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taTuH PeHeBal ek
P°3y8ac 90 1abneTok no 10 mr
CTBO Q ana npn BHYTPb

KOE CPEA
FUNOAMMUAEMUHEC PR

NHCTPYKIMA
10 MEAMIIMHCKOMY ITPUMEHEHHNIO JIEKAPCTBEHHOTI'O ITIPEITAPATA

Po3zyBactatun PeneBan
Perncrpanuonnniii Homep: JITT-Ne(002357)-(PI'-RU)
Toprosoe nHammenoBanue: PozyBacratun PeneBan
Me:xayHapoaHoe HeIATEeHTOBAHHOE HAMMEHOBAHUe: PO3yBACTaTUH
JlekapcTBeHHas popma: TabIETKH, MOKPHITHIC IICHOYHON 000I0UKOH

Cocras Ha oaHYy Ta0J1eTKY

Leiicmeyowee éewjecmeo. pozyBactatu Kainpiuss  — 5,2000 mr — 10,4000 mr — 20,8000 mr
(B mepecueTe Ha pO3yBaCTATHH) —5,0000 mr — 10,0000 mr — 20,0000 mr
gcnomozamesnibhble Geujecmea; JIAKTO3bl MOHOTMAPAT, UEJUIK0I03a MHUKPOKPUCTAIUIMYECKAS,
Kanblug rtuapodocdara IUTHAPAT, KPOCHOBUAOH, MarHusl cTeapar; cocmas O00O0JOUKU:

[runpomenosa, TajlbK, TUTaHa Auokcua, Makporos 4000, kpacuTenb keine3a OKCHI KpacHBIN

(E 172)]
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Onucanue
Kpyrieie ABOSKOBBITYKIIbIE TAOJIETKH, MOKPHITHIE TUICHOYHOW 000JIOYKON OT CBETIIO-PO30BOTO
JI0 pO30BOTO IBeTa. JlomyckaeTcs 1mepoxoBaTocTh moBepxHocTH. Ha monepeunom paspese siapo

0€eJI0ro UM MoYTH OEJIoro OBCTA.

dapmakoTepaneBTHYeCKAasl TPYNNa: TUMOIUIHACMHYECKUE cpencTBa; wHrHOuTOpel ['MI -

KoA-penykrassl.
Koa ATX: C10AAQ7

dapMaKoJIOrHYecKue CBOMCTBA

Mexanu3zm Oelicmeusn

PosyBacTatuH sBiseTCs CENEKTUBHBIM, KOHKYpeHTHbIM uHruoutopom I'MI'-KoA-penykrassi,
(dbepmMeHTa, MpEeBpaIaoONIero 3-THAPOKCH-3-METHITIYTapmil KOGepMEeHT A B MEBAJIOHOBYIO
KHUCJIOTY, NpPEAIIECTBEHHUK XoJiectepruHa. OCHOBHOW MHUIIEHBIO ACHCTBUS pO3yBacTaTHHA
SBJISIETCSL TI€YEHb, T/€ OCyHIecTBIsieTcs cuHTe3 xosiectrepuHa (XC) wu  kaTabomausm
JUTIOTTPOTEUHOB HU3KOH tutoTHOCTH (JITTHIT).

PosyBacrarun yBennuuBaer uncio «mnedeHouHbIx» peuentopos JIIIHIT Ha moBepXHOCTH KIIETOK,
noBelas 3axBaT u katabomusm JIITHIL, 4ro B cBOlO ouepens MPUBOJUT K MHTUOMPOBAHUIO
CHUHTE3a JIUTOTPOTENHOB O4YeHb HU3KoW rmotHoctu (JITIOHII), ymensinas tem cambiM oOlee
kosmuectBo JIITHIT u JITTOHIIL.

Dapmakoounamuxa

PosyBacTatun cHIbkaeT mMOBbIIEHHBIE KOHIEeHTpanuu xonectepuna JIITHIT (XC-JIITHIT),
obmiero xozjecrepuna, tpuriaunepuaoB (TI), mMoBbIMIaeT KOHUEHTPAIUMIO XOJECTEpUHA
JUNONPOTeHHOB BbicOkoW mmmoTHocTH (XC-JIIIBII), a Takke CHWXAeT KOHIICHTPAIUH
anonunonporenHa B (AnoB), XC-ueJIIIBII, XC-JIIIOHII, TI-JIIIOHII wu yBenuuuBaer
KOHIIeHTpauuto anoyunonporenHa A-l (AmoA-l) (cmorpu Tabmumbl 1 u 2), cHuXaer
cootHomenue XC-JITTHIT/XC-JITIBII, oommit XC/XC-JIIIBIT u XC-ueJITIBIT/XC-JIIIBII u
cooTHoieHne AnoB/AnoA-I.

TepaneBtuueckuii 3pdexkr pa3BuBaeTcsi B TEUEHHE OJHON HENENU TMOCIe Hayana Teparuu

PO3yBaCTaTUHOM, 4YCPC3 2 HEACIN JICYCHHUA AOOCTHUTACT 90 % oT MaKcHMaJbHO BO3MOIKHOTO
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spdexra. MakcuManabHBIN TepaneBTHUECKU 3(p¢GeKT O0OBIYHO nocTUraeTcss K 4-oif Hexdene
Tepanuu U MoAJNEPKUBACTCS IPU PETYISIPHOM IIpUEME IIpernapara.

Tabumua 1. lo3o3aBucumblii 3¢ ¢eKkT y nanMeHTOB ¢ NEPBUYHON I'MIiepxoJiecTepuHeMHueil
(tum lla u 11b no ®peapukcony) (cpeaHee CKOPPEKTHPOBAHHOE NPOIEHTHOE U3MEHEHHE 10

CPAaBHCHHUIO C UCXOAHBIM 3Haqe}meM)

KoanuecTBO XC- Oommii XC- XC- Amno
Jo3a T Ano B
NalueHTOB JIITHIT XC JIIIBII HeJIIIBII A-l
ITnanebo 13 -7 -5 3 -3 -7 -3 0
5 mr 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

Tadonuua 2. Jlo3o3aBucumblii 3p(exT y nanmueHToB ¢ runeprpurinnepuaemueii (tun 11b n

IV no ®penpuxcony) (cpeaHee NpOIEHTHOEe H3MeHEHHE MO CPABHEHUIO C MCXOIHBIM

3HAYEHHEM)
Nosa KosmmmyectBo T XC- OO0uui XC- XC- XC- TI-
NMAlHEeHTOB JIITHIIT XC JHIBIT | meJIIIBIT | JITIOHII | JIHTOHII
[Tname6o 26 1 5 1 -3 2 2 6
5wmr 25 -21 -28 -24 3 -29 -25 -24
10 mMr 23 -37 -45 -40 8 -49 -48 -39
20 mMr 27 -37 -31 -34 22 -43 -49 -40
40 mMr 25 -43 -43 -40 17 -51 -56 -48

Knunuuecxas s¢pgpexmusnocmo

Po3yBactatuH >¢QeKTHBeH y B3pOCIBIX NAlMEHTOB C THUIEepXoJiecTepuHeMueil ¢ miam 06e3
TUIEPTPUIIIMLIEPUIEMHH, BHE 3aBUCUMOCTH OT PacOBOM NPUHAJIEKHOCTH, 110J1a WIHM BO3pacTa, B
TOM YHCJIe, y TAIIUEHTOB C CaXapHbIM JHa0ETOM U CeMEWHOM IrunepxojiecTepuHeMueil.

YV 80% mnaumentoB c¢ runepxonecrepuHemueii lla w Ilb THma mo ®penpukcony
cpeanss ucxonHas konueHtpauus XC-JIITHIT okono 4,8 MMois/i1) Ha doHe npuemMa npenapara
B 703¢ 10 mr xoHuenTpamst XC-JIITHII nocturaer 3HaueHuit Menee 3 MMOJIb/JI.

Y  nanmueHToB ¢ IETEPO3UIOTHOM  CEMEMHOM  TMIIEPXOJIECTEPUHEMHEH, IOJy4aroLUX
posyBactatuH B Jno3e 20 —80 wMr, oTMedaeTcs TOJOXKHUTENbHAs JUHAMUKA IOKa3aTelel

munuaHoro npoduis (uccnenoBanue ¢ ydactueM 435 manuentoB). [locnme TuTpoBaHus 10
3
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cyrouHol 103b1 40 Mr (12 Henenb Tepanuu), oTMedaeTcsi CHIKeHne KoHueHTpanuu XC-JITTHII
Ha 53 %. V 33 % nanuenToB nocruraercs konnenTpanus X C-JIITHIT meree 3 MMomb/m.

Y nmanMeHToB ¢ TOMO3UIOTHOM CEMEHMHOM TI'MIEPXOJIECTEPUHEMHEW, NPUHUMAKOLIUX
posyBactatuHn B jgo3e 20mr u 40 mr, cpennee cHwkeHue KoHueHTpauud XC-JIITHIT
cocrasiser 22 %.

VY mnauMeHToB C TUNEPTPUTIULEpUIeMHed ¢ HaudanbHOW KoHuHeHTpauuedt TI' ot 273 no
817 mr/mn, moydaBImIuX PO3yBacCTaTHH B J03¢ OT 5 Mr a0 40 Mr oJMH pa3 B CYTKHM B TCUCHHUE
6-TH Hemelb, 3HAYUTEIBHO CHIDKANIACh KOHIIEHTpanus TI B m1a3mMe KpoBH (CMOTPH TaOHILy 2).
AnnutuBHbBIN 3 ekt oTMedaeTcss B KoMOMHaMU ¢ heHopudparoM B OTHOLIEHUH COJIEPKaHUS
TPUTJIMIIEPUIOB U C HHUKOTHHOBOM KHCJIOTOM B JIMIHJICHIDKAIOIIMX J03aX B OTHOIICHHUH
coaepxanus XC-JITIBII (cmoTpu Taroke pazaen «OcoOble ykazaHUs»).

B nccrnenosannun METEOR ¢ yuactuem 984 mammeHToB B Bo3pacte 45-70 JIeT ¢ HU3KUM PUCKOM
pasButus umemudeckor 6oneznu cepaua (MBC) (10-netuuii puck no dpamuHreMckon mikaie
menee 10 %), cpemneit koHuentpauuu XC-JIITHIT 4,0 mmons/n  (154,5 mr/an) w
CyOKJIMHMYECKUM  aTepOCKJIEpO30M  (KOTOpbIM  OLIEHHMBAJCS IO  TOJIIMHE KOMILIEKCa
«MHTHMa-Meanay coHHbIX apTepuil — TKMM) u3ydanochk BAMsSHHUE PO3yBacTaTHHA HA TOJIIUHY
KOMILJIEKCA «MHTUMAa-MEeInay.

[TarmenTsl monydanu pos3yBacTaTUH B Ao3e 40 mr/cyrku nubo mianebo B Te4YeHHe 2 JieT.
Tepanuss  po3yBacTaTMHOM  3HAYUTENBHO  3aMeUIsIa  CKOPOCTh  MPOTPECCUPOBAHMUS
makcumaiabHOi TKUM mist 12 cerMeHTOB COHHOM apTepud IO CPaBHEHHUIO ¢ ILIanedo ¢
pasnmuuueM Ha -0,0145 mm/ron [95 % noeputenbhblii mHTEpBan ot -0,0196 no -0,0093;
p <0,001]. ITo cpaBHEHUIO C UCXOAHBIMU 3HAYEHHUSAMH B TPYIIIE PO3yBacTaTHHA ObLIO OTMEUYEHO
yMmeHblleHne MakcumansHoro 3Hadenuss TKHUM na 0,0014 mm/rox (0,12 %/ron (HemocTtoBepHOE
paznuuue)) MO CpPaBHEHHIO C yBenudyeHueM Hdtoro mnokazatens Ha 00,0131 wmwm/rong
(1,22 %/ron (p <0,001)) B rpymme miane6o. /o HACTOSIIETO BPEeMEHH MPAMON 3aBHCHMOCTH
Mexay ymenbineHneM TKHM wu cHWXKEHHMEM pHCKa CEpACYHO-COCYIUCTBIX COOBITUI
poJieMOHCTpupoBaHo He Oblo0. MccnenoBanne METEOR mpoBoaunoch y malieHToB ¢ HU3KUM
puckom HUBC, ans xotopeix mo3a posyBactatuHa 40 Mr He sBIsieTCS PEKOMEHIOBAHHOM.
Jlo3za 40 Mr nomKHA TPUMEHSTHCA Y TMALKUEHTOB C BBIPAXKEHHOW THUIIEPXOJIECTEPUHEMHUEH U
BBICOKHM PUCKOM CEpJICYHO-COCYTUCTHIX 3a00ICBaAHHIA.

