MHUHUCTEPCTBO 3JIPABOOXPAHEHMSI POCCUMCKOU ®EJIEPALIAU
MHCTPYKLIMA 10 MEJULIMHCKOMY TTPUMEHEHUIO JIEKAPCTBEHHOT'O
[IPEITAPATA

| )
Kpecrop® ! 1599997
Perncrpannonnsiii Homep: I1 N015644/01
Toprosoe nanmenoBanue: Kpecrop®
Mezkaynapoanoe HenaTeHTOBAHHOE HAMMEHOBAHHME: PO3YBACTATHH

JlekapcerBennas popma: TableTKH, MOKPHITHIE TUIEHOYHOH 060J109KOH

Cocras

Kaoicoas mabremxa cooepocum akmuenozo sewjecmea: posypactaruna 10, 20 umm 40 Mr B Bue
pO3yBacTaTHHA KaJIbILIU.

Bcnomozamenvnvie 6euyecmea: naxrosst Monoruapar 89,50 mr (s no3upoBku 10 mr), 179,00
Mr (uis  posuposkn 20 wr), 164,72 wmr (muns  mosmpoBku 40 MI); LEJUTI0JI03a
MHKpOKpHCTa/yeckas 29,82 mr (a1st mosuposku 10 Mr), 59,64 mr (s mo3upoku 20 mr),
54,92 mr (ans no3upoBku 40 Mr); kanbums docdar 10,90 Mr (s Jno3upoBku 10 mr), 21,80 mr
(n1s nosuposku 20 mr), 20,00 mr (mis no3upoBkd 40 wmr); kpocrnoBumor 7,50 mr (mis
no3upoBku 10 mr), 15,00 Mr (s mosuposku 20 mr), 15,00 mMr (s J103UpoBKH 40 Mr); Maraus
creapar 1,88 mr (ais nosmpoBku 10 wmr), 3,76 mr (ais nosmpoku 20 mr), 3,76 mr (st
n03upoBkH 40 Mr); 06or0uka mabnemku: nakTo361 MoHOrHapar 1,80 mMr (s no3upoBku 10 mr),
3,60 mr (ans nosuposku 20 mr), 3,60 mr (s mo3upoku 40 Mr); runpomeruiosa 1,26 mr (s
no3upoBku 10 mr), 2,52 mr (st go3upoBku 20 mr), 2,52 mr (u1s 103upoBk# 40 Mr), TpHALIETHH
(rmuuepuna tpuanerar) 0,36 mr (st go3uposku 10 mr), 0,72 mr (s nosuposku 20 mr), 0,72
Mr (i 1o3upoku 40 mr); Tutasa amokema 1,06 mMr (s gosuposku 10 mr), 2,11 Mr (wis
Ao3upoBku 20 mr), 2,11 Mr (st 103upoBkE 40 Mr); KpacuTeNb jKeje3a OKCHI Kpacubii 0,02 mMr

(st nosupoBku 10 mr), 0,05 Mr (s gosuposku 20 mr), 0,05 mr (as no3uposkn 40 Mmr).

Onucanne

Tabnerkn 10 mr: Kpyrible, JBOSKOBBIIYKIIble TaGJETKH, MOKPBIThIE MUIEHOUHOM 060JI0UKOH
PO30BOTO 11BETa, ¢ rpaBUpOBKOi “ZD4522 10™ Ha oxHO# cTOpOHE.

Tabnerkn 20 Mr: Kpyrible IBOSIKOBBIMYKIIble TAOJETKH, MOKPHITHIC IUIEHOYHOM O06GONOUKOM
PO30BOTO 1IBETA, C rpaBUpOBKOH “ZD4522 20™ Ha 0/1HO# CTOpOHE.

Tabnerku 40 mr: oBajbHBIE, ABOSKOBBITYKIbIE TAOJIETKH, MOKPHITHIE TUIEHOYHOM 0GOIOUKON



030BOTI'0 IIBETA, C rPaBUPOBKOH “ZD4522 Ha 01HO# cTopoHe U “40” - Ha APYTOii.
p I'PaBUp P pY

®apmakoTepaneBTHYECKAS IPYIiiIa: THIIOIHITHAEMHAYECKOE cpenctBo - I'MI'-KoA-penykrassi

HHTHOUTOP

Koax ATX: C10A A07

DapMaKoJIOrHYeCKHE CBOICTBA

Mexanusm oelicmeus

PosyBactatin sIBIS€TCS CENEKTHBHBIM, KOHKYDEHTHBIM uaruouropom I'MI-KoA-penykrassi,
(epMeHTa, TpEBpAMIAIOMEr0 3-THAPOKCH-3-METHIIIyTapHI KOSH3MM A B MEBaJIOHaT,
NPEAMECTBEHHUK XonecTepuHa. OCHOBHOH MHINCHBIO JEHCTBHS pPO3yBacTAaTHHA SBISETCS
NIEYCHB, I'I¢ OCYIIECTBIAETCA CHHTE3 XosecTeprHa (XC) u KaTabou3M JIMIIONPOTEHHOB HU3KOM
wiotHoctu (JIITHIT).

PosyBactatun yBennumBaer unciio «neyenounsx» penenropos JITHIT na MIOBEPXHOCTH KJIETOK,
nmosbnas 3axsar ¥ karabommsm JIITHII, uro B cBol0 OYepens NPUBOAMT K MHIHOHPOBAHHIO

CHHTE3a JIMIIONPOTEUMHOB O4eHb HU3KOH mioTHocTH (JITIOHIT), ymenbimas Tem cambiM o0mee
kosmdectso JITTHIT u JITTOHII.

dapmakoIHHAMHKA

[Ipenapar Kpectop® cHIKaeT MOBBIIEHHBIE KOHIIEHTPALHH xonecrepuna JIITHIT (XC-JIITHIT),
obmiero xonecrepuna, Ttpurmiepunos (TI'), moBbImaeT KOHIIEHTPAIMIO  XOJIeCTepHHA
JIUIONPOTEHHOB  BbICOKOH miotHocTH (XC-JITIBIT), a Takke CHMXAeT KOHIEHTpALMHU
anommnonporensa B (AnoB), XC-weJIIIBII, XC-JITTIOHII, TIr-JIIIOHIT wu YBEJIIMYUBAET
KOHIEHTpauuio anojunonporernna A-I (AnoA-I) (cm. Tabmuusl 1 1 2), CHUKAeT COOTHOIIEHHE
XC-JITHIT/XC-JITBII, o6ummit XC/XC-JINBIT u XC-neJINIBII/XC-JITIBIT # cooTHOMEHHe
AnoB/AnoA-I.

Tepanesruuecknii >pdext pasBuBaeTcs B TEUeHHE OHON HeNEIH MOCIE Hayaia Teparnuu
npenapatrom Kpectop®, wuepe3 2 wHenenmu nedenus aocturaer 90% OT MAKCHMAIBHO
BO3MOXKHOT0 o dexra. MakcumanbHblil TepanesTryeckuii a3dpdekT 06b19HO gocTHraeTes K 4-0ii

HE/IeNIe Tepaluy M MOUIEPKUBAETCS TIPH PETYJISIPHOM HPUEME Ipenapara.

Tabumua 1. Jlozo3aBucnMmblii 3¢ exT y naumenTos ¢ nepBH4HO ranepxoJiecTepuHeMueii
(tan ITa u I1b no ®peapukcony) (cpeaHee CKOPPEKTHPOBAHHOE NMPOLEHTHOE H3MEHEHHE O

CPABHEHHIO ¢ HCXOHBIM 3HAYEHHEM)



Jlo3a Koa-Bo XC- | O6mmit | XC- T XC- AnoB | AnoA-
namuenros | JIIMHIT | XC | JIIBII HeJITIBII I
IInane6o - 7045 3 -3 -7 -3 0
10 mr 17 -52 -36 14 -10 -48 -42 -
20 mr 17 -55 -40 8 -23 -51 -46 8
40 mr 18 -63 -46 10 -28 -60 -54 0

Tabmuua 2. JlozosaBucumblii 3¢pdexr y nanmentos ¢ runeprpuriunepuxemueii (tan Ib

i IV no ®penpuxcony) (cpeaHee nNponeHTHOe M3MeHEHHE IO CPABHEHHIO ¢ HCXOAHBIM

3HAYEHHEM)
Jo3a Koa-Bo TI | XC- | O6mmii | XC- XC- XC- TrI-
NAHEHTOB JII XC JIIB | meJIIIB | JIIIOH | JIIOHII
HII II I 11
[Inane6o 26 1 5 1 -3 2 2 6
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

Knunuyeckas s¢hpexmusrnocme

[Ipenapar Kpectop® s¢dekTHBeH y B3pOCIBIX NALKEHTOB ¢ THIEPXOIECTEPHHEMHEH ¢ 1l 663
THIIEPTPUTITMIEPHIEMHH, BHE 3aBUCHMOCTH OT PaCOBOH NPHHAUIKHOCTH, I10J1a WIIH BO3PACTa, B
TOM YHCJI€, y TIAIIHEHTOB C CaxapHbIM J1HabeTOM M CEMEHHOM rHIepXoiecTepuHEMHUEH.

YV 80% mnanmentoB ¢ rumepxosiecrepunemueii Ila u IIb Ttuma mo @penpukcony (cpennss
ucxonHas konuentparus XC-JIITHIT okono 4,8 MMosb/i) Ha poHe npuema npenapara B 1o3e 10
mr konneHTpanus XC-JIITHII nocturaer 3nauennii Menee 3 MMoIIb/1.

Y NalHeHTOB ¢ IeTepO3UrOTHON CeMeiHOM rMIepXolleCTepHHEMHEH, MOy YalOmMX Npenapar
Kpectop® B nose 20-80 mr, oT™MeyaeTcss MONOKUTEIbHAS JAHHAMHAKA [OKA3aTeNell JMIHIHOTO
npodus (uccnepoBanue ¢ ydacrueM 435 nauentos). [Tocsie THTpoBaHHS 10 CYTOYHO# 10351 40
mr (12 senemb Tepanuu) oT™meuaercsi cHukeHne konnentpaumu XC-JITTHIT ma 53%. V 33%
NanueHToB Jocturaercs konueHtpanus XC-JITTHIT menee 3 MMoutn/.

Y NauMeHToB ¢ OMO3HTOTHOH CEMEHHOW TIMIepXoJecTepUHEMHEH, TPHHHMAIOIIAX npenapar
Kpectop® B nose 20 mr u 40 mr, cpexnee cuuwxenne xonuentpamun XC-JIITHIT cocrasnser
22%.

Y NauMeHToB ¢ IMIEPTPUITHIEPHAEMHEH ¢ HavaubHOU koHuedtpaumueid TI' ot 273 mo 817



MI/u1, mony4aBmmx npenapat Kpectop® B 03e ot 5 mr 10 40 Mr oqun pa3 B CyTKH B T€YEHHE
6-TH HeJlelb, 3HAYMTEIbHO CHIKaach KonuenTpauus TI' B miasme KpOBH (cM. Tabuiy 2).
AmmTHBHBI  5QdexT oTMeuaeTcss B KoMOMHAUMH ¢ (eHOPHOPATOM B  OTHOMEHHH
KOHUCHTPAIUH TPUTTHLUEPUIOB M C HHKOTHHOBOM KHCIOTON B JIMIIMICHWXKAIOUIMX /103aX B
orHomenuy KoHenTpan XC-JIBII (cm. Takke paznen «Ocobbie yka3anus»).

B uccnenosanun METEOR c¢ yuactuem 984 nanuenTos B Bo3pacte 45-70 et ¢ HU3KUM PUCKOM
pasBUTHA HIeMHYeckoit Oonesnn cepaua (MBC) (10-nethuit puck no ®paMHHIeMCKON IKase
menee 10%), cpemneit xonmenrpammedt XC-JIITHIT 4,0 mmoms/n  (154,5 MI/I) W
CYOKIMHHYECKHM aTepOCKIePO30M (KOTOPBIA OLEHMBAICS 10 TONIIMHE KOMIUIEKCA «HHTHMA-
Mezuay ConHbIX aprepuii — TKMM) usyuanocs BimsiHie po3yBacTaTiHa Ha TOMIIHHY KOMILIEKCA
«MHTHMa-MeJInay.

