAECUYHO-COCYJUCTBIX 3a00I€BaHUM.

Pesynbrarel npoBeaennoro uccnenopanus JUPITER (O6ocHoBaHME MpUMEHEHHS CTATUHOB IS
NEPBUYHON MPOGUIAKTUKU: WHTEPBEHLIMOHHOE HCCIIEIOBAaHHE IO OIEHKE pPO3yBacTaTHHA) Yy
17802 mnauMeHTOB NOKa3alM, YTO pO3YBACTaTUH CYILIECTBEHHO CHW)XKAJl PHUCK pPa3BUTHS
CepACYHO-COCYTUCTHIX OCIOXKHEHHU (252 B rpynme miamne6o mo cpaBHeHHIo ¢ 142 B rpymme
posyBactatuHa) (p < 0,001) co cHmkeHHeM OTHOCHTENbHOrO prcka Ha 44%. DddexTuBHOCT
Tepanuu OblJJa OTMEUeHa uepe3 6 MEpBBIX MeECSleB NpuUMeHeHHs mnpenapara. OTMeueHO
CTaTUCTHYECKH 3HAYMMOE CHIDKeHHE Ha 48 % KOMOWHUPOBAHHOTO KPHUTEPHS, BKIIIOYABIIErO
CMEpPTh OT CEPACYHO-COCYAMCTHIX TNPUYMH, MHCYIBT M WH(PAPKT MHOKapaa (COOTHOIICHHE
puckoB: 0,52, 95%, noepurenspHbii uHTepBan 0,40-0,68, p<0,001), ymensmenue Ha 54%
BO3HUKHOBEHHUs (haTalbHOTO WM HedaTalbHOTO MH(papKTa MUOKapAa (COOTHOIIEHUE PUCKOB:
0,46, 95%, noseputensubiii uaTepBan 0,30-0,70) u Ha 48% — (arampHOrO WM HedaTaaTbHOTO
uHcynbTa. OOmmas cMepTHOCTh cHM3Wiach Ha 20% B Tpynme po3yBacTaThHa (COOTHOIICHHE
puckos: 0,80, 95%, nosepurensHblii nHTEpBan 0,67-0,97, p=0,02). IIpoduns GezomacHOCTH y
MAIMEHTOB, MPUHUMABIINX po3yBacTaThH B no3e 20 Mr, ObUI, B LIETIOM, CXOX C MpoduieM

0e30macHOCTH B TpymIe 1miaiedo.

DapMaKOKHHETHKA

Abcopbyus u pacnpedenerue

MaxkcuMmanbHasi KOHIEHTpalusi po3yBacTaThHA B IJIa3Me€ KPOBU JIOCTUTAeTCsl MPUOIU3UTENBHO
yepe3 5 4HacoB mociie MpuemMa BHYTpPb. AOCOIIOTHAs OMOJOCTYIHOCTb COCTAaBJISIET MPUMEPHO
20%.

PozyBactaTH MeTabonu3upyeTcs MPEeUMYIIECTBEHHO IME€YEHbIO, KOTOpasl SBJISIETCS OCHOBHBIM
MECTOM cuHTe3a xonecrepuHa u Mertabomusma XC-JIITHII. O6vem pacnpeneneHus
po3yBacTaTuHa coctaBisier mnpumepHo 134 . [lpubnumsurensno 90% posyBacTratuHa
CBSI3bIBAETCS C OEJIKAMU IUIa3Mbl KPOBH, B OCHOBHOM C QJIbOYMUHOM.

Memabonusm

[lonBepraercs orpanuueHHomMy MerabonuaMy (okono 10%). PosyBactatun  sBisercs

HeNpopMIBHBIM CyOCcTpaToM it MeTaboyim3Mma (epMeHTaMHu CHCTeMbI muToxpoma P450.



OcCHOBHBIM  H30()EpMEHTOM, YYACTBYIOIIMM B MeTa0OIM3ME pO3yBacTaTUHA, SBIIAETCS
uzopepmertr CYP2C9. Mzodepmentsr CYP2C19, CYP3A4 u CYP2D6 BoBicueHB B
MeTaboIM3M B MCHbIIICH CTCTICHH.

OcHOBHBIMU BBISIBJICHHBIMU MeTabonuraMu po3yBacTaTuHa SBIIAIOTCA N-
JECMETUIIPO3YBACTaTUH M JIAKTOHOBBIE MeTa0OJIUTHI. N-IecMeTHIpo3yBacTaTUH MPUMEPHO Ha
50% MeHee aKTHUBEH, 4Ye€M pO3yBaCTaTWH, JIAKTOHOBBIE META0ONUTH (PapMaKOIOTHUYECKU
HeakTHBHBL.  bomee  90%  ¢apmakororuvyeckoil  aKTMBHOCTM O  WHTHOMPOBAHMIO
nupkyupytomend ['MI'-KoA-peaykra3zpl obecrieunBaeTcsi po3yBacTaTHHOM, OCTaJIbHOE — €ro
MeTaboNIuTaMu.

Buigeoenue

Oxko110 90% 1103b1 po3yBacTaTUHA BBIBOJUTCS B HEU3MEHEHHOM BHJIE Yepe3 KUILIEUHUK (BKIIOUast
abcopOupoBaHHbIE U HeabcopOMpOBaHHBIM po3yBacTaTuH). OcTaBmIascsi 4YacTh BBIBOJUTCS
noukamu. [Inasmennslil nepuox nonyssiBenenus (Ty) coctaBnser mpumepHo 19 gacos. Ilepuon
MOJTYBBIBEJICHUST HE U3MEHSCTCS NP YBEIHMYCHUHU J03bI mpemapaTta. CpeqHuil TeoMeTpUIeCKUi
TUTa3MEHHBINA KIIMPEHC COCTaBIsieT mpubausutenbHo 50 /gac (koaddunuent Bapuamun 21,7%).
Kak u B cmydae apyrux unruoutopoB I'MI-KoA-penykrasel, B Mpolecc «IeUYeHOYHOTO)»
3axBara pPO3yBacTaTHMHA BOBJIEYEH MEMOpPAHHBIN MEPEHOCUMK XOJIECTEPUHA, BBHIMOTHSIIONINN
BaXHYIO POJIb B TICYCHOYHOH SITUMUHAIINY PO3yBacTaTHHA.

Jluneunocmo

CucreMHass  DKCHO3UIMS  pO3yBaCTaTHMHA  yBEIMYMBACTCS  MPOMOPIHOHATBHO  J03€.
DapMaKOKHHETUYECKUE TTapaMETPhl HE U3MEHSIOTCS TPU €KETHEBHOM MPUEME.

Ocobvble nonynayuu nayuenmos

Bospacm u non

[Ton w BO3pacT HE OKa3bIBAIOT KIWHUYECKH 3HAUMMOTO BIMSHHS Ha (PapMaKOKMHETUKY
po3yBacTaTHHA.

Omuuueckue pynnoi

dapMaKOKHHETHYECKHAE HCCIIEIOBAHUS TOKa3add IMPHOIM3UTEIBHO JIBYKPAaTHOE YBEIHUYCHHE
mearanbl AUC (Toiomaad ToJ KPUBOW «KOHIEHTpanus-BpeMs») U Cmax (MakcHManbHOU
KOHIIEHTpAIlMU B IJIa3Me KPOBH) PO3yBaCTaTHHA Y MAallMEHTOB MOHTOJIOMJIHON pachl (STOHIIEB,
KUTaWIeB, (WINAIIIAHIEB, BHCTHAMIIEB W KOPEHIIEB) IO CPaBHEHHUIO C €BPONCOMIAMH; Y
WHIUWUCKUX TarueHToB moka3zaHo yBenuwdeHue wMeauanbl AUC um Cmax B 1,3 pasa.
DapMaKOKMHETUYECKUH  aHAllM3 HE BBISIBIUI  KIMHUYECKH 3HAUYMMBIX  pa3uyuil B
(dhapMaKOKMHETHKE CPEH €BPOIICOUIOB U MIPEICTABUTENICH HETPOUTHOM PACHI.

Hapywenue ¢pynkyuu novex

VY nmauueHToB ¢ HapyuleHHeM (YHKIMH MOYeK JIETKOM M CpenHel CTeneHH TSHKeCTHU BelnYrHa



IUTa3MEHHOW KOHIIEHTpaluu po3yBacTaTuHa wiu N-IecMeTHIpo3yBacTaTHHA CYIECTBEHHO HE
MeHsieTcsl. Y TalUeHTOB € HapylleHHeM (QYHKIUH TOYEeK TSDKENIOW CTeneHH (KIMpeHc
kpeatnanHa (KK) menee 30 Mur/MUH.) KOHIIEHTpaIUsl pO3yBacTaTHHA B IJIa3Me KPOBHU B 3 pasa
Bbllle, a KoHUeHTpauus N-mecMmermnpos3yBacTatiHa B 9 pa3 Bbllle, YeM Yy 3J0POBBIX
no6poBobleB. KoHleHTpauus po3yBacTaTuHa B IUIa3Me KPOBHU Y NMAlMEHTOB Ha T'€MOJUAIN3e
6bu1a ipuMepHO Ha 50% BbIIIIE, YEM Y 3J0POBBIX 100POBOJIBLIEB.

