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MHUHUCTEPCTBO 3/IPABOOXPAHEHUS POCCUMCKOM ®EEPALIN

NHCTPYKIMA
[10 MEJIMIIMHCKOMY TTPUMEHEHMUIO JIEKAPCTBEHHOI'O IIPEITAPATA

Po3yBacraTtun

PerucrpanuoHHbIH HOMEp:

Toprosoe HaumenoBanue: Po3yBactaTun

MexayHapoaHOe HEIATEeHTOBAHHOE HAHMEHOBaHHe: PO3yBaCTaTHH

JlexapcTBenHasi popma: TabNEeTKH, MOKPHITHIE IICHOYHOM 000JI0UKO#

Cocras: 1 TabneTka COAECPKHUT:

Jeiicmeyrowee geuyecmeo: pozyBactatus Kaibuus 5,200 mr/10,400 mr/20,800 mr (B nepecyere Ha
posyBactarus 5,0 mr/10,0 mr/20,0 mr).

Bcnomozeamenvhvie éeuyecmea: nakrozsl Monoruapat 51,015 mr/102,030 mr/204,060 Mr; kanpnus
docdat 6,250 mr/12,500 mr/25,000 mr; nemtono3a Mukpokpuctaumdeckas 102 34,010 mr/
68,020 mr/136,040 mr; kpocioBuaos 1,500 mr/3,000 mr/6,000 Mr; Oy THITHIPOKCHTOIYOJI

0,025 mr/0,050 mr/0,100 mr; Tamek 1,500 mr/3,000 mr/6,000 mr; maraus creapar 0,500 mr/

1,000 mr/2,000 mr.

Cocmag nnenounoii obonouxu: onaapait 32K220044 sxentsriii (Colorcon®) 3,000 Mr/-/-
(runpomernosa 39,000 %; turana guokeun (E 171) 21,140 %; nakro3sr moHOrHApaT 28,000 %);
tpuanetud 8,000 %; xpacureins sxenesa okeun xentoii (I11) (E 172) 3,860 %); onmagpait
32K240021 po3zossiit (Colorcon®) -/6,000 %/12,000 % (rumpomeruiosa 39,010 %; Turana
muoxeun (E 171) 24,430 %; naxro3s mororuapat 28,000 %; tpuanerun 8,000 %; kpacutesb
xene3a okena kpacHsii (1) (E 172) 0,560 %).

Onucanne

JHozuposxka 5 m2

Kpyribie 1BOSKOBBITyKIIbIE TaOIETKH, IIOKPHITHIE IUICHOYHOM 000J109K0# X)enToro nsera. Ha
U3JI0Me PO TabJIETKH OT 6EI0ro A0 MOYTH GENoro 1BeTa, A0y CKAIOTCS JKENIThIe BKPAILICHHS.

JHo3uposka 10 m2

Kpyribie 1BOSKOBBITYKJIble TaOIETKH, IIOKPHITHIE IUIEHOYHOM 000J109K0# po3oBoro 1seta. Ha
U3JI0ME AP0 TabJIETKH OT OEI0ro A0 MOYTH OEIoro I[BETa, AOITY CKAIOTCS JKEIThIe BKPAIUICHHUS.

JHosuposka 20 m2

Kpyrisle 1BOSKOBBITYKIIbIE TaONETKH, TIOKPHITHIE TUIEHOYHOM 000JI09KO0# PO30BOr0O I[BETA, C
PHCKOM Ha 01HOM cTopoHe. Ha u3nome sapo Tabnetku ot 6€10ro A0 modTu 6ejoro mBera,

JAOITYCKAKOTCs JXEJIThIC BKPAIIJICHUA.
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®apMakoTepaneBTHYECKas rpynna: runoaunuaemuyeckoe cpeactso-I' MI'-KoA- pexykrazsr
HHTHOUTOP.

Kox ATX: C10A A07

dapMaKoJ0rHYecKne CBOHCTBA

Mexanusm oeiicmeus

Po3yBacTaTHH SBISI€TCS CEIEKTUBHBIM, KOHKYpeHTHBIM HHTuOuTOpoM ['MI'-KoA-penykrassl,
(bepMmenTa, MpeBpanaomero 3-rupoKCH-3-MEeTHIITTy TApHI KOSH3UM A B MEBaJIOHAT,
IPEIIIECTBEHHUK XoJiecTeprHa. OCHOBHOW MHINIEHBIO IEHCTBHSI pO3yBacCTaTHHA SIBJISETCS
II€YEHb, IJIe OCyIIeCTBIsIeTCs: cCuHTe3 XoectepuHa (XC) u karaboau3M JTUIOIPOTEUHOB HU3KOH
wiotHoctu (JITTHII).

Po3yBacTaTuH yBenTu4MBaeT YUCIIO «IeueHOYHBIX» perentopoB JIITHII Ha mOBEpXHOCTH KIIETOK,
noBeimas 3axsatr ¥ kataboausm JITTHII, 9To B cBOIO ouYepeb MPUBOAUT K HHTHOMPOBAHHIO
CHUHTE3a JIMIIONPOTENHOB 04eHb HU3KOoM moTHoCcTH (JITIOHII), ymenbmas Tem cambiM ob1mee
kommuectBo JIITHIT u JITIOHIIL.