Pesynbratel npoenennoro uccienosanus JUPITER (O6ocHoBaHue pUMEHEHUsI CTATUHOB IS

HepBHQHOﬁ HpO(I)I/IJIaKTI/IKI/II HHTCPBCHIUOHHOC HCCICAOBAHUC IO OLCHKC pOSYBaCTaTI/IHa) y
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17802 mnamueHTOB IOKa3ajid, YTO pO3YBAaCTaTUH CYIIECTBEHHO CHWXaJl PHUCK DPa3BUTHUS
CEpJCUHO-COCYIUCTBIX OCJIOKHEHUU (252 B rpynne miuanedo no cpaBHeHHIO ¢ 142 B rpymme
posyBactatuHa) (P < 0,001) co cHMX)eHHEM OTHOCUTENBHOTO pucka Ha 44 %. DPpdeKTUBHOCTH
Tepanmuu OblJJa OTMEYEHa uepe3 6 TEepBBIX MECAEB NPUMEHEHHus mnpemnapara. OTMedeHO
CTATUCTUYECKM 3HAUYUMOE CHIKEHHE Ha 48 % KOMOMHMPOBAHHOTO KPHUTEPHUS, BKIIOYABIIETO
CMEpPTh OT CEPACYHO-COCYAWCTBHIX TPUYMH, WHCYIBT W HH(PAPKT MHOKapjaa (COOTHOIICHHE
puckos: 0,52, 95 %, moepurenpHblii nHTEpBaAT 0,40 — 0,68, p < 0,001), ymensienue Ha 54 %
BO3HUKHOBEHHMsI (aTaibHOro Win HedaraabHOro MH(apKTa MUOKapAa (COOTHOIIEHHUE PUCKOB:
0,46, 95 %, nosepurenbubii uaTepBat 0,30 — 0,70) U Ha 48 % — darampHOTO WK He(HATATHEHOTO
uHcynapTa. OOmas cMepTHOCTh cHU3WIach Ha 20 % B rpymme po3yBacTaThHa (COOTHOILIEHUE
puckos: 0,80, 95 %, noBepurenbubiii naTepBai 0,67 — 0,97, p = 0,02). IIpoduias Ge30macHOCTH Y
MAIMEeHTOB, MPUHUMABIIUX pO3yBacTaTWH B no3e 20 mMr, OBbLI, B IIEJIOM, CXOX C Tpoduiem
0€30MacHOCTH B TPYIINE 1mianedo.

Dapmaxokunemuxa

Abcopoyus u pacnpedenenue

MaxkcumanbHasi KOHLIEHTpallUsg po3yBacTaTUHA B IIa3Me€ KPOBU JIOCTUTAETCS MPUOIM3UTEIHHO
yepe3 5 yacoB IMocJie MpuemMa BHYTPb. AOCONIOTHAs OMOJIOCTYIMHOCTh COCTABIISIET MPUMEPHO
20 %.

PosyBacTatun metaboiu3upyeTcsi IPEUMYILECTBEHHO MEYEHBIO, KOTOpas SBJSETCS OCHOBHBIM
MECTOM CcHHTe3a XojecTtepuHa u Metabomuzma XC-JIITHII. O6wvem pacnpeneneHus
po3yBactatuHa coctaBiusier npumepHo 134 . Ilpubnusurensno 90 % posyBacTaTuHa
CBSI3BIBAETCS C O€JIKaMU IUIa3Mbl KPOBH, B OCHOBHOM C allbOYMHUHOM.

Memabonusm

[Mogeepraercss orpanuueHHOMY MeTtabonusmy (okoso 10 %). PosyBactaTuH — sBIsieTCS
HenpoUIBEHBIM CyOCTpaToM At MeTabonu3Ma GpepMeHTaMu cucTeMbl uToxpoMa P450.
OCHOBHBIM  H30(EPMEHTOM, YYaCTBYIOLIUM B METa0OJU3ME pO3yBacTaTHWHA, SBIISETCS
nzopepment CYP2C9. WMzodpepmentst CYP2C19, CYP3A4 u CYP2D6 BoBieueHsl B
MeTa0O0JIU3M B MEHBIIIEH CTEIIEHH.

OCHOBHBIMU ~ BBISIBICHHBIMH ~ METa0ONMUTaMHU po3yBacTaTuHa sBIstoTcs N-mecMetun u
JakTOHOBBIE MeTabomuThl. N-1ecmerun nmpuMepHo Ha 50 % MeHee aKTHUBEH, YeM pO3yBacTaTHH,

JIAKTOHOBBEIE METa0OJIUThI (I)apMaKOJIOFI/I‘-IeCKI/I He akTuBHEL. bonee 90 % (I)apMaKOHOFHqCCKOﬁ
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aKTUBHOCTH 1O WHruOupoBanuto mupkympyomeid ['MI-KoA-penykrassl obecrneunBaercs
PO3yBaCTaTHHOM, OCTAIBHOE — €r0 MEeTabOIMTaMH.

Buviseoenue

Okono 90 % 1o3bl po3yBacTaTWHA BBIBOJUTCS B HEU3MEHEHHOM BHJIE 4Ye€pe3 KHILIECYHUK
(BkrOo4asi abcopOMpoOBaHHBIM W HeaOCOpOMPOBAaHHBIN po3yBactatuH). OcTaBmIasics YacTh
BBIBOJIUTCSA ToYKamu. [lnmazmenHwlid mepuoa monyBbiBencHus (Ti2) cocTaBisier TpUMEpPHO
19 gacos. Ilepro MoyBBIBEICHUS HE U3MEHSETCS TIPH YBEITUYCHUHN JI03bI Tipernapara. Cpeaauit
TEOMETPUUECKHUI TUIa3MEHHBIM KIMPEHC COCTaBisieT npuomm3utenabHo S0 ji/gac (koaddunmeHt
Bapuauu 21,7 %). Kak u B cinydae apyrux mnHruoutopo I'MI'-KoA-peaykrassl, B mporiecc
«ITEYCHOYHOTO» 3axBaTa pPO3yBacTaTHHA BOBJIEYCH MEMOpaHHBIM TEPEHOCUHK XOJECTepUHA,
BBITIOJTHSFONTUH BaXKHYIO POJIh B IICUEHOYHOW IMMHUHAIINN PO3yBacTaTHHA.

Jluneunocmo

CucreMHass  JKCHO3UWIMS  pO3yBacTaTHHA  YBEJIWMYMBACTCS  MPOIMOPIIMOHAIBHO  JIO3e.
dapMaKOKHMHETUYECKHE MTapaMeTphl HE U3MEHSIIOTCS IPU €KETHEBHOM IIPHEME.

Ocobvie nonynayuu nayuenmos

Bospacm u non

[lon m Bo3pacT HE OKa3bIBAIOT KIMHUYECKH 3HAUMMOTO BIUSHUS Ha (PapMaKOKHMHETUKY
po3yBacTaTUHa.

Omuuueckue epynnoi

dapMaKOKHHETUYECKHE HCCIEA0BAHUS MOKa3add MPUOIU3UTENBHO ABYKPATHOE YBEIUYCHUE
Menuanbl AUC (mmomamu 1o KpuUBOM «KOHIEHTpanus-Bpems») U Cmax (MaKCHMaIbHOM
KOHLIEHTPAIIMU B TJIa3M€ KPOBU) PO3YBACTAaTHHA Yy MAlMEHTOB MOHIOJIOMIHOM pachl (SIMOHIIEB,
KUTalIeB, (QUIMAINIIUHICB, BHETHAMIIEB M KOPCHIIEB) IO CPaBHEHHIO C EBPOIMEOUIAMHU;
y UHAUMCKUX ManueHToB mnokazaHo yBenuwdyeHnue wmenuanbl AUC u Chax B 1,3 paza.
dapMaKOKMHETUYECKUH  aHAJIW3 HE BBISIBWI  KIMHUYECKHM 3HAUMMBIX  pa3iuuuil B
(hapMaKOKUHETHKE CPEN €BPOIICOUIOB U MIPEICTABUTENEH HEIPOUTHOM pachl.

Hapywenue ¢pynxyuu nouex

VY manueHToB ¢ HapylieHueM (YHKIHUU TMOYeK JIETKOW U CPeJHEH CTENEeHU THKECTH BEeTWYHHA
MJIa3MEHHOM KOHIIEHTpAaIluu po3yBacTaThHa uiu N-JgecMeTusna CYIIECTBEHHO HE MEHSETCS.
VY manueHToB ¢ HapylieHHeM (DYHKIUU TouYeK Tspkenmoi creneHu (kiupeHc kpeatuHuHa (KK)
Menee 30 MJI/MUH) KOHIIEHTpalMs po3yBacTaTMHA B IUIa3Me€ KPOBM B 3 pas3a BbIlIe, a

KOHICHTpAaIHA N-)IeCMeTI/IJ'Ia B9 pa3 BbIIIC, YCM Y 3I0POBLIX I[O6pOBOJIBI_IeB. KOHLICHTpaL[I/IH
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po3yBacTaTHMHA B IUIa3Me KPOBM y NALMEHTOB Ha remMouainse Oblia npuMepHo Ha 50 % Bblie,
94eM y 3JI0POBBIX JJOOPOBOJIBIICB.

Hapywenue ¢pynkyuu nevenu

VY mamueHToB ¢ HapylleHHeM (YHKIHWU TIE€YCHH Pa3JIMYHOW CTENEHH TSDKECTH HE BBISBICHO
YBEJIMUEHUE MEpHOJa MOJYBbIBEJCHUS PO3yBacTaTHMHA y MAIlMEHTOB C OauioM 7 W HUXKE IO
mkane Yaina-ITero. ¥V aByx manuenToB ¢ 8-10 u 9-1o 6ammamu 1o mkane Yaitna-ITsto otMedeno
yBEJIMUEHUE MepHuoJa TMOJYBbIBEIACHMS, TO KpaliHe Mepe, B 2 pasza. OmNbIT IpUMEHEHUus
po3yBacTaTHHa y MaMeHTOB ¢ 9-10 Oayutamu u BhimIe no mkaie Yaitna-I1eto oTcyTcTBYET.
I'enemuueckuii nonumopgusm

Wurunburoper ['MI'-KoA-penykrazpl, B TOM 4YHCIe, pO3yBaCTaTUH, CBS3bIBAIOTCS C
tpaHcnoptHeiME  Oenkamu OATP1B1 (monmmenTux TpaHCIOpTa OPraHUYECKUX aHHOHOB,
YYacTBYIOIIMK B 3axBare cTathHOB rematorutamu) U BCRP (addumrokcHbIii TpancmopTep).
VY wocureneir renotunoB SLCO1B1 (OATP1B1) ¢.521CC u ABCG2 (BCRP) c.421AA
oTMeuaniock yBenumueHue okcnosummu (AUC) k posyBactatuHy B 1,6 uw 2.4 pasa,
COOTBETCTBEHHO, MO cpaBHeHHMIO ¢ HocuTensmu reHotunoB SLCO1B1 ¢.521TT u ABCG2

c.421CC.