Hapywenue ¢pynxyuu nevenu

VY NanueHToB ¢ HapylleHueM (YHKIMU ME€YEHU Pa3IMYHOW CTENEHM TSDKECTH HE BBISIBICHO
YBEJIMYEHUS MEePHOJa MOIYBbIBEIEHUS PO3yBAaCTaTHHA y MALMEHTOB C /-10 OajulaMi U HUKE 110
mkane Yaitng-I1eto. ¥ nByx manuenTtoB ¢ 8-10 u 9-to Oamnamu o mkane Yaina-I1ero ormMedeHo
yBEJIMUYEHUE NEpUojAa TMOJIYBBIBEACHHS, MO KpaiiHeld Mepe, B 2 pas3a. OnbIT IpUMEHEHUs
pO3yBacTaTUHa y MalueHToB ¢ 6ojee yeM 9-to 6ayutamu no mkane Yaina-I1bto oTcyTCTBYET.
I'enemuueckuii nonumopguszm

WNuaruburopsr ' MI'-KoA-penykrassl, B ToM uucie, Kpectop®, CBA3BIBAIOTCS C TPaHCIOPTHBIMHU
o6enkamu OATP1B1l (mommmenTun TpaHCOpTa OPraHMYECKUX AHHOHOB, YYacTBYIONIMHA B
3axBare crtatuHOB Trematouutamu) U BCRP (3ddmrokcHbiil Tpancmoprep). Y HocuTenen
renotunios  SLCO1B1 (OATP1B1) c¢.521CC u ABCG2 (BCRP) c.421AA otMmeuanoch
yBenuuenne dkcrnosuimu (AUC) posyBacratuna B 1,6 u 2,4 pasa, COOTBETCTBEHHO, IO

cpaBHeHHIO ¢ HocuTensimMu renoTunoB SLCO1B1 ¢.521TT u ABCG2 ¢.421CC.

Iloxka3zaHus K NPUMEHEHHIO

e [lepBuunas rumnepxonecrepunemMus no PDpenpuxcony (tun Ila, BkIOyas cemeliHyo
TeTePO3UTOTHYIO THIIEPXOJIECTEPUHEMHIO) MM CMelllanHas runepxoiectepunemust (tun 11b)
B KauecTBE JOIMOJHEHMS K JHeTe, KOrJa JueTa U Apyrue HEeMEIUKaMEHTO3HBIE METOJIbI
nedeHus (Hampumep, (GU3NYECKUE YIPaKHEHUs, CHIDKEHHE MAacChl Teja) OKa3bIBAIOTCS
HEJ0CTaTOYHBIMHU.

e (CeMeliHas TOMO3UTOTHAs TUIIEPXOJIECTEPUHEMHUS B KaUECTBE JOMOIHEHUS K TUETE U APYroi
munuacHwKaromen tepanuu (Hanpumep, JIITHIT-adepes), wim B ciydasx, Koraa mogo0Has
Tepanus HeJOCTaTOYHO () (HEeKTUBHA.

e ['uneprpurnuuepunemus (tum IV no @peapukcony) B KauecTBe TONOJHEHUS K JUETE.

e Jlns 3ameUIeHUs IPOTPECCUPOBAHMS ATEPOCKIEpPO3a B KAuyeCTBE JIONMOJIHEHUS K JHUETEe Y
NaIMEeHTOB, KOTOPBIM MOKa3aHa Tepamnus Ui CHIDKEHUs KoHIeHTpauuu odmero XC u XC-
JIITHIL.

e JlepBuuHas NPOQMIAKTUKA OCHOBHBIX CEPJIEYHO-COCYAMCTBIX OCIOXHEHUH (MHCYJIbTA,

uH(papKTa, apTepUaIbHON PEBACKYJSIpU3allMi) y B3pPOCIBIX MAlUEHTOB 0€3 KIMHUYECKUX



npuszHakoB MBC, HO ¢ MOBBIINICHHBIM PUCKOM €€ pa3BUTHs (Bo3pacT ctapmie 50 jeT s
MYXXYMH ¥ cTapie 60 JeT A KEHIIUH, TOBbIIICHHAs KOHIeHTpauusi C-peakTUBHOTO Oeska
(= 2 Mr/n) npu HAJTMYUH, KAK MUHUMYM OZJHOTO U3 JOMOJHHUTEIBHBIX (PAKTOPOB pPUCKA, TAKHX
KaKk apTepualibHasi runepreH3us, Huszkas koHueHTpanusa XC-JIIIBII, xkypenue, cemeiHbIi

anamHe3 pannero Hadana BC).

HpOTHBOl’IOK&BﬂHI/IH

Jlng npenapata Kpectop® B cyTouynoi go3e 5 mr, 10 mr u 20 mr:

MOBBILICHHAs] YyBCTBUTEIBHOCTh K PO3yBaCTaTUHY HJIM JTFOOOMY U3 KOMIIOHEHTOB Ipernapara
HENEPEHOCHUMOCTh JIAKTO3bl, NEGUIUT JIAKTa3bl WM TIIOKO30-TaJaKTO3HAs ManbaOcopOIus
(mpenapat CoAep>KUT JIAKTO3Y)

JIETCKU Bo3pacT J0 18 et

3a0oNieBaHUsl TMEYCHH B AaKTUBHOW (pase, BKIIIOYAs CTOMKOE TMOBBIINICHHE CHIBOPOTOYHOM
AKTUBHOCTH TpaHCAMUHA3 U JI000€ MOBBIIICHUE AKTUBHOCTH TPAHCAMHHA3 B CHIBOPOTKE
KpoBH (0oJiee ueM B 3 pa3a 10 CPaBHEHHIO C BEPXHEW I'paHUIeH HOPMBI)

Hapyuienus Gpynkuuu nouek Tsoxenoi crenenu (KK menee 30 mi/MuH.)

MHUOTATUS

OJTHOBPEMEHHBIN TpréM nukiaocnopura (s npenapara Kpecrop® B cyrouHoit moze 10 mr,
20 mr)

y JKEHIIMH: OepeMeHHOCTb, MEPHOJ TPYAHOTO BCKAPMIIMBAHMS, OTCYTCTBHE aJ€KBAaTHBIX
METOJIOB KOHTpAIeTINH

MnanucHTaM, MpeaApPaCIIOJIOKCHHBIM K PAa3BUTUIO MUOTOKCHUYCCKUX OCIIOKHEHHUM

Jlas npenaparta Kpectop® B cyTouHoi go3e 40 mr:

MOBBILICHHAS] YyBCTBUTEIBHOCTh K pO3yBaCTaTUHY HJIM JIFOOOMY U3 KOMIIOHEHTOB Ipernapara
HEMEePeHOCUMOCTh JIAKTO3bl, Ae(UIUT JIaKTa3bl WIM TIIOKO30-TAlTaKTO3HAs MaibabcopOuus
(mpemapat COJEepIKUT JaKTO3y)

JIETCKUI Bo3pacT 10 18 et

OJIHOBPEMEHHBIN ITPUEM LIUKIIOCTIOPUHA

y KEHIIUH: OepeMEHHOCTb, MEPHOJ TI'PyIHOTO BCKAapMJIMBAHHUSA, OTCYTCTBHE aJIeKBAaTHBIX
METO/0B KOHTPALICTILIUI

3a00NeBaHMs TEYEHHM B aKTHBHON (pase, BKIIOYAas CTOWKOE IOBBIIICHHE CHIBOPOTOYHOMN
AKTUBHOCTH TpaHCaMHHa3 M JII000€ MOBBIIMIEHUE AKTHUBHOCTH TPAHCAMHMHA3 B CHIBOPOTKE

KpoBH (Oosiee yem B 3 pa3a 10 CpaBHEHHIO C BEPXHEW IpaHHIIeii HOPMBI)



® TalMEHTaM C (paKTOpaMu prucKa pa3BUTHS MUOIIATUN/PaOdIOMHUOIN3a, 3 UMEHHO:

- HapymeHue GyHKIUH nouek cpeaneit crenenu TsoxecTH (KK menee 60 mur/mun)

- TUIIOTHPEO3

- JIMYHBIN WIA CEMEHHBIA aHAMHE3 MBIIIICUYHBIX 3a00JICBAaHUI

- MHOTOKCHYHOCTh Ha (oHe mpuéma apyrux uHruoutopoB ['MI-KoA-pemykrassi
nuiau GuOpaToB B aHAMHE3E

- Upe3MepHOE YIOTpeOJIEHNE aJIKOT OIS

- COCTOSIHHSI, KOTOPbIC MOTYT IPUBOIUTH K TTOBBIIICHHUIO TUIA3MEHHON KOHIICHTPAIUH
po3yBacTaTuHA

- OJIHOBpEMEHHBIU NpuéM GhudpaToB

- nanucHTaM MOHFOJIOI/II[HOﬁ pachbl

C 0CTOPOKHOCTBHIO

Jlag npenapata Kpectop® B cyTounoi gose 5 mr, 10 mr u 20 mr:

Hanmuuue pucka pa3BuTHS MuUONATUW/pabaoMuonm3a — HapylmieHue (yHKIUU TOYeK,
TUTIOTUPEO3, JIMYHBIA WM CEMEHHBIN aHaMHE3 HAaCJICICTBEHHBIX MBIIICYHBIX 3a00JI€BaHUM U
MPEAMIECTBYIOMMM ~ aHAMHE3  MBIIMIEYHOM TOKCHUYHOCTH TPU  HCIOJIB30BAHUHM  JPYTHX
unruoutopoB I'MI-KoA-penykra3sl unu (uOpaToB; 4pe3MepHOe YHOTpeOIeHHe alKoroJs;
BO3pacT crapiie 65 JeT; COCTOSHUS, NPU KOTOPBIX OTMEYEHO IMOBBIIIEHUE IUIa3MEHHOU
KOHIIGHTpAllMd  po3yBacTaTHMHA;  pacoBas  MNPUHAMJIEKHOCTh  (MOHTOJIOMJHAsI  paca);
OJIHOBpEMEHHOE Ha3zHaueHue ¢ ¢ubparamu (cM. pazgen «DapMaKOKUHETHUKAY); 3a00JIEBaHUS
MEYeHU B AaHAMHE3€;, CeICUC; apTepuanbHas THUMOTEH3Hs; OOIIMPHBIE XHUPYpPrHUECKUe
BMEIIATEeNLCTBA, TPAaBMBI, TSDKENbIE METa0ONMUYeCKHUe, SHIOKPUHHBIE WIH DIEKTPOIUTHBIE

HapyLIECHUs WM HEKOHTPOJIUPYEMBIE CyA0POKHBIC TPUIIAIKH.

Jlas npenaparta Kpectop® B cyToyHoi go3e 40 mr:

Hapymenune ¢pynkunu novek serkoit crenenu tsoxectu (KK 6onee 60 mi/MuH); Bo3pact crapiie
65 ner; 3aboneBaHusl MEYEHH B aHAMHE3€; CEMCHC;, apTepHalibHas TUIOTEH3Ms; OOIIUpPHbIE
XUpYprudeckiue BMeEUIaTeNbCTBA, TPaBMBbl, TsDKEIble METa00JIMYECKUe, SHIAOKPUHHBIE WIH

SJICKTPOJJMUTHBIC HAPYHICHUSA UJIIA HCKOHTPOJIUPYEMBIC CYJOPOXKHBIC TPUIIAAKH.