®apmakoIHHAMHKA

PosyBacraTuH cHIKaeT noBbleHHbIE KOHIeHTparwu Xonectepuna JITTHIT (XC-JIITHIT), o6mero
XosecrepuHa, Tpuriaunepu1oB (T17), moBbIIaeT KOHIEHTPALUIO XOJIECTEPHHA JIMTTONPOTEHHOB
BeIcoKOH moTHOCTH (XC-JITIBII), a Taxke CHHXKAeT KOHIIEHTPAIMH alloJIUIONpoTerHa B
(AnoB), XC-geJITIBIT, XC-JITTOHIT, TT-JITIOHIT u yBennunBaeT KOHIEHTPALIHIO
anoyiunonporerHa A-I (AnoA-I) (cm. Tabmuusr 1 U 2), CHHXKAET COOTHOIIEHHE
XC-JITHIT/XC-JITIBII, o6mmit XC/XC-JITIBIT u XC-ueJITIBIT/XC-JITIBII u cooTHOLIEHNE
AnoB/AnoA-IL.

Tepanepruueckuit 3¢ GeKT pa3BUBaeTCs B TEUSCHHUE OHOM HeIelH MOCiie Hadasla Tepaliu
PO3yBacTaTHHOM, 4epe3 2 Hezlenu jgedeHust JocturaeT 90 % oT MaKCHMaIbHO BO3MOXHOTO

s dexra. MakcumanbHbIi TepaneBTHUECKUH 3)HeKT 0OBIYHO JOCTHTaeTCs K 4-0if Hezene

TE€paluu U NOAACPKUBACTCA IIPU PETYJIAPHOM NPUEME IIpeIiapara.

Tabmuna 1. /lozo3aBacHMBIH 3 deKT y IanHeHToB ¢ NePBUYHOI rHIEPX0JIeCTePHHEMH el
(mamn ITa 1 lIb no ®peapukcony) (cpeaHee CKOPPEKTHPOBAHHOE NPONEHTHOE H3MEHEHHE 110

CPAaBHCHHIK C HCXOAHBIM 3naqelmeM)

Jlo3a Koua-Bo XC- | Oommii | XC- T XC- AnoB | Ano
nanuenTon | JIMHII XC JINIBII neJITIIBII A-1
ITname6o 13 -7 -5 2 -3 -7 -3 0
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
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Tabsuna 2. /lo3o3aBucumblii 3pdext y nanuenToB ¢ runeprpuranepuiemueii (tan IIb u

IV, no ®peapukcony) (cpeaHee NpONEeHTHOE H3MEHEHHE 110 CPABHEHHIO ¢ HCXOXHBIM

3HAYEHHEM)
Ho3a Koa-Bo T XC- |O6mmit | XC- XC- XC- TI-
NANHEeHTOB JIIIHII | XC JIIBII [meJITIBIT |JITTOHIT |JIITOHII
[ Tnane6o 26 1 3 1 -3 2 2 6
10 mr b, -37 -45 -40 8 -49 -48 -39
20 mr 27 -37 -31 -34 7 -43 -49 -40
40 mr 25 -43 -43 -40 17 -51 -56 -48

Knunuueckasn sgpgpekmusnocme

PosyBacrartun 3¢ QexTuBEH y B3pOCIIBIX MAIIMEHTOB C THIIEPXOJIECTEPMHEMHUEN ¢ MK 63
TUNEPTPUTITHLEPU/ICMHIH, BHE 3aBUCUMOCTH OT PacOBOM IPUHAISKHOCTH, TI0J1a WIIK BO3PAcTa, B
TOM YHUCJIe, y MAHEHTOB C CaXapHbIM IUA0ETOM U CEMEHHOM THIePXOJIECTEPUHEMHUEN.

Y 80 % maumentos ¢ runepxosnecrepunemueii Ila u IIb tuna no ®@penpukcony (cpemusis
ucxozHas KoHuerTpaus XC-JIITHIT okono 4,8 Mmoib/i) Ha GoHe nprema npenapara B 103e 10
mr koHneHTpauus X C-JIITHIT nocturaer 3HayeHuii MeHee 3 MMOJIB/II.

Y NanueHToB ¢ reTepO3UrOTHOH CeMeiHO# rHIIepXoiecTepUHEMHUEN, OJTyYaIoNUX PO3yBaCTATHH
B 7103¢ 20-80 Mr, OT™MeYaeTcs MOJoKHUTE IbHAs THHAMHKA [I0KA3aTellel JIMITHIHOTO TIPOMHIIS
(uccnenoBanue ¢ ydactuem 435 nanmenToB). [Tocie THTpoBanus 10 cyTouHOM 10361 40 Mr (12
HeJIeNb TepaItu ), oT™MedaeTcs cHwkenne konnenTpanuu XC-JITTHIT Ha 53 %. V 33 % nanuenToB
nocruraetcs KoHueHTpamus XC-JIITHIT menee 3 MMous/in.

Y maiueHToB € rOMO3UIOTHOM ceMEHHOM rHIepXoiecTepuHEMHEH, IPHHUMAIOIINX PO3YBaCTATHH
B 1103e 20 mr u 40 mr, cpenuee camkenne Konnenrpamuu XC-JITTHIT cocrasmser 22 %.

Y nanueHToB ¢ runepTpurInnepuaeMueii ¢ HadanbHol konnentpanueit TT ot 273 xo 817 mr/m,
TOJTy9aBIIHX PO3YBACTAaTHH B 103€ OT 5 Mr 110 40 M OIMH pa3 B CYTKH B T€YeHHE 6-TH HEZIEIb,
3HAYMTEILHO CHIXKaack KoHueHTpauus TT' B mia3me kpoBu (cM. Tabuiy 2).

AumTHBHBIH 53 deKT oTMedaeTcs B KoMOHHALMH ¢ GpeHOPHUOPATOM B OTHOIICHHH KOHLIEHTPAIUH
TPUITIMLEPUIOB U C HHKOTHHOBOM KHUCJIOTOU B JIMIUICHMKAIOLIUX 033X B OTHOIIECHHH
konnenTpamun XC-JIIBII (cm. Takke paszgen «Ocobble yKazaHH).