Ioka3anusi K NPUMEHEHUIO0

PosyBactatun PeneBan nokasaH K IpMMEHEHUIO Y B3pOCIBIX B BO3pacTe OoT 18 neT:

. IpU MEPBUYHOI runepxojecrepuHemun no Openpuxcony (tun lla, Bxitouas cemeinyro
reTEPO3UTOTHYIO THIIEPXOJIECTEPHHEMHUIO) MIIH CMEIIAaHHON rumnepxosectepunemun (tum |1b) B
KauyecTBE JOIMOJHEHUS K JUeTe, KOT/a JueTa U Apyrue HeMeIUKaMEHTO3HbIe METOMbI JICUeHUs
(Hampumep, huzHUecKHe yIpaKHEHUsI, CHUKEHHE MACChl TEJa) OKa3bIBAIOTCS HEI0OCTATOYHBIMH;
. MIPH CEeMEWHOI TOMO3UTOTHOM TUIIEPXO0JIECTEPUHEMUN B KayeCcTBE JIOTIOJHEHUS K JUETE U
apyroi nunuacHwkaromein tepanuu (Hanpumep, JIIIHII-adepes), wim B ciuydasx, Korjaa
moI00Hast Tepanusi HeJOoCTaTouHO () PEeKTHBHA;

. npu runeptpuraunepuaemun (tun 1V nmo @peapukcony) B KauecTBe JOTOIHEHUS K TUETE;
. JUIS 3aMeJICHHs] TIPOTPECCUPOBAHMS aTepOCKIepo3a B KadyecTBE IOIMOJHEHHUS K JHETe Y
MAlMeHTOB, KOTOPBHIM TMOKa3aHa Tepamnus s CHIKeHUs KoHueHtparuu odmero XC u XC-
JITTHII.

*  JUIs IEPBUYHON MPO(UIAKTUKA OCHOBHBIX CEPJCYHO-COCYANUCTHIX OCIOKHEHUN (MHCYIbTA,
uH(papKTa, apTepHATLHON PEBACKYISAPU3ALMK) Yy B3POCIBIX TMAIMEHTOB 0€3 KIMHUYEeCKUX

IIPHU3HAKOB I/IBC, HO C IMOBBIIICHHBIM  PUCKOM €C  PA3BUTHA (B03paCT cTapue
7
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50 ner mna MyxudH U crapuie 60 JeT A7 JKEHIIMH, TOBBIIICHHAs KOHLIEHTpaLus
C-peaktuBHOrO Oenka (> 2 Mr/i) mpu HaJIMYWW, KaK MUHHUMYM OJHOTO W3 JONOJHHTEIBHBIX
(baKTOpOB pHUCKA, TAKUX KaK apTepHajbHas TUIEpTEH3Us, HU3Kas KoHueHTtparus XC-JIIIBII,

KypeHue, ceMeiHblii anamHe3 panHero Hadasna MBC).

IIporuBonoka3zanus
Jlna maonemox 5 me, 10 m2, 20 m2
e ['umepuyBCTBUTENIBHOCTh K PO3YBAaCTaTHHY WJIHU K JIIOOOMY M3 BCIOMOTAaTEIbHBIX BEIIECTB,
MIEpPEYUCIICHHBIX B pa3jene «CocTaB Ha OJIHY TabJIETKY»;
e 3a00J€eBaHUsl MEYEHU B AKTUBHOW (ha3ze, BKIIIOYAs CTOMKOE IMOBBIIIEHHE CHIBOPOTOYHOMN
aKTUBHOCTH TpaHCaMHHa3 U JI000€ MOBBILICHNE aKTUBHOCTH TPaHCAMHUHA3 B CHIBOPOTKE KPOBU
(6onee yem B 3 pasa 1o CpaBHEHUIO C BEpPXHEH rpaHuLieil HOPMBI);
e HapymeHus QyHkuu nouek Tsoxenon crenenu (KK menee 30 mn/Mun);
®  MHOTATHUS;
®  OJHOBPEMEHHBIN PUEM LIUKJIOCIIOPHHA;
® y XCHIMUH: OEpPEeMEHHOCTb, IEPUOJ I'PYIHOTO BCKAapMJIMBAHMSA, OTCYTCTBHE aJleKBAaTHBIX
METOJIOB KOHTpaLELNH;
®  [AIMEHTaM, NIPEeIPACIOJIOKEHHBIM K Pa3BUTHIO MUOTOKCHYECKUX OCIIOKHEHUH;
®  HENEPEHOCHMOCTh JIAKTO3bl, AC(PULMUT JaKTa3bl WIA CHHIPOM IJIIOKO30-TaJaKTO3HOM
MasbabcopOuy (IIpenapaT CoACPIKHUT JIAKTO3bl MOHOTHJIPAT).
na pozysacmamuna 6 0o3ze 40 m2
e [umepuyBCTBUTENBHOCTh K PO3YBACTATHHY MJIM K JHOOOMY M3 BCHOMOTraTeNbHBIX BEILECTB,
NepevYMCIICHHBIX B pazaeine «CocTaB Ha OJJHY TaOJeTKy»;
®  OJHOBPEMEHHBIH NPUEM LIUKIOCIOPHHA;
® y XCHIIUH: OEpPEeMEHHOCTb, NEPUOJ I'PYIHOTO BCKAapMJIMBAHMSA, OTCYTCTBHE a/IeKBAaTHBIX
METO/I0B KOHTPALENINH;
e 3a0oJyieBaHMs TEYEHW B aKTUBHOW (pa3e, BKIOYAs CTOMKOE MOBBIINIEHHE CHIBOPOTOYHOM
aKTUBHOCTH TPaHCAMHHA3 U JII00O€ MOBBIIIEHUE aKTUBHOCTH TPAaHCAMHUHA3 B CHIBOPOTKE KPOBHU
(Oostee uem B 3 pa3a 1o CpaBHEHMIO C BEpXHEH T'paHULEl HOPMBI);
®  [amueHTaMm ¢ (pakTopaMu pUCKa pa3BUTH MUOIIATHH/pabJOMUOIIN3a, 3 UMEHHO:

- HapyueHue QyHKIMM nouek cpenHei crenenu Tsokectu (KK menee 60 mi/muH),

- THIIOTUPEO3,
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- JIMYHBIA WJIA CEMEHHBIN aHaMHE3 MBIIIEYHBIX 3a00J1¢BaHUT,

- MHOTOKCHYHOCTH Ha (oHe mpuema aApyrux uHruoutopoB I'MI-KoA-pemykraspl wim
¢ubparoB B aHamHe3e,

- 49pe3MepHOe YHOTpeOICHUE aTKOTOJIs,

- COCTOSIHMS, KOTOpbIE MOTYT NPHUBOJMTH K IOBBIIICHUIO IIJIa3MEHHOW KOHILIEHTpALUU
pO3yBacTaTHHa,

- OJIHOBpPEMEHHBII npuem GpuodpaTos,

- IaIMEeHTaM MOHIOJIOUJHOW pachl;

®  HENEepeHOCHUMOCThb JIAKTO3bl, JAeQULUT JaKTa3bl WM CHUHAPOM TIJIFOKO30-TaJaKTO3HOU

MasibabcopOIuu (penapaT CoAEePKUT JIAKTO36I MOHOTHJIPAT).

C 0CTOPOKHOCTHIO

Jna mabnemox 5 me, 10 me, 20 mz

Hannume pucka pa3BuTus MHOMATHH/paOAOMHONM3a — HapylmieHHe (YHKIAA TIOYeK,
TUIOTUPEO3, JIMYHBIA WM CEeMEWHBIM aHaMHe3 HAacJeICTBEHHBIX MBIIICUYHBIX 3a00JeBaHUl U
MPENIIeCTBYIOIUNA  aHAMHE3  MBIIIEYHOW TOKCHMYHOCTH TPU  HCIOJIb30BAHUU  JPYTUX
narnoutopoB I'MI-KoA-penykraszel unu gubpaToB; upe3MepHOe yHOTpeOJIeHUE aaKoroJis;
BO3pacT crapiie 65 JeT; COCTOSIHMS, MPH KOTOPBIX OTMEYEHO TOBBIIICHHUE I[UIa3MEHHOU
KOHLIEHTpAllMM  pO3yBacTaTWHA;  pacoBas  NPUHAAICKHOCT,  (MOHTOJIOMAHAS  paca);
OJIHOBpPEMEHHOE Ha3HaueHue ¢ pubparamu (cMoTpH paznen «DapmakoKUHETHKay); 3a00J1eBaHUS
MEYeHH B AaHAMHe3e; CeICUC; apTepualbHas THUIOTEH3Us; OOMIMPHBIE XUPYPTUYECKUE
BMEIIATENIbCTBA, TPABMBbI, TsDKEJIble META0ONUYECKHE, SHIOKPUHHBIE WM AIIEKTPOJIUTHBIC
HapYIICHUS UM HEKOHTPOJIUPYEMbIE CYI0OPOKHBIC TTPUIIAIKH.

/Jlna pozysacmamuna 6 0o3e 40 m2

Hapymenne ¢pynkuuu nouek nerkoit crenenu tsokectu (KK 6onee 60 Ma/Mun); Bo3pact crapiie
65 net; 3a0oyieBaHMs TIEUEHUW B aHAMHE3€; CEICHC; apTepHalbHas TUIOTEH3Hs; OOIIMpPHBIC
XUPYprudecKkue BMeENIaTeNbCTBA, TPaBMbI, TsDKENbIe METa0ONUYecKHe, HSHAOKPUHHBIC WU
AIIEKTPOJIUTHBIE HAPYIICHUS UITU HEKOHTPOJIUPYEMBIE CyIOPOKHBIE TPUTTATKH.

Ilpumenenue 6 neduampuueckou npaxmuxe

DddexTrBHOCT, M 0€30MACHOCTH IPUMEHEHUS Tpenapara y aereid 1o 18 net He ycTaHOBIIEHA.

OmngIT INpUMCHCHUA TMpflapara B HeI[HanI/IIICCKOﬁ MPAaKTUKE OrpaHU4YCH HEOOIBIITUM
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KOJIMYECTBOM JieTel (0T 8 JeT u cTapiiie) ¢ CeMEeHHONW MOMO3UTOTHOM THIEPX0JIeCTEpUHEMUEH.
B nacrosiiee BpeMst He peKOMEHIyeTCs PUMEHSTh PO3yBAaCTaTUH Y AeTel 10 18 merT.
Iayuenmoi ¢ HapyuwieHuem QYHKyuU neveHu

JlaHHBIC WM ONBIT NMPUMEHCHHS Ipernapara y IMalueHTOB C 0auioM 9 W BBINIE 1O IIKaJe

Yaiinn-ITsto otcyrerByet (cMoTpu paszzaensl «DapmakoaguHamMuka» u «OcoOble yKa3aHUsm»).

IIpumenenne npu 6epeMeHHOCTH M B MIePUO/I TPYIHOI0 BCKAPMJIMBAHUA

PozyBacTatuH npoTrHBONOKa3aH npu OEPEMEHHOCTH U B MIEPUO/]T JJAKTAI[UH.

JKeHIMHBI  penpoayKTUBHOIO  BO3pacTa  JIOJDKHBI  NPUMEHATH  aJCKBAaTHBIE  METO[bI
KOHTpALEIIINH.

[TockonbKy XoJeCTEpHH U JApyrue MpOIYKTbl OMOCHMHTE3a XOJIECTEPUHA BaXKHBI Ui Pa3BUTHUS
10/1a, MOTeHIMaIbHBIA puck uHruoupoanus ['MI-KoA-penykrassl mpeBbIIaeT MOJIb3Y OT
MIpUMEHEHHUsI IpenapaTta y OepeMeHHbIX.