Iayuenmul ¢ Hapywenuem QynKyuu neveru
JlaHHbIE WM OTBIT MPUMEHEHHUs MpernapaTa y NalueHToB ¢ Oosee yeM 9-1o OamiaMu Mo MIKaie

Yaitna-ITeto orcyreTByeT (cM. pazaensl «DapmakoguHamukay u «OcoOble yKazaHHsD»).



IIpumenenne npu 0€peMEHHOCTH U B MIEPUO/ TPYIHOI0 BCKAPMJINBAHUSA

Kpectop® nmpoTuBOIIOKa3aH Mpu OEPEMEHHOCTH U B IEPHOJ IPYIHOTO BCKAPMIUBAHHUS.
JKeHIMHBI  penpoayKTHBHOIO  BO3pacTa  JOJDKHBI — NPUMEHATH  aJICKBATHBIE  METOJBI
KOHTpALICIIL1H.

[TockonbKy XOJIECTEpUH U JApPYrHe MPOAYKThl OMOCHHTE3a XOJIECTEpUHA BaXKHbI JUISl Pa3BUTHS
IU10/1a, MOTEHUUANbHBIA puck uHruOupoBanus ['MI'-KoA-pemykra3sl mpeBblIaeT MOJIb3y OT
NpUMEHEHHS Ipernaparta y OepeMeHHbIX.

B ciyuae BO3HMKHOBEHUS! OEPEMEHHOCTH B MpOLIECCe Tepaliy IpueM Ipernapara JOKEeH ObITh
IIPEKPALLEH HEMEUICHHO.

JlaHHBIE B OTHOLICHUH BBIJEICHUS PO3yBACTaTUHA C TPYAHBIM MOJIOKOM OTCYTCTBYIOT, IIO9TOMY
B IIEPUOJ TPYJHOrO0 BCKApMIIMBAHMS MpPUEM Ipenapara HEoOXOJUMO IMPEKpaTUTh (CM. paszeln

«IIpoTHBOMOKA3AHUS).

Cnocod npuMeHeHHs U 103bl

BuyTpb, HE pa3keBbIBaTh U HE U3MEIbYATh TAOJETKY, IPOIJIAThIBATh LEIUKOM, 3allMBasi BOJOM.
[Tpenapat MoxeT Ha3HaYaTHCS B JII000E BpeMsl CYyTOK HE3aBUCHMO OT NPUEMa IHILH.

Jlo Havana Tepanuu npenapatoM Kpectop® manueHT JOKEH HadyaTh COONIOIATh CTAaHIAPTHYIO
TUIIOXOJIECTEPUHEMUYECKYIO JIMETYy U MPOJOJKATh COOJI0aTh €€ BO BpeMs JjeueHus. Jloza
mpenapara JI0JDKHA MOJOMpAThCs HWHAMBHIYalbHO B 3aBUCHMOCTH OT IeJied Tepanuu U
TEPANEeBTUUECKOTO OTBETA HA JICUEHUE, IIPUHMMAs BO BHUMAHUE TEKyIME PEKOMEHJALUU II0
LIEJIEBBIM KOHIIEHTPALUAM JINIINAJIOB.

Pexomennyemas HauanbHas 103a JUIsl MAMEHTOB, HAYMHAIOUIMX MPUHUMATh Npenapar, Wi Jyis
NAMEHTOB, IMEPEBEACHHBIX ¢ mnpuema Apyrux uHruoutopo I'MI-KoA-penykrasbl, A0KHA
coctaByATh 5 Mr uin 10 mr npenapara Kpectop® 1 pa3 B cytku. [Ipu BeiOope HauanbHOM 10361
CJIelyeT PYKOBOJCTBOBATbCS MHAMBHUIYAJIBbHBIM COJIEPKAHUEM XOJECTEpUHA W MPUHUMATH BO
BHUMaHUE BO3MOXHBIH PHUCK CEPIEYHO-COCYAUCTBIX OCJOXKHEHUH, a Takxke HeoO0XOAMMO
OLICHMBATh MOTEHLIHUAJIbHBIA PUCK pa3BUTHSA MOOOUYHBIX 3dekToB. B ciyyae HeobxonumocTH,
71032 MOKET OBITh YBEIMUYEeHA 10 Oosbliei yepe3 4 Henenu (cM. pazen «DapMakoaUHAMUKAY).
B cBsi3M C BO3MOXHBIM pa3BUTHEM MOOOYHBIX 3(PdexkToB mpu npuéme a03bl 40 mr, 1o
CpaBHEHHIO C OoJjiee HHU3KUMH Jo03amMu Tmpenapara (cMm. paszaen «[lobounHoe meicTBue»),
yBeJIn4eHue 1036l 10 40 Mr, mocie JOMOJTHUTEIBHOrO MpUeMa J03bl BBIINIE PEKOMEHIYEMOM
HAYaJIbHOM J103bl B TE€UYEHUE 4-X HENENb TE€pallH, MOXKET MPOBOJUTHCSA TOJIBKO Yy HMAIUEHTOB C
TSKEJIOM CTENEHbIO TUIEPXOJECTEPUHEMUU U C BBICOKUM PHCKOM CEpIEYHO-COCYAMCTHIX
OCJIOKHEHUH (0COOCHHO y TAIMEHTOB C CEMEHHOM THIEPXO0JIECTEPUHEMHUEH ), Y KOTOPBIX HE OBLT

JOCTUTHYT >K€lTaeMbIil pe3ylbTaT Tepanuu npu npuéme a03bl 20 Mr, U KoTopble OyayT



HaxOIWUTHCS MO  HaOmojeHueM crnemuanucta (cMm.  paszmen  «OcoOble  yKazaHUs»).
PexoMenayercss 0COOCHHO THIATENILHOE HAOJIOICHUE 32 MAIIMEHTAMU, MOJIyYaloIIUMH TIperapaT
B no3e 40 mr.

He pexomenayercss HazHadeHHe 036l 40 MI' MMalMEHTaM, paHee HE OOpallaBIIMMCS K Bpady.
[Tocne 2-4-x Heaenb TEpalnyvH W/WIW IIPH MOBBIIICHUU 1036l mpernapata Kpecrop® HeoOxoaum

KOHTPOJIb ITOKa3aTesei TUIUAHOro oOMeHa (MPU HEOOXOAMMOCTH TPEOYeTCs KOPPEKIIUS JI03bI).

[IpuMmeHeHne y 0COOBIX T'PYIIIT ITAaNMEHTOB

Tooicunvle nayuernmol

He tpebyercst koppeKuuu A0361.

Tayuenmo ¢ Hapywenuem yHKyuu novex

Y mManueHToB C HapylieHueM (QYHKIUHM [OYEK JIETKOM WM CPEJHEH CTEIEeHU THKECTH
KOPPEKIHS 1036l HEe TpeOyeTcs. Y MalueHTOB ¢ HapymieHueM (QYHKITUN TIOYCK TSKEIION CTeIICHU
(KK wmenee 30 wmu/mMuH.) mnpuMeHeHue mpemnapara Kpectop®  mpOTHBOIIOKA3aHO.
[IpoTuBONOKa3aHO TPUMEHEHHUE TpenapaTa B 1o3e 40 Mr manueHTaMm ¢ HapymeHHeM (QyHKIHH
nouek cpenueit crenenu Tsokectd (KK 30-60 mu/mun.) (eM. paszmen «OcoOble ykazaHUS» U
«DapmakonuaaMukay). [laruenTam ¢ HapymieHHeM (QYHKIIUU MTOYCK CPEIHEH CTETICHH TSHKECTH

PEKOMEHAyeTCs HaualbHas J03a Ipenaparta 5 Mr.

Tayuenmsi ¢ Hapywenuem QyuKyuy nevexu
KpecTop® npotrBonoka3aH naueHTam ¢ 3a00eBaHUsIMU TIEUEHU B aKTUBHOU (pasze (cM. pazzen

«IIpoTrBONIOKa3aHUSD?).

IOmuuueckue spynnbvi

[Ipu w3yuenun (QpapMaKOKMHETHUECKMX TMapaMeTPOB  pO3yBacTaTHHA Y  MAIMEHTOB,
MPUHAMICKAIIUX K Pa3HbIM JTHUYECKUM TpyNHiaM, OTMEYEHO YBEIMYEHUE CHUCTEMHOU
KOHIIEHTpAIlMU pO3yBacTaTWHA y SMOHIEB W KuTaileB (cM. pasnen «OcoOble yKazaHUS»).
CrnenyeTr y4uThIBaTh AaHHBIN (akT Mpu HazHaueHHH npenapata Kpectop® maHHBIM rpymnam
nanueHToB. [Ipu HazHauenunm 103 10 mr m 20 Mr pexkoMeHayemasi HadalibHasi J103a MIJIst
MaIMEHTOB MOHTOJIOUTHOM packl cocTaBisieT S Mr. [IpoTuBoONokazaHo Ha3HAYEHUE Mpernapara B

no3e 40 Mr nanreHTaM MOHTOJIOUZHOM packl (cM. pa3zaen «IIpoTuBonokazaHus»).

T'enemuueckutl nonumopghusm

V¥ Hocureneir renorunoB SLCO1B1 (OATPIBI) ¢.521CC u ABCG2 (BCRP) c421AA



oTMevasioch yBenudenune skcnos3unmu (AUC) posyBacTaTHHA MO CPaBHEHUIO C HOCHUTEISIMHU
resotunoB SLCOI1BI1 ¢.521TT u ABCG2 ¢.421CC. [ns nanueHTOB-HOCUTENEH T'€HOTHUIIOB
¢.521CC unu C.421 AA pexomenayemas MakcuManbHas 103a npenapata Kpectrop® cocraisier
20 Mr omuH pa3 B cyTku (cMm. pazgensl «®PapmakokuHeTHka», «OcoOble yKa3aHHs» U

«BzaumopeiicTBHE ¢ APYTUMU JIEKAPCTBEHHBIMH CPEICTBAMU ).