B nccnenoanusx METEOR c ygactiem 984 nauuenTtoB B Bozpacte 45-70 jieT ¢ HU3KUM PHCKOM
pa3BuTHs Hiemuyeckoi 6onesnu cepana (MBC) (10-netuuii puck mo @paMUHreMCKO mKae
menee 10 %), cpenneii kornentpanueit XC-JITTHII 4,0 mvmons/ (154, 5 mr/mwn) u
CyOKJIMHHYECKHAM aTepPOCKIEPO30M (KOTOPHIH OIEHUBAIICS IO TOJIIMHE KOMILIEKCA
«HHTHMa-Mena» COHHBIX apTepuii — TKUM) usydanock BimsiHEe po3yBacTaTHHA HA TOIIMHY

KOMILJIICKCa K MHTUMAa-MeIua.
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[latmenTs! nomyyanu po3yBactatu B 103¢ 40 Mr/cyTku 60 miane6o B TEeYeHHH 2 JIeT. Tepamus
PO3yBaCTaTHHOM 3HAYUTEIbHO 3aMeJIJIsIa CKOPOCTh IPOTrPeCCUpOBaHys MakcuManbHoi TKUM
JULsl 12 CerMEHTOB COHHOM apTEepHH 10 CPABHEHHIO ¢ Mane6o ¢ pasmnuueM Ha -0,0145 Mm/rog
[95 % nosepurenbubii maTEpBa OT -0,0196 10 -0,0093; p < 0,001]. ITo CpPABHEHHIO C HCXOTHBIME
3HAYCHUSAMH B IPyIIIIEe po3yBacTaTHHA ObLIIO OTMEYEHO YMEHBIIEHHE MAKCUMAIBHOTO 3HAYEHHS
TKHM na 0,0014 mm/rox (0,12 %/rox (HeocTOBEpHOE pa3HuKe)) O CPAaBHEHHUIO C
yBen4IeHneM sToro nokasarens Ha 0,0131 mm/rox (1,12 %/rox (p < 0,001)) B rpynme miamne6o.
Jlo HacTosimero BpeMeH! MPsIMOi 3aBHCHMOCTH MeXIy yMeHbIeHneM TKUM u cHmkeHHeM
PHCKa CepACYHO-COCY IUCTBIX COOBITHI IIPOJEMOHCTPHPOBAHO He ObUI0. MccnenoBanme
METEOR npoBoausiocs y nanueHToB ¢ Hu3kuM puckom MBC, g KOTOPHIX 1033 po3yBacTaTHHA
40 Mr He sBIISIETCS peKOMEHI0BaHHOA. J{03a 40 MI I0JKHA IPHMEHSTHCS y HalUEHTOB C
BBIPOKEHHOHU THIIEPXOJIECTEPUHEMHUEH B BRICOKHM PHCKOM CEPEYHO-COCYHCTHIX 3a00ICBAHMI.
Pesynbrarst mposenennoro ucenenosanust JUPITER (O60cHOBaHHE IPUMEHEHHS! CTATHHOB IS
TNePBUYHON MPO(YHIAKTHKH: HHTEPBEHITHOHHOE HCCIIEIOBAHKE T10 OLIEHKE PO3yBACTATHHA) y
17802 naruenToB mokasaim, 4To po3yBacTaTHH CYIIECTBEHHO CHHKAJ PHCK Pa3BHTHS
CEPACYHO-COCY IUCTBIX OCIIOXKHEHHUH (252 B rpymnmne miane6o 1o cpaBHeHuIo ¢ 142 B rpymme
posysacratuHa) (p < 0,001) co cHMKEHHEM OTHOCHTENBHOTO prcka Ha 44 %. DdEKTHBHOCTD
Tepanuy ObLIa OTMEYEHa Yepe3 6 IePBEIX MeCAIeB IPUMEHEH s penapara. OTMEeYeHo
CTaTHCTHYECKH 3HAYUMOE CHIOKCHHE Ha 48 % KOMOMHMPOBAHHOTO KPUTEPHS, BKIIFOYABIIIETO
CMEPTH OT CEPACIHO-COCY TUCTBIX MIPUYHH, HHCYJIBT U HHPAPKT MEOKaAp/Ia (COOTHOIICHHE
puckos: 0,52, 95 %, noepurensusiii uatepsan 0,40-0,68, p <0,001), ymensmenue Ha 54 %
BO3HMKHOBEHHS (haTalbHOTO Wi HedaTaTbHOro HH(papKTa MHOKap/a (COOTHOIIEHHE PHCKOB:
0,46, 95 %, noeputensHsiit uarepsan 0,30-0,70) u Ha 48 % - daraabHOTO WM He(aTaTbHOTO
uHCyIbTa. Ob11ast cMepTHOCTH CHU3MIAch Ha 20 % B rpyIne po3yBacTaTHHA (COOTHOLIEHHE
puckos: 0,80, 95 %, nosepurensurni uatepsan 0,67-0,97, p=0,02). [Tpoduis Ge3onacHocTH y
TNAIMEHTOB, MPUHUMABIIHX PO3yBaCTaTHH B J103€ 20 MT, OBLI, B LIEIOM, CX0XK ¢ IpodHIEM
Oe3omacHOCTH B rpyme miamne6o.

PapMaKOKHHETHKA

Abcopbyus u pacnpedenenue

MaxkcumarbHas KOHIEHTpaIKs PO3yBaCTAaTHHA B IUIa3Me KPOBH JOCTHIAETCS! IPHOIH3HTETBHO
depe3 5 4acoB I0CIIE IIpHeMa BHYTPb. AGCOOTHAS GHOOCTYITHOCTD COCTABIISET IPUMEPHO

20 %.