B cnydyae BO3HMKHOBEHHMs OE€peMEHHOCTH M B IpoIiecce Tepanmuu MpHUEM Ipernapara JI0JDKEeH
OBITh NPEKpAIlleH HEMEUIEHHO.

JlaHHbBIE B OTHOILICHUY BBIACICHUS PO3YBAaCTaTMHA C TPYAHBIM MOJIOKOM OTCYTCTBYIOT, IIO9TOMY
B IIEpUOJl TPYAHOTO BCKapMJIMBAHUS IpUEM IIpernapara HEOOXOAMMO NPEKpPaTUTh (CMOTPH

paznen «IIpoTUBOMOKa3aHUS).

Cnoco0 npuMeHeHHs U 103bI

BuyTps, HE pa3KeBbIBaTh U HE U3MENIbUATh TAOJIETKY, IPOTIaThIBATh IIEJIMKOM, 3aITUBast BOJIOM.
[Ipenapat MokeT Ha3HAYATHCS B JTFOOOE BpEMsI CYTOK HE3aBUCUMO OT IIpUEMa TTHIIIH.

Jlo Hauama Tepanmuu pPO3YBACTATMHOM MAlMEHT JOJDKEH HadaTh COONI0JaTh CTaHAAPTHYIO
TUIOXOJECTEPUHEMHYECKYI0 TUETY U NPOJoJDKaTh coOIMofaTh ee BO Bpems seudeHus. Jloza
mpemnapaTa JOJDKHA MOJOMPAThCS HWHAMBHAYATbHO B 3aBHCHUMOCTH OT IeJield Tepanud u
TEparneBTHYECKOro OTBETa HA JICYCHHE, MPUHKUMAas BO BHHMAHHUE TEKYIIHWE PEKOMEHIALHUU IO
LI€JIEBOM KOHLIEHTPAUU JIUIUIOB.

Pexomenayemas HadasbHas 103a Uil ALIMEHTOB, HAUMHAIOIINX IPUHUMATh NpenaparT, Uid Ajs
MAlMEeHTOB, MEepeBeCHHBIX ¢ mpueMa apyrux uHruoutopo [I'MI-KoA-pemykrasbl, AomkHA
coctaBnaTh 5 win 10 Mr posyBactatuHa 1 pa3 B cytku. [Ipu BeIOOpe Ha4uambHOU J03bI CIEAYET
PYKOBOJCTBOBATHCS MHIMBHUAYAJIbHBIM COJEPKaHUEM XOJIECTEpUHA U IMPUHUMAaTh BO BHUMAaHUE

BO3MOJKHBIH pUCK CEPACYHO-COCYAUCTBIX OCHO)KHCHHﬁ, a TaKXKe H606XOI[I/IMO OLICHUBATh
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MOTEHIMAIBHBINA PUCK PA3BUTUS MOOOYHBIX dPQeKkToB. B ciiyuae HEOOXOIUMOCTH, 1032 MOXKET
OBITh yBeJIMYCHA 10 OOJbIIei Yepes 4 Henenu (cMoTpu pasnen «DapMakoJMHAMHAKA).

B cBsi3M Cc BO3MOXKHBIM pa3BUTHEM IOOOYHBIX APQPeKToB mnpu mnpueme g036l 40 mr, 10
CpaBHEHMIO c OoJjiee HU3KMMHU J03aMH Inpenapara (cmorpu pasaen «lloGouHoe npelicTBue»),
yBenuueHue 1036l 10 40 Mr, mocie JONOJHUTENBHOTO MpUEMa J03bl BBILIE PEKOMEHIYEMOMN
Ha4yaJbHOM J03bl B T€UEHHUE 4-X HENENIb Tepaluu, MOXKET IMPOBOJUTHCS TOJIKO y MAIIUEHTOB C
TSKEION CTENEeHbIO TUIEPXOJIECTEPUHEMHUHM U C BBICOKUM PHCKOM CEPJIEYHO-COCYIAMCTBIX
OCJIO’KHEHUH (0COOEHHO y MAllMEHTOB C CEMENHON runepxojieCTepuHEeMuUel ), y KOTOPBIX HE ObLI
JOCTUTHYT J>K€lTaeMbl pe3ylbTaT Tepanuu npu mnpueme 103bl 20 Mr, U KOTOphle OyayT
HaxOJUThCS TMOJ HaOmomeHueM crnenuanucta (cMoTpu pasfen «OcoOble  yKazaHUS»).
PekomenyeTcss 0cOOEHHO THIATENbHOE HAOMIOEHUE 3a MallMeHTaMH, MOJy4YarolIuMHK MpenapaT
B 1103¢ 40 Mmr.

He pexomennyercs HasHaueHue 103bl 40 Mr marpieHTaM, paHee He OOpallaBIIMMCA K Bpauwy.
ITocne 2 —4-x Hemenb Tepanmuu W/WIM TPU TOBBIIICHUH O3Bl PO3yBacTaTHMHA HEOOXOIUM

KOHTPOJIb IOKa3aTeJIeH JIMIMUIHOTO 0OMeHa (Mpy HEOOXOIUMOCTH TPEOYETCS KOPPEKITUS T03bI).

IIpumeHeHnune y 0coObIX Py NAUMEHTOB

Tooicunvie nayuenmot

He tpeGyetcs koppekuuu 103bl.

llayuenmol ¢ HapyweHuem QyHKyUYU nouex

Y nanueHToB ¢ HapylieHHMeM (QYHKUMW [OYeK JIETKOM WM CpelHed CTEeNeHU TAKECTH
KOPPEKIHs 1036l He TpeOyeTcs. Y MalueHTOB ¢ HapyluieHneM (YHKIMH MOYeK TSKEJION CTereHn
(KK menee 30 mi/MuH) HpUMEHEHHE pO3yBacTaTHHAa MPOTHBOIOKa3aHo. IIpoTuBomokasaHo
MpUMeHeHHne mpernapara B 03¢ 40 MI' y MalMeHTOB ¢ HapylleHueM (YHKIHH MOYEK CpeaHen
crenenn Tsokectd (KK 30-60 mu/mun)  (cmotpu  pasmensl  «OcoOble  yKazaHUSI» U
«DapmakonuHaMukay). [larmentam ¢ HapyieHrneM (QyHKIUU MOYEK CPEAHEN CTETeHH TSHKECTH
pEeKOMEHIyeTC sl HadallbHas 103a Mpemnapara 5 Mr.

Iayuenmol ¢ HapyweHuem QyHKyuu nevenu

PosyBacTatuH nmpoTHBOIMOKAa3aH MaleHTaM ¢ 3a00JIeBaHUSMHU MEYEHH B aKTUBHOU (aze (cMOTpu
paznen «IIpoTHBOMOKA3aHHUS).

OmHuueckue zpynnul

I[Ipn w3yyeHnn  (PapMaKOKHHETUYECKUX TMapaMeTpoOB  pO3yBaCTaTMHA Yy  TAIMEHTOB,

INpUHAJICKKAIIUX K pPa3HbIM JTHHUYCCKUM TIpylIriaM, OTMEYCHO YBCIIMYCHUC CHCTEMHOM
11
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KOHIICHTPAIIMU PO3YBACTATUHA Y SIOHIIEB M KUTaiIeB (cMoTpu pazzaen «OcoOble yKazaHHS»).
Cnenyer yuuThIBaTh JaHHBI (akT NpU HA3HAYEHUM pO3yBACTATMHA JAHHBIM TpylIam
nanueHToB. [Ipu HasHauenuu 103 10 u 20 Mr pexkomeHayeMas HayallbHas 1032 JJIs NAlMEHTOB
MOHTOJIOUJHOMN packl cocTasiisieT 5 Mr. [IpoTuBonokasaHo HazHaueHHe npenapara B go3e 40 mr
NanueHTaM MOHTOJIOMHOM packl (cMOTpu paszzaen «IIpoTuBonokaszanus»).

I'enemuueckuii nonumopgusm

VY wocurenerr renotunoB SLCO1B1 (OATP1B1) c¢.521CC u ABCG2 (BCRP) c.421AA
otMeuanoch yBenuueHue skcro3unuu (AUC) posyBacTaTHHa 10 CPaBHEHUIO C HOCHTEIISIMH
redotunio SLCO1B1 ¢.521TT u ABCG2 ¢.421CC. [y manueHTOB-HOCUTENICH TEHOTHIIOB
€.521CC nnm C.421AA pexomeHIyeMas MaKCUMallbHasl 71032 po3yBacTaTHHA coctaBisier 20 mr
OIMH pa3 B Cyrku (cMoTpu paszensl «DapmakokuHeTHka», «OcoOble yKazaHUs» U
«B3aumoielicTBHE C IPYrUMU JIEKAPCTBEHHBIMU CPEJICTBAMMY).

Iayuenmul, npedpacnonodxcenHvle K MUONAMUU

[IpoTuBOTIOKa3aHO Ha3zHaueHWe mpemapara B no3e 40 Mr mamueHTam ¢ (akTopaMH, KOTOPBIE
MOTYT yKa3bIBaTh Ha MPEIPacIoI0KEHHOCTh K Pa3BUTHUIO MUOTATUN
(cmotpu  pasmen  «lIporuBomokazanus»). Ilpum  Hazwadwenuun 103 10 wumw 20 wmr
pexoMeHayemas HauyalbHas J03a IS JaHHOW TPYNIbl [alUEHTOB COCTAaBISIET S5 MT
(cmotpu paznen «IIpoTuBonokazanus»).

Jemu

bezonacnocTh u 3 (pekTUBHOCTH MPUMEHEHHUsI po3yBacTaTUHA Y JeTel B Bo3pacte 10 18 ner He
ycTaHoBJeHbI. JIOCTaTOYHOE KOJIMYECTBO JAHHBIX OTBETCTBYET.

Conymcmeyrowiana mepanus

PosyBacTaTuH cBSI3bIBacTCSI C pa3IMYHBIMH TPAHCIOPTHBIMU OelkaMu (B YaCTHOCTH, C
OATP1B1 u BCRP). Ilpu cOBMECTHOM MpPUMEHEHHH pO3yBacTaTHHA C JIEKAPCTBEHHBIMHU
npernapaTamM (TaKUMHU Kak IUKIOCIIOPUH, HEKOTOpble MHTUOUTOPHI mpoTeassl BUY, Bkitouas
KOMOHMHAIIMIO pPUTOHAaBHpPAa C arTa3aHaBUpPOM, JIOMMHABUPOM W/WIM  TUIPAHABUPOM),
MOBBIIAIONIMMHY  KOHIIEHTPALMIO pO3yBacTaTMHA B IUIa3ME 3a CUYET B3aMMOJEHCTBHUS C
TPAHCHOPTHBIMU OEJIKAMH, MOKET MOBBIIIATECS PUCK MHOMATHU (BKIOYas pabaoMHUOIIN3)
(cmoTpu pazgensl «OcoOble ykazaHus» U «B3auMopaelcTBHE ¢ JApPYrHMH JIeKapCTBEHHBIMU
cpeactBammu»). CienyeT 03HAKOMHMTBCS C MHCTPYKLIMEH MO MPUMEHEHHIO 3TUX IpernapaTroB
nepel UX Ha3HA4YeHMEM COBMECTHO C pO3yBacTaTMHOM. B Takmx ciydasx cieqyeT OLICHHTHb

BO3MOXXHOCTb HA3HA4YCHHA aHBTepHaTHBHOﬁ TCpaliuu WJIX BPEMCHHOTO HNPCKPALICHHA MpUCMa
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po3yBactatuHa. Ecnu ke mpuMeHEeHHE yKa3aHHBIX BBIIIE MpEenapaToB HEOOXOAWMO, CIEAYeT
OLICHUTh COOTHOLICHUE II0JIb3bl M pHUCKA COIYTCTBYIOIIEW TEpaluu pO3yBACTaTUHOM H
paccMOTpeTh BOZMOXKHOCTh CHUYKEHHSI €ro J03bl (CMOTpH pazjen «B3aumonelicTBue ¢ qpyrumu

JIEKapCTBEHHBIMU CPEJCTBAMM»).