Tayuenmoi, npedpacnonodicennvie K Muonamuu

[IpoTuBONOKa3aHO Ha3HaueHHe Ipenapara B fo3e 40 Mr mauueHTaMm ¢ (pakTopamMH, KOTOpbIe
MOTYT YKa3blBaTh Ha HPEAPACHOIOKEHHOCTh K Pa3BUTUIO MHONATHM (CM. pasfjen
«IIporuBonokazanus»). [Ipn Haznayennu 103 10 Mr u 20 Mr pekomMeHyemMas HadallbHas /1032

JUISL JTaHHOW IpyNIIbl NAI[MEHTOB COCTaBIsET 5 MI (cM. pazaen «lIpoTuBonokasanus»).

Conymcmeyrowas mepanus

PosyBacTaTuH cCBsI3bIBaeTCSl C pa3iMYHbBIMM TPAHCHOPTHBIMU OelikaMM (B YacTHOCTH, C
OATPIBI u BCRP). IIpu coBmecTHOM npuMmeHeHuu npenapara Kpectop® c nekapcTBEHHbIMU
npenapaTamMu (TaKUMHU Kak HUKIOCIIOPHH, HEKOTOPble MHTHOUTOPHI mpotea3sl BUY, Bkitouas
KOMOMHAIMIO PUTOHABHpa C  aTa3aHaBUpPOM, JIOMHMHABUPOM W/WIM  THUIIPAHABUPOM),
MOBBIIIAIONIMMY  KOHIIEHTpPAI[MI0 po3yBacTaTMHA B IUIa3ME€ 3a CUYET B3aUMOJIEHCTBUS C
TPAHCIIOPTHBIMU O€JIKaMU, MOKET MOBBIIIATHCS PUCK MUOMATHUU (BKJItOYas pabJoMHOIN3) (CM.
paszensl «OcoOble ykazaHus» U «B3anMoneiicTBre ¢ JpyruMu JIE€KapCTBEHHBIMU CPEICTBAMU).
Cnenyer O3HAaKOMHUTBCA C MHCTPYKUMEH 110 TNPHUMEHEHUIO JTUX IpEnaparoB IMepes HX
Ha3HaYeHHEeM COBMECTHO c¢ mpemnaparoM Kpectop®. B Takux ciayyasx cieayeT OLIEHHUTH
BO3MOXXHOCTh Ha3HAUY€HHUs aJbTEPHATUBHOM TepanuM WM BPEMEHHOTO MpPEKpalleHus ImpuemMa
npenapata Kpecrop®. Eciam ke nmpuMeHeHHE yKa3aHHBIX BBIIIE MPENapaToB HEOOXOIUMO,
CJIEyeT OLIEHUTh COOTHOUIEHHME IIOJIb3bl M PHCKA CONYTCTBYIOLIEH Tepamuu IpernapaToM
Kpectop® u paccMoTpeTh BO3MOKHOCTh CHHKEHHS €ro 7036l (cM. pasnen «B3aumoneiictBue ¢

JIPYTUMU JIEKAPCTBEHHBIMU CPEICTBAME).

IToGouHnoe neiicTBUE

[ToGounbie >dexTrl, HabmoaaeMble npu npueme npenapara Kpectop®, oObIUHO BbIpaKEHBI
HE3HAYUTENIbHO U MPOXOJAT caMocToATenbHO. Kak M mpu nmpUMEHEHUU APYTruX MHTHOMTOPOB
I'MI'-KoA-penykTas3sl, 4yacTOTa BO3HHUKHOBEHHUS IMOOOYHBIX 3(P(EKTOB HOCHT, B OCHOBHOM,
J10303aBUCUMBII XapakTep.

YacToTa BOZHUKHOBEHHUS HEXENATEIbHBIX PEAKIMN MpEeACTaBIeHa CIeIy0INUM 00pa3oM: 4acTo

(> 1/100, < 1/10); meuacro (> 1/1000, < 1/100); peaxo (> 1/10000, < 1/1000); ogensb peaxo (<



1/10000), HeyTouHeHHAs 9acTOTa (HE MOXET OBITh MOACUYUTAHA 10 UMEIOIIIMMCS TAHHBIM).

TaOiauuHbIN IEpEeUYeHb HEXKENATEIbLHBIX PEAKIINI

B rtabmune 3 mpencraBieH npoduiab HEXeNAaTeNbHBIX PEaKIUil po3yBacTaTWHA IO JaHHBIM
KJIMHUYECKUX MCCIIEIOBAaHUN M IIMPOKOTO MMOCTMAPKETHHTOBOTO NMPHMEHEHUS, HEeXeIaTeIbHbIC

PE€aKuu CrpymnmnrupOBaHbl 110 KATCTOPUAM YaCTOTHI U KjlacCaM CUCTEM OpPraHoOB.

Taﬁ.lmua 3. HexenaTeabHble Pe€aknum Mo MAAaHHBIM KJIHHUYECKHUX HCCJIeOBAHUNA M

MOCTMAPKETUHIOBOI'0 IPUMEHCHUA

Kuace Yacro Heuacro Penxo Ouensb Heyrounenn
CHCTEM peaxo asl yacTora
OpPraHoB
Hapymenus Peakiun
CO CTOPOHBI MTOBBILLIEHHO
MMMYHHOH 51
CHUCTEMBI YyBCTBUTEb
HOCTH,
BKJIIOYast
aQHTHOHEBPOT
WYECKUU
OTEK
Hapymennst | CaxapHubiit
CO CTOPOHBI | AuabeT 2-To
OHAOKPUHHO | THIA
1 CHUCTEMBI
Hapymenns | ['osnoBHas [Toteps wnu | [lepudepuue
CO CTOPOHBI | 0OJIb, CHUKEHUE cKast
HEPBHOM TOJIOBOKPYX naMsATu HelponaTus
CUCTEMBI eHue
Hapymenus | 3anop, [Tankpearur, | XKentyxa, Huapes
CO CTOPOHBI | TOLIHOTA, MOBBILICHUE | FeMaTUT
XKeNmyJI04yHO- | O60Jb B aKTUBHOCTH
KHUILIEYHOTO | )KMBOTE «TI€YEHOYHBI
TpakTa X»
TpaHCaMUHAa3
Hapymenus Koxnbiii Cungpom




CO CTOPOHBI
KOXKH U
HOJIKOXHBIX

TKaHel

3yd, KOXHas
CBIMb,

KpalliBHULA

CruseHca-

JxoHcoHa

Hapymenus
CO CTOPOHBI
CKEJIETHO-
MBIIICYHON U
COCIMHUTEIh

HOU TKaHU

Muanrus

MuomnaTtus
(BKITIOUAst
MHO3HT),
padbIoMUOITH

3

Aptpanrus

NmmyHo-
OIIOCPEI0BaH
Has
HEKPOTU3HUPY
Io1ast

MHUOIIaTUA

O6mmue
paccTpoicTB
au
HapyIICHUS B
MecTe

BBCICHUA

AcTeHnueck

W CHHIPOM

[Tepudepuue

CKHE OTEKU

Hapymenns
CO CTOpPOHBI
KpPOBHU U

auMdaruaec

KOW CHUCTEMBI

TpombouuTo

IICHUA

Hapymenus
CO CTOPOHBI
JbIXaTEIbHO
W CUCTEMBI,
OpraHoB
IpyAHON
KIIETKU U

CpeAOCTEeHUS

Karmrens,

OJIbIIIIKAa

Hapymenus
CO CTOPOHBI
IIOYEK U
MOUYEBBIBOIS

IUX yTEN

I'ematypus

Hapymenus

I'mnexomact




CO CTOPOHBI ust
PENpOIyKTUB
HOM CHCTEMBI
Y MOJIOYHBIX

KEIIC3

Hapywenus co cmopoHbl nouex u Mouesbleo0auux nymetl

VY nmanueHToB, nosyyaBmux npenapar Kpecrop®, MokKeT BbIABIATHCS NPOoTeuHypHs. Vi3MeHeHus
KoJMuecTBa Oenka B Moue (OT OTCYTCTBHUS WJIM CJIEAOBBIX KOJIMYECTB A0 ++ Wiau OoJblIe)
HaOmromatorcst 'y Menee 1% mammenTtoB, mnomydatommx 10 — 20 mr mpemapara, u Yy
npubimsuTensHo 3% nanueHTos, nonydaroumx 40 mr npenapara. HesHauurenbHOe W3MEHEHHUE
KoJInyecTBa Oelka B MOYe OTMEYaloch Npu mnpueme 1036l 20 mr. B OonbliMHCTBE cilydaeB
IPOTEUHYPHUSI YMEHBIIAETCA WM UCYE3aET B MPOLIECCe TEpalluy U HE 03HA4YaeT BO3HUKHOBEHUS
OCTPOT0 WUJIU MPOTPECCUPOBAHUS CYIIECTBYIOLIETO 3a00J€BaHUS TIOYEK.

Hapywenus co cmopoHbl cKenemHuo-mulieyHOou U COeOUHUMENbHOU MKAHU

[Tpu npumenenun npenapata Kpectop® BO Bcex A03ax M, B OCOOEHHOCTH, NpH NpHEME 103
npenapara, rnpesbimaronux 20 Mr, coo0anock o cieaymux 3¢dekTax B OTHOIIEHUU OTIOPHO-
JBUTATEJILHOTO ammnapara: MHUaJIrus, MUONAThs (BKIKOYAash MHO3UT), B PEAKUX CIydyasx —
pabaOMHOIM3 C OCTPOI MOYEYHON HEJOCTATOYHOCTHIO WM Oe3 Heg.