PosyBacratun MeTaboM3MpyeTCs MPEUMyYECTBEHHO MEYeHbIO, KOTOPAs! SBJISETCS OCHOBHBIM

MECTOM CHHTE3a Xojectepuna u Merabomusma XC-JIITHIIT. O6bem pacnipenenenus
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PO3yBacTaTHHA COCTaBIAET puMepHO 134 1. [Ipubmusutensro 90 % posyBacraruna
CBAI3BIBACTCS C O€IKaMH ITa3Mbl KPOBH, B OCHOBHOM ¢ aJIbOYMHHOM.

Memabonuzm

IloxBepraercs orpanngeHHOMY metabomusmy (okoio 10 %). PosyBacraTin sBiseTcs
HEMPOQUIBHBIM CYyOCTpaTOM JUIs MeTaboamM3Ma bepmenTamu crucremsr muToxpoma P450.
OCHOBHBIM H30(epPMEHTOM, y4aCTBYIOMMM B METaO0IH3ME pO3yBacTaTuHa, SABJISETCS
usopepment CYP2C9. Mzopepments: CYP2C19, CYP3A4 u CYP2D6 BOBJICYEHE B MeTaboTu3M
B MEHBILIEH CTEIICHH.

OCHOBHBIMU BBISBIICHHBIMH METaGOTHTAMH PO3yBACTATHHA SBIISIOTCS N-necmerwn u
JIaKTOHOBBIE MeTabO0NATEL. N-1ecmeTHII iprumepHO Ha 50 % MeHee akTHBEH, YeM pO3yBacTaTHH,
JIAKTOHOBBIE META0OIUTHI (hapMaKoJIOTHYEeCKH He aKTHBHEL Boee 90 % dbapmakooruueckoit
aKTHBHOCTH 110 HHTHOMPOBAHHIO [IUPKYJUpyomieii I MI'-KoA-penykrassl o6ecrieunBaercs
PO3yBaCTaTHHOM, OCTaJILHOE - €10 META0OTUTAMH.

Buvigeoenue

Oxko110 90 % 110381 po3yBacTaTHHA BHIBOMTCS B HEM3MEHEHHOM BHJIE 4Yepe3 KUIICYHUK (BKII0Yast
abcopOupoBaHHEI U HeabcOPOUPOBAHHBIIA posyBacratuH). OcTaBmasics 9acTh BHIBOAUTCS
noykam. [Tnasmennerit nepros nomysesenenus (T) /2) COCTABISIET IPUMEpHO 19 wacos. ITeproy
TIOJTyBBIBE/ICHHS HE M3MEHACTCS TIPH yBEIMYEHHH 110361 peniapata. CpeIHuid r€OMETPUYECKHIM
TJIa3MEHHBIH KIIMPEHC COCTaBJISIET NPUOIM3UTENBHO 50 11/9ac (koo dumment Bapuarmu 21,7 %).
Kak u B citygae npyrux uaru6uropos ['MI"-KoA-penykTasbl, B IpoLecce «II€4eHOYHOT0Y 3aXBaTa
PpO3yBacTaTHHA BOBJICYEH MEMOPAHHBIH IIEPEHOCYHK XOJIECTEPUHA, BHIOIHAIOIHH Ba)XXHYIO POJIb
B [I€Y€HOYHOM 3IMMHHAIMN PO3yBaCTaTHHA.

Jluneiinocmey

CHcTeMHas 5KCIO3MIMS PO3yBaCTATHHA yBEIHYHBACTCS IPONOPIMOHAIBHO JI03€.
DapMaKOKMHETHYECKUE NIApaMEeTPhl He H3MEHSIOTCS IIPH €)XKEHEBHOM IIPHEME.

Ocobvle nonyisyuu nayuenmos

Bospacm u non

[ox 1 BO3pacT He OKa3bIBAIOT KIIMHAYECKH 3HAYMMOTO BIIUSHHAS Ha (bapmaxokuHeTHKY
pO3yBacTaTHHa.

Omuuueckue 2pynnoi

DapMaKOKHHETHYECKHE HCCIIEIOBAHUS TTOKA3aJIH NPUOJIM3UTENTEHO IBYKPATHOE YBETHICHHE
meznnanbl AUC (murommans mox KpuBoii «KOHUEHTpaHs-BPeMsI») U Cmax (MAKCHMATLHOM
KOHICHTPAIMH B IJIa3ME KPOBH) PO3yBacTAaTHHA y NALMEHTOB MOHTOJIOUTHOM packl (STOHIIEB,
KUTAHIIEB, PUIUITIMHIEB, BRETHAMIIEB H KOPEHIIEB) 110 CPAaBHEHHIO C EBPONICOHIAMH; Y

MHMHCKUX [ALHEHTOB MOKa3aHo yBenuuenne Meauanbl AUC # Coax B 1,3 pa3a.
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DapmMaKOKHHETHYECKHU AHAIA3 HE BBIABMIT KIIMHUYECKH 3HAYMMBIX Pa3JIHyuii B

(hapMaKkOKMHETHKe Cpe eBPONEOHIOB 1 Npe/ICTaBUTENIeH HETPOUIHOM PackI.