[Taumentsl nomywanmu posysactatu B n03e 40 Mr/cyTku nu6o mianebo B TeueHme 2 JieT.
Tepamusi  posyBacTaTMHOM — 3HAYHMTENBHO  3aMeNIIA  CKOPOCTh IPOrpeCCUPOBAHUS
makcumanbHoi TKUM it 12 cerMeHTOB COHHOM apTepuu N0 CpaBHEHHIO ¢ mianebo ¢
pasmmauem Ha —0,0145 mm/ron [95% noseputensusiii uaTepsan or —0,0196 10 —0,0093; p <
0,0001]. ITo cpaBHeHMIO ¢ MCXOIHBIMH 3HAYEHHSAMH B TPYIINIE PO3YBACTATHHA GBLIO OTMEUYEHO
yMeHblIeHHEe MakcnmanbHoro 3HadeHuss TKUM na 0,0014 mm/rox (0,12%/ron (nemocToBepHOE
pasiiYKe)) 110 CPABHEHHIO C YBEIMYEHHEM 3TOro nokaszatens Ha 0,0131 mm/rox (1,12%/ron (p <
0,0001)) B rpynme mmane6o. Jlo HACTOSIIErO BpeMEHH NPSMON 3aBHCHMOCTH MEXTy
ymenpmienneM  TKMM  u cHmKeHMEM — pHCKa  CepIEUHO-COCYAHMCTBIX  COGBITHIA
MPOAEMOHCTPUpOBaHO He ObL10. Mcenenopanne METEOR npoBoauioch y ManueHToB ¢ HU3KAM
puckom UBC, s kotopeix no3a npenapara Kpectop® 40 Mr He sBiIseTcs peKOMEHI0BAHHOM.
Hoza 40 Mr 0mKHA NPUMEHSTHCS y MALMEHTOB C BBIPAKEHHOI THIEPXOJIECTEPUHEMHEH |
BBICOKHM PHCKOM CEPAEYHO-COCY/IUCTBIX 3a00/I€BaHHIA.

Pesynbrater nposenennoro nccnenoanns JUPITER (O6ocHoBaHHe MPUMEHEHHs CTATMHOB JUTA
NEPBUYHON NPOQHIAKTHKA: WHTEPBEHIMOHHOE MCCIEOBAHHE 10 ONEHKE PO3yBACTATHHA) y
17802 namueHTOB NOKA3aiH, YTO pPO3YBACTATMH CYIIECTBEHHO CHHIKAJ PHCK pa3BUTHS
CEpACYHO-COCYIMCTBIX OCIOXHEHHH (252 B rpynne muane6o no cpaBHeHuio ¢ 142 B rpymme
posysactatita) (p < 0,001) co cHuKeHHEM OTHOCHTENBHOTO pucka Ha 44%. DbheKTHBHOCTH
TepanuH Oblla OTMeueHa dYepe3 6 INepBBIX MeCsleB NpUMEHEeHHs mnpenapata. OTMEYeHo
CTaTHCTHYECKH 3HAYMMOE CHHXeHHE Ha 48% KOMOWHMPOBAHHOTO KPUTEPHs, BKJIIOYABIIETO
CMEPTh OT CEpPACYHO-COCYTUCTBIX MPUYMH, MHCYJILT W HHGAPKT MHOKapaa (COOTHOIIEHHE
puckoB: 0,52, 95% nposepurenbhbiii uaTepBan 0,40-0,68, p < 0,001), ymeHburenue Ha 54%
BO3HMKHOBEHHs (haTalbHOro WM HedaTarbHOro MH(ApKTa MHOKapja (COOTHOMEHHE PHCKOB:

0,46, 95% noseputensupiii narepsan 0,30-0,70) u Ha 48% — (aranbHOro MM HedaTATLHOrO
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uncysibTa. OOmmas cMepTHOCTH cHM3MIach Ha 20% B rpymme po3yBacTaTHHa (COOTHOINEHHE
puckos: 0,80, 95% nosepurenbhbii uuTepsan 0,67-0,97, p = 0,02). [Ipoduns GesonacHocTn y

TIAMEHTOB, MPHHUMABIIMX PO3yBacTaTHH B 03¢ 20 Mr, ObUI, B LEHOM, CXOXK C Tpoduiem

Ge3onmacHoCTH B rpyrme miame6o.

PapMaKOKHHETHKA

Abcopbyus u pacnpedenenue

MakcumanbHas KOHIEHTpAIHs PO3yBacTaTHHA B TIa3Me KPOBH JOCTHIAeTCs NPHOIU3UTETEHO
Yepes 5 4acoB IOCIE MpHeMa BHYTPb. AGCOMOTHAS GHOIOCTYIHOCTH COCTABISET IIPUMEPHO
20%.

PosyBactatun MeTabonM3MpyeTcs: MpeMMyIIeCTBEHHO NEYeHbIO, KOTOpasi SBJISIETCS OCHOBHBIM
MECTOM  cHHTe3a xozectepuHa M Mmerabomusma XC-JITTHII. OGwem pacnpenenenws
po3yBacTaTHHa CoCTaBiseT mpumepHo 134 . IlpubmmsurensHo 90% posyeactatHHa
CBA3BIBACTCA ¢ O€IKaMM M71a3Mbl KPOBH, B OCHOBHOM C alTb0yMHHOM.

Memab6onuzm

IloxBepraercs  orpanmueHHOMYy MeTabonu3My  (OKOJIO 10%). Po3yBacratun sBiseTcs
HeNpoHIBHBIM CcyOcTpaTtoM i MeTaGoim3ma (epmenTamu cuctembr 1mTOXpoma P450.
OCHOBHBIM ~ M30()epPMEHTOM, YYacTBYIOIMM B MeTaboIHM3Me poO3yBacTaTUHa, SBJISETCS
usopepment CYP2C9. Msodepmentsi CYP2C19, CYP3A4 u CYP2D6 BOBiIeYeHBI B
MeTaboJIM3M B MEHbIIEH CTENEHH.

OcHOBHBIMH BBISBJICHHBIMH MerabonuTamu po3yBacTaTHHa SABIISIOTCS N-
ACCMETHIIPO3YBACTATHH W JIAKTOHOBBIC METAOO0IHMTEL. N-JeCMETHIPO3yBaCTATHH MPHMEPHO Ha
50% MeHee aKTHBEH, 4YeM pO3yBacTaTHH, JaKTOHOBbIE METAaGOIUTHI dbapmakonoruyecku
HeakTHBHBL.  bonee  90%  ¢apmakonormyeckoif  aKTHBHOCTH 110 UHIUOUPOBAHMIO

uupkympytomeii 'MI'-KoA-penykTassl obecneunBaercss po3yBacTaTHHOM, OCTaIbHOE — €ro
MeTaboTMTaMH.

Buvigeoenue

Oxo0110 90% 110361 po3yBacTaTHHA BBIBOJUTCS B HEH3MEHEHHOM BHJIE 4epe3 KUIIEYHUK (BKITIOYast
abcopbupoBanublii M HeaGcopOupoBaHHBIH po3yBactatiH). OCTaBIIASCH YACTh BBHIBOIATCS
noukamu. [1nasmennsiii nepuon nomyseiBenenus (Ty) coctapnsier npumepHo 19 gacos. Ilepuon
TIOJTyBBIBCICHHS HE M3MEHACTCS TPU YBEIHYEHUH J103b1 nmpenaparta. Cpenuii reomMeTpHyecKHii
IUIA3MEHHbIH KIHPEHC cocTasiseT npubmusutenso 50 si/gac (koaddumuent papuamun 21,7%).
Kak u B cnywae apyrux wuuruGuropos I'MI'-KoA-peaykrasbi, B IPOLECC «IIEUYEHOUYHOT0»
3axBaTa poO3yBacTaTHHA BOBJIECYEH MEMOpPaHHBIH NEPEHOCUYHK XOJIECTEPUHA, BBHINOJTHSIOLIHIA

B&XHYIO POJIb B IEYEHOYHOM YIMMUHALINK PO3YyBACTATHHA.



Jluneiinocmo

CucremHas  SKCNO3MIHS  pO3yBacTaTHHA  yBEIMUYHBAETCS MPOMOPIHOHAIBHO  JI03€.
DapMaKOKHHETHYECKHE TAPAMETPhI He H3MEHSIOTCS TIPH- €Ke/THEBHOM MPHEMe.

Ocobwvie nonynsyuu nayuenmog

Bospacm u non

[Ton um Bo3pacT He OKa3bIBAIOT KIMHHYECKH 3HAYAMOIO BIMSHMS Ha (bapMaKOKHHETHKY
pO3yBacTaTHHA.

Omuuyeckue epynnvi

DapmMaKOKHHETHYECKHE HCCIENOBAHMS NOKA3ald NPUOTH3UTENHHO JIBYKPATHOE yBEJIHYCHHE
memuansl AUC (miomanm moa KpHBOH «KOHIEHTparus-BpeMsi») B Crax (MakcHUMaTbHOM
KOHLICHTPALlMK B IJIa3M€ KPOBH) PO3yBAacTaTHHA y NAIMEHTOB MOHTOJIOH/IHON pachl (ATOHIER,
KUTalleB, (UIMNNAHLEB, BHETHAMIEB M KOPEHLEB) N0 CPABHEHHIO C EBPOICOM/IAMH; y
MH/IMHCKHX MalHEeHTOB noka3aHo yemudenue Memuanbl AUC # Chpax B 1,3 pasza.
DapMakOKHHETHYECKHH  aHQIW3 HE BBISBHI  KIWHHYECKH  3HAYMMBIX paznmuunit B
(hapmMakoKuHeTHKe Cpe/i eBPOIEOH/I0B  IPE/ICTABUTENEH HErPOHIHOI pachl.

Hapywenue ¢hynxyuu novex

Y nauueHToB ¢ HapymeHHeM (YHKLHH [OYEK JIETKOi W CpemHell CTENeHH THKECTH BeIWUHHA
TUIa3MEHHOH KOHILEHTPALMH PO3yBacTaTMHA MM N-JIeCMETHIPO3yBaCTATHHA CYIIECTBEHHO HE
MEHfeTCs. YV NAlMEeHTOB C HAapylleHHeM (YHKIMH [OYeK TKENOH CTemeHH (KIMpPEHC
kpeatnnnHa (KK) menee 30 Mi/MHH.) KOHIIEHTpalMs PO3yBacTATHHA B ILIa3Me KPOBH B 3 pasa
BBIIC, a KOHUEHTpauus N-JecMeTHIpo3yBacTaTMHa B 9 pa3 Bbllle, YeM Yy 30POBBIX
nobposobues. KonueHTpanus po3yBacTaTiHa B MiasMe KPOBH Y NAIMEHTOB HA FeMOIHMAIN3E
Obuia mpumepHO Ha 50% BBIIITe, YeM y 3J0pPOBBIX J0OPOBOJIBLIEB.

Hapywenue ¢hynxyuu nevenu

B ncenesioBanny ¢ ydacTuem naimeHTOB ¢ HapyuieHueM (YHKIMH TNeYeHH Pa3iIndHOM CTEeNeH
TSKECTH HE BBIABJICHO YBEIHYCHHS MEPHOJIA TOTyBBIBEICHUS PO3yBaCTaTHHA Y IAlMEHTOB C 7-
10 Oasiamu 1 Menee 1o mkaste Yaitna-IIsio. ¥V 1ByX namueHToB ¢ 8-10 u 9-10 Gaiiamy 1o mKase
Yaiina-Ilb0 oTMeYeHo yBennueHHe Meproja MOy BBIBEIEHHS, 110 KpaifHel Mepe, B 2 pasa 1o
CPaBHCHMIO C MAlMEHTAaMH C MEHBIIMM Koju4yecTBOM OaioB. ONeIT  npuMeHeHHs
pO3yBacTaTHHa y NAHEHTOB ¢ Gosiee yem 9-10 Gannamu no mkaste Yaia-ITsio oTcyTeTBYeT.
I'enemuyeckuii nonumopgusm

WMuruGuroper 'MI'-KoA-penykrassr, B Tom umcne, npenapatr Kpectop®, CcBs3bBalOTCS C
TpaHcnopTHeIME  Oenkamu OATPIB1 (mosmnenTtuj TpaHCriopTa OpPraHHYECKMX AHHOHOB,
Y4acTBYIOIIMH B 3axBare CTaTHHOB renarouutamu) 1 BCRP (adyduokcubiii Tpancnoprep). ¥V

Hocutenel renorunos SLCOIB1 (OATPIB1) ¢.521CC u ABCG2 (BCRP) c421AA
6



OT™MeHanoce yseanyenne sxenosuimu (AUC) posysacratuna B 1,6 u 2,4 pasa, COOTBETCTBEHHO,

110 CpaBHEHMIO ¢ HOCUTEsIMH reHoTHIIOB SLCO1B1 ¢.521TT u ABCG2 ¢.421CC.

Ilokaszanusi K IPUMEHEHHIO

[lepsuunas runepxonecrepunemus no @penpukcony (tun Ila, BKTIOUaAs CEMEHHYIO
TETEPO3HTOTHYIO THIIEPXOJICCTEPUHEMHIO) HIIH CMelIaHHas runepxosiectepuremus (tun I1b)
B KQUe€CTBE JIONOJHEHMsI K JHETe, KOrja JMeTa W JAPYI'He HEeMEIUKAMEHTO3HBIE METOJIbI
nedyeHus (Hanpumep, (u3MYECKHe YNpPaKHEHWS, CHHKEHHE MAcChl Tela) OKa3bIBAIOTCS
HEJIOCTATOYHBIMH.