IloGouHoe aelicTBue

[To6ounble >QdexTsl, HaOIIOAAEMbIE MNpPU MpPUEME PO3YBACTATHHA, OOBIYHO BBIPAKEHBI
HE3HAYUTEIEHO W TPOXOJAT CaMOCTOSITeNbHO. Kak M mpH NMpUMEHEHHH JPYTUX WHTHOUTOPOB
I'MI'-KoA-penykra3pl, yacToTa BO3HUKHOBEHHUS MOOOUYHBIX 3(P(PEKTOB HOCUT, B OCHOBHOM,
JI0303aBUCUMBIN Xapaktep. YacToTa BOSHHKHOBEHHS HEXeNaTeNbHBIX 3()(PEeKTOB mpencraBieHa
creayromuM obpaszom: «dacto» (> 1/100, < 1/10); «uedacto» (> 1/1000, < 1/100); «pemxox»
(> 1/10000, < 1/1000); «ouens peaxo» (< 1/10000), «HeyTrouHeHHAss 4acTOTa» (HE MOKET OBITH
MOJICYMTAHA [0 UMEIOIIMMCS TAHHBIM).

Hapywenus co cmoponvl kposu u aumgpamuueckoli cucmemvl. HEYTOUYHEHHAs YacTOTa —
TPOMOOIIUTOTICHHUSL.

Hapywenus co cmoponvl uMMyHHOU cucmemvl. PEOKO — pPEaKIUU TOBBIIICHHON
YYBCTBUTEIHHOCTH, BKITIOYasi aHTHIOHEBPOTUIECKUH OTEK.

DHOOKpUHHbLE HApYWeHUs: 9aCTO — CaxapHbIi nuadeT 2-To Thma.

Hapywenus co cmoponbl HepHotl cucmemspl: 9aCcTO — TOJIOBHAsE 00JIb, TOJIOBOKPY)KEHHUE; OYCHb
penKko — TOTeps WM CHIDKCHHE IaMsTH; HEYTOYHEHHash dYacrtota — nepudepuueckas
Helponarusi.

Hapywenus co cmopoHnvl ObixamenbHOU cucmemvl, 0peanos epyOHOU KIemKU U CPedOoCmeHUs.:
HEYTOYHCHHAsI YaCTOTa — KaIlleJb, OJIbIIIKA.

JKenyoouno-kuuwieynvle Hapyuienus: 9acto — 3amop, TOIIHOTA, O0JIb B JKHBOTE, PEIKO —
MAHKPEaTHT, TMOBBIIICHHE aKTUBHOCTH «IICUCHOYHBIX» TPAaHCAMHHA3; OYCHb PEIKO — JKENITYyXa,
rernaTuT; HEyTOYHEHHasl 4acToTa — Juapest.

Hapyuwenus co cmoponul neuenu u sicenueulooauux nymet

[Ipy npuMeHeHMM po3yBacTaTMHA HAOMIOJAETCA J10303aBHCHMOE IOBBIIIEHHE AKTUBHOCTH
«TI€YEHOYHBIX» TPaHCAMHMHA3 y HE3HAYMTEIbHOTO YMCIA MALUEHTOB. B OOJBIIMHCTBE ciydaeB
OHO HE3HAYUTEIHHO, OECCUMITOMHO U BPEMEHHO.

Hapywenus co cmopomnsl Kodcu u NOOKONMCHBIX MKAHell: HEYaCTO — KOXKHBIHN 3y/], KOXKHasl ChIIb,

KpallMBHUILIA; HCYTOYHCHHAA 4aCTOTa — CI/IHI[pOM CTI/IBeHca-I[)KOHCOHa.
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Hapywenus co cmoponvl mbiuieynotl, ckeniemuoi u coeOunumenbHol mKanu: 4acTo — MUAITUS;
peaxko — MuonaTus (BKJIHO4as MHO3UT), paOJOMHUOIIN3; OYEHb PEJIKO — apTPAIrusl; HEYTOUHEHHAs
9acTOTa — UMMYHOOIIOCPEIOBaHHAs! HEKPOTH3UPYIOIIasi MHOTIATHSI.

[Tpu mpumMeHeHUN po3yBacTaTHHA BO BCEX J103aX M, B OCOOCHHOCTH MPHU MPHEME JI03 Tpernapara,
npepimaronmx 20 wMr, coobmanock o craenyrmux 3(dexrtax B OTHONICHWH OTOPHO-
JIBUTATENILHOTO arlapara: MHAITH, MHOTAThs (BKIIOYAas MHO3UT), B DPEIOKUX CIydasx —
pabIOMHOIIU3 ¢ OCTPOM TOYEUHOIM HETOCTATOYHOCTHIO WK 0€3 Hee.

Jlo303aBUCHMMOE  TIOBBIIIEHHE  AKTUBHOCTH  KpeaTHH(GOCPOKHHa3pl  HAOMIOJAIOCh Y
HE3HAYUTEIIFHOTO YHMCIIa MAIMEeHTOB, MPUHUMABIINX PO3yBacTaTHH. B OONBIIMHCTBE CiTydacs
OHO OBUIO HE3HAYHTENbHBIM, OECCHMITOMHBIM ¥ BPEMEHHBIM. B ciydae MOBBIIICHHS
aktuBHOCTH K®K (6onee yem B 5 pa3 mo CpaBHEHHUIO C BEpXHEW I'paHULEN HOPMBI) TEparus
J0JDKHA OBITH MPUOCTaHOBJCHA (CM. paznen 4.4.).

Hapywenus co cmoponvl nouex u Mo4esvle00suux nymeii: O4€Hb PEIKO — reMaTypHus.

VY namueHToB, MOJIy4aBIIUX PO3YBAaCTaTUH, MOXKET BBISBIATHCA NpoTeuHypHs. M3Mmenenus
KOJIM4ecTBa Oeyka B MO4Ye (OT OTCYTCTBHSI WJIM CJICIOBBIX KOJIMYECTB 10 ++ WM OOJbIIe)
HaOmomatorcss 'y MeHee 1 % manuenTtoB, mnomydatomux 10-20 Mr mnpenapara, Uy
npuban3uTeNnbHO 3 % manueHToB, nonydaromux 40 Mr npenaparta. HeznauntenbHoe U3MEHEHHE
KoJuuecTBa Oelka B MouY€ OTMedajaoch npu mpueme 1036l 20 Mr. B OGonblIMHCTBE ciydaes
MIPOTEUHYPHSI YMEHBIIACTCS WM MCUYe3aeT B Mpollecce Tepaluu U He 03HAYaeT BO3ZHUKHOBEHUS
OCTPOTO WJIM MPOTPECCUPOBAHMUS CYILIECTBYIOIIETO 3a00IeBaHUsI TOYCK.

Hapywenus co cmoponvl penpoOdykmusHoU cucmemvl U MOJOYHBIX Jicelie3: HE YTOUYHEHHas
4acTOTa — THHEKOMACTHSI.

Obwue HapyweHus u peakyuu 6 Mecme 66edeHus: 4YacCTO — AaCTEHUYECKHH CHHIPOM;
HEYTOYHEHHAs 4acToTa — NepuQeprudeckiue OTeKH.

Jlabopamopuvie u uncmpymenmanvHvle OaGHHbLE

[Ipu npuMeHeHHH po3yBacTaTHHA TaK)Ke HAOJIOJAUCh CIeNyIONMe U3MEHEHUs 1a00paTOPHbIX
MoKa3aTeNieil: TMOBBIICHHE KOHLEHTpAallUu TJIOKO3bl, OWIMpyOMHa, AaKTHUBHOCTH Tramma-
[IIyTaMHJITPAHCIENITHAA3bI, eN04HON (hocdaTazbl, HapyleHUs (QYHKINUN IIUTOBHUTHOMN JKeJIe3bl.
[Ipu npuMeHEeHNN HEKOTOPBIX CTATUHOB COOOINATIOCH O CIAEAYIOIUX HEXeIaTeIbHbIX SBICHUIX:
JieTipeccusi, HapyIIeHUs] CHa, BKIII0Yasi OECCOHHUILY U «KOIIMApHbBIE» CHOBUICHUS, CEKCyallbHas

,Z[I/IC(I)yHKI_[I/Iﬂ, TUHICPIrIIMKCMUS, MNMOBBIMNICHUC KOHLCHTPAlUU T'JIUMKCIUPOBAHHOI'O T'EMOT JI00MHA.

14


https://www.renewal.ru/
https://www.renewal.ru/
https://www.renewal.ru/

AKIIMOHEPHOE OBILIECTBO

— [IPOU3BOJICTBEHHA S ®APMALIEBTUYECKAS
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Coo01mmanoch 0 €IUHUYHBIX CIyYasX MHTEPCTHIMAIHLHOTO 3a00JICBaHMs JISTKUX, OCOOCHHO MpHU

JUTUTEIIbHOM NPUMEHEHUH TpenapaToB (cM. pazaen 4.4.).

Ilepeno3upoBka

[Ipy ogHOBpEMEHHOM NpHUEME HECKOJIbKMX CYTOYHBIX J103 (hapMaKOKMHETHUECKHUE IapaMeTpbl
pO3yBacTaTUHA HE H3MCHSIOTCS.

Creuuguyeckoro JjedeHuss MpU TEpPeAO3UpPOBKE pO3yBaCTaTUHOM He cyulecTByer. llpu
MIEPEAO3UPOBKE PEKOMEHYEeTCS IPOBOJUTH CHUMIITOMAaTUYECKOE JIEYEHHE W MEPOIPHUATHS,
HaIpaBJICHHbIE HA MOJAJEepXKaHUe PYHKUNN KU3HEHHO Ba)KHBIX OpraHoB U cucteMm. Heobxonum
KOHTpoJb ¢yHkuuu nedyeHn u ypoBHS KOK. ManosepositHo, uyTO remojauanus3 Oyner

3¢ deKTHBEH.

B3aumopeiicTBue ¢ APYrUMU JIeKAPCTBEHHBIMH CPeACTBAMM

Bnuanue npumenenus opyzux npenapamoeé na po3yeacmamun

Hneubumopvl mpancnopmuuix 6e1kos

Po3yBacTatuH CBSI3bIBaeTCSI C HEKOTOPHIMH TPAaHCHOPTHBIMU OelKamMH, B YaCTHOCTH, C
OATP1B1 wu BCRP. ComyrcTByromee npuUMEHEHHE MPENapaTroB, KOTOPHIC SBJISFOTCS
MHTUOUTOpPAMU  3TUX TPAHCHOPTHBIX OENKOB, MOXET COMPOBOXKAATHCA YBEIMYECHUEM
KOHLIEHTpAllMM poO3yBacTaTWHA B IIJJa3M€ M TMOBBIIIEHHBIM PHUCKOM Ppa3BUTHUS MHOIMATUU
(cmoTtpu Tabmuiy 3 u paszaensl «Crocod npuMeHeHHs U 103b1» U «OcoOble yKa3zaHus»).
Luxnocnopun

[Ipu onHOBpeMEHHOM IIpUMEHEHUHU po3yBacTaThHa U 1ukiocnopuna AUC posyBactaTuHa Oblia
B cpelHeM B 7 pa3 BbIIE 3HAYEHHUS, KOTOPOE OTMEUAlIOCh Yy 3J0pPOBBIX JI0OPOBOJIBIEB
(cmoTpu Tabnuiy 3). He BnusieT Ha 11a3MeHHYIO0 KOHLIEHTPALIUIO IUKIOCTIOPHUHA.