Hapywenue gynxyuu noyex

Y nanueHToB ¢ HapymeHuem (yHKuMM TIOYeK erkoit i cpeHeii cTeneHn TSDKECTU BEJTHYMHA

TIa3MEHHOH KOHIEHTPAIMH PO3yBacTaTHHA WiH N-JecMeTra CYIIECTBEHHO He MeHseTcs. Y

TTAIMCHTOB C HAPYIICHHEM (DyHKIHH TOYEK TSHKENIOH CTeleH (xmpenc kpearununa (KK) menee

30 my1/MuH.) KOHUEHTpaLHS PO3yBacTaTHHA B IJIa3Me KPOBH B 3 pasa BhIIIe, a KOHIICHTpAIUs

N-necmernna B 9 pa3 Brime, uem Y 310pOBBIX 106poBoIIbIEB. KoRnenTparms po3yBacTaTHHa B

IIa3M€ KPOBH y MAIHEHTOB HAa I'eéMOIHAIIH3E ObLIa IIpUMEpHO Ha 50 % BhIIIe, YeM y 310pOBBIX

JI0OPOBOJIBIIER.

Hapywenue ¢pynxyuu nevenu

Y nanueHToB ¢ HapymeHueM (DyHKIMY TIeYeHH Pa3IHYHOM CTENEHH TSIKECTH He BBISIBJIIEHO

YBE/IMYCHUE IEPHO/IA II0JTy BRIBEICHUSI PO3yBACTATHHA Y MalHMEHTOB ¢ 6aJUTOM 7 M HUIKE TI0 IIKaJie

Yaitnn-ITeto. ¥V 1Byx nanmentos ¢ 6amamu § u 9 no mxane Yaitna-ITeio otmedero YBEJIHYEHHE

TICPHOZA MOy BEIBEZICHH, 110 KpaiiHeii Mepe, B 2 pasa. Ompit IIPUMEHEHHS PO3yBAaCTATHHA y

NalKEeHTOB ¢ 6aioM BhIme 9 no mikaie Yaitr-Ibio OTCYTCTBYET.

I'enemuueckuii nonumopgusm

Wuruburops I'MI'-KoA-penyxra3ssi, B ToMm IHUCIIE, pO3yBACTaTUH, CBA3BIBAIOTCS C

TpaHCHOPTHBIMH Oenkamu OATP1B1 (mosmwmentan TPaHCIIOpPTa OPraHMYECKUX AaHHOHOB,

Y4acCTBYIOIIUH B 3aXBaTe€ CTATHHOB renarouutamu) u BCRP (adpdpmoxcusiii TpaHcnoprep). Y

Hocutened rerotunos SLCO1B1 (OATP1B1)¢.521CC u ABCG2 (BCRP) c.421AA ormeuanocs

yBennienue skernosunun (AUC) k po3syBacTatuny B 1,6 u 2,4 pasa, COOTBETCTBEHHO, 110

CPaBHEHHIO € HOCHTESIMA reHoTHIIOB SLCO1B1 ¢.521TT 1 ABCG2 c.421CC.

Ilokaszanust kK npuMenennio

e [lepBuunas THnepxonecrepunemus no ®penpukcony (tum Ila, BKmoyas CEMEHHYIO
TCTEPOSUTOTHYIO MHNIEPXOJIECTEPUHEMHIO) HITH CMEIIAaHHAS runepxosecrepunemus (tum IIb)
B Ka9eCTBE IONOHEHHS K IUeTe, KOT/Ia IUETa H APyTHe HEMEIMKaMEHTO3HEBIE METOIbI
JieueHus (Hanpumep, GU3nUecKue YUPQXKXHCHHs], CHI)KCHHE MACCHI TeJIa) OKa3bIBAIOTCSI
HEI0CTATOYHBIMH.

* CemeitHasi romo3urotTnas THIEPXOJICCTCPHHEMHS B Ka4€CTBE JOMONHEHHS K HETe U JpyToii
THITHICHIKAIOMEH Tepanuy (Harnpumep, JIITHIT-acepes), wmm B CllyqasiX, KOrja rmogooHas
Tepanus HeI0CTaTOYHO 3 heKTUBHA.

e [luneprpurmunepunemus (tun IV no DpeIPHKCOHY) B KAYECTBE J0MOTHEHHS K Jmere.

* Jlns 3amenienns mporpeccupoBanus aTCPOCKIICPO3a B KAYECTBE AOTIONHEHHS K JTHETE Y

IIaITHCHTOB, KOTOPBIM ITOKa3aHa Tepanus MJid CHUKECHUS KOHIICHTpalluK O6I.IICI‘O XCwu
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XC-JITTHIL.

* IlepBuyHas npopuIaKTHKa OCHOBHEX CCPACYHO-COCY IUCTBIX OCIOKHEHMIH (uHCY BT,
HH(DApKTa, apTepHaibHOiL PCBACKYJISPU3aIMH) Y B3POCIIBIX HAHEHTOB Ge3 KIIMHAYECKUX
npu3HakoB MBC, HO ¢ nmoBeImeRHEM PHCKOM ee pasButHsl (Bospact crapme 50 et st
MYIKYHH ¥ cTapiie 60 JeT [ist JKeHIKH, TOBIIIeHHAS KOHUEHTpanus C-peakTUBHOTO Gejka
(= 2 Mr/1m) npy HamHauH, Kak MHHHMYM OIHOTO U3 JAOIOJHHTEIHHBIX (axTopos pucka, Takmx
Kak apTepuabHas THIEPTEH3Hs, HU3KAs konnentpanus XC-JINBII, kypenue, cemeiinsiit
aHaMHe3 panHero Havana MBC).