Cemelinas rOMO3HIOTHAsI THIIEPXOJIECTEPHHEMHUS B KAYECTBE J0NOIHEHHS K THETe | JpyToi
JMIHACHMKatoIeH Tepanuy (Hanpumep, JIITHII-adepes), wim B ciaywasx, koraa nomo6Has
TEeparnus HeA0CTaTOYHO 3 deKTUBHA.

l'uneprpurnunepunemus (tun [V no ®peapukcony) B kadecTse A0NONHEHNS K HETe.

Jlsi 3aMe/ulenns MPOrpecCHpOBAHMs AaTePOCKIEPO3a B Ka4eCTBE JONOTHEHHS K JHETe y
NalHUEHTOB, KOTOPBIM MOKa3aHa Teparnus /Ul CHUXKEHUs! KoHneHTpanuu obmero XC u XC-
JITTHII.

[lepBrunas mpoduiakTHKa OCHOBHBIX CEPAEYHO-COCYIHCTBIX OCIOKHEHHH (uHCYnBTA,
HH(DAPKTA, apTepHATbHON PEBACKYIIAPH3AIMK) Y B3POCIBIX NALMEHTOB 0€3 KIMHHYECKHX
npusHakoB MBC, HO ¢ moBblmeHHBIM prCKOM ee pa3suTHs (Bo3pacT crapure 50 neT s
MYX4HH H cTapie 60 JeT Uisl XKeHIMH, NOBBIIeHHas KOHueHTpanus C-peakTHBHOTO Gelka
(= 2 MI/71) IpH HAJIMYHK KaK MEHHMYM OJIHOTO M3 JIOTIOHATEIBHBIX (bakTopoB pucka, Takux

KaK aprepuajbHas runepreHsus, Huzkas xonuentpauus XC-JIIBII, kypenue, cemeiiHbrit

aHamHes3 panHero Hadana MBC).

IIporuBonokaszanus

Jlns Tabaeroxk 10 mr u 20 Mmr:

THIEPYYBCTBUTENILHOCTD K PO3yBACTaTHHY HIIM JIOOOMY M3 KOMIIOHEHTOB Ipernapara
3a00/1eBaHMs TICYEHH B aKTHBHOM (pase, BKIIOYAsS CTOMKOE IMOBBILICHHE CBIBOPOTOYHOM
AKTHBHOCTH TPAaHCAMHHA3 U JIF0OOE MOBBINIEHHE AKTHBHOCTH TPAHCAMHMHA3 B CHIBOPOTKE
KpoBH (DoJiee 4eM B 3 pa3sa 110 CPaBHEHHMIO C BEPXHeil rpaHuIieii HopMBbI)

Hapyuenue Gpynkuun nouek Tsokesnoi crenenn (KK menee 30 mi/mMun.)

MHOTIATHSI

O/THOBPEMEHHBIN NPHEM LUKJIOCTIOPHHA

Y JKCHLIMH: OEpeMEHHOCTh, MEPHOJ TPYAHOTO BCKAPMIIMBAHMS, OTCYTCTBHE AJ€KBATHBIX

7



METOZOB KOHTpALCIIIHHA
° NanueHTaM, MpeapacojiOKEeHHbIM K Pa3sBUTUIO MUOTOKCHYECKUX OCIOXXHEHUH

° HETIEPEHOCUMOCTH JIaKTO3BI, JICQ)I/IHHT JIAKTa3bl WM TIHOKO030-raJlakTO3Has Manba6cop6nm

(mpenapart COAepKHT JTaKTO3Yy)

Jlist Tabnerok 40 mr:

¢  THNCPYYBCTBHUTENBHOCTh K PO3YBACTATHHY HJIH JFOOOMY H3 KOMIIOHEHTOB Mpenapara

®  OJHOBPEMEHHBII NPUEM IIUKIIOCIIOPUHA

® Y XKCHIIMH: OEPEMEHHOCTh, MEPHOJ TPYAHOrO BCKAPMIMBAHMS, OTCYTCTBHE a1EKBATHBIX
METOZI0B KOHTpAIEIHH

* 3a00seBaHMs IEYCHH B aKTMBHOH (ase, BKIIOYAs CTOHKOE NOBBINIEHHE CHIBOPOTOUHOI
AKTHBHOCTH TPaHCaMHHa3 M JII00O€ IOBBIIEHHE aKTHBHOCTH TPAHCAMMHA3 B CHIBOPOTKE
KpoBH (Oosiee Yem B 3 pasa 110 CPaBHEHHIO C BepXHeil rpanuIieii HOPMBbI)

L4 NnalnueHTaMm ¢ (t)aKTopaMPl PHUCKa pa3BUTHS Muonamu/paG,uOMuoana, a UMCHHO:

HapymeHue QyHKIMH nodek cpeeii crenenn tsokectn (KK Menee 60 mMi/MuH.)

- THUIIOTHPEO3

- JIMYHBIA MM CEMEHHbIH aHaMHe3 MBIIIEYHBIX 3a00JIeBaHmii

- MHOTOKCHYHOCTh Ha (oHe npuéma apyrux muruGuTopoB I'MI-KoA-pemykrass
uiH GubpaToB B aHAMHE3E

- Ype3MepHoe ynorpebiieHue aiKkoroJs

- COCTOSIHMS, KOTOpbIE MOTYT IpPHUBOJNTH K [OBBIIEHHIO IUIA3MEHHOMN
KOHIIEHTPALMH PO3yBacTaTHHA

- O/IHOBpPEMEHHBIH NpUEM (pubpaTos

MalnueHTaM MOHIOJIOUTHOM packl

L HEMNIEPECHOCUMOCTD JIaKTO3bI, IIC(I)HLIPIT JIAKTa3bl HJIM TJIHOKO30-raJlaKTO3Has Maﬂba600p6l.ll/lﬂ

(mpenapat CoepXKHT JIaKTO3Y)

C 0cTOpPOXKHOCTBIO

Jlist Tabnerok 10 mr u 20 mr:

Hamnuve pucka pasBHTHS MHONATHH/PabIOMMONM3a — HapylIeHHEe GyHKIHMH  Movex,
TUTIOTHPEO3, JIMYHBIA MM CEMEHHBIH aHaMHe3 HAC/EICTBEHHBIX MBIIIEYHBIX 3a00€BaHHN U
NPENECTBYIOMMH ~ aHAMHE3 ~ MBIIEYHOH TOKCHYHOCTH [PH  MCIONB30BAHMM  JPYTHX
uHrubuTopoB I'MI-KoA-penykrasel wim ¢ubpartos; upesmMepHOe yHOTpeGieHHE ATKOTOJS:

BO3pacT cCrapiuie 65 JICT, COCTOsSIHHS, IPH KOTOPBIX OTMEYEHO IMOBBINICHHUE ILJIA3MEHHOMU



KOHUICHTPALWK  PO3yBAacTaTHHA;  pacoBas — NPMHANIEKHOCTh  (MOHTOJOMJHAS  paca);
OZIHOBPEMEHHOE Has3HaueHHe ¢ (ubparamu (cM. pasgen «DapMakOKMHETHKa»); 3ab0JeBaHHMs
ACYCHH B aHAMHE3€; CENCHC; apTepualbHas THIOTEH3HS; OOLIMPHBIE XMPYPrHUecKHe
BMCIIATE/ILCTBA, TPABMBI, TSDKENIbIC METabO0JIHYECKHE, SHIOKPHHHBIE WM 3JI€KTPONHUTHBIE
HapyLICHNUS] I HEKOHTPOJIMPYEMBIE CYI0POKHBIE PUTIAIKH.

s Tabnerok 40 mr:

Hapymenue ¢pynkimn novex nerkoii crenenn tsokect (KK Gonee 60 min/Mun.); BO3paCT CTapiie
65 ner: 3abosieBaHMS NMEYEHH B aHAMHE3e; CENCHC; apTepHasbHAs THIIOTEH3HS: o0mupHbIE
XHPYPrUYECKHE BMEIIATENbCTBA, TPABMbI, TSKENble MeTabOINYECKHe, SHIOKPMHHBIE WIIH

SJICKTPOJIMTHBIC HAPYIICHHUS HIIH HCKOHTPOJIMPYEMBIEC CYI0POKHBIEC NIPUNIAIKH.

IIpumenenue 6 neduampuyeckou npaxmuxe

O dexTrBHOCTL M GE30MACHOCTH IPUMEHEHHUs TIpenapara y Jaeteil 10 18 jeT He yCTaHOBJICHA.
OmbIT mpuMeHeHMs Tpemapata B IEMATPHYECKOH TNPAKTHKE OrPaHHYCH HEGONbITEM
KOJIMYECTBOM JieTelt (0T 8 et u crapine) ¢ ceMelfHOi TOMO3HTOTHO# runepxonecTepuHeMueii. B
HACTOsAIICE BPEMs HE PEKOMEHyeTCsl puMeHsTh npenapat Kpectop® y neteit 10 18 ner.
Hayuenmul ¢ napywenuem gynxyuu nevenu

JlanHble WM ONBIT NPUMEHEHHs NpenapaTa y MalueHToB ¢ 6ojee YeM 9-10 GaliamMy Mo MmKase

Yaiina-ITeio orcyTeTBytoT (cM. pasaens «@apmakokuHeTHKa) U «Ocobbie YKa3aHHus»).

[Ipumenenne npu GepeMeHHOCTH M B IIEPHO/ TPYHOT0 BCKAPM/IHBAHHASA

[Ipenapar Kpectop® npoTiBomnokasan npu 6epeMEHHOCTH H B IEPHOJ JIAKTALIHH.

JKeHWMHBI  PENpONYKTHBHOIO  BO3pAcTa  JOJKHBI NPHMEHSATH  aieKBaTHbIE  METOJbI
KOHTpAIIETIIHH.

ITockonbKy XonecTepun W Apyrue MpoAyKThi GHOCHHTE3a XOJECTEPHHA BAXKHBI JUISl PA3BHTHS
10713, NMOTEHIHAIbHbIH prcK HHrHOMpoBanus ['MI'-KoA-pemykrtassl npeBbimaer mois3y ot
NPUMEHEHHMs npenapara y 6epeMeHHbIX.

B ciyuae BO3HHKHOBEHMs GEpeMEHHOCTH B IIPOLECCE TEPANMK TPHEM MpenapaTa J0JDKEH ObITh
NpeKpalleH HeMeJIEHHO.

JlaHHBIE B OTHOLIEHHH BBIIENEHHUS PO3YBACTATHHA C IPYHBIM MOJIOKOM OTCYTCTBYIOT, IO9TOMY
B IEPHO/ IPY/THOrO BCKApMIIMBaHHs MpPHEM IIperapara HeOOXOIMMO TpeKpaTuTh (CM. paszen

«IIpoTuBonokazanus»).

Cnocod npumeHeHns H 1035l

BHyTpb, He pa3KeBbIBaTh M HE U3MeNbYaTh TablETKy, NPOrIaThIBaTh LETUKOM, 3aITHBasi BOJIOM.
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Ipenapat MOXeT Ha3sHAuaThCs B JIOGOE BPEMs CYTOK HE3aBHCHMO OT IIpHEMa [HIIH.

Jlo Hayana repamuu npenaparom Kpectop® mamueHT H0JKeH HAYaTh coOMONATh CTaHJAPTHYIO
THIIOXOJICCTEPUHEMHYECKYIO JIMETY M IPOAODKAaTh COOMONaTh ee BO Bpems jeuenus. Jlosa
npernapara JIoJKHa MOAOMPAaThCs MHIAMBHIYalbHO B 3aBHCHMOCTH OT Ienell Tepamud u
TEPareBTHYECKOro OTBETAa HA JICYCHHE, NPUHMMAs BO BHHMAHHE TEKYINME PEKOMEHALHH 10
[IeJIEBOM KOHIICHTPAI|H JTHITH/IOB.

PexoMenyemas HavanbHas 7103a Ul NAUMEHTOB, HAYMHAIOMAX IPHHAMATE npenapar, Wid Juis
TNAlHMCHTOB, MEPEBEJCHHBIX C mpuema Apyrux HHruoutopoB I'MI-KoA-pemyxrasel, momikna
cocraBnsTh 5 Mr w10 mr mpenapara Kpectop® 1 pas B cyTku. Ipu BhIGOpe HAYambHOM H036I
CIeyeT PyKOBOACTBOBATLCA MHIMBH/IYAIbHON KOHLEHTpAlHEH XOJIeCTEpHHA W IPUHMMAThH BO
BHHMaHHE BO3MOXKHBI PHCK CEpAEYHO-COCYAMCTHIX OCIOKHEHHH, a Takke HEOOXOIUMO
OLCHMBATh TOTEHIHAIBHBIA PHCK pa3sBuUTHs M0O0UHBIX 3(dexToB. B ciyuae HeoGXomuMoOCTH
/1032 MOJKeT OBITh yBeIH4eHa 10 Ooubliei Yepes 4 Heaenu (CM. pasjen «DapMaKoIHHAMHKA).