Jlo303aBucHMOE TOBBIIEHHE aKTHUBHOCTH KpeaTuHpocdokunaszel (KDK) nabmomaercs y
HE3HAYUTEJIbHOTO 4YMCiia MAaIllMeHTOB, MPUHUMABIINX pO3yBacTaTHH. B OoJibIIMHCTBE ciayyaeB
OHO ObUIO HE3HAUWTENbHBIM, OECCUMNTOMHBIM U BpEMEHHbIM. B ciyyae moBbIIEHUS
aktuBHOCcTH K®K (Oonee uem B 5 pa3 1o CpaBHEHHIO C BEpXHEW IpaHHIlell HOPMBI) Tepanus
JIOJKHA OBITh IPpUOCTaHOBIIEHA (cM. pazies «Ocolble yKazaHHsD»).

Hapywenus co cmoponul neuenu

[Ipy npuMeHeHUM pO3yBacTaTHMHA HAOMIOAAETCS [0303aBUCMMOE TIOBBIIIEHHE AaKTHBHOCTHU
«TIEYEHOYHBIX)» TPaHCAMUHA3 Y HE3HAUMTEIHHOIO YMCIa MaleHTOB. B OoibIIMHCTBE ciayyaeB
OHO HE3HAYMUTEJIbHO, 0ECCUMITOMHO U BPEMEHHO.

H3menenus nabopamopmuvix nokazameneu

[Ipu npumenennn mnpenapatra Kpectrop® Takke HAOMIOAAINUCH CIACAYIOMNE HW3MEHEHUS
71a00paTOPHBIX MOKa3aTeNel: MOBBIIIEHHE KOHIIEHTPALUU TIIIOKO3bl, OMITUPYOHHA, aKTUBHOCTU
raMMa-TIy TaMHJITPAaHCIIeNITHAA3b], MeI0YHol (ocdaraspl, HapyHmeHUs (YHKIUU ITUTOBUIHOM

JKCIIC3hbI.

HpI/I IMPUMEHCHUH HCKOTOPBIX CTATUHOB coo6manocn O CIICAYIOIIMX HEKEIATCIIbHBIX SIBJICHUAX



JeTIpecCrsi, HapyIICHUsI CHA, BKITIOYast OECCOHHUITY M «KOIIMapHBIC» CHOBHACHUS, CEKCyaTbHas
TUCHYHKIUS, TUICPIIIMKEMHs], TOBBIIICHHE KOHIEHTPAIMU TJIMKHPOBAHHOTO TEeMOTJIOO0WHA.
Coo0mmanoch 0 eIUHUYHBIX CIy4YasX WHTEPCTHIMAIBLHOTO 3a00JeBaHUS JICTKUX, OCOOCHHO MpHU

JUIUTETILHOM MIPUMEHEHUH TpenapaToB (cM. pazaen «Ocolble yKazaHusm»).

Ilepeno3upoBka

[Ipr 0gHOBpEeMEHHOM NpUEME HECKOJIBKUX CYTOUYHBIX 703 (hapMaKOKMHETUYECKHE IMapaMeTphI
po3yBacTaTHHA HE U3MEHSIOTCS.

Cneuuduueckoro JmedyeHus NpU TMepefo3UpPOBKE po3yBacTaTMHa He cymiecTByer. llpu
MEePEI03UPOBKE PEKOMEHIYETCS] TMPOBOJUTH CHUMIITOMATHYECKOE JICUCHHE M MEPOIPHUSATHSA,
HaIpaBJICHHBIC HA MOJAepKaHue (QYHKIMH )KU3HEHHO BaXXHBIX OpraHoB U cucteMm. Heobxomum
KOHTposib (QyHKuuu medeHu u ypoBHa KOK. ManosepositHo, 4yTO remoauanus Oyjaer

3 dexTuBeH.

B3aumopeiicTBue C APYIrdMHU JEKAPCTBEHHBIMHU CPEACTBAMHU

BiausHue npuMeHeHUs APYTUX IpenapaToB HA PO3YBACTATHH

Hneubumoper  mpancnopmuvix  6e1K08:  pO3yBacTaTHMH  CBS3bIBAETCS C  HEKOTOPBIMHU
TpaHcnopTHbEIME Oenkamu, B 4actHocTH, ¢ OATP1B1 u BCRP. ConyrcTBytomiee npruMeHEeHHE
[IPEnapaToB, KOTOPbIE SBISAIOTCA HMHTUOMTOPAMHU D3THUX TPAHCIOPTHBIX OEIKOB, MOXKET
COINPOBOXKAATHCS YBEJIIMYEHUEM KOHLEHTPALlMU pO3yBacTaTHHA B IIJJa3M€ M IOBBIIICHHBIM
PHCKOM pa3BUTHs MHonaTuu (cM. Tabiauuy 4 u pasznensl «Croco0 MpUMEHEHHs U J03bD» U

«Ocobble yKazaHUm).

Luxnocnopun: Tpu OJHOBPEMEHHOM IPUMEHEHUHM po3yBacTaTMHa M IukiocnopuHa AUC
po3yBacTaTuHa Oblla B CpeJHEM B 7 pa3 BbILIE 3HAYCHMS, KOTOPOE OTMEYAIOCh y 30POBBIX

n100poBoITBIIEB (cM. TabuIty 4). He BiauseT Ha TU1a3MEeHHYIO KOHIIEHTPAIUIO IIUKJIOCTIOPHHA.

Hneubumoper npomeasuvl supyca ummynooepuyuma uenogeka (BHUY): coBMecTHOE IPUMEHEHUE
po3yBacTaTHHA C ONpEIEIeHHBIMH HWHTUOMTOpamu mpoTeasbl BUY wunum ¢ koMOuHarmei
uHrnouTopoB mporeazsl BUU moxer yBennunts 3kcnosuimio (AUC) posyBacratuHa 10 7 pas
(cm. Tabaumy 4). Koppekius 10361 po3yBacTaThHa TPeOyeTCs B 3aBHCHMOCTH OT OXKHIaeMOI
CTCTICHU yBeIWYeHUs ero oskcno3unuu (cMm. pasaensl  «[IpotuBomnokazanus» u «Crocod

NPUMEHCHHUS U TO3BD»).

Tem@pubposun u Opyeue eunorunudemuveckue cpedcmed: COBMECTHOE TPUMEHEHHUE



po3yBactaTuHa u TreM@uOpo3myia NPUBOAMT K YBEIMYEHHI0O B 2 pa3a MaKCHUMaJbHOMU
KOHIIGHTpaluu po3yBacTaTHHa B uia3me KpoBu u AUC posyBacraTuHa (cM. paznen «OcoObie
yka3aHus»). OCHOBBIBAasACh HA JAHHBIX IO CHEUU(UIECKOMY B3aUMOJCHCTBUIO, HE OXKHIACTCA
(bapMakOKMHETHYECKH  3HAUMMOIO  B3auMojeWcTtBus ¢ (peHopubOparomM, BO3MOKHO
dapmakoIMHAMUYECKOE B3aUMO/ICIICTBHE.

Iempubposmi, denodubpar, apyrue GuUOpaThl W TUNUACHIKAIONINE 03bI HUKOTUHOBOU
KHCJIOTHl YBEIMYUBAIN PUCK BO3HUKHOBEHHUS MHUOMATUU TPU OJHOBPEMEHHOM NPUMEHEHUU C
uaruouTopamu ['MI'-KoA-penykrassl, BO3SMOXKHO B CBSI3U C TE€M, YTO OHHM MOTYT BBI3BIBATh
MHUOMATHUIO TpPU NPUMEHEHWU B MoOHOTepanuu (cM. paszgen «OcoOble ykazanus»). llpu
OJTHOBPEMEHHOM TpuéMe mpemnapara ¢ rempuopos3uioM, pudparamu, HIKOTHHOBOW KHCIOTOH B
JMIACHIKAIOMUX 103ax (Oosee 1 r/cyT.) HavanmpHas j03a mpernapara He TOJDKHA MPEBBIIIATh 5
Mmr, npueM B o3¢ 40 Mr mpoTHUBOMNOKa3aH IMpH COBMECTHOM Ha3HaueHHH ¢ QuoOpaTamu (CM.

pa3aciibl «HpOTI/IBOHOKaBaHI/IH», «Cnocob IPpUMCHCHHA U 1O3bD», «Oco0bIe YKaSaHI/ISI»).

D3emumud: ogHOBpEeMeHHOE mpuMeHeHue npemapata Kpectop® B mo3e 10 mr u s3etumubda B
no3e 10 mr compoBoxaanocs yBenuuennemM AUC posyBactatuHa B 1,2 pa3za y manueHTOB C
runepxonecrepuHemMueii  (cm. Tabmuuy 4). Henb3s UCKIIOYUTH  yYBEIMUYEHUE pHUCKA
BO3HHUKHOBEHHUS MOOOYHBIX 3(pPexToB n3-3a (hapMakoIMHAMUYECKOTO B3aUMOIECHCTBUS MEXIY

npenapatoM Kpectop® u 33eTmuodoMm.

Aumayuovl:  OIHOBPEMEHHOE TIPUMEHEHHWE pO3yBacTaTMHAa M  CYCIEH3UHl aHTaluaoB,
COACpKAIMX MAarduad W aJiOMUHUA THUAPOKCHI, IPUBOJIUT K CHWXCHUIO MIa3MeHHOMN
KOHIIEHTpalluu po3yBacTatuHa npuMepHo Ha 50%. [lannsiii 3dexT BbIpakeH ciabee, eciu
aHTaluIbl IPUMEHSIOTCS Yepe3 2 yaca IMocje npuema posyBacTatuHa. KiimHHueckoe 3HaueHHe

HOI[O6HOFO B3aUMOJCHUCTBHUS HE HU3y4aJIOCh.

Opumpomuyur: OTHOBPEMEHHOE MPHUMEHEHHE PO3yBacTaTHHA W JPUTPOMHUIIMHA TMPHBOIHUT K
ymenbiieHnt0 AUC posysactatuHa Ha 20% u Cmax posyBactatuHa Ha 30%. IlomoOHoe
B3aUMOJICIICTBHE MOKET BO3HHMKAaThb B pe3yJbTaTe YCHJICHHS MOTOPUKH KHIIEYHHKA,

BBI3BIBAEMOI'O HpI/IéMOM SpUTPOMUIIUHA.