IIporuBonokazanus

s Tabnerok 10 mr u 20 mr:

¢ TOBBIMICHHAs 9yBCTBUTEIBHOCTD K PO3yBacTaTHHY WK IFOOOMY M3 KOMIIOHEHTOB npenapara;

®  3a00JIeBaHNs NIEYEHHU B aKTHBHOM (hase, BxITOUas cTOliKOE MOBBIIIEHHE CBIBOPOTOYHOM
AKTHBHOCTH TPaHCAMHHA3 M OG0 MOBHIIIEHHE AKTHBHOCTH TPaHCAMHHA3 B CBIBOPOTKE
KpoBH (boutee 4em B 3 pasa o CPAaBHEHHIO C BEPXHEH IPaHHIEif HOPMBI);

® HapymeHHe GpyHKIHH MOYeK TSHKENOMH CTeleH (KK menee 30 MJI/MHH. );

®  MHOIATHS;

®  OIHOBPEMEHHBIA IIPHEM IHKIIOCTIOPHHA,

® Y IKCHIIUH: 6EPEMEHHOCTE, EPHO TPYZIHOTO BCKapMIIMBaHHUS, OTCYTCTBHE a/IeKBATHEBIX
METO/I0B KOHTpAIEIUH;

¢ TanHueHTam, PeJpacroNoKeHHBIM K Pa3BHTHIO MHOTOKCHYECKHX OCJIOKHEHHIA;

¢  HENCPEHOCHMOCTb JIAKTO3BI, AePUIIHT JIaKTA3bI WK TJIFOKO30-TalaKTo3Has MatbabcopOIHs
(mpenapar comepxut JIaKTO3y).

st tabnerok 40 mr:

¢  TOBBIIICHHAS YYBCTBUTEILHOCTD K PO3YBacTaTHHY WIIK JIIOOOMY M3 KOMIIOHEHTOB npenapara;
®  ONHOBDPEMEHHBIH IPHEM IHKJIOCIOPHHA;
® Y KCHIIMH: 6€PEMEHHOCTB, IEPHOL TPYZTHOTO BCKapMIJIUBAHMS, OTCYTCTBHE aleKBATHEIX
METOJIOB KOHTpAIENIIUH;
® 3a00JeBaHNs IEYEHH B AKTHBHOM (hase, BkmoUas cToiikoe moBbImeHKe CBIBOPOTOYHOM
aKTHBHOCTH TPaHCaMHHA3 U JI0G0€ MOBHIMICHHE AKTHBHOCTH TPaHCAaMHHAa3 B CBIBOPOTKE
KpoBH (6onee 4em B 3 pasa o CPaBHEHHIO C BEPXHEii rPaHHUIICH HOPMBI);
® MHAalHeHTaM ¢ (paKTOpaMu pucka pa3BUTHS MHoONaTHH/pabaOMHOIH3a, a HMEHHO:
- HapylieHne QyHKIHHT nodek cpenneif creneny Tsokectd (KK menee 60 mi/mun);
- THIIOTHPEO3;

- JINYHBIA UM CEMEHHBIH aHAMHE3 MBIIICYHEIX 3ab0seBanwuii;
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- MHOTOKCHYHOCTb Ha (h)OHE pHeMa IPyruX HHrHOUTOPOB I'MTI"-KoA-penykrass! nim
¢ubparor B anamHese;
- YpE3MEPHOE YNOTpeOICHHE aIKOTOJIs;
- COCTOSIHHSI, KOTOPbIE MOTYT IPHBOAKMTH K IOBBIIICHHIO ITA3MEHHOMN KOHIIEHTPAIIHH
pO3yBacTaTHHa;
- OZITHOBPEMEHHBIH IpueM (GubpaTos;
- TIAIMEHTAMH MOHTOJIOUTHOM Pachl;
®  HENEPEHOCHMOCTS JIAKTO3BI, AC(HUIMT JAKTA3h! HIIH [TFOKO30-TallakTO3Has MaTbabcopoHs
(Impemapat COIepXKHT JIaKTO3Y ).
C ocTopoxkHOCTBIO
Jlns Tabnetok 10 mr u 20 mr:

HAJIMYKE PUCKA Pa3BUTHS MHONIATHH/PAabIOMHOIIH3a — HapyIIeHHEe (YHKIUHA MOYeK, THITOTHPEO3,

JIMYHBIA WM CEMEHHbIM aHaMHE3 HACJIEJCTBEHHBIX MBIIICYHBIX 3a00JI€BAaHUH
NPEAMECTBYIOMMH aHAMHE3 MBILICYHOH TOKCHIHOCTH IIPH HCIIONIE30BAHAH IPYTHX MHTHOMTOPOB
I'MI'-KoA-penyxraspl uim hpubpaToB; upesmepHoe ynoTpebieHue aaKoros; BO3pact crapiie 65
JIET; COCTOSHHUS, IIPH KOTOPBIX OTMEYEHO MOBBIIEHHE [UIa3MEHHOU KOHIIEHTPALMH
pO3yBacTaTHHA; pacoBasi MPUHAIEKHOCTh (MOHTOJIOUIHAS Paca); OJJHOBPEMEHHOE Ha3HAYECHHE C
¢ubparamu (cm. pazzen «PapMaKOKHHETHKA); 3a60J1€BAHHS IIEICHH B AHAMHE3E, CEIICHUC;
apTepuaibHas THIOTeH3Hs; OOIIMPHbIE XUPYPTrHIECKHE BMENIATEILCTBA, TPABMBI, TSKENIbIE
MeTabO0IMIECKHE, SHIOKPHHHBIC HIIH 3JIEKTPOJIUTHBIE HAPYIIEHUS, WA HEKOHTPOJIUPYEMEIE
CYJIOPOXKHBIE TIPUTIAIKH.