B cBsi3u ¢ BO3MOXKHBIM pa3BuTHEM 10G0YHBIX 3 DeKTOB MpH mpuéMe 10351 40 Mr 1o CPaBHEHHUIO
¢ Gosiee HU3KMMU J103aMH Tipentapata (cM. paszen «Ilo6ounoe neficTBrEY), yBEJIMYEHHUE 03I JI0
40 mr, mocie MOMONHMTENBHOTO NpHEMa H03bl BBIIE PEKOMEHIYEMOI HAYAIbHOH J03BI B
TEYCHHE 4-X HEJIE/b TEPaNHH, MOXET MPOBOJUTBLCS TOIBKO Y TAIHEHTOB ¢ TSKENOH CTENEHBIO
THIEPXOJICCTEPUHEMHH H C BBICOKUM PHCKOM CEPIEYHO-COCYIMCTBIX OCIOKHEHUH (0COOEHHO Yy
NAlHEHTOB C CEeMEHHOH THIIEPXOJIECTEPUHEMHEH), Y KOTOPBIX He ObLI JOCTHIHYT JKelaeMbIii
pe3yabTaT Tepanuy npu npuéme 103bl 20 Mr, 1 KOTOpble OYAyT HAXOAUTHLCS 1101 HAGIIOIEHHEM
cnenuanucra (cM. pasaen «OcoOble ykasaHHs»). PekoMmeHmyeTcs OCOOEHHO TIIATENbHOE
HaOJIIO/ICHKE 32 NAIMEHTaMH, II0JIyalOIMMHK Tipenapar B 103e 40 mr.

He pexomenzyercs Hasnauenme 10361 40 MI mauueHTam, paHee He OOPAIIABIIMMCS K Bpayy.
[locne 2-4-x Henenb Tepanvy M/WiIK TIPH TOBBIIEHMK /10361 Tipenapata Kpectop® Heo6xomum

KOHTPOJIb N0Ka3aTeeH JHITHIHOTO 0OMeHa (IIpH HEOOX0AMMOCTH TpeOyeTest KOPPEKIIHS 10351).

ITpumeHeHre y 0coObIX IPYIIN NMAIMEHTOB

Ioowcunvie nayuenmoi

He tpebyercs koppekius 1036l

Iayuenmer ¢ napywenuem pynxyuu novex

Y NauMeHToB ¢ HapylleHHeM (YHKIHH TMOYeK JIETKOH HJIM CpelHel CTENeHH TSHKEeCTH
KOPPEKIHUSA 1035l HE TpeOyeTcs. Y NalueHToB ¢ HapylieHHeM (YHKIUM TI0YeK TSKEI0H CTeneHn
(KK wmenee 30 wmi/mMuH.) mnpHMeHeHue mupemapata Kpectop®  IpOTHBOIOKA3aHO.

IIpoTrBONIOKa3aHO NpHMEHEHKE Npenapara B 03¢ 40 MI' y MAMEHTOB ¢ HApyLIEHHEM (ByHKIHH
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noyek cpexneii crenenn tskectw (KK 30-60 mn/muH.) (cM. pasgensl «DapMakoKHHETHKA» |

«OcoOble ykasanus»). Ilanuentam ¢ HapymenneM QyHKIME NOYEK CPEIHEH CTENeHH THKECTH

PEKOMEH/TyeTCsl HauasbHasl 7103a Mpernapara 5 Mr.

Iayuenmer ¢ napywenuem gynxyuu nevenu

[Ipenapar Kpectop® mpoTrBonokasaH namueHTaM ¢ 3a60/€BaHMAME NIEUYEHH B aKTHBHOMN ¢aze

(em. paznen «IIpoTuBonokazanus»).

Omuuyeckue 2pynnoi

Ilpu  u3yyenun (apMakOKMHETHYECKHX IapaMeTpoB pPO3yBACTATHHA Yy  NAMEHTOB,
NPHHAUIEKAMUX K pasHbIM OTHHYECKHM TpYNIaM, OTMEYEHO YBEJIMYEHHE CHCTEMHOM
KOHLEHTPAalMH PO3yBaCTaTHHA Yy SIOHUEB W KHTaineB (cM. paszmen «Ocobble yKasaHHS»).
Crneznyer yuutbiBath MaHHBIH (axT npu HasHaueHuH mpenapata Kpectop® naHHBIM rpynmnam
nanuenToB. Ilpu Hasnasennu 103 10 Mr u 20 Mr pekomeHayemas HauyaibHas 032 JUIs
TNALHEHTOB MOHIOJION/THOH packl cocTasisieT 5 Mr. [IpoTHBONOKa3aHO Ha3HAYeHHe MpenapaTa B

03¢ 40 Mr TIanMeHTaM MOHTONIOMIHO# packl (cM. pasien «IIpoTHBOMOKA3aHHSY ).

I'enemuyeckuii norumopgpusm

Y Hocurene#t renoruno SLCOIB1 (OATP1B1) ¢.521CC u ABCG2 (BCRP) c.421AA
OT™MeHaloch yBennueHue skenosuiun (AUC) posyBacTaTHHAa 1O CPAaBHEHHIO C HOCHTENISIMH
renotunoB SLCOIB1 ¢.521TT u ABCG2 ¢.421CC. Jlns namueHTOB-HOCHTENEH TI'eHOTHIIOB
¢.521CC nm c.421AA pexoMenyemas MakCHMallbHas 03a npenapata Kpecrop® cocrasisier
20 mr omuH pa3 B cyTkH (cM. paszensl «®DapmakoknHeTHKa», «BiamMomeicTBre ¢ JIPYTUMHA

JIEKapCTBEHHBIMH CpelcTBaMu» 1 «OcoOble yKa3aHus»).

Iayuenmul, npedpacnonosicennvie k Muonamuu

[IpoTiBonokasano HasHauenue npenapara B jo3e 40 Mr nauuentam ¢ (akTopamm, KOTOpBIE
MOTYT yKasblBaTh Ha IPEJPacroiOXEHHOCTh K Pa3sBUTHIO MHONATHH (CM. pasjen
«Ilporusonokaszanusy»). Ilpu nasnauennn 103 10 Mr u 20 Mr pexkomenjyemMasi HavaibHas 1034

AU TaHHOM TpymIbl naiueHToB coctapseT 5 Mr (Cwm. pasaen «IIpotuBonokazanusy).

Conymcmeyrowjas mepanusi
PosyBactaTun CBSA3BIBAa€TCS C pasiM4YHBIMH TPAHCIOPTHBIMM OejKaMM (B YacTHOCTH, ¢
OATP1B1 u BCRP). Ilpu coBmectHOM npumeHeHnn npenapara Kpectop® ¢ neKapcTBEHHBIMHA

npenaparamMi (TaKWMM Kak IMKJIOCIIOPHH, HEKOTOpbIE HHTHOMTOPHI mpoTteashl BUY, Bimodas
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KOMOWHALMIO ~ PUTOHAaBHpAa C  aTA3aHABHPOM, JIONMMHABHPOM  W/WIIH THIIPAHABUPOM),
NOBBINIAIONIMMHE  KOHLCHTPAIMIO pO3yBacTaTMHA B I[UIa3Me€ 3a CYET B3aUMOJEHCTBHS C
TPAHCTIOPTHBIMH O€/IKaMH, MOXKET TOBBIIATECS PHCK MHONATHH (BKMIOYas pabIoMHOIH3) (CM.
paszienibl «B3auMozelicTBIe ¢ IpYTUME NIeKapCTBEHHBIME cpeicTBaMm» B «Ocobble YKa3aHHUs»).
Crezyer O03HaKOMHTBCS € MHCTPYKIMEH [0 NPHMEHEHMIO STHX TpENapaTtoB Iepel HX
Ha3HAYE€HHEM COBMECTHO ¢ mpenaparom Kpectop®. B Takux ciyuyasx cieayeT OLEHHTbH
BO3MOXHOCTh HAa3HAY€HHs AlbTEPHATHBHOM TepanuM WM BPEMEHHOTO MpEKpalleHHs IpHeMa
npenapara Kpecrop®. Ecin ke npuMeHeHHe yKa3aHHBIX BBIIIE NPENapaToB HEOOXOIMMO,
CIeyeT OLCHHUTh COOTHONICHHE MOJbB3bI M PHCKA COMYTCTBYIONICH Tepaluu MpenapaToM
Kpectop® 1 paccMoTpeTh BO3MOXKHOCTH CHIKEHHS €r0 10351 (cM. pasien «BsammoneiicTsue ¢

JPYTHMH JIEKAPCTBEHHBIMH CPEICTBAMEY ).

IMo6ounoe neiicTBHe

Hexenarenpuble peakium, HabmonaeMble TP TpHeMe Tpenapara Kpectop®, o06br4HO
BBIDAKCHBI HE3HAYMTEILHO W TIPOXO/ST CaMOCTOATENBHO. B KOHTPOIHMPYEMBIX KIMHHYECKHUX
HCCIIEIOBAHMAX MeHee 4% NaUMeHTOB, mMOTydyaBmMX mpenapar Kpectop®, mocpouno
3aBEPILIMJIN Y4ACTHE B HCCIICIOBAHHH B CBSI3H C HEXKENATEIbHBIMA PEAKIUSIMH.

TabnuyHbli IepedYeHb HeKenaTeIbHBIX PeaKIiii

B Tabmuue 3 npencrasnen npoduib HeKenaTeIbHBIX Peakiuii IPH MpHEMe PO3yBACTATHHA 10
JQHHBIM ~ KJIHHMYECKHMX HCCIIEJI0OBAaHMA M IIMPOKOTO MOCTMApKETHHIOBOTO MPHMEHEHHUS,
HEXKENaTe/IbHbIC PEaKIHH CIPYIIIUPOBAHBI 110 KATErOPUSM YaCTOThI M KJIACCAM CHCTEM OPraHoOB.
Yactora BO3HUKHOBEHHS HEKENATENLHBIX PEaKIMi NPe/ICTaBIeHa CIIEIyIONHMM 00pa3oM: 4acTo
(= 17100, < 1/10); mewacto (> 1/1000, < 1/100); peaxo (> 1/10000, < 1/1000); ouens penko (<

1/10000), neyTouHeHHasi 4acTOTA (HE MOXKET OBITH OICYMTAHA 110 UMEIOIIMMCS JIAaHHBIM ).

Tabauua 3. HexkenaTeldbHble PeAKUHH 10 JAHHBIM KJIHHHYECKHX HCCJIEI0BAHMN W

NOCTMAPKETHHIOBOI'0 IPHMEeHEHH A

Kaace Yacro Heuacto Peaxo Ouensp HeyTounenn

CHCTEM peaAKo asl 4acrTorTa

OpPraHoB

Hapymenus TpombonuTo
CO CTOPOHBI TIeHHsI
KPOBH U

muMbaTryec
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KOH CHCTEMBI

Hapymenus Peaxuuu
CO CTOPOHBI THIIEPYYBCTB
UMMYHHOU UTEJIbHOCTH,
CHCTEMbI BKJTIOYast
AQHTHOHEBPOT
HYECKUH
OTeK
Hapymenuns | CaxapHbiit
o cTopoHsl | uaber’
SHIOKPHUHHO
1 cHCTEMBI
[Tcuxudecku Jlenpeccus
e
PaccTpoHCTB
a
Hapymenus | ['onoBHas [Tonunetipon | [lepudeprue
CO CTOPOHBI | 6o, aTus, 1oTeps | ckas
HEPBHOHN I'OJIOBOKPY K namsaTi He#ponartus,
CHCTEMBbI eHHE HapylIeHHe
CHa
(BKITFOYAs
OeccoHHUILY
Y HOYHBIE
KOIIIMAaphI)
Hapymenus Kamernp,
CO CTOPOHBI OJIBIIIIKA
JbIXaTeIbHO
i cuCTEeMBI,
OpraHoB
IpyAHOU
KJIETKH
CpeIOCTeHHUS
Hapymenus | 3anop, [Tanxpeatut Juapest
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CO CTOPOHBI | TOLIHOTA,
XKeIy04HO- | 60Jb B
KHIIEYHOTO | SKUBOTE
TpaKkTa
Hapymenus IToBbimenue | XKenryxa,
CO CTOPOHBI AKTHBHOCTH | TeMaTUT
NIEYECHH H «I1€YEHOYHBI
KETIEBBIBO/T X»
ALUX Ty TeH TpaHCaMHMHa3
Hapymenus Koxuprit Cunapom
CO CTOPOHBI 3y, KOXHas Crusenca-
KOXKH H CHIITh, JxoHCOHa,
MOIKOMKHBIX KpanuBHULIA JIEKapCTBEHH
TKaHEeH as peakuus ¢
503UHODUIN
en U
CHCTEMHBIMH
CUMITOMaMH
(DRESS-
CHHPOM)
Hapymenust | Muanrus Muonarus Aptpairus Tenaunonar
CO CTOPOHBI (BKMIOUas WM, HHOT A
CKEJIETHO- MHO3HUT), OCJI0)KHEHHBI
MBIIIECYHON H pabiomMuoH € pa3phIBOM
COEIMHHUTEIb 3, CYXOXKHITHS,
HOM TKaHH BOJTYAHOYHO UMMYHO-
0100HBIH OIIOCPEI0BaH
CHHJPOM, Has
paspsiB HEKPOTHU3HPY
MBIIIIIbI romas
MHONATHS
Hapymenus I'emarypus

CO CTOPOHBI

TMOY€CK U
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MOYEBBIBO/Is1

LUX OyTeH

Hapymenus I'mnexomact
CO CTOPOHBI usi
PENpPOAYKTHB

HOM CHCTEMBI
U MOJIOYHBIX

KeJies

O6mwme AcTeHus Orek
paccTpoicTB
au
HapyIlIeHHs B
MecTe

BBCICHHA

1

Yacrora Gyner 3aBHCETh OT HAIMYMS WJIM OTCYTCTBHS (axTopoB pHCKa (KOHIEHTpaIHs
TIFOKO3bl B KPOBH HAaTOIIak > 5,6 MMoib/n, uHAeke maccel Tena (UMT) > 30 kr/m?,

ITOBBINICHHAs KOHLIEHTPALUAS TPUTJIHIIEPUIOB, apT€pHalibHasA THNEPTECH3US B aHaMHeBC).