Hzoghepmenmor yumoxpoma P450: pe3yabTaThl UCCIICAOBaHUI IN VIVO 1 i Vitro mokasainu, 4To
PO3YyBacCTaTHH HE SBJISICTCS HU MHTHOUTOPOM, HU UHIYKTOPOM H30(pepMeHTOB uToxpoma P450.
Kpome Toro, pozyBactatuH sBIsieTCs ClIaObIM cyOcTpaToMm it ATUX u30hepMeHTOB. [loaTomy

HE OKMJAETCsl B3aMMOJIECUCTBUS pO3yBacTaTWHA C APYTUMHU JIEKAPCTBEHHBIMU CpEICTBAMHU Ha



ypoBHE MeTabonu3Ma ¢ ydactueMm u3odepmMeHToB 1uToxpoma P450. He oTMedeHO KIMHUYECKH
3HAUYMMOTO B3aUMOJICHCTBUSL PO3yBacTaTHHA C (PIIyKOHA30JI0M (MHTHOUTOPOM H30(EepPMEHTOB

CYP2C9 u CYP3A4) u xerokonazonoMm (narudutopom nzodepmentoB CYP2A6 u CYP3A4).

@dy3uooeas Kucroma: WCCIENOBAaHUN IO M3YYEHHIO B3aUMOJIEWCTBUS pPO3yBacTaTWHA U
(by3u10BOM KUCIOTHI HE MPOBOAMIOCH. Kak M mpu mpreMe ApYrux CTaTUHOB, OBUIM MOTYYEHBI
NOCTMApKETUHTOBBIE COOOIIEHUs O Ciydasx pabJoMuONIM3a TPU COBMECTHOM IIpHEME
posyBacTtatuHa U Qy3ua0Boil kucioTsl. HeoOxoaumo npucTtanbHO HAOMOAATH 33 MAlMEHTaMHU.

[Tpu He0OX0IMMOCTH, BO3MOKHO BPEMEHHOE MpEKpalleHne IprueMa po3yBacTaTuHa.

B32H/IMOI[CI71CTBPI€ C JICKApCTBCHHBIMH CPEACTBAMH, KOTOPOC TD€6VCT KOPPCKIHHK JT03bI

po3yBacraTuHa (cM. Tabuuny 4)

o3y npenapata Kpectop® cieayer KOppeKTUpOBaTh NMpH HEOOXOAMMOCTH €r0 COBMECTHOTO
IPUMEHEHHUS C JIEKapCTBEHHBIMH CPEACTBAMMU, YBEJIMUYUBAIOLUIMMU 3KCIO3UIIMIO PO3yBaCTaTHHA.
Cnenyer O3HaKOMHUTbCA C MHCTPYKLMEH 10 NPUMEHEHUIO JTHX MpenaparoB Nepes HX
Ha3zHaueHUeM COBMeCTHO ¢ npenapaToM Kpectop®. Ecnu oxuaercs yBelnyeHue 3KCIO3UIIH B
2 paza u Oonee, HayanbpHas 7032 npenapara Kpectop® He N0KHA MPEBBILIATh 5 MI' OIMH pa3 B
cyTkH. Takxke ciielyeT KOppeKTHPOBaTh MaKCUMAJIbHYIO CYTOUHYIO /103y npenapara Kpectop®
TaK, YTOOBI OKMJlaeMasi HKCIIO3UIUS PO3yBacTaTUHA HE MpeBbIIIaja TaKoBYIO s 1036l 40 Mr,
IPUHUMAEMOM 6e3 OJIHOBPEMEHHOT'O Ha3HAYCHUS JIEKapCTBEHHBIX CPEICTB,
B3aMMOJEMCTBYIOINX C po3yBacTaTUHOM. Hanpumep, MakcumallbHas CyTO4YHas J103a Ipenapara
Kpectop® nipu 0HOBPEMEHHOM MPUMEHEHHH C IIUKJIOCIIOPHHOM COCTABIIsIET 5 Mr (yBelnndYeHUE
9KCHO3UIUH B 7,1 pasa), ¢ puToHaBUpOM/aTazaHaBupoM — 10 mr (yBenrueHHe SKCIO3UIHHU B 3,1
pasa), c rempudposuiom — 20 Mr (yBenuueHue skcno3unuu B 1,9 pasa).

Koppekuust HagansHOM 10361 Ipenapara Kpectop® He TpeOyercsi, eclii 0’KUAAeTCs YBETHUSHHE
HKCIIO3MIMU MEHEE YeM 2 pa3a, OJHAKO, IIPU yBeIW4YeHUH 11036l npenapaTta Kpectop® Beime 20

MTI" CJIEAYET co0II01aTh OCTOPOKHOCTE.

Tabauna 4. Buusinme comyTcTBYIOLIEli Tepanuu Ha 3Kcno3unuio posyBacratuna (AUC,
JaHHbIE TPHUBEJAEHbI B MNOPs/IKe YObIBAHMS BEJIUYHMHBI JKCIO3HIMH) — Pe3yJbTAThI

ONy0JMKOBAHHBIX KJIMHUYECKHUX MCCJIeI0BAHUI

YBeanvyeHHne IKCIO3UIIUM PO3YyBACTATHHA B 2 M 00J1ee pa3a

Pexum conyrcrBylonieid | Pexxum npuema | U3meHeHnne AUC!

Tepanuu po3yBacTaTuHa po3yBacTaTHHA 1O




CPaBHEHUIO c

MOHOTEpanueH

CodocOyBup/BennaTacBUp/BOKCH
nanpesup (400 mr — 100 mr — 100
mr) + Bokcunanpeup 100 mr 1

pa3 B cyT., 15 nueit

10 mMr ogHOKpaATHO

VBeanuenue B 7,39

pasza

Huxnocnopun 75-200 Mr 2 pasa

B CYT., 6 Mec.

10 mr 1 pa3 B cyrT., 10 quei

VYBenuuenue B 7,1 pasza

Haponyramua 600 mr 2 pasza B

CyT., 5 THEU

5 MI OTHOKpPATHO

YBenuuenue B 5,2 paza

Peropadpenn6 160 mr 1 paz B

CyT., 14 nuent

5 MT OZHOKPATHO

YBenuuenue B 3,8 paza

Atazanasup 300 wmr/putoHaBHp

100 mr 1 pa3 B cyt., 8 nHeu

10 Mr oJTHOKpaTHO

VBenuuenue B 3,1 paza

Cumenpesup 150 mr 1 pa3 B cyT.,

10 mMr ogHOKpaTHO

YBenuuenue B 2,8 paza

7 nHen

Bennaracsup 100 mr 1 pa3 cyr. 10 Mr onHOKpaTHO VBenmuuenne B 2,69
pasa

OmOuTacBup 25 | 5 Mr oJTHOKpaTHO VBenuuenne B 2,59

MT/TIapUTATIPEBUD 150 pasa

mr/putonasup 100 mr/nacabysup

400 mr 2 pa3za B CyT.

I'pazonpeBup 200 wmr/ambacBup | 10 Mr ogHOKpATHO VYBenuuenne B 2,26

50 mr 1 pa3 B cyT. pasa

I'nexanpeBup 400 | 5 Mr OJHOKpaTHO YBenuuenue B 2,2 pasza

mr/nubpentacup 120 mr 1 pa3 B

CyT., 7 THEH

Jlonunasup 400 wmr/puToHaBHp

100 mr 2 pasa B cyT., 17 nuen

20 mr 1 pa3 B cyT., 7 1HEHR

VYBenuuenue B 2,1 paza

Knonuporpen 300 MT
(Harpy3o4Hast 103a), 3aTeM 75 MT

yepes 24 4

20 MT OJTHOKpATHO

VYBenuuenue B 2 pasza

I'empubpozmn 600 mr 2 pasza B

CyT., 7 mHEH

80 Mr oJTHOKpaTHO

VBenuuenue B 1,9 paza




YBeanuyeHne IKCIO3HIIUA PO3YBACTATHHA MeHee YeM B 2 pa3a

Pexum CONMYTCTBYHOIIEH

Tepanuu

Pexum npueMa

po3yBacTaTuHa

U3smenenune AUC!
po3yBacTaTHHA no
CPABHEHHIO c
MOHOTEpaNuen

Ontpombomnar 75 mr 1 pa3 B cyT.,

5 naen

10 Mr oJTHOKpaTHO

VBenuuenue B 1,6 paza

Hapynasup 600 Mr/puToHaBHp

100 mr 2 pa3a B cyT., 7 1Hel

10 mr 1 pa3 B cyT., 7 1HEl

VBenuuenue B 1,5 paza

Tunpanasup 500 Mr/puTOoHaBHP

200 mr 2 pa3za B cyT., 11 nHeit

10 Mr ogHOKpaTHO

VYBenuuenue B 1,4 paza

Hponenapon 400 Mr 2 pa3a B CyT.

Het manunix

Venuuenue B 1,4 paza

Utpaxonazon 200 mr 1 pa3 B

CyT., 5 THEU

10 Mr wim 80 mr

OJIHOKpPATHO

VBenuuenue B 1,4 paza

33erumud 10 mr 1 pas B cyt., 14

oHen

10 mr 1 pa3 B cytku, 14

oHen

VYenuuenue B 1,2 paza

CHu:KeHHe YIKCIO3HIINH PO3YBACTATHHA

Pexum conyrcrByromei

Tepanuu

Pexum npuema

po3yBacTaTuHa

N3menenne AUC!
PO3yBacTaTHHA 110
CPaBHEHHIO C

MOHOTEpaINueH

Oputpomuiud 500 mr 4 paza B

CyT., 7 THEH

80 Mr 0THOKpaTHO

Cuwuxenue Ha 20%

baiikanun 50 mr 3 pasa B cyT., 14

JHEeN

20 Mr OJTHOKpaTHO

Camxenue Ha 47%

1

JlaHHBIC, TIpEeNCTaBlIeHHBIE B BHIE KpaTHOro m3MmeHeHUs AUC, sSBISIOTCS OTHOIICHHEM
3HA4YCHUsI ITOTO TMOKa3aTellss Ha (poHEe COMyTCTBYIOMIEH Tepanmuy K 3HAYCHHIO TTOKa3aTels
IpU MOHOTEPANMU pO3yBacTaTUHOM. JlaHHBIE, TpelCcTaBleHHbIE B BHUAE %0, SBIAIOTCA
pasuuuet B % mexay nokazareaeMm AUC Ha ¢oHe commyTCTBYOIIEH Tepanuy U 3HaYCHHEM
MoKa3aTessl P MOHOTEPAITHH PO3YBaCTaTHHOM.