JUts Tabaerok 40 Mmr:

Hapymenue ¢pynkumuu nouex nerkoii crenenn tspkectu (KK Gonee 60 Mi/Mum); Bo3pacT crapiue
65 siet; 3a00JIeBaHys IEYEHH B aHAMHE3€; CETICHC; apTephalbHas THIOTEH3Hs; OOIIMPHEIE
XHPYPrUYeCKHe BMEIIATEIbCTBA, TPABMBI, TSDHKENIbIE META00INYECKUE, SHIOKPUHHBIE HITH
SJIEKTPOJIUTHBIC HAPYIICHHSI, MM HEKOHTPOJUPYEMBIE CYIOPOKHBIE IIPUITAIKH.

IIpumenenue 6 neouampuueckou npakmuxe

OS¢ dexTHBHOCTE H Ge30MacHOCTh NPHMEHEHH s TIpenapara y netei 10 18 jer He ycTaHOBIeHa.
OneIT IpEMEHEHNs Npernapara B IIeJHaTPUIeCcKOi IPaKTHKe OrpaHHYeH HeOOIbIIHM
KOJIMYECTBOM zieTelt (0T 8 JIeT u cTapine) ¢ ceMeifHOM TOMO3HTOTHOM TUIepXoecTepHHeMuei. B
HacTosIIee BpeMsi HE PEKOMEH/Ty€eTCsl IIPUMEHSTh PO3yBacTaTHH y aeTeif 1o 18 jer.

Ilayuenmul ¢ napywenuem ynkyuu nevenu

JlaHHBIE WM ONIBIT IPUMEHEHHUS [Ipernapara y naluMeHToB ¢ 6auioM Beimre 9 o mkaie Yaitma-ITsio
OTCYTCTBYET (CM. paszensl « DapmakoauHaMukay u « Ocobble yKa3aHusa»).

IIpumenenne npu 6epeMeHHOCTH H B EPHO/ IPYAHOr0 BCKAPMJIHBAHHS
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Po3yBacraTvH npoTHBOIOKa3aH NpH O€PEMEHHOCTH U B TIEPHO/T JIAKTAIIHH.

JKeHIMHBI penpoyKTUBHOTO BO3pacTa JIOJDKHBI IPUMEHSTh aJIeKBaTHBIE METOIbI
KOHTpAIICTIUH.

ITockonbKy XOJIECTEpUH U APYTHE NPOIYKTHl OMOCHHTE3a X0JIECTEPHHA BXKHBI IUIST Pa3BHTHS
IUI0/1a, MOTEeHIHATBbHBIN pruck HHruOupoBanus ['MI'-KoA-pemxyKkTa3bl MpeBhIMIAET MOJIb3y OT
IIpUMEHEHHsI Ipenapara y 6epeMeHHBIX.

B ciryyae BO3HUKHOBEHHUS! O€PEMEHHOCTH B IIPOIIECCE TEPAIHH TPHEM TIpernapaTa J0JDKeH ObITh
IIpEeKpalleH HEMEJIECHHO.

JlaHHBIE B OTHOIIICHUH BBIIETICHUS PO3yBacTaTHHA C TPYIHBIM MOJIOKOM OTCYTCTBYIOT, TO3TOMY B
IIEPUOJI TPYTHOTO BCKapMJIMBaHMs IIPHEM IIpenapara HeOOXOUMO MPEKPaTUTh (CM. pa3aen
«IIpoTuBOnOKa3aHU»). : ‘

Cnocob npauMeHeHHSsI ¥ 103bI

BHyTpb, HE pa3zKeBbIBaTh U HE U3MEIbYaTh TAOJIETKY, IPOTJIATHIBATH IIEJTMKOM, 3aITUBasi BOOM.
[Tpenapar MoXxeT Ha3HAYaTHCS B JIIOOOE BpeMsi CYTOK HE3aBUCHMO OT IPHEMa ITHIIH.

Jlo Havasa Tepanuu po3yBaCTaTHHOM IAIlMEHT JODKEH HayaTh COOJIIOAaTh CTAaHAAPTHYIO
THIIOXOJIECTEPHHEMHMYECKYIO TUETY U IIPOAOIDKATh COOMIOAATh €€ BO BpeMs JieueHus. Jlo3a
npenapaTa J0/oKHa IOAOHPaThCs HHUBUIYATbHO B 3aBUCHMOCTH OT LieJIel Tepaiu 1
TEPaNeBTHYECKOr0 OTBETA Ha JICYEHHE, IPUHUMAs BO BHUMAHUE TEKYIIHe PEKOMEH IAIHH 110
11€JIEBOM KOHIIEHTPALIUH JIMITHIOB.

Pexomenyemas HaganbHas 103a JUls MTAIMEHTOB, HAYMHAIONIMX IPHHAMATH [IPEeIapar, Wik s
IAIIMEHTOB, NIEPEBEJCHHBIX ¢ MpreMa Apyrux uHruoutopoB I'MI'-KoA-penykrassl, 10/DKHA
cocraniaTh 5 Mr wik 10 Mr po3yBacratusa 1 pa3 B cyTku. [Ipu BeIOOpe HAYaTbHOM O3B CIIEAYET
PYKOBOJICTBOBATHCS MHAMBUY aIbHOM KOHIEHTpAlMEH XOJIeCTepUHA U IIPUHUMATh BO BHUMaHHE
BO3MOXKHBI! PHUCK CEPIAEYHO-COCYAUCTHIX OCIIOKHEHHH, a TAK)Ke HEOOXOJUMO OLIEHHBATh
NOTEHIHAILHBIA PUCK Pa3BUTUs I0O0UYHBIX 3¢ (dekToB. B ciryyae HE0OX0IUMMOCTH, 1032 MOXKET
OBITH yBeNMUYeHa 10 Oobmueit yepes 4 Henenu (cM. pasaen « DapMakoHHAMHUKAY).