Kak u B cimywae apyrmx wunruburopoB I'MI-KoA-pemyKTassl, 4acToTa HeKeTaTelbHbIX

JIEKAPCTBECHHBIX peaKnHﬁ, KaK ITpaBHJIO, 3aBUCHUT OT J03HI.

Hapywenus co cmoponwl noyex

Y maumenToB, nojiydaBmux npenapat Kpectop®, aHamM3 MOYH € MOMOLIBIO TECT-TIONOCKH
BBIAB/ISI  HAJIMYME TPOTEMHYPHH INPEHMYIIECTBEHHO KAHAJIBLEBOro THNA. M3MeHeHus
KojuyecTBa Oeika B MOYe (OT OTCYTCTBHS HIIM CJEIOBBIX KOJIMYECTB 70 ++ WIM Golee)
HAOJIIO/AINCE KOTa-Tub0 BO BpeMs JiedeHns MeHee 4eM y 1% nanuenToB, nomyyasmmx 10-20
MT IIpenapara, u HpuOIn3UTeNbHO y 3% nanueHTos, nonyyasmux 40 mr npenapara. HeGonbimoe
YBEJIMYCHHE 4YacTOThl H3MEHEHHs KojuyecTBa Oenka B MoYe (OT OTCYTCTBHS MM CIIEHOBBIX
KOJIMYECTB /10 +) 0TMEYanoch npy npueme 103b1 20 Mr. B GoibmmHCTBE ClydaeB MpOTEHHYpHs
YMEHBIIACTCA MM HCYE3aeT CHOHTaHHO Ha (oHe npojonkatomeiics Ttepamuu. O630p
pe3yJIbTaTOB KIWHHYECKHX HCCIIE/IOBAHUH M IOCTMApKETHHIOBOTO OINBITA IPUMEHEHUS K
HACTOAIIEMY MOMEHTY HE BBISBHJI NPHUYUHHO-CJICICTBEHHON CBS3M MEXIY NPOTEHMHypHEH H
OCTPBIM HJIH [TPOTPECCHPYIOIINM 3a00JI€BaHHEM TIOYEK.

Y nauuentos, nonmyyasmux npenapar Kpectop®, naGmojganach remMatypus, W pe3ylabTaThl

KIIMHUYECKHUX MCCIIEIOBAHUI NTOKA3bIBAIOT, YTO JIAHHOE SIBJIECHHE BO3HUKAET PEAKO.
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Hapywenus co cmoponwi ckeremnoui myckyramyper

[Ipu npumenennn npenapara Kpectop® Bo Bcex 7103ax H, B 0COGEHHOCTH, 0pu npuémMe 103
npenaparta, npesblnaromux 20 mr, coobmanoch 0 creayromux 3(pQexrTax B OTHOLICHHH
CKEJIETHOH MYCKYJaTypbl: MHAIrHs, MHONATHs (BK/IIOYas MHO3WT), B PEIKHX CIydasx —
pabIOMHOJIU3 € OCTPO#i MOYEYHOM HEIOCTATOYHOCTHIO HIIH O3 Heg,

Jloso3aBrcumoe TOBBIIIEHHe AKTHBHOCTH KpeaTuHdochoxmnassr (KOK) mabmonanock y
NIAIMCHTOB, NPUHHMABIIMX  po3yBacTaTWH. B OonbmiMHCTBE ciiydaeB  OHO  GBUIO
HE3HAYHMTENIbHbIM, OECCHMIITOMHBIM M BpeMeHHBIM. B ciyyae moBbimeHust aktuBHOCTH KOK
(bomee 4yeM B 5 pas Mo CpaBHEHMIO C BepXHeW TIpaHMIEHl HOPMBI) Tepamus AOJKHA ObITh
npekpaiena (cM. pazaen «OcoObie yKkazaHus»).

Hapywenus co cmoponw nevenu

Kak u B ciyuae apyrux maru6uropos I'MI'-KoA pemykrassl, y HeGONBIIOro yncna MaIUEHTOB,
NPHMEHABIINX  pPO3yBaCTaTHH, HaOMOATOCh JI0303aBHCHMOE TOBBIIICHHE AKTHBHOCTH

TpaHCaMHHa3, MpU 3TOM OOBITMHCTBO CJIy4yacB ObLTH HE3HAYHUTECIIbHBIMH, 0eCCHMNTOMHBIMH H

KpPaTKOBPEMEHHBIMH.

IIpu npuMeHeHnH HEKOTOPBIX CTATHHOB COOOIIANOCH O CIIEYIONMX HEXKeIATeNbHbIX SBICHHAX:
CexcyanbHas quchyHKIHUS.

Coobmanocs 06 HCKIIOUATENBHO PEAKHX CIydyasX HHTEPCTHIHATGHOW OOJNE3HH JIETKHX,
0COOCHHO NPH UTMTETHHOM MPHMEHEHHH Tpenapara (cM. pasaen « Ocobble yKa3aHHs»).

Yacrora coobumennit o ciydasx pabIoMHONM3a, cepbE3HBIX HAPYIIEHHH CO CTOPOHBI MOYEK H
CEpbE3HBIX HAPYLICHHH CO CTOPOHBI MEYEHH (IMPEHMYINECTBEHHO CBA3AHHBIX C MOBBIICHHEM

aKTHBHOCTH «II€YE€HOYHBIX» TpaHCaMKHa3) ObLia BbIIIe Ha (oHe nprema 710351 40 Mr.

IlepenosupoBka

IIpu 07HOBpEMEHHOM NpHEMEe HECKOJBKHX CYTOYHBIX /03 (hapMaKOKMHETHYECKHE NapaMeTphl
po3yBacTaTHHA HE H3MEHSIOTCS.

Cneunguyeckoro JedeHus NpH TEPEIO3MPOBKE pO3yBacTaTMHA He CymecTByeT. Ilpw
TNEPEIO3UPOBKE  PEKOMEH/IyeTCsl MPOBOJWTL CHMITOMATHYECKOE IIEYCHHE M MEPONMpPHATHS,
HalpaBlICHHBIC HA MO/UIepKaHKe (QYHKIMI KU3HEHHO BaXKHBIX OPraHoB U cucteM. Heob6xommum

KOHTPO/b (yHkumu neyenn u aktuBHocTH K®K. Manoseposto, uto remommanus Gyner

yddexTusen.

B3aumojeiicTBHE ¢ IPYTHMH JIEKaPCTBEHHBIMH CPEICTBAMH

BinsiHue 0ITHOBpEMEHHO NPUMEHSACMBIX NIpENapaToB Ha pO3yBaCTaTUH
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Huzubumopur mpancnopmuwix 6enkoe: po3yBacTaTHH SBISETCS cybcTpaToM st OTpeieIeHHBIX
Oe/IKOB-TpAaHCTIOPTEPOB,  BKJIIOYas TpaHCIOpTep medeHounoro 3axsara OATPIBI wu
apdmokcupii - nepesocunk BCRP. ComyTtersyrommee NPUMEHEHHE: TIPenapaToB, KOTOpPbIE
SBJISIOTCSH MHTHOMTOPaMH THX TPAHCIIOPTHBIX GENIKOB, MOXKET CONMPOBOXKIATHCS YBEIHUEHHEM
KOHLICHTPALWKM PO3yBacTaTHHA B IUIA3ME M TIOBBIIIEHHBIM PHCKOM DPa3BUTHS MHONATHH (CM.

Tabimuity 4, paszenst «Crnocob npuMeHenns u 103b1» U «OcoOble yKa3aHHs).

Luxknocnopun: npu OTHOBPEMEHHOM NPHMEHEHMH pO3yBACTATHHA | uukiaocnopusa AUC
po3syBacTaTHHa OBLIH, B Cpe/iHEM, B 7 pa3 BbIllle 3HAYEHHIi, KOTOPbIE OTMEYANHCH Y 30POBBIX
nobpoBosbues  (cMm.  tabmumy 4). Ilpemapar Kpectop® mporHBomokazan NalnueHTam,
OHOBPEMEHHO ~ TIPMMEHAIONMM  LHKIOCTIOpHH  (cM.  pasgen  «[IpoTHBomokasaHMs»).
OZnHOBpeMeHHOE TPHMEHEHHe JTHX JIEKAPCTBEHHBIX CPEICTB HE BIMSET Ha KOHIEHTPAIIHIO

IMUKJIOCIIOpHHA B MMJIa3M€ KPOBH.

Hueubumoper  npomeasei:  XOTs  TOYHBI  MEXaHH3M  B3aHMOJNCHCTBHS  HEM3BECTEH,
OZAHOBPEMEHHbIH TIPHEM C HHIHOMTOPOM TNPOTEa3hl MOXET IPHUBOAMTH K 3HAYHTENHHOMY
YBEIMYCHHIO  OKCHO3MIMH  posyBactatHHa  (cM.  Tabmumy  4).  Hampumep, B
(hapMaKOKMHETHYECKOM HCCIIE0BAHHH OJHOBPEMEHHOE NpHMeHeHHe 10 Mr po3yBacTaTHHA W
KOMOMHMPOBAHHOIO ~ TIpemapaTa, COJAEpXKallero jBa HHIHOHTOpA nporeassl (300 wMr
arazanaBupa/100 Mr puToHaBHpa) y 340pPOBBIX 106POBOIBIEB NPHBOIMIO IPUMEPHO K
TPEXKpaTHOMY M ceMHKpaTHOMY yBeiuYeHHI0 AUC u Cmax po3yBacTaTHHA, COOTBETCTBEHHO.
OnnospemenHoe npuMeHeHne npenapara Kpectop® u HeKOTOPBIX KOMOMHAIHMIA HHTUOUTOPOB
TIpOTeasbl BO3MOXKHO MOC/IE TIIATENBbHOH OLEHKH BO3MOMKHOCTH KOPPEKIHMH J03bl Mpenapata
Kpectop® Ha OCHOBaHMHM 0XHIaEMOr0 yBEIMYCHHsS YPOBHS JKCHO3MIMH PO3yBaCTATHHA (CM.

pasaenst «Crocob npumenenus u 103b1», «Ocobble ykazauusy» u Tabmuiy 4).

l'emcpubposun  u  Opyeue  2unonrunudemuveckue cpedcmea: COBMECTHOE [IPUMEHEHHE
posyBactaTHHa W remM(uOpoO3uIa NPUBOMMIO K YBEIMYEHHIO B 2 pa3a MAaKCHMAILHOM
KOHUCHTpallMK po3yBacTaTuHa B 1uiasMe kpoBu U AUC posyactatuna (cM. pasaen «Ocobble
yKa3zaHus»).