Crnenyromue JieKapCTBEHHBIE Tpemaparbl W WX KOMOWHAIMKA HE OKa3bIBAIOT KIMHUYECCKH
3HaYMMOro 3(p(dekra Ha HKCMO3ULUIO PO3yBaCTaTHMHA INPU HMX COBMECTHOM MPHUMEHEHHH:
anernutasap 0,3 mr, 7 queii; penodubpat 67 mr 3 pasza B cyT., 7 aHel; ¢uykonaszon 200 mr 1 pa3
B CyT., 11 nueii; pocammpenBup 700 mr/putonasup 100 mr 2 pa3a B cyT., 8 AHEH; KETOKOHA30I

200 mr 2 paza B cyT., 7 aueit; pudammun 450 mr 1 pas B cyT., 7 aaeit; cunmumapus 140 mr 3 pasa



B CYT., 5 THEM.

Biusaue OPpUMCHCHHUSA PO3YBACTATHHA HAa APYTHUEC MPCIapaThl

Aumazonucmol 6umamuna K: Hauajgo Tepanmuu pPO3yBaCTaTUHOM WM yBEJIMYEHHE O3Bl
mpernapara y MaiueHTOB, MOMyYaloluX OJHOBPEMEHHO aHTaroHWCThl BuTamuHa K (Hampumep,
BappapuH), MOXET MPUBOJAUTHL K yBeNIMUeHUI0 MexayHapoaHoro Hopmain3oBaHHOTO
Otnomienuss (MHO). Otmena posyBacTaTMHAa WM CHIDKEHHE JIO3bl IIpernapara MOMKET

npuBOIUTH K yMeHbIIeHut0 MHO. B Takux ciyyasx pekomenayercsi Koutpoiabs MHO.

IlepopanvHvle  KOHMpayenmuevl/20pMOHO3AMECMUMENbHASL — mepanus.  OJHOBPEMEHHOE
NPUMECHCHHE pO3yBacTaTMHA W  TEPOpPalbHBIX  KOHTpanenTuBoB  yBenmuumBaer AUC
stuHmceTpaguona 1 AUC noprectpena Ha 26% u 34%, coOTBETCTBEHHO. Takoe yBeTUYECHHE
IUIAa3MEHHOW KOHICHTPAIIMKA JIOJDKHO YYHUTHIBATbCS MPH TOJ00pE 03Bl  IEPOpPabHBIX
KOHTpalenTuBoB. {dapMaKOKMHETHYECCKUE JIAaHHBIC [0 OJHOBPEMEHHOMY IPUMEHEHHIO
npenapata Kpectop® u ropMoHO3aMECTUTENBHONW Tepamuu OTCYTCTBYIOT, CJIEIOBATENBHO,
HENb3sl UCKIIOYUTh aHAJOTUYHOTrOo 3¢ ¢deKTa U Mpu NPUMEHEHHH JaHHOTO codeTraHus. OmHako
nonoOHass KOMOWHAIlMSA IIUPOKO TMPUMEHSIACh BO BpeMs TMPOBEACHHS KIMHHYECKHX

HCCIICIOBaHUM U XO0pouo NepeHOCHUIIACh MaluCHTaMU.

Oco0ble yka3anus

[Touyeunsie A eKTh

VY mnanueHToB, MOJYyYaBIIMX BBICOKME 03I mpenapara Kpectop® (B ocHoBHOM 40 Mr),
HaOrofanach KaHaiblieBas IPOTEMHYpUs, KOTOpas B OONBIIMHCTBE CllydaeB Obula
TpaH3uTOpHOU. Takast NPOTENHYpHs HE CBUIETENILCTBOBAA 00 OCTPOM 3a00JIEBAHUU MTOYEK WIIH
IpOTpecCupoBaHUM 3a00JIeBaHUS MOYEK. Y MAI[MEHTOB, IPUHUMAIONIUX npenapar B 1o03e 40 mr,
PEKOMEHIyeTCsl KOHTPOJIUPOBATh MOKa3aTesu (QyHKIUHU TOYEK BO BpEMs JI€UEHUSI.

HaDVHIeHI/ISI CO CTOPOHBI OIMOPHO-ABUTATCIBHOI'O arirapara

[Tpu mpumenenun mnpenapara Kpecrop® Bo Bcex /103aX M, B OCOOEHHOCTH HpU MpHUEME 103
npenapara, npesbimapmux 20 Mr, coodmanoch O CIEIYIOIUX BO3JIEHCTBUAX Ha OMOPHO-
JBUTATEIbHBIN anmnapar: MUaIrus, MUOTIATUs, B PEIKUX CIydasx pabIoMHOIIHU3.

OnpeneneHre aKTUBHOCTH KpeaTnH(hoCHOKMHA3EI

Omnpenenenne aktuBHocTh K®OK He crieayeT mpoBOAWTH MOCIE WHTEHCHUBHBIX (DU3MYECKHX
Harpy30K WM IPU HAIWYUM APYTHX BO3MOXKHBIX IPUUMH yBenHueHUs akTuBHOcTH KPK, uto
MOKET IPHUBECTH K HEBEPHOW HWHTEPIPETALMM IOJyYEHHBIX pe3yJbTaToB. B ciywae eciou

ucxonHas aktuBHOCTh KDOK cymecTBenHo moBeIieHa (0oee ueM B 5 pa3 BbIIIE, YeM BEPXHSA



rpaHHIla HOPMBI), Yepe3 5 — 7 IHEW clieayeT MPOBECTH MOBTOpHOE m3MepeHue. He criemyer
HA4YMHATH TEPAINIO, €CJIM TOBTOPHBIA TECT MOATBEPKAAECT UCXOAHYIO0 akTUBHOCT, KDK (BbIlIE
Oosee yeM B 5 pa3 M0 CPABHEHMIO C BEPXHEW IPaHULIEN HOPMBI).

Jlo HayaJia Tepanuu

ITpu nasHauenuu npenapata Kpecrop®, Tarkke Kak M IpHU Ha3HAUYCHUM APYTMX MHIHOUTOPOB
I'MI'-KoA-penykrasbl, cleQyeT MposBIATh OCTOPOKHOCTh MAallMeHTaM C HMEIOLIUMUCS
(akropamu pucka mMuonaruu/padaomuonusa (cM. pasaen «C 0CTOPOKHOCTBHIO»), HEOOXOIUMO
paccMOTpeTh COOTHOILIEHME PUCKAa U BO3MOYKHOM IOJIB3bl TEpalMM M MPOBOAUTH KIMHUYECKOE
HaOJIFOJEHUE.

Bo Bpems Tepanuu

Crnenyer npouH(pOpMHUPOBATh MAIEHTa 0 HEOOXOAMMOCTH HEMEJICHHOTO COOOIICHHUS Bpady O
cilydasix HEOKMJAHHOT'O MOSIBIICHUS] MBILIEYHBIX OOJIeH, MBIIIEYHOW CcIabOCTH WM CHa3MOB,
0COOEHHO B COYETAaHMM C HEJAOMOTaHMEM M JIMXOpPaAKOH. Y TaKMX MalUEHTOB CJeIyeT
onpenenaty aktuBHOCTh KOK. Tepanus nmomknHa ObITh MpeKkpaimieHa, eciim akTuBHOCTE KOK
3HAUUTENBHO MOBBIIIEHA (0oJiee yeM B 5 pa3 10 CPaBHEHMIO C BEPXHEW I'paHUIEH HOPMBI), WIH
€CJIM CUMIITOMBI CO CTOPOHBI MBIIII] PE3KO BBIPAYKEHBI M BBI3bIBAIOT €XKEIHEBHBINH TUCKOM(OPT
(maxe ecnu aktuBHOCTh KDK yBennuena He Oosee yeM B 5 pa3 MO CPaBHEHHIO C BEepXHEH
rpanuied HopMmel). Ecnu cumnToMsl ucuesaroT, U akTuBHOCTH K@K Bo3Bpaiaercss kK HOpMe,
CJIEyeT PAacCMOTPETh BOIPOC O MOBTOPHOM Ha3HAaueHMH Ipenapara Kpectop® wmnm apyrux
uHrnoutopoB I'MI-KoA-peaykTazbl B MEHBIIMX [J03aX NpH TIIATEIHHOM HAONIOJEHUM 32
MalUEHTOM.

PyTtunnsiii koHTpOIIb akTHBHOCTH KPK 1py 0TCYTCTBUM CUMIITOMOB HelleaecooOpa3eH.
OTMedeHbl O4YeHb PENIKHE CIydyal MMMYHO-OIOCPEIOBAaHHOW HEKPOTH3UPYIOLIEH MHONATUU C
KJIMHUYECKUMM TMPOSBICHUSAMU B BHJE CTOMKOH CIabOCTH NPOKCUMAIbHBIX MBI U
noBblleHUsT akTUBHOCTH K@K B ChIBOPOTKE KpOBH BO BpEMS JIEUEHUS WIN IIPH NPEKpaICHUN
npueMa CTaTMHOB, B TOM 4HCIe po3yBacTaTHHa. MokeT mnoTpeOoBaThCsi MPOBEACHUE
JIOTIOJIHUTEIIbHBIX ~ MCCJIEIOBAHUM  MBIIIEYHOM M  HEPBHOM CHCTEMBI, CEpPOJIOTMYECKUX
UCCIIEIOBAHNM, a TAKKE Tepalnis UMMYHOAEIIPECCUBHBIMU CPEICTBAMM.