Hneubumopul npomea3svl eupyca ummynooeguyuma denrogexa (BUY)
CoBMeCTHOE TPUMEHEHUE PO3yBAaCTaTHHA C OIpPEICICHHBIMU HMHTHOMTOpaMu mpoTeassl BUY

WM ¢ KoMOMHaIueil HHruouTopoB mpoteazsl BUY moxer yBenmuumBath dkcnosunuio (AUC)
po3yBactatuHa 10 7 pa3 (cmorpu Tabmuuy 3). Koppekuus m03bsl podyBacTaThHa TpeOyeTcs B
3aBHUCUMOCTH OT OXMJA€MOM CTENEHM YBEIMUYEHHs €ro OHKCIO3ULUU (CMOTPHU pa3ienbl
«[IporuBonokazanus» u «Cocod MPUMEHEHUS U J03bI»).

Temghubposun u opyeue eunonrunudemuyeckue cpeocmaa

CoBMmecTHOE MpUMEHEHHE po3yBacTaTHHA M reM(puOpo3niIa MPUBOAUT K YBETUUEHUIO B 2 pas3a

MaKCHUMaJlbHOW KOHIEHTpalMu po3yBacTaTMHa B Iuiasme kpoBu u AUC posyBacraTnHa
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(cmotpu pazgen «OcoObie ykazaHUsi»). OCHOBBIBAasSCh Ha JaHHBIX [0 CHEIUPUICCKOMY
B3aMMOJICHCTBHIO, HE OXHIAeTcs (PapMaKOKMHETHYECKH 3HAYMMOTO B3aWMOJICHCTBHSA C
beHopubpaToM, BO3MOKHO (PapMaKkoIMHAMHIESCKOE B3aUMOICHCTBHE.

Iemdudposun, denopudpar, apyrue (GuOpaThl W JTUMHIACHUKAIONINE 036l HHUKOTHHOBOWM
KHCJIOTHl YBEIMYMBAIN PUCK BO3HHUKHOBEHHUS MHOINATHUA NPU OJHOBPEMEHHOM IPUMEHEHUU C
unruouropamu I'MI'-KoA-penykrassl, BO3MOKHO B CBS3M C TE€M, YTO OHU MOTYT BBI3BIBATH
MHUOTIATHIO TMpPU NPUMEHEHUU B MOHOTepanuu (cmoTpu pasgen «OcoOble ykazanus»). [lpu
OJIHOBPEMEHHOM TIpHieMe TperapaTta ¢ rempudposmioM, pudparamu, HHKOTUHOBON KUCJIOTOW B
JUNUACHWKAIOUINX /103ax (6osee 1 r/cyT) HauanbHas /1032 HE JOJDKHA MPEBBILIATh S MI, IPUEM
B 703¢ 40 Mr mpoTUBONOKAa3aH MPH COBMECTHOM Ha3HaueHUU c ¢ubpaTaMu (CMOTpPHU pazJIeibl
«[IporuBomnokazanus», «Crocod npuMeHeHus U A03bI», «OcoOble YKa3aHUs»).

Dzemumubd

OnHoBpeMEHHOE TPUMEHEHHE po3yBacTaThHa B no3e 10 Mr m »3etumuba B go03e 10 mr
conpoBoxaanock ysenmuuennem AUC posyBactatuHa B 1,2 paza y TAlUEHTOB C
runepxosiectepunemMueii (cmorpu Tabmuiy 3). Henb3s HCKIIOYUTH YBEIMYCHHE pHUCKA
BO3HUKHOBEHHsI MOOOYHBIX ((HEKTOB M3-3a (PapMaKOMHAMHUYECKOTO B3aUMOJICHCTBUSI MEKY
PO3yBaCTaTUHOM U 33€TUMHOOM.

Anmayuovl

OpHoBpeMeHHOE MPUMEHEHUE po3yBacTaTHHA U CYCHEH3UM aHTaIMI0B, COACpKAIIUX MarHus U
QTIOMUHHS TUIPOKCU[, MPUBOAUT K CHIDKEHHUIO IUIa3MEHHOW KOHIEHTpPAllMK PO3yBacTaTHHA
npumepHo Ha 50 %. Jlanubll 3QdeKT BripaxkeH cialee, €ClIM aHTALUAbl MPUMEHSIOTCA Yepes
2 4aca mocie npuema po3yBacratuHa. KinHuueckoe 3HaueHHEe MOJI0OHOTO B3aMMOJCHCTBUS HE
M3y4aJoch.

Spumpomuyun

OpHoBpeMeHHOE NMPUMEHEHHE PO3yBacTaTHHA M SPUTPOMUIIMHA MPUBOAUT K yMeHbleHuo AUC
po3yBactatuHa Ha 20 % u Cmax po3yBactatuHa Ha 30 %. [lomoOHOe B3aMMOJEHCTBUE MOXKET
BO3HMKATh B pe3ylbTaTe YCWICHHS MOTOPUKH KHIIEYHHKA, BBI3BIBAEMOTO MPUEMOM
SPUTPOMHUIIMHA.

Hszopepmenmor yumoxpoma P450

PesynbraThl ucciempoBanuit in VIVO u in Vitro mokasanu, 4T0 pO3yBacTaTHH HE SIBIISCTCS HU
MHTUOUTOPOM, HU MHAYKTOpOM Hu3o¢epMeHTOoB 1uroxpoma P450. Kpome Toro, posyBacratun

SBISETCS  CIA0BIM Cy6CTpaTOM A OTUX I/I30(bepMeHTOB. HOBTOMy HE OXHNAACTCA
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B3aUMOJICHICTBUSL pO3yBacTaTMHA C JPYIMMM JIEKAPDCTBEHHBIMU CpPEJICTBAMU Ha YpPOBHE
Merabonm3Ma ¢ ydactueM wu3odepMeHToB muToxpoma P450. He oTMedYeHO KIMHUYECKU
3HAYUMOTO B3aUMOJICHCTBHUS pO3yBacTaThHA C (PIyKOHA30JI0OM (MHTHOMTOpPOM H30(epMEHTOB
CYP2C9 u CYP3A4) u xerokona3zosom (naruduropom uzodepmenros CYP2A6 u CYP3A4).
Dy3udosas kucioma

HccnenoBanuii mo M3y4eHHIO B3aWMOJEMCTBHS pO3yBacTaTWHAa U (PY3UIOBOM KHUCIOTHI HE
npoBoamiioch. Kak u mpu mpueMe Apyrux CTaTHHOB, OBUIM TOJYYEHBI MOCTMAapPKETHHIOBEHIE
COOOIIIEHUs O ciaydasiX pabjaoMuoJIM3a IPU COBMECTHOM IpHEME po3yBacTaTUHA U (y3UI0BOI
kucioTel. HeoOxomuMo mpuctanpbHO HaOmMogaTh 3a mnanueHtamu. [lpm HeoOxoaumocTu,
BO3MOYHO BpEeMEHHOE MpeKpalleHne prueMa po3yBacTaTuHa.

Bzaumooeiicmeue c¢ nexapcmeennvimMu cpeocmeamu, Komopoe mpedyem KoppeKuuu 003l
po3ysacmamuna (cmompu maoauyy 3)

Jlo3y po3yBacTaTMHa cCjeIyeT KOPpPEKTUpPOBaTh IMpH HEOOXOJUMOCTH €ro COBMECTHOIO
MPUMEHEHHUSI C JIEKaPCTBEHHBIMHU CpPEACTBAMH, YBEIMUMBAIOIIMMHU HKCIO3UIUIO PO3yBacTaTHHA.
Cnenyer O3HaKOMHUTbCA C MHCTPYKIMEHW [0 TNPUMEHEHHUIO JTHUX MpenaparoB Mepes HX
Ha3HaYEHHEM COBMECTHO C po3yBacTaTMHOM. Eciu ojkujgaercs yBenuueHue 3KCIO3HUIHNY B 2 pasza
u OoJiee, HaUaJbHAas J03a po3yBacTaTHHA HE JIOJDKHA MPEBBIIIATh S MI OJIUH pa3 B CyTKH. Takxke
clieqyeT KOPPEeKTUpPOBaTh MAaKCUMAJbHYIO CYTOYHYIO J03y pO3yBacTaTWHa TakK, YTOOBI
OXXpJaemasl OKCIO3UIMS pPO3yBaCTaTMHA HE TMpeBbllIaja TakoByl Juisi 103bl 40 mr,
MIPUHUMAaeMON 0e3 OJIHOBPEMEHHOTO Ha3HAYCHUS JIEKapCTBEHHBIX CpPEICTB,
B3aUMOJICHCTBYIOIIUX C po3yBacTaTUHOM. Hampumep, MakcumanbHas CyTOYHas J03a
po3yBacTaTUHA IMPU OJHOBPEMEHHOM MPUMEHEHUU C LUKIOCTIOPUHOM COCTABISIET 5 MT
(yBenmuenue skcno3unuu B 7,1 pasa), ¢ puroHaBupom/arazanaBupoMm — 10 mr (yBenuueHue
skcrio3unuu B 3,1 paza), c rempudposmnom — 20 mr (yBenuueHue 3Kcno3uimu B 1,9 paza).
Koppekuusi HauanbHON 1036l pO3yBaCTaTMHA HE TpeOyeTcs, €clIM OXKUIAeTCs YBEIHuEHUE
HKCMO3UIIMU MEHEe UYeM B 2 pasa, 0JIHaKO, IPU YBEJIMYEHUH po3yBacTaTuHa BhIlie 20 Mr cienyer
co0JII0JaTh OCTOPOKHOCTb.

Tabimna 3. Buaumsinme comyTcTBylOmell TepamuM Ha JKCHO3HIMIO PO3yBacTaTHHA
(AUC, nanHble mpuBeIeHbI B MOPSIAKE YObIBAHUS BEJIHYUHBI IKCMO3MIUH) — Pe3yJIbTAThI

Ol'lyﬁ.]II/IKOBaHHbIX KJIHHHYECKHX UCCIAeT0BAHUMI
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-
RENEWAL

YBeandyeHue IKCNO3HIUM PO3YBACTATHHA B 2 U 0oJiee pa3a

Pe:xxum conyTcTBYHOIICH Tepanuu

Pe:xum npuema

po3yBacTaTHHA

HUsmenenne AUC
po3yBacTaTHHA M0
CPaBHEHHIO C

MOHOTepanuen !

CodocOysup/BenmaTacBup/BOKCUIIATIPEBHP
(400 mr — 100 mr — 100 mr) +
Bokcunanpeup 100 mr 1 pa3 B cyTkH,

15 nueit

10 Mr oTHOKpaTHO

VYBenuuenne B 7,39 paza

Huknocnopun 75-200 mr 2 pa3a B CyTKH,

6 Mecs1eB

10 mr 1 pa3 B cytku, 10

JTHEH

VYBenuuenwne B 7,1 paza

Hapomyramug 600 mr 2 pasa B CyTKH,

5 nHeH.