OcHOBBIBasCh Ha JAHHBIX CIEHU(UYECKUX HCCIETOBAHUI 110 M3YUECHHIO B3aHMOJEHCTBHI, He
OJKHJIAeTCS 3HAYUMOTO (hapMaKOKMHETHYECKOTO B3aUMOJEHCTBHS ¢ (eHoPuOpaToM, BOIMONKHO
(hapmakomnamuyeckoe B3aumozeiictaue. I'empubposun, denodubpar, apyrue dubparsl u
HUALMH (HUKOTHHOBAS KMCJI0TA) B JIMITHACHMKAIOMUX 103aX (> 1 I/CyTKM) yBeIHuHBAIH pHCK

BO3HMKHOBEHHS MHOIATHH NPH OJHOBPEMEHHOM NpPUMEHEHWH ¢ MHruOuTopamu I'MI-KoA-
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PCYKTa3bl, BEPOSTHO, B CBA3M C TEM, YTO OHH MOTYT BHI3BIBATH MHOIATHIO IIPH NPHMEHEHHH B
Mouotepanuu. [Ipuem npenapara Kpectop® B m03e 40 Mr mpotiBomnokasas IIPU COBMECTHOM
HasHaueHuH ¢ pubparamu (oM. paszmensi «IIporuBonokazanusnu «Ocobbie yKazanus»). Takue

IMAaMEHTBI JOJDKHBI HAYUHATH TEPANIO C J03bI S Mmr.

O3emumub: 0JHOBPEMEHHOE NPUMEHEHHE Mpenapara Kpecrop® B no3e 10 mr u s3etumuba B
nose 10 mr comnpopoknanock ysenudenuem AUC posysacratuha B 1,2 pasa y NamueHTOB C
runepxonecrepunemMueii  (cM. tabmuiy 4). Hemb3s HCKmouuTh  (hapMakoIMHAMHYECKOE
B3aUMOJIeHCTBHE MeXTy npenapaToM KpecTop® u 93eTHMHOOM B OTHOIIEHHH HeXeJaTe/TbHbIX

peakimii (cM. paszen «Ocobble ykazanus»).

Anmayuoer:  opHOBpemeHHOE TNpHMeHeHHe mnpenapara Kpectop® u aHtaumma B dopme
CYCNE3HH, CO/ICPIKALICH MArHUs U ATFOMHHHUS THAPOKCH]I, IPHBOAKIO K CHHYKEHHIO TLIA3MEHHOM
KOHICHTpAllMi po3yBacTaTuHa mpuMepHo Ha 50%. Jlanubiii 3¢ddexr BeipakeH ciabee, eciu
aHTALlW/l TIPUMEHAICA uYepe3 2 dvaca mocie npuema npemapara Kpectop®. Kimanueckoe

3HA4YEHUE nog00HOro B3aUMOJICHCTBHUS HE H3y4alli0oCh.

Opumpomuyun: OJHOBPEMEHHOE NPHUMEHEHHE PO3yBACTATHHA M SPUTPOMHLIMHA TPHBOIMIIO K
ymenpmennio AUC posysactatnHa Ha 20% u Cmax posyBactatina Ha 30%. IlomoGHoe

B3aMMOJICHCTBHE MOXET BO3HMKATH B pPE3ylbTaT€ YCHJIICHUS MOTOPHKH KHUIICYHMKA,

BBI3BIBAEMOTO MPUEMOM HPHTPOMMIIMHA.

Hzoghepmenmur yumoxpoma P450: pe3yabTaThl HCCIENOBARKI in Vivo | in vitro 110Ka3aju, 49To
PO3YBaCTaTHH HE ABJIACTCS HH HHIHOMTOPOM, HM MHIYKTOPOM H30(epMEHTOB nuToXpoma P450.
Kpome Ttoro, posysacratun siBisiercs ciabbiM cyGCTPaToM JUis STHX uzopepmentos. [Tosromy
HE OJKHJACTCs B3aMMOJCHCTBHS PO3yBacTaTWHA C JPYTHMH JIEKapCTBEHHBIMH CPEJCTBAMH Ha
ypoBHe MeTabosmM3Ma ¢ ydacTHeM u3odepMeHToB 1uToxpoMa P450. He orMedeHo KIMHHYECKH
3HAYMMOTO B3aMMOJICHCTBHS PO3yBacTaTHHa ¢ ()ITyKOHA30JI0M (MHIHOUTOPOM H30(epPMEHTOB

CYP2C9 u CYP3A4) u xetokonasosom (uuruéuropoM usodepmertos CYP2A6 u CYP3A4).

B3aumoseiictBue ¢ JICKADCTBEHHBIMH  CPEACTBAMM, KOTOpOE Tpedyer KOPPEKIIMHA _ 103bI

po3yBactaTuHa (cM. Tabuauiy 4)

Jo3y mpenapara Kpectop® criesiyeT KOpPpeKTHpOBaTh IPH HEOOXOIMMOCTH €ro COBMECTHOTO
IPAMEHEHHUS C JIEKAPCTBEHHBIMH CPE/ICTBAMH, YBEMYHMBAIOIIUMH SKCIIO3HIMIO PO3yBacTaTHHA.

Ecmm oxupaercs ysenmuenne skcnosuuuu B 2 pasa M Gonee, HauyanbHas J03a mpemapara
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Kpectop® cocrasnser 5 mr ommn pa3 B cytku. Takxke ciemyer KOPPEKTHPOBATh MAKCUMATBHY IO
CYTO4HYI0 103y npenapata Kpectop® Tak, 4ToObl 0xnaaemas SKCIIO3MIHES PO3yBACTATHHA HE
peBbIana TakoBYi0 s 1o3bl 40 Mr, npuHHMaemol Ge3 OJXHOBPEMEHHOro mNpHeMa
JICKapCTBEHHBIX CPEJICTB, B3aUMOJICHCTBYIOIMX C po3yBacTaTHHOM. Hanpumep, MakcuMaspHas
CyTouHas 103a npenapara Kpectop® npu o1HOBpeMEHHOM MpUMeHEHHH ¢ TeMDuOPO3HIOM — 20
MI (yBelH4eHHe KCno3umuu B 1,9 pasa), ¢ pUTOHaBUpOM/aTazaHaBHpoM — 10 mr (yBenudeHue
3Kcno3uuuy B 3,1 pasa).

Koppekuns navansroii 10361 npenapara Kpectop® He Tpebyertcs, eciin oxkumaercs yBEJIUYECHHE
KCIO3MIMK MEHee YeM B 2 pasa, 0JHAaKO, NPH YBEJIMYEHHH 1035l npenapata KpecTop® Bhime

20 mr creyer cobmoAaTh OCTOPOKHOCTD.

Tabaana 4. Bausiaue comyTeTByIOmeii Tepanuu Ha KCHO3HIHIO posyBactatuna (AUC,
JaHHBIC TNPHBEIEHbI B NOpsAKe yObIBAHMSA BEJHYHHBI IKCHO3HUMH) — Ppe3yJbTaThbl

OHyGJIHKOBaHHle KIIHHHY€CKHX HCCJIeI0OBAHUM

Yeeanuenne AUC posyBacraTtuna B 2 u 6oee pasa

Pexxum Tepannm npenaparamu, | Pexxam npuema | U3menenne AUC
B3aHMO/1EHCTBYIOIIAMH ¢ | po3yBacTaTHHA po3yBacTaTHHA'
PO3yBaCTATHHOM

CodocOysup/enmaracBup/Bokcu | 10 Mr oIHOKpaTHO Venuuenue B 7,4 pasa

nanpesup (400 mr — 100 mr — 100
Mr) + Bokcunanpesup 100 mr 1

pa3 B cyT., 15 nHeit

[uknocnopun 75-200 mr 2 pasa | 10 mr 1 pas B cyr., 10 queii | VBenuuenue B 7,1 pa3a

B CyT., 6 MecC.

Haponyramun 600 Mr 2 pasa B | 5 Mr oaHOKpaTHO VBenuuenue B 5,2 pasa
CyT., 5 IHeH

Peropapenn6 160 mr 1 pa3s B | 5 mr omHOKpaTHO VBenuuenue B 3,8 paza
CyT., 14 nHei

AtasanaBup 300 wmr/putoHaBup | 10 Mr ogHOKpaTHO VBenuuenue B 3,1 pasza

100 mr 1 pa3 B cyT., 8 aneii

Bennaracsup 100 mr 1 pa3 B cyt. | 10 Mr ogHOKpaTHO VBenuuenue B 2,7 paza
Omburacsup 25 | 5 Mr ogHOKpaTHO VBemmuenue B 2,6 pasa
MI/IapHTanpeBup 150

mr/putonasup 100 mr/nacabysup
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400 mr 2 pa3za B cyT.

Tepudaynomus

Het mannbix

VBenuyenue B 2,5 pasa

'| I'pasonpeBup 200 mr/>n6acsup

50 mr 1 pa3 B cyt., 11 queit

10 mMr otHOKpaTHO

VYenuyenue B 2,3 paza.

400

mr/mubpentacBup 120 mr 1 pas B

['nexanpesup

CyT., 7 qHE#

5 Mr OZIHOKpaTHO

VBennuenue B 2,2 pasa

JlonunaBup 400 Mmr/puToHaBHp

100 mr 2 pasa B cyT., 17 nueit

20 mr 1 pa3 B cyT., 7 nHeit

Venuuenue B 2,1 paza

Kanmatuan6 400 mr 2 pasa B

CYT.

10 Mr ogHOKpaTHO

Yeenuuenue B 2,1 pasa

300

(Harpy3ouHas J103a), 3aTeM 75 MT

Knomuporpen Mr

yepes 24 4

20 Mr oIHOKpaTHO

VBenuuenue B 2 pasza

®ocramatuand 100 mr 2 pasa B

CyT.

20 Mr oJJHOKpaTHO

VBenuuenue B 2 pasza

®ebykcocrar 120 Mr 1 pas B cyT.

10 Mr oHOKpaTHO

VBenuuenue B 1,9 pasa

['emdubpozun 600 mr 2 pasa B

CyT., 7 THE#H

80 mMr oHOKpaTHO

YBenuuenue B 1,9 pasa

Veeanuenne AUC posyBacTaTiHHA MeHee 4eM B 2 pasa

Pesxum Tepanum npenmaparamu,
B3aHMO/IeHCTBY OIHMH ¢

PO3YBaCTATHHOM

Pexum npuemMa

PO3yBacTATHHA

N3menenne AUC

po3yBactaTuHa'

Onrpombonar 75 mr 1 pa3 B cyT.,

5 nHewn

10 Mr oiHOKpaTHO

VBenuyenwue B 1,6 pasa

Hapynasup 600 mr/putoHaBup

100 mr 2 pasa B cyT., 7 qHeii

10 mr 1 pa3 B cyT., 7 queit

VBenuuenue B 1,5 pasa

Tunpanasup 500 mr/putonaBup

200 mr 2 pa3a B cyT., 11 qHei

10 Mr oiHOKpaTHO

VBenuuenue B 1,4 pasa

Jponenapon 400 Mr 2 pasa B cyT.

Het nanabix

VBenuyenwue B 1,4 pasa

Urpakona3zon 200 mr 1 pa3 B

CyT., 5 nHei

10 Mr oHOKpaTHO

VBenuuenue B 1,4

paza’

93etumud 10 mr 1 pa3 B cyT., 14

JIHEH

10 mr 1 pa3 B cyTku, 14

JTHEH

VYBenuuenne B 1,2

pasza’
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Cuanxenne AUC posyBacraTHHa

Pexxum Tepanum npenaparamu, | Pexnm npuema | Usmenenne AUC
B3aHMO/IeHCTBYOI{HMH ¢ | po3yBacTaTHHA ‘posyBactaTHHa'
PO3yBaCTATHHOM

OputpomunuH 500 mr 4 pasa B 80 Mr o1HOKpaTHO Camxenue Ha 20%

CyT., 7 nHEH

baiikamin 50 mr 3 pasa B cyT., 14 | 20 Mr oHOKpaTHO Camxenne Ha 47%
JHEH

JlanHble, npencraBieHHble B BHje KpaTtHOro uiMeneHms AUC, SBASIOTCS OTHOIIEHHEM
3Ha4EHNs STOTO MoKa3aTelis Ha OHE COMYTCTBYIOMEH Tepaluy K 3HAYEHHIO NI0Ka3aTeIs NPy
MOHOTEpANK PO3yBacTaTHHOM. JlaHHble, Npe/icTaBleHHbIe B BUE Y%, SBJAIOTCS PasHHUIEH B
% Mmexy noxasarenem AUC Ha (oHe CONyTCTBYIOmIEH Tepanii W 3HAYEHHEM MOKA3aTeNs
IPH MOHOTEPAIIHH PO3YBAaCTATHHOM.

Bbulo  mpoBeneHO  HECKONBKO  HCCIENOBAHMH  JIEKAPCTBEHHOrO — B3aMMOJCHCTBHS  C

npenapatoM Kpectop® B pasHbIX 7103aX, a B Tabnuie NOKa3aHbl HaWOOJEe 3HAUMMBIC

COOTHOIIICHHUS.