He ormedeHO NpHU3HAKOB yBEIWYEHUS BO3JACHCTBUS HA CKEIETHYIO MYCKYJIATypy IIpU IIpUeMe
npenapata Kpectop® u comyrcTByromei tepanui. OgHako coodmanock 00 yBeIUYeHUH YKciia
CIy4aeB MHO3WTa MU MHUOINATHUU Yy MAllMEHTOB, MPUHUMABIIUX Ipyrue uHruoutopsl ['MI-KoA-
pelnyKTa3bl B COYETAHWU C MPOM3BOIHBIMU (PMOPUHOBOM KHCIOTHI, BKIOYas reMpuOpo3n,
IUKJIOCIIOPUH, HUKOTUHOBYIO KUCJIOTY B JIMITUACHMKAIOMMX 703ax (Oojee 1 r/cyT.), a30/bHBIC
IPOTUBOIPUOKOBBIE CpEJICTBA, MHIMOMTOPHI mpoteazbl BUY u makponuaHble aHTHOMOTHKH.

'emduOpo3m yBennunBaeT pucKk BO3HUKHOBEHHUS MUONATHHM IPU COBMECTHOM IPUMEHEHUU C



HekoTopbiMu uHTHOUTOpaMu ['MI-KoA-penykraszpl. Takum oOpa3oM, HE pPEKOMEHIYETCs
OJTHOBpEMEHHOE TMpHuMeHeHue mnpenapara Kpectop® u rem¢udbposmna. JlomkHO OBITH
TIIATEJIbHO B3BEILIEHO COOTHOLIEHHME pPHUCKAa U BO3MOXKHOM IOJIb3BI IPU COBMECTHOM
npuMeHeHun mnpenapata Kpectop® u puOpaToB WM JUMUACHIKAIOIIUX 03 HUKOTHHOBOMU
kucnothl. [IpoTuBonokaszan npuém npenapata Kpecrop® B no3e 40 Mr coBmectHO ¢ ¢pubparamu
(cm.  pazmensl  «BzaumopeiictBUE ¢ APYTMMH  JIEKAPCTBEHHBIMU  CPEICTBAMM,
«[IpoTHBOMIOKA3aAHUSY).

Yepes 2-4 Henenu mociie Havyaia JICYSHUs W/WIHM TPU TMOBBIMIEHUH 103kl mpernapara Kpectop®
HEOOXOAMM KOHTPOJIb ITOKa3aTeJed JIMIMHUIHOTO OOMeHa (Mpu HEOOXOIUMOCTH TpeOyeTcs
KOPPEKLHUS J03bl).

DyHKIU neYyeHn

PexomMenryeTcst NpoBOANTH ONpeesieHne MoKas3areneil QyHKIMU MEUeHH 10 Hadalla Tepanuy U
yepe3 3 Mecdua nocie Hayana tepanuu. [lpuem npenapata Kpectop® crienyer npekpaTuTb WU
YMCHBIINUTL A03Yy IIperiapara, €CJIM AaKTUBHOCTb «IICUCHOYHBLIX» TpaHCaMMHA3 B CBIBOPOTKE
KpOoBH B 3 1 OoJiee pa3 NpeBbIIIaeT BEPXHIOIO TPAHUILY HOPMBI.

VY manueHTOB C THUIEPXOJIECTEPHHEMHEH BCIEICTBHE THIIOTUPEO3a WIM HE(HPOTHYECKOTO
CHHJpOMa Tepamusi OCHOBHBIX 3a00JeBaHMU JOJDKHA TPOBOAMTHCS [O Hayajla JICUEHUsS
npenapatoM Kpectop®.

Oco0ble TONVIBIIAN. DTHUYECKUE TPVIIII

B xome dapmMakoKMHETHYECKHX HCCIEIOBAaHUN CpEeIu KHTAWCKUX W SAMOHCKUX TMAllMeHTOB
OTMEUEHO yBEIMYEHHE CHUCTEMHOW KOHIIGHTpAIlMM po3yBacTaTWHA T[O0 CPaBHEHUIO C
MOKa3aTeJISIMU, TOJYYEHHBIMU CpeIu TaIMeHTOB-eBporneou 0B (cM. pazaensl  «Crocod
NPUMEHEHHS ¥ 103b1» 1 «DPapMaKOKHHETHUKAY).

Nurudurops! nporeassl BUY

He pexoMeHayercss cCOBMECTHOE MPUMEHEHHUE Mpemnapara ¢ MHruoutropamu mnporeazsl BUY (cm.
paznen «B3zanmoieiicTBrE C IPYTUMU JIEKAPCTBEHHBIMHU CPEICTBAMHE ).

JlakTo3a

[Ipenapar He cneAyeT TMPUMEHSTh Y TALUMEHTOB C JIAKTa3HOM HEIOCTAaTOYHOCTHIO,
HEMEPEHOCHUMOCTBIO TaJIaKTO3bI U TITFOK030-TATAKTO3HON MaibaOCOpOIIHei.

HuaTepcTHInaabHOe 3a00JICBaHUE JIETKHUX

[Ipy npuMeHEHMH HEKOTOPbIX CTAaTHHOB, OCOOEHHO B TEYEHHE JUIMTEIHLHOTO BpPEMEHH,
C000IaTI0Ch 0 AUHUYHBIX CIIyYasX WHTEPCTUIIMAIBLHOTO 3a0oneBanus Jierkux. [IposiBieHusMu
3a6OJICBaHI/I$I MOT'yT ABJIATHCA OJABIIIKA, HerO,Z[yKTPIBHBII;'I KalCjib U YXYAUICHUC 06H.[CI‘O
CaMOYyBCTBHUSI (ClIabOCTh, CHIDKEHHE MacChl Tena W jauxopaaka). [Ipm momo3peHwu Ha

MHTEPCTUIIHANBbHOE 3200JI€BaHKE JIETKUX CIIEyeT MPEKPATUTh TEPAIII0 CTATHHAMH.



CaxapHblii [uadeT 2-ro THIAa

VY nanMeHTOB € KOHIEHTpPAIMed TIIOKO3bl OT 5,6 10 6,9 MMOJIB/J Tepamus MpernapaTom

Kpectop® accornuupoBaiach ¢ HOBBIILICHHBIM PUCKOM Pa3BUTHA CaXapHOTO auadera 2-ro TUma.

Binsinne Ha cIOCOOHOCTH YIIPABJISITH TPAHCIIOPTHBIMHU CPEeACTBAMH, MEXaHU3MAMHU

He npoBoausock uccineoBanuii Mo M3y4eHuIo BIUsSHUS npenapara Kpectop® Ha criocoOHOCTH
YIOPaBIATh TPAaHCHOPTHBIM CPEICTBOM U HCIOJIb30BaTh MeXaHu3Mbl. Ciieyer coOnroaarh
OCTOPOKHOCTh TMPHU YIPABIEHUU AaBTOTPAHCIIOPTOM WU paboTe, TpeOyromiel MOBBIIIEHHON
KOHIEHTPAllUU BHUMAHUS U OBICTPOTHI IICUXOMOTOPHBIX peakuuil (BO BpeMs TEparud MOKET

BO3HHUKAThH FOJIOBOKPYKEHHUE).

®opMa BBIIIYCKA

TabyeTKu, MOKPHITHIC INIEHOYHONW 000JI0UKOM, 5 MT.

[Io 14 Tabnerok B Onucrepe W3 AJTIOMHHHEBOTO JIAMHHATA/ATIOMUHUEBOW  (DOIIBIH,
chopMHUpPOBaHHOM U3 (OPMOBOYHOTO JAMHHATA, COCTOSIICTO W3 TMOJUMaMuia / MSITKOU
aTIOMUHHEBOW  (onbru/ HemmactuduimpoBanHo mnonuBuHUIXiIopuanoi (IIBX) mienkw,
3are4aTaHHOM 3aKaJI€HHOW alIOMHUHUEBOW (OJBIoi, MOKPHITOM TepMojIakoMm; Mo 2 uiau 7
OJMCTEpPOB € MHCTPYKIMEH IO NPUMEHEHUI0 B KapTOHHOM Mauke C KOHTPOJIEM IIEPBOIO

BCKPLBITHA.

YciaoBus XxpaHeHus

ITpu Temneparype He Boimie 30°C, B HEJOCTYITHOM I IETeH MecTe.

Cpoxk rognocTun

3 roga. He MMPUMCHATH IO UCTCUCHUHN CPOKAa 'OAHOCTHU, YKA3aHHOTO HA YITAKOBKEC.

YcaoBust ornmycka

OTnyckaroT 1o peuenty.

HaumeHoBaHue W OpuAuMYecKHil aapec Aep:kartens (BJajelblla) PerucTPalMOHHOIO
Y10CTOBepeHUs

Actpa3eneka IOK Jlumuten, 1 ®pencuc Kpux Asento, KemOpumx buomenukan Kammyec,
KemOpumx, Benukoopuranus CB2 0AA

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



IIpousBoaurenn

Aitllludp ®apmacerotukanc Uuk, KAPP 188, Jlor 17, Can Ucuapo Uunactpuan Ilapk, I1O
1624, Kanosanac, PR 00729, ITyapto-Puko

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

®DacoBIIMK (MepPBUYHASA YIIAKOBKA)

Actpa3eneka IOK Jlumuren, Cunk Poyn busnec Ilapk, Makkinchuna, Yemmp SK10 2NA,
Benukobpuranus

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

YnakoBmuk (BTopruyHas (MoTpedUTeIbCKAas) YNAKOBKA) W BBINYCKAWIINNA KOHTPOJIb
KayecTBa

00O «Actpa3enexa UngacTpuz»

249006, Poccus, Kanyxckas obnacts, bopoBckuil paiion, nepesus oopuno, 1-b1if BocTounsiii

poe3, BiajieHue 8

Haumenosanue, adpec opeanuzayuu, YnOIHOMOYEHHOU Oepoiicamenem ULU  6laderbyem
PecUCmpayuoHHo20  YOOCMOBEepeHUs  JIeKapCmEeHHo20 npenapama 01 MeOUYUHCKO20
NpUMeHeHUs Ha NPUHAMuUEe npemeH3utl om nompeoumens:

00O Actpa3enexa dapmacbloTHKAT3

123100, r. Mockga, 1-it KpacHorBapaeiickuii npoesn, a. 21, ctp. 1, atax 30, komnHats! 13 u 14
ten. +7495 7995699

dakc +7495 7995698
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