S MTI' OJTHOKpPaTHO

VYBenuuenue B 5,2 paza

Peropadennt6 160mr 1 pa3 B cyTku,

14 nueit

S MTI' OJTHOKpPaTHO

Veenuuenwne B 3,8 paza

Artazanasup 300 mr/puronasup 100 mr

1 pa3 B cyTku, 8 gHel

10 Mr OTHOKpaTHO

Veenuuenwne B 3,1 paza

Cumenpesup 150 mr 1 pa3 B cyTku, 7 nHeiH

10 Mr OTHOKpaTHO

VBenuuenwne B 2,8 paza

Benmatacsup 100 mr 1 pa3 B cyTku

10 Mr OTHOKpaTHO

VYBenmuuenwe B 2,69 paza

OmMOuTacBup 25 Mr/mapuTanpeBup
150 mr/puronasup 100 mr/nacabyBup
400 mr 2 pa3a B CyTKH

S MTI' OJTHOKpPaTHO

VYeenmuuenwne B 2,59 paza

I'pazompesup 200 mr/3a6acBup 50 mMr

1 pa3 B cyTku

10 Mr oIHOKpaTHO

VYBenuuenue B 2,26 paza

I'mexampeBup 400 Mr/muGpeHTaCBUP

120 mr 1 pa3 B cyTku, 7 nHel

5 MI OTHOKpaTHO

VBenuuenue B 2,2 pasza

Jlommuasup 400 mr/ putonasup 100 mr

2 pasza B CyTkH, 17 nHeit

20 mr 1 pa3 B cyTku, 7 qHel

VBenuuenue B 2,1 paza

Knommumorpen 300 mr (Harpy3ouHas i03a),

3aTeM 75 mr yepes 24 yaca

20 Mr OTHOKPATHO

VBenuuenue B 2 pasa

I'empubpozmn 600 mr 2 pa3a B CyTKH,

7 nHen

80 Mr OJJTHOKpaTHO

VYBenuuenue B 1,9 paza

YBeanueHue IKCNO3HINM PO3YBACTATHHA MeHee YeM B 2 pa3a
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Pe:xxum conyTcTBYHOIICH Tepanuu

Pe:xum npuema

po3yBacTaTHHA

HNsmenenne AUC
po3yBacTaTHHA MO
CPaBHEHHIO C

MOHOTepanuen !

Onrpombonar 75 mr 1 pa3 B CyTKH, 5 qHEH

10 Mr oTHOKpaTHO

VBenuuenune B 1,6 paza

Hapynasup 600 mr/ putonasup 100 mr

2 pasza B CyTKH, 7 JHEH

10 mr 1 pa3 B cyTku, 7 AHE#H

VYBenuuenne B 1,5 paza

Tunpanasup 500 mr/ putonasup 200 mr

2 paza B cyTkH, 11 nueit

10 Mr oTHOKpaTHO

Veenuuenne B 1,4 paza

Hponenapon 400 mr 2 pa3a B CyTKH

Her nanHbIX

VYeenuuenne B 1,4 paza

Urpaxonazon 200 mr 1 pa3 B cyTkH,

5 nueit

10 mr i 80 Mr

OJTHOKPaTHO

VYeenuuenne B 1,4 paza

3zerrmu6d 10 mr 1 pa3 B cyTku, 14 gHei

10 mr 1 pa3 B cyTku, 14

JTHEH

VYeenuuenne B 1,2 paza

CHUKeHH e PKCIIO3UIIHT po3yBacTaTuHa

PexxumM conyTcTBYIOLIEH Tepanuu

Pexum npuema

po3yBacTaTuHa

H3menenne AUC
po3yBacTaTHHA IO
CPaBHEHHUIO C

MOHOTepamueii -

Oputpomuniva 500 Mr 4 pasa B CyTKH,

7 nHen

80 MT OJTHOKpATHO

Cumxenne Ha 20 %

Baiikammu 50 mr 3 pasa B cytku, 14 gaeit

20 M OTHOKPATHO

Camxenue Ha 47 %

! I[aHHLIC, NpEACTaBJICHHBIE B BHUIAC KPAaTHOI'O M3MCHCHHA AUC, ABJIAOTCA OTHOLICHHUEM 3HAYCHHUA D3TOIO

nokaszartelsi Ha ()OHE CONMYTCTBYIONICH Tepanuy K 3HAYCHHIO IOKas3aTels NP MOHOTEpANdM PO3YBACTATHHOM.

JlaHHBIE, TIpeACTaBlICHHBIE B BHAE %, ABISOTCS pasHuied B % wmexny mnokazateneM AUC Ha ¢Qone

COITyTCTBYIOILIEH TEPAIMX M 3HAYEHUEM ITOKA3aTellsl IIPH MOHOTEPANUH PO3yBACTAaTHHOM.

Crnenyrouiye JeKapCTBEHHbIE Ipenaparhl W MX KOMOMHALMM HE OKAa3bIBAIOT KIMHUYECKU
3HaYMMOTO 3(p(exTa Ha HKCHO3ULHUIO pO3yBaCTaTMHA IPH HMX COBMECTHOM HPHUMEHEHUU:
anernutazap 0,3 mr, 7 anelt; peHodubpat 67 mr 3 pasa B cyrku 7 aHei; ¢urykonazon 200 mr
1 pa3 B cyrku, 11 nueit; dpocammpenBup 700 mr/putonaBup 100 Mr 2 pasza B CyTkH, 8 IHEH;
keTtokoHaszos 200 Mr 2 pasza B cyTkd, 7 nHed; pudamnuiud 450 mr 1 pa3 B cyTku, 7 JHEH;
cuuinMapuH 140 mr 3 pasa B cyTku, 5 1HEN.

Bnusanue npumenenun pozyeacmamuna na opycue npenapanbvl

Anmazonucmor sumamuna K
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Havano Tepanuu po3yBacTaTUHOM WJIM YBEIMYEHHME JO3bl Ipenapara y MalUeHTOB,
MOJIYYaIOUIUX OJHOBPEMEHHO AaHTaroHucTel BuTamuHa K (Hampumep, BapdapuH), MOXKET
IIPUBOJUTH K yBenuueHuto MexayHnapoaHoro HopmanuzoBannoro Otnomenus (MHO). Otmena
po3yBacTaTMHa WM CHIDKEHHE O3Bl Iperapara MOXET NPUBOAWTH K ymeHbmiennto MHO.
B takux cinyuasx pekoMmenayercs kKoHTposis MHO.

IlepopanvHvle KOHMpPayenmuebl/20pMOHO3AMECMUMENbHASL MepPanus

OnHOBpEeMEHHOE TPUMEHEHHE PO3yBaCTaTHHA M TEPOPAIBHBIX KOHTPALECNTHBOB YBEIMYNBACT
AUC »stuammcrpamuona u AUC Hoprectpena Ha 26 % um 34 %, cooTBeTcTBeHHO. Takoe
YBEJIMUEHUE I[JJa3MEHHOM KOHLEHTpAaluu JIOJUKHO YYMTHIBAThCA MpU  MOA00pE 103l
MEPOPaTbHBIX KOHTPAaeNnTHBOB. (DapMakOKWHETHYECKHWE JAHHBIE 110 OJHOBPEMEHHOMY
MPUMEHEHUIO  pO3yBacTaTHHA M TOPMOHO3aMECTUTEIbHOW  TEpaluh  OTCYTCTBYIOT,
CIIEIOBATENIbHO, HEJb3d HCKIIOYUTH aHAJOTUYHOro 3¢p¢dekra U MpU NPUMEHEHUH JaHHOTO
couetanus. OnHako MojoOHas KOMOWHAIUs IIMPOKO MPHUMEHsUIach BO BpeMs IPOBEICHUS

KIMHUYCCKUX I/ICCJ'IC,I[OBaHI/Iﬁ M XOpOoHIO MEPEHOCUIIACH MTATUCHTAMM.

Oco0ble ykazaHust

IHoueunwvie 3¢hhexmut

VY nanMeHTOB, MOJYYaBIIMX BBICOKHME JJ03bl po3yBacTaTHHA (B ocHOBHOM 40 mr), Habaroaanach
KaHaJplLleBasi MPOTEUHYpHs, KOTOpass B OOJBIIMHCTBE CIy4aeB Obula TpaH3UTOpHOW. Takas
IIPOTEHHYPHsI HE CBUAETENILCTBOBAJA 00 OCTpOM 3a00J€BaHMU MOYEK WM MPOrPEecCUPOBAHUU
3a00JeBaHMs MOYEK. Y MalMEeHTOB, NPUHUMANOLIMX Ipenapar B ao3e 40 Mr, pekoMeHayercs
KOHTPOJIUPOBATh MOKa3aTeau (PyHKIUU MOYEK BO BPeMs JICUCHHS.

Co cmoponbst onopno-oguzamensnoz2o annapama

[Ipu npumeHeHUH po3yBacTaTHHA BO BCEX J103aX U, B OCOOCHHOCTHU IIPU MpHEME JI03 Mpernapara,
npesblnaonmx 20 Mr, coodLanoch 0 CIEAYIOUIMX BO3JACUCTBUSAX Ha OMOPHO-ABUIraTEIbHBIN
anmapar: MUAJITHsl, MUOTIATHsI, B PEAKUX CIydasiX padoMHOIN3.

Onpeodenenue akmugnHocmu Kpeamungpocpoxunasot

Omnpenenenne aktuBHocTh K®OK He ciegyer mpoBOOUTH MOC/E WHTEHCHUBHBIX (DHU3MYECKHX
Harpy30K WM IpU HAJIMYUM JAPYIMX BO3MOKHBIX MPUYMH yBenuueHus aktuBHocTu KPK, uto
MOJKET MPHUBECTH K HEBEPHOW MHTEpIpEeTalMM IOJIyYeHHBIX pe3ylbTaToB. B cmydae, eciu
ucxonHas akTuBHOCTh K@K cymecTBeHHO MoBBIIIeHA (B 5 pa3 BbIIIE, YeM BEpXHss I'paHHIA

HOPMBI), 4yepe3 5-7 MHel cleayeT MpOBECTH MOBTOPHOE H3MepeHue. He cremyeT HauuMHATh
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TEpanuIo, €CIIU MOBTOPHBINA TECT MOATBEPKIAeT HCXOHYI0 akTuBHOCTh K@K (BhImIe Oosiee uem
B 5 pa3 110 CpaBHEHUIO C BEPXHEN rpaHulIeld HOPMBI).

/o nauana mepanuu

[Ipn Ha3zHaueHMM pO3yBacTaTHHA, TAKXKE€ KaK W IPU HA3HAYEHUM JPYIMX HHTUOUTOPOB
I'MI'-KoA-peaykraspl, ciemayeT MpOSBIATH OCTOPOKHOCTh ITAIMEHTaM C HMEIOIIUMUCS
(dakropamu pucka wmuonaruu/pabmomuonusza (cmotrpu  pasznen  «C  OCTOPOKHOCTBHIOY),
HEO0OXO0JIMMO PacCMOTPETh COOTHOILIEHHE PUCKA U BO3MOXKHOM IOJIb3bl TEPAUU U IPOBOAUTH
KIIMHUYECKOE Ha0JII0/IeHUE.

Bo eépema mepanuu

Crnenyer mpouH(OPMHUPOBATH MAIMEHTA O HEOOXOIUMOCTH HEMEUICHHOTO COOOIIEHUS Bpavyy O
CllydasiX HEOKHJIaHHOTO TOSBJICHHS MBIIIEYHBIX OOJeil, MBIIIEYHON CIab0CTH WM Cla3Max,
OCOOCHHO B COYETAaHMM C HEJIOMOTAaHHUEM M JUXOPaAKOH. Y TaKuX TMalHUEeHTOB CIEAYyeT
onpenenats aktuBHOCTh KDK. Tepanus nomkna ObITh HpekpalieHa, eciu akTuBHOCTh KOK
3HAYMUTEJILHO TIOBBINMICHA (00Jiee YeM B 5 pa3 M0 CPaBHEHHUIO C BEPXHEW T'PAHMIICH HOPMBI) WU
€CJIH CUMIITOMBI CO CTOPOHBI MBIILII] PE3KO BBIPAYKEHBI U BBI3bIBAIOT €XKEIHEBHBIN IUCKOMMOPT
(maxxe ecnu aktuBHOCTH KDK yBenmnuena He Oosiee ueM B 5 pa3 Mo CpaBHEHHUIO C BEpxXHEH
rparuieii HopMbl). Eciu cumnrombl ucdesaror, 1 aktuBHOCTE KDK Bo3Bpamiaercs k HopMme,
ClleqyeT pPacCMOTPETh BOMPOC O TMOBTOPHOM HA3HAUEHHWU pO3YyBaCTaTHMHA WM JPYTHX
uaruoutopoB I'MI'-KoA-peaykra3sl B MEHBIIMX J03aX NpPH TIIATEILHOM HAOJIOJACHUM 32
MaUEHTOM.