Cnenyromme jekapcTBEHHBIE MNpenapatbl M WX KOMOMHALMM HE OKA3hIBATH KIMHHYECKH
3HAYMMOr0 d(deKTa Ha OSKCMO3MIMIO PO3yBACTATHHA TPH HMX COBMECTHOM IPHMEHEHHHU:
anermutasap 0,3 mr, 7 aeit; penodubpar 67 mr 3 pasa B cyt., 7 aueit; diykounason 200 mr 1 pas
B cyT., 11 nueii; pocamnpenasup 700 mr/putonasup 100 mr 2 pasa B cyT., 8 aHeil; KETOKOHA30T

200 mr 2 pasa B cyT., 7 aneit; pudammuuus 450 mr 1 pas B cyT., 7 aHeif; cunmumapus 140 mr 3

pasa B CyT., 5 IHEN.

Biusiaue npumeHenus pPO3yBacTaTHHA Ha OJJHOBPEMEHHO NIPUMEHSEMbIE IIperapaThl

Anmazonucmer sumamuna K

Kak u B ciryyae apyrux uaru6uropos ['MI'-KoA-penyKTassl, Ha4asio jieYeH s Win yBEJIIHYEHHE
Ao3el npenapara Kpectop® y nanueHToB, 0AHOBPEMEHHO MOTyHaIOIIMX aHTATOHUCTHI BATAMUHA
K (nanpumep, Bapdapun uim Ipyrue mpoTHBOCBEPTHIBAIOIIME CPEACTBA KYMAapHHOBOTO PSia),
MOJKET MPUBECTH K YBEIMYCHHIO MEXIyHApOJHOTO HOPMalH30BaHHOTO otHomeHus (MHO).
Otmena nim cHusKeHHe 10361 npenapata Kpectop® MoskeT npuBoauTh K yMenbinernio MHO. B

TaKuX CiIydasx pekoMenayercs Koutpoiar MHO.

11 epopaiibHble KOHmMpayenmue bl/: COPMOHO3amecmumelbHas mepanus

Olmoapemenﬂoe [IPUMCHCHUE PO3yBacTaTHHA W IIE€POPATBHBIX KOHTPAIENTHBOB YBEJIMYHUBAIIO
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AUC ostunmmerpamuona u AUC Hoprectpena Ha 26% u 34%, cooTBercTBeHHO. Takoe
YBE/IMYCHUE TUIASMEHHOH KOHUCHTPALMH JIOKHO YYHTHIBATBCS TP 10aGOpe 03Bl
NEPOPAIIBHBIX  KOHTPALENTHBOB. DapMaKOKHHETHHECKHE JaHHBIE [0  OIHOBPEMEHHOMY
NpUMEHEHnIo  npenapata  Kpectop® u  ropMOHO3aMECTHTENBHON Tepamuu OTCYTCTBYIOT,
CJICNIOBATE/IbHO, HENb3s HCKIIOYHTH AHAIOTHYHBIH S(¢eKT NpH NpUMEHEeHHH JaHHBIX
npenaparos. OHako no06Has KOMOMHAIMS IIHPOKO IPHMEHSIACH XEHIIMHAMH BO BpEMsl

MIPOBEACHUS KIIMHUYECKUX MCCIICIOBAHUN U XOpOouo NepeHOCHIIaCh MallueHTaMH.

Ipouue nexapcmeennvie npenapamo

Jluzokcun: Ha OCHOBAHHH Pe3yJbTaTOB CHEM(DHUECKHX HCCIIEN0BAHMIA JIEKapCTBEHHOTO
B3aMMOJICHCTBUSl HE OXKHIACTCA KIMHHYECKM 3HAYMMOTO B3aMMOIEHCTBHS po3yBacTaTHHA C
JTUTOKCHHOM.

Dy3u0o6as Kucroma: WCCIENOBAHUS JEKAPCTBEHHOTO B3aMMO/EHCTBHS po3yBacTaTHHa C
y3unosoi kucnoroit He npoBoMIMCh. I1pH O/IHOBPEMEHHOM IIPOBEICHUN CUCTEMHOMN Tepanuu
(Gy3HI0BOH KHCIOTOM M CTATHHAMH MOJKET MOBBIIATHCS PHCK pa3BUTHS MHOIATHH, BKJIIOYas
pabzoMuom3. Mexann3M JaHHOTO B3aMMOJIEHCTBHS (SBJISETCS JIH OHO (hapMakoIMHAMUYECKHM
1K (papMaKOKHHETHYECKHM, WM U T€M, H PYTHM) MOKa He u3ydeH. Coobmanock o pa3sBUTHH
pabomuonu3a (B TOM 4YHCIIe, C JIETATBHBIM HCXO/OM) Y NAlHEHTOB, NPUMEHSBIIHX JTAaHHYIO
KOMOWHAIHIO.

Ecim cucremnas tepanust Gy3uaoBoil KUCII0TO# sBNIsieTCs: HEOOXOMMON, JTeueHHe npenaparom

Kpectop® cienyer npekpatuth Ha nepuox npuema ¢y3um0Boii KHCIOTEI (cM. pasaen «Ocobbie

YKa3aHus»).

Oco0Oble ykazanus

[Toueunsie 3 dhexTh

Y NauMeHnToB, MOJNyHaBIIMX BBICOKHE J03bI mpenapata Kpectop® (B ocHoBHOM, 40 M),
HaOmoJanach ~ KaHalblieBas INPOTEHHYPHs, KOTOpas B OONBIIMHCTBE CIy4aeB ObLia
TpaH3UTOpHON. Takas MpoTenHypHs He CBHETETHCTBOBAIA 06 OCTPOM 3a60JIeBAaHHH MOYEK HIIH
NPOrpecCHpOBaHuy 3a00/eBaHus NOYeK. Y NalHeHTOB, IPHHUMAIONINX Npenapar B 03¢ 40 wmr,
PEKOMEH/yeTCsl KOHTPOJIMPOBATH MOKa3aTeu QYHKINH MOYEK BO BPEMSI JICUEHHUSI.

Hapy1meHus co CTOPOHBI CKEJIETHOM MYCKYJIAaTYPhbI

[Ipu npumenenun npenapara Kpecrop® Bo Bcex [03aX H, B OCOGEHHOCTH NMPH TPHEME 7103
npenapara, npesbinaomux 20 mr, coobmanoch 0 creayommx 3(p@PeKkTax B OTHOIICHHH
CKENICTHOM MYCKYJIaTyphbl: MHAJITHsI, MHOTIATHSI, B PEIKHX CIIydasX pab oMUOIIH3.

Omnpenenenue aktuBHoctd KOK
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Onpenenenne axtuBHoctn KOK He cieqyer MpOBOAHTH MOC/IE MHTEHCHBHBIX busnyeckux
Harpy3oK Wi NPH HAIHYHH JPYTHX BO3MOXKHBIX NPHYUH yBeludeHHs: aktuBHOocTH K®K, uro
MOJKET MPUBECTH K HEBEPHOMN WHTEPIPETALMH MOJYYEHHBIX pe3ysbTatoB. B ciyuwae ecim
ucxonHas akTuBHOCTE KK cymecTBenno nopsiena (Golee yem B 5 pas npesbimmaet BEPXHIOIO
PaHHIly HOPMBI), 4epe3 5-7 jHel cielyeT NMpoBeCTH MOBTOpHOe M3Mepenme. He ciemyer
HaYMHATDH TEPAIHUIO, €CJIH NOBTOPHBIH TECT MOATBEPXKAAET HCXOAHYIO akTuBHOCTE KDK (Gonee
YeM B 5 pa3s NPeBBIIIAET BEPXHIOK IPAHKILy HOPMEI).

Jlo Havasia Tepanuu

IIpn Hasuauennn npenapara Kpectop®, Takke Kak M NMpH Ha3HAYCHHH JAPYTHX MHTHOMTOPOB
'MTI'-KoA-penykrassl, naumenTam ¢ HMeiommmMucst pakTopamMu prcka MHONIATHI/PaGIOMHOIH3a
CICAYeT TPOSBIATE OCTOPOXKHOCTB (cM. pazgen «C  OCTOPOKHOCTBIO»), HEOOXOINMO

PacCMOTPETE COOTHOIICHHE PHUCKA U BO3MOIKHOM IOJIB3BI TE€panuyu H IPOBOJIUTH KIMHUYECKOE

HaOmo1eHue.

Bo Bpems Tepanuu

Crenyer npoun(opMHpoBaTh ManueHTa 0 HEOOXOMMMOCTH HEMEIEHHOTO COOBIEHHS Bpady o
ClydasiX HEOKMJAHHOTO MOSBICHHMS MbIICYHBIX Oo0Jel, MBIIeYHON C1aboCTH MM CIa3MOB,
OCOOEHHO B COYETAHMH C HEJOMOTAHHEM H JIMXOPAAKOH. Y TaKHX TNAIMEHTOB cietyer
onpenenite akTuBHOCTE K®K. Tepanus nomksa ObiTh npekpaimieHa, ecin akTuBHOCTh KOK
3HAYATEIILHO NOBBIIICHA (DoJiee YeM B 5 pa3s Mo CpaBHEHMIO C BepXHeil rpanuieil HOPMBI), WK
CCJIH CHMIITOMBI CO CTOPOHBI MBIIIIL PE3KO BHIPAKEHBI M BBI3BIBAIOT €)KEHEBHBIN AUCKOMPOPT
(naxe ecim aktuBHOCTh K®K nopbinesa e Gonee 4eM B 5 pas 10 CPaBHEHHMIO ¢ BEpXHEH
rpanuiied Hopmel). Ecim cumnTombl ucuesaror, u aktuBHOCTh KOK BO3Bpamaercs k Hopme,
CJIeAYeT paccMOTPETh BONPOC O MOBTOPHOM Ha3HayeHMH npemapara Kpectop® wmm apyrux
uHrHOuTOpoB I'MI'-KoA-penykTasbl B MEHBIIMX [103aX NPH TINATENHHOM HAOIONEHHM 32
TNalHEHTOM.

Pyruuusiii koutpons akrueHocTH KOK npu 0TCyTCTBHM CHMIITOMOB HellenecoobpaseH.
Ot™meueHbl OYeHb peJIKHe Cilydad HMMYHO-OMOCPENOBAHHON HEKPOTH3MPYIOUIEH MHONATHH C
KIMHUYECKUMH [POSBICHHSAMH B BHJE CTOHKOH cnabOCTH MPOKCHMANbHBIX MBI U
noBpimeHns akTHBHOCTH K®OK B CBIBOPOTKE KPOBH BO BpeMs JICYEHHS! HJIM MPH NPeKpalieHHN
MpHe€Ma CTaTHHOB, B TOM 4YHCIE po3yBacTaTHHa. MoxeT mnoTpeboBaThCs MPOBEICHHE
JIONIOJIHUTE/IbHBIX ~ HCCIIEJIOBAHUH  MBINIEYHOM W  HEPBHOHW CHCTEMbl, CEPOJIOTHYECKHX
HCCIICZIOBAHMH, a TAK)KE Tepanus MMMYHOIETIPECCHBHBIME CPEICTBAMH.

He orMedeHO npu3HAaKoB yBelMUeHHs BO3JIEHCTBHS HA CKEJETHYIO MYCKYJaTypy NpH IpHEME
npenapara Kpectop® u comyrersyromei teparmuu. OgHako coodmanoch 06 yBeTHYeHHH YrCia

CIIy4aeB MHO3MTa ¥ MHONATHH Y NALUEHTOB, NPUHUMABIINX Apyrue uHruburopsr I'MI'-KoA-
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PEIYKTa3kl B COYCTAHWH C MPOM3BOJAHBIMH (UOPHHOBOH KHCIOTBHI, BKIOYas reMpuOPO3mI,
IHKJIOCTIOPHH, - HHKOTHHOBYIO KHCJIOTY B JIMIIMICHHKAIOMMX 7103aX (> 1 r/cyTkH), a30/bHBIE
NPOTHBOrPHOKOBBIE CPEACTBA, MHTHOMTOPHI nporteasst BUU M MakpolnaHble aHTHOMOTHK.
l'eMpubpo3un yBenuuuBaeT pucK BOBHUKHOBEHMS MHMONATHH TIPH COBMECTHOM IIPUMEHEHHH C
HEKOTOpbIMH  MHrHOMTOpamu ['MI'-KoA-penykrasel. Takum o6paszom, He PEKOMEHyeTCs
OZIHOBpEeMEHHOEC TIpUMeHeHHe mnpenapata Kpectop® wu remdubposuna. JlomkHo ObITH
TIIAaTE/bHO  B3BEIICHO COOTHOLICHHE pPHCKA W  BO3MOXKHOW IOJIB3bI IIPH  COBMECTHOM
npuMeHeHuH mpenapara Kpectop® wu  (GuOpaTroB WIM  HHKOTHHOBOW  KHCIOTHI B
JHIHACHIWKAIOMKX  1o3ax. [IpotuBonokasan mpuéM npenapara Kpectop® B go3ze 40 mr
COBMECTHO ¢ (pubparamu (cM. paszensl «IlpoTuBonokasanus» u «B3aumoselcTre ¢ JApyTUMH
JIEKapCTBEHHBIMH CPEICTBAMHUY ).