Pyrunnbiit kouTpOs akTuBHOCTH KOK 11pu OTCYTCTBUM CUMITTOMOB HElEIeco00pa3eH.
OTMeueHbl OYEeHb pPENKHE Cllydal WMMYHOOIOCPEJOBAHHOM HEKPOTU3UPYIOLIEW MHOIATUU C
KIIMHUYECKUMH TPOSIBJICHUSIMA B BHUAE CTOMKOM cnabOCTH MPOKCUMAIBHBIX MBI U
noBeieHUsT akTuBHOCTH KDK B CHIBOPOTKE KPOBU BO BpeMsl JICUCHHS WM MPU MPEKpalieHun
mpremMa CTaTHHOB, B TOM 4YHCIE po3yBacTaThuHa. MoxeT mnoTpeboBaThCcs MPOBEICHUE
JOTIOJIHUTEIBHBIX ~ UCCJIEIOBAHUM MBIIIEUHOM M  HEPBHOM CHUCTEMBI, CEpPOJIOTMYECKUX
HCCIeA0BaHUH, a TAKXKE Tepanusi IMMYHOOTIOCPEIOBAHHBIMU CPEICTBaMHU.

He oTmedeHO mpH3HAKOB yBEIMYEHMsI BO3JEHCTBUSA HAa CKEIETHYIO MYCKYJIaTypy MpU MpUEMe
po3yBacTaTMHa M COIYTCTBYIoUeH Ttepanuu. OpHako cooOmanock 00 yBETMUYEHUHM YHCIIA
ClIydaeB MHUO3WTa M MHOIATUHU Y MAalMEHTOB, MPUHUMABIIUX Apyrue MHruoutopsl I'MI'-KoA-
pEeAyKTa3bl B COYETAaHUU C TMPOU3BOJHBIMH (UOPHUHOBOM KHUCIOTHI, BKIIOYash reMpuOpO3uI,

IUKJIOCTIOPHUH, HUKOTHHOBYIO KUCJIOTY B JIMIIUMACHWKAIOIUX O03aX (60.]166 1 I‘/CyT), Aa30JIbHBIC
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MPOTHBOIPUOKOBBIE CpEICTBA, MHIMOMTOPHI mporeazsl BMY u makponuaHble aHTHOMOTHKH.
I'empuOpo3mi yBenmUUMBaET PUCK BO3HUKHOBEHUSI MHUOIATHH MPH COBMECTHOM NMPUMEHEHHH C
HekoTopbiMu uHTHOUTOpamu I'MI-KoA-penykrasel. Takum o0pa3oM, HE pPEKOMEHIYeTCs
OJTHOBPEMEHHOE MpPHUMEHEHHE po3yBacTaTHHa M TeMpuOpo3mna. JIomKHO OBITH THIATETHHO
B3BELICHHO COOTHOIIEHME pPHUCKA W BO3MOXKHOW IIOJIb3bl IIPU COBMECTHOM IPUMEHEHUU
po3yBactaTuHa W  (UOpPAaTOB WJIM JIMIHUJCHIKAIOIMIMUX /103 HUKOTMHOBOM  KHCJIOTHI.
[IpotuBonoka3zan mnpueM posyBacTathHa B jg03e 40 mMr coBmecTHO ¢ (QuOparamu
(cMoTpm  paspmensl  «BzaumMoneiicTBUE € OPYIMMH  JIEKAPCTBEHHBIMH  CPEACTBAMM»,
«[IpoTuBOMIOKA3aHUAN).

UYepez 2-4 Henmenu mocjie Hauyada JICYEHHUS W/WIM TPU TOBBILIEHWM J103bI PO3yBacTaTHHA
HEOOXOMM KOHTPOJIb TOKa3aTeled JUNHJAHOTO oOMeHa (Tpu HEOOXOIUMOCTH TpeOyeTcs
KOPPEKIIHS T0361).

Dyukyusa neuenu

PexomeHtyeTcst MpoBOANTH ONpeaeseHre oKa3arenell (GyHKIUHN NIeYeHN 10 Havaja Teparuy U
yepe3 3 Mecsma nocie Hadana Tepanuu. Ilpuem posyBactaTuHa clleAyeT NpPEKpaTUTh WM
YMEHBUINTh 103y IMpenapaTa, €cild aKTUBHOCTb «II€YEHOYHBIX» TpPaHCaMUHAa3 B CBIBOPOTKE
KpoBH B 3 1 6oJiee pa3za NpeBbIIaeT BEPXHIOK IPAHUILY HOPMBI.

VY nauMeHTOB ¢ THIEPXOJIECTEPUHEMHUEH BCIIEACTBUE TUIIOTUPEO3a WIM HEYPOTUYECKOTO
CHUHJpOMa Tepamusi OCHOBHBIX 3a00J€BaHMN [OJDKHA TMPOBOAMTHCSA JIO Hayajla JICYEHUs
PO3yBaCTaTUHOM.

Ocoovie nonyaayuu. Imuuueckue cpynnot

B xonme ¢apMakOKMHETHYECKUX MCCIEIOBAaHUN Cpeau KUTAWCKUX M SIMOHCKUX HallMeHTOB
OTMEYEHO YBEJIMYEHME CHCTEMHONH KOHLEHTpAallMM po3yBacTaTMHA IO CpPaBHEHHUIO C
[I0Ka3aTeNsIMH, IOJydeHHBIMH CpeAU MalMeHTOB-eBPONeonIoB (cMoTpu pasaensl «Crocobd
HOPUMEHCHUS U 103bD», «DapMaKOKHHETHKAY).

Hnzuoumoper npomeazor BUY

He pexomeHayeTcss cCOBMECTHOE MpPHUMEHEHME Ipenapara ¢ HHruoburopamu mnpoteassl BUY
(cMoTpm paznen «B3anMoaeicTBHE ¢ IpYTMMHU JIE€KAPCTBEHHBIMU CPEACTBAMUY).
Humepcmuyuanvnoe 3ab01e6anue 1e2Kux

[Ipy mpUMEHEHMHM HEKOTOPBIX CTATHHOB, OCOOCHHO B TEYEHUE JIMTEIBHOTO BpPEMEHH,
co00IIaNIOCh O €AMHUYHBIX CIydasX MHTEPCTUIHATIBHOTO 3a00sieBaHus Jerkux. [IposBieHusmu

3a00JIeBaHUS MOTYT ABJIATBCA OJbIIIKA, HerO,Z[YKTI/IBHHﬁ Kalmejib 1 YXYIAUICHUC O6IJ.[€FO
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caMO4yBCTBHsI (caboCTh, CHIDKEHME MacChl Teila M Juxopasaka). I[lpu momo3penun Ha
MHTEPCTHIHAIBHOE 3a00JICBaHNE JIETKHX CIIEIYeT IPEKPATUTh TEPAITHIO CTATHHAMH.

Caxapnulit ouabem 2-20 muna

VY mamueHToB ¢ KOHIGHTPAUHUEH TIOKO3bl OT 5,6 10 6,9 MMOIB/I Tepamus po3yBacTaTHHOM
aCCOIMHMPOBAJIACH C TIOBBIIICHHBIM PUCKOM Pa3BHTHUS caxapHOTo auadera 2-ro THIa.
Bcnomozamenvnuie eeujecmea

[Ipemapar PosyBacratir PeHeBanm comepXWT JIakTo3bl MOHOTWapar. llammeHTam c penko
BCTPEYAIOIIMMHUCS ~ HACJIEJACTBCHHBIMUA 3a00JICBAHUSAMH, TAKUMH KaK HEIEePEeHOCHMOCTh
rajlakTo3bl, HEMEPEHOCHMOCTh JIAKTO3Bl BCIICACTBHE JAeUIMTA JAaKTa3bl WIH CHHAPOM
[IIOKO30-TaJIakTO3HON ManbaOcopOIK, He cieayeT NPUHUMATh JaHHBIM JeKapCTBEHHBIH

npemnapar.

Bausinue Ha c1OCOOHOCTH YNIPABJISITh TPAHCIIOPTHBIMHU CPeICTBAMM, MEXaHU3MaMHU

He mnpoBonunoce uccienoBaHuid MO HM3YYEHHIO BIMSHUS pO3yBacTaTUHA Ha CIOCOOHOCTH
YIOPaBIATh TPAHCHOPTHBIM CPEICTBOM W HCHOJb30BaTh MeXaHU3Mbl. OJTHAKO OCHOBBIBAsACH Ha
(hapMaKoIMHAMUYECKUX CBOMCTBAX, PO3YBAaCTaTHH HE JOJDKEH OKa3bIBaTh TAKOTO BO3JIEHCTBUS.
Cnenyer coOnoaTh OCTOPOKHOCTh WIPU YIPABJIEHHWU aBTOTPAHCIIOPTOM WM padoTe,
TpeOyloIIeil MOBBIIIEHHOW KOHIIEHTPAllMM BHUMAHUSL M OBICTPOTHI ICUXOMOTOPHBIX peakluid

(BO BpeMsi Tepanuu MOKET BO3HUKATh TOJIOBOKPYKEHUE).

®opma BBIILYCKA

TabneTku, MOKPHITHIC TNICHOYHOU 00071049KOM, 5 Mr, 10 mr, 20 mr.

[To 10 TabmeTok B KOHTYPHYIO SYEHKOBYIO YMAKOBKY U3 IUICHKU MOJUBUHUIXJIOPUIHOU U
($hobIH ATFOMUHUEBOM TICYaTHOM JTAKHPOBAHHOM.

3, 6, 9 KOHTYPHBIX SYEUKOBBIX YMaKOBOK 1Mo 10 TabIeToK ¢ MHCTPYKIMEH MO MPUMEHEHHUIO

IMOMCIIAIOT B IMAYKY U3 KapTOHA IJI HOTpC6I/ITeJ'IBCKOI71 TapB.l.

YciaoBus XxpaHeHust
B opuruHanbHO# ymakoBke (KOHTypHas sUeKoBas ylakoBKa B Mauyke) NpU TeMIlepaType He

BoIitre 30 °C.

XpaHUTb B HEIOCTYIIHOM JUIs IETEH MECTE.

Cpok rogHoctu

3 roja.
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He MMPHUMCHATD IO UCTCUYCHUU CPOKa O AHOCTH.

YcaoBus ornycka

OTmycKaroT 1o perenTy.

Buaagesieny perucTpanMoHHOr0 y10CTOBEPEHH

AxuunonepHoe o6mectBo «IIpousBoacTBenHas ¢papmaineBTuueckas komnanuss OOHOBIEHHUE»
KOpuanueckuit azapec: 633621, HoBocubupckast 0011., Cy3yHckuii paiioH,
pn. Cy3yH, yi. Komuccapa 3sTpkoBa, . 18.

Ten./daxc: 8 (800) 200-09-95.

Wurepuer: www.renewal.ru

IIpounzsoauTens/Opranusanus, NPUHAMAKOLIAs IPETEH3UM OT MOTpPeduTeNei
Ilpouzsooumenw

AxuunonepHoe o6mectBo «IIpousBoacTBennas dpapmanepTuyeckas komnanuss OOHOBICHHE»
Aodpec mecma npouzeoocmea:

HoBocubupckas 06i1., . HoBocuoupck, yn. Cranmmonsas, 1. 80.

Opeanuzayus, npuHUMAaOwas npemensuu om nompeoumerei.

Axuunonepnoe o6miectBo «IIpousBoacTBenHas apmaneBTruueckas komnanus OOHOBICHHE»
630096, r. HoBocubupck, yi. Craniuonsasi, a. 80,

e-mail: pretenzii@pfk-obnovlenie.ru
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