Yepes 2-4 Hezenu mocie Havana JeYEHHs W/HIIH TPH MOBBIMICHAHN J03bI npenapara Kpectop®

HEOOXOAMM KOHTPOJIb TOKa3aTelell JMIUAHOTO o6MeHa (IIpH HeoGXOAUMOCTH Tpebyercs
KOPPEKILHS 103b1).

DYHKIMS [1eYeHH

Pexomenyercst npoBouTh onpesiernienue nokasateneil GpyHKIHM IEYeHH 10 HAYAma TEpanuu u
depes 3 mecsua nocie Havana Tepanuu. [Ipuem npenapara Kpectop® cnemyer npekpartuth Him
YMEHBIINTb /103y Mpernapara, €cjld aKTHBHOCTb «II€YEHOYHBIX» TPAHCAMHHA3 B CHIBOPOTKE
KpoBH oJiee YeM B 3 pasa NpeBBIIIAeT BEPXHIO TPAHHILY HOPMBL.

Y TNauMeHTOB ¢ THIEpXoJecTepHHEMHEH BCIECTBHE THMIOTHPEO3a HIIH HeQPOTHYECKOTO
CHHIpOMA Tepanusi OCHOBHBIX 3a00jI€BaHMI JOJDKHA TPOBOJAMTLCS 0 HAyala JIeYEeHHs

npenapatoM Kpectop®.

Ocobble monyasiii. DTHHYECKHE IPYIITIBI

B xone (bapMaKOKHHeTHqCCKI/IX HCCIIEJOBAHU I cpeau KHTaWCKUX M STIOHCKHX IMaIuCHTOB
OTMEYCHO YBEIWYECHHUE CHCTEMHOM KOHIICHTpalMKd  poO3yBaCcTaTUHAa 110 CpPaBHEHHIO C

MOKa3aTeIAMM,  MOJYYCHHBIMH  CPeIM  MALHEHTOB-€BPONEOMIOB  (CM. pazzenbl
«®apmakokuHeTHKa» U «Croco6 NpPUMEHEHUS U JI0361»).

Muruburops! nporeazs: BUY

He pexomenjyercst coBMeCTHOE PUMEHEHHE Tpenapara ¢ HHruouTopamu nporeassi BUU (cm.
paszien «B3aumoielicTBHE ¢ IPYTUMHU I€KapCTBEHHBIMH CPEJICTBAMED).

JlakTo3a

I[Ipenapar He cnelyer TNpPHMEHSTh Y TAlMEHTOB C JAKTAa3HOM HEJOCTATOYHOCTHIO,
HEMEPEHOCHMOCTBIO TAJIAKTO3bI M TIIHOK030-Ta/IakTO3HON MababcopOuueii.

WuTtepcruimanbHas 001€3Hb JETKUX

lefl NPUMEHECHUH HEKOTOPBIX CTATHHOB, 0cOOEHHO B TEYEHHE JUIATEJIbHOI'O BPEMCHH,
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coobwanoch 06 HCKIOUHTENBHO PEKHX CIIydasX HHTEPCTHIHATBHON GOJE3HH JIerkHX.
[1posiBnennsMu 3a601€BaHHS MOTYT SIBIATHCS OJIBIIIKA, HEMPOyKTHBHBIH Kalle/b 1 YXYILICHHE
~-o0Imero camMo4yBCTBHSA (CIabOCTh, CHUKEHHE MacChl Tela | auxopazka). [lpu MOZ03PEHUH Ha - -
HHTEPCTHIHANIBHYIO 00JIE3Hb JIETKUX CIIelyeT MPeKpaTHTh TEPANMIO CTATHHAMH.

Caxapublii quaber 2 Tuna

Y DNanMeHToB C KOHIEHTpamuel IoKo3sl oT 5,6 10 6,9 MMOJB/I Tepanus npenapaToM

Kpectop® accouumposanach ¢ NOBBIIIEHHEIM PHCKOM Pa3BHTHS caXapHOro guabera 2 THMA.

Bimsinue Ha ¢nocoGHOCTH YyNPABIATH TPAHCTIOPTHBLIMH CPEICTBAMH, MEXAHH3MAMH

He npoBozuiiock neenenopanuii o u3ydennto BiusHus npenapara Kpectop® Ha criocoGHOCTH
YIPaBJIATh TPAHCIIOPTHBIM CPEACTBOM M MCIIOIb30BaTh MexaHu3Mbl. OHAKO, OCHOBBIBASACH HA
(apmakonuHamMuyYecKHX cBOWCTBax, mpemapar KpecTop® He IO/DKEH OKas3bIBaTh TaKOTO
Bo3/ielcTBHsA. Criestyer coOmoaaTh OCTOPOXKHOCTH MPH YNPABIEHMM ABTOTPAHCIOPTOM HIIH
paboTe, CBA3aHHOM C MOBBIEHHOM KOHIEHTPALMEH BHUMAHNS W ICHXOMOTOPHOM peakiueii (8o

BpEMsI TEpAITUU MOXKET BO3HUKATh FOJ]OBOpr)KeHPIC).

®opma BbIMyCcKa
Tabnetku, moxpaIThie MIEHOYHOM 06010uKO0H, 110 10 Mr, 20 Mr 1 40 Mmr.

Ins tabnetok 10 mr: mo 7 Tabnerok B GaMcTepe M3 aTIOMHHHEBOTO JIAMMHATA/ATIOMHHHEBOM

onbru, chopmupoBaHHOM M3 HOPMOBOYHOTO JAMHHATA, COCTOSIIETO M3 MOIMAMUIA / MSTKOI
amOMHHHEBOH  (onbru/ HemnacTHUUEpoBaHHON nOMMBHHWIXTOpUAHOH ([TBX) rueHKw,
3aNCYaTAHHOM 3aKaNCHHOH aMOMHHUEBOH (OJIBroH, MOKPBITON TepMonakoM; 1o 1 Gimcrepy ¢
MHCTPYKIHEH O MPUMEHCHHIO B KAPTOHHOM MauKe ¢ KOHTPOJIEM I1EPBOTO BCKPHITHS

Wi 1o 14 Tabnerok B Onucrepe M3 ANOMHHHEBOTO JIAMHHATA/ATIOMHHHMEBOMH doibru,
chopmMHpoBaHHOM M3 (OPMOBOYHOTO JIAMMHATA, COCTOSINEr0 W3 MOJAMAMHAA / MATKOI
aMOMHHAEBOH  (onbru/ HemnacTHHUIEpoBaHHON noiuBuEMIXIOpUAHOH ([IBX) meHkw,
3aneyaTaHHOM 3aKalléHHOW allOMHHHMEBOH (OIBroi, MOKpBITONW TepMmonakom; 1mo 2, 7 wimm 9
OnHMCTepOB ¢ MHCTpPYKuMeH 1O NPHMEHEHWIO B KAPTOHHOH TMayke C KOHTPOJNEM MEPBOTO
BCKPBITHSI.

s Tabnerok 20 mr: no 14 tabneTtok B GimcTEpe M3 ATIOMHHHEBOTO JIAMUHATA/ATFOMHHHUEBOH

$ombru, chopmupoBaHHOM U3 (HOPMOBOYHOIO JIAMHHATA, COCTOANIErO U3 MOTHAMHU/IA / MATKOM
aMOMHHAEBOH  (Qosbru/ HemnacTHOUUMPOBaHHOH momuBuHWIXIOpUaHOH (IIBX) mnneHkw,
3are4yaTaHHOM 3aKaJ€HHOM aNfOMUHHMEBOH (ONBroi, MOKpeITOM TepMomakom; mo 2 wiaum 9
OIMCTEpOB ¢ MHCTPYKIMEH 10 NPHMEHEHHIO B KapTOHHOW Nayke C KOHTPOJEM MEpPBOIo

BCKPBITHS.
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s tabnerok 40 mr: no 7 TabneTok B GnMcTepe M3 ATIOMHHHEBOTO JAMHHATA/ATIOMHHHEBOI
tonbru, chopMUpOBaHHOM U3 HOPMOBOYHOTO JTAMHHATA, COCTOSILErO M3 MOMHAMMIA / MSTKOM
- ANOMHHHEBOH  (ONbrH/  HEMIaCTHOUIMPOBAHHON MONMBHHUIXJIOPHIHOM (HBX) mnnenkwu,
3aleyaTaHHOM 3aKaICHHOH aTIOMHHHEBOH (OJIBroM, MOKpPEITOl TepMonakom; no 4 Giuctepa ¢

HHCprKIlPIeﬁ 110 MPUMEHEHHIO B KapTOHHOﬁ IMaYKE C KOHTPOJIEM IIEPBOI'0 BCKPHITHS.

YcioBusi XxpaHeHus

ITpu Temneparype ue Bbime 30 °C, B HeIOCTYITHOM ISl JeTeli MecTe.

Cpoxk roanocTu

3 rona. He IIPUMEHATH 10 UCTEYCHHUH CPOKa FOJHOCTH, YKa3aHHOT'O Ha yIIaKOBKe.

YceaoBus oTmycka

OrnyckaroT 1o perenty.

HanvenoBanne u 1opuamueckmii agpec aepkatens (BJaagesbua) PerHCTPALHOHHOIO

YA0CTOBEpeHHS
Actpa3enexa IOK Jlumuten, 1 ®pencinc Kpuk Asenio, Kembpumx Buomemmkan Kamnyec,
Kembpumk, BennkoGpuranus CB2 0AA

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

(unpopmauua_ykaszvieaemca moivko npu_ynakoeke Ha npednpuamuu_Acmpa3enexa IOK
Jumumed, Benukoopumanusn):

IIpousBoanTenn

AillnDp ®apmacwiotnkanc Uuk, KAPP 188, Jlor 17, Can Mcuapo Wunactpuan [lapk, 10
1624, Kanosanac, PR 00729, [Tyspro-Puko

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

®acoBmuK (MePBHYHAS YNAKOBKA), YNAKOBMMK (BTOPHYHAS (morpeduTenbekas)
YIAKOBKA) H BBITYCKAOIHH KOHTPOJIb KA4eCTBA

Actpa3eneka IOK Jlumuten, Cunk Poyn Busnec Ilapk, Makkinchuna, Yemup SK10 2NA,

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

Kingdom

Haumenosanue, adpec opeanusayuu, ynonnomouennot Oepycamenem unu eraoenvyem
Pe2UCMPAYUOHHO20  YOOCMOBEPEHUS  IeKAPCMBEHHO20 — npenapama  Onsl  MeOUYUHCKO20
NpUMEHEeHUs. HA RPUHAMUE npemen3utl om nompebumens:

000 Actpa3enexa OapmachloTHKaN3

123100, r. Mocksa, 1-it Kpacnorsapaeiickuii npoesn, a. 21, ctp. 1, atax 30, komuars! 13 u 14
Teln. +7495 7995699

dakc +7495 7995698

©AstraZeneca 2008-2022

(urpopmayun ykasvieaemea moibko npu ynakoeke Ha npednpuamuu 000 «Acmpa3enexa
Huoacmpusy, Poccus):

IlpousBoauTenn
Allludp ®apmacerotukanc Uuk, KAPP 188, Jlor 17, Can Ucuapo Mupnacrpuan Ilapk, 110
1624, Kanosanac, PR 00729, ITyspro-Puxo

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

DacoBmMK (MePBHYHASA YIIAKOBKA)
Actpa3eneka FOK Jlumuren, Cunx Poyn Bushec ITlapk, Maxkichunn, Yemmp SK10 2NA,

BenmukoOpuranus

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

YnakoBmuk (Bropu4Hasi (MOTPeOHTENbCKAN) YNAKOBKA) M BBINYCKAIOMIHI KOHTPOJIb

Ka4yecTBa
000 «Actpa3enexa UnnacTpus»

249006, Poccus, Kamyxckas obnacts, Boposckuii paiion, aepesns Jlo6puno, 1-biii Boctounbiit

npoesj, BaagaeHue 8
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Haumenoeanue, aopec opeanuzayuu, ynonnomouennoi oepoicamenem unu - radenvyem
PeUCMPAyuonH020  YOOCMOBEPEHUs  1eKAPCMBEHH020 — npenapama 018 MeOUYUHCKO20
NPUMEHEHUS. HA NPUHSMUE NPeMeH3uli om nompebumens.

000 Acrpa3enexa ®apmacblOTHKAN3

123100, r. Mockaa, 1-it Kpacuorsapaeiicknii npoesp, 1. 21, ctp. 1, atax 30, komuatel 13 u 14
Ten. +7495 7995699

dakc +7495 7995698

©AstraZeneca 2016-2022

PykoBomuTens rpymnmsi o paboTe ¢ HHCTPYKIHSIMH

Y KJIIMHUYECKOM YacThIO PETYJIATOPHOTO JOCHE

MOAITHCH
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