B CBs31 ¢ BO3MOXKHBIM pa3BUTHEM NOO0YHBIX 3 (HEeKTOB npH npuemMe 10361 40 Mr, 10 CpaBHEHHIO
¢ Gosiee HU3KUMU J103aMH Ipenapara (cM. paszen «Ilo6ouHoe eicTBrE), yBEIUYEHHE 035l 10
40 Mr, mocye JONOJTHUTETBHOTO IPHeMa 036l BBIIIE PEKOMEH/IYEMOM HauaIbHOM 0361 B TCYEHHE
4-X HelleNb Teparuu, MOXKET MPOBOAUTECS TOJIBKO Y IMAIMEHTOB C THKEION CTENEHBIO
THIIEPXOJIECTEPUHEMHUH U C BBICOKMM PUCKOM CEPAECYHO-COCY TUCTHIX OCIOKHEHHH (OCOOEHHO Y
MAlHEHTOB C CEMEHHOM rMIIEPXO0JIECTEPHHEMHEH ), Y KOTOPBIX HE OBLIT TOCTUTHYT YKeJlaeMBbIi
pe3yabTaT Tepauy IIpy Ipueme 1036l 20 Mr, 1 KOTOpbIe Oy IyT HAXOAUTHCS MO/ HAOIIOI€eHHEM
cnenuanucra (M. paszaen « Ocodble yka3aHusy). PekomMeHayeTcs 0COOEHHO TIIATEILHOE

Ha6JIIOI[eHI/Ie 3a NIallM€HTaMHU, IIOJYYarOIIUMHU IIperiapar B J103€ 40 wmr.
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He pexomennyercs Hasnauenue 0361 40 MI nanpeHTaM, paHee He OOpamaBIIAMCS K Bpagy.
Iocne 2-4-x Henenb Tepanuii u/uiy MpH NOBBIEHHH J03bI PO3yBAaCTATHHA HEOGXOAMM KOHTPOIIb
TOKa3aTe/Iel IUITHAHOro 0OMeHa (pu HeOOXOAMMOCTH TPEOYETCs KOPPEKIHS 1035I).

Ipumenenue y ocobuix 2pynn nayuenmos

Toowcunvie nayuenmul

He tpebyercs koppeKIuu 10351,

Ilayuenmul ¢ napywenuem ¢ynkyuu novex

Y narnueHToB ¢ HapyIeHHeM QyHKIHH [0YeK JIETKOH MM CPeIHEeH CTENeHH TSHKECTH KOPPEKIHSI
710361 HE TpebyeTcsi. Y mauuenToB ¢ HapymeHneM QyHKIuH moyek Tsokernoi crenenu (KK menee
30 MJI/MHH.) NpUMEHEHHE PO3yBacTaTHHA IPOTHBOIIOKA3AHO. ITpoTHBONOKA3aHO IPUMEHEHHUE
npenapara B 03¢ 40 MI' y IalMEHTOB ¢ HapyIICHHSIMHA (YHKIMH IIOYEK CPEIHEH CTeNeH
TsokecTH (KK 30-60 ma/mun.) (eM. paszuen «Ocobble yKa3aHUs» U «DapMaKoIMHAMHUKAY).
[lauuentam ¢ HapymenneM QyHKIUH I0YEK CPETHEH CTENEHH TSHKECTH PEKOMEH/TyeTCs
HavajbHas J03a Ipernapara 5 mr.

Iayuenmor ¢ napywenuem gynxyuu nevenu

PosyBacratun mpoTHBOIOKa3aH MaMeHTaM ¢ 3a60JIeBaHUSIMH TIEYeHH B aKTHBHOI daze (cm.
pasnen «IIpoTuBonokaszanusy).

Omuuyeckue 2pynnul

[1pu u3yvennn hapmMakOKHHETHIECKHX TApAMETPOB PO3yBaCTATHHA y NaIMEeHTOB,
[PHHA/UIOKAMINX K Pa3HBIM 3THHYECKHUM FPYIINIaM, OTMEYEHO YBEIHYECHHE CHCTEMHOM *
KOHICHTPAIIMK PO3yBACTATHHA y ATOHLEB U KHTai1eB (cM. pasaern «Ocobble yKa3aHHs).
CrientyeT y4auTHIBaTh JaHHBIH (aKT NpH HA3HAYCHUH pO3yBacTaTWHa JaHHBIM IPyIIIaM
nanuenToB. [Ipu HasHadennu 103 10 Mr 1 20 Mr peKkoMeHTyeMast HauaIbHas 1032 JUIs [alUEHTOB
MOHT'OJIOU/THOM packl cocTapisieT 5 mr. [IpoTHBONMOKa3aHO Ha3HAYEHHE npemnapara B 1o3e 40 mr
TAIMCHTaM MOHTOJIONTHOH packl (cM. paszien «IIpoTuBonokaszanusy).

I'enemuyeckuii nonumoppuszm

Y Hocuteneii rerorunos SLCO1B1 (OATPIBI1) ¢.521CC u ABCG2 (BCRP) c.421AA
OTMEHaock yBennyenne skenouimu (AUC) K po3yBacTaTHHy 110 CPaBHEHHIO ¢ HOCHTEISMU
renotunoB SLCOIBI ¢.521TT u ABCG2 ¢.421CC. J[i1s HalmeRToB-HOCHTE el TeHOTHIIOR
¢.521CC u ¢.421AA pexomeHyeMas MaKCHMaJIbHAs 1032 po3yBacTaTtuHa cocranisieT 20 Mr oquH
Pa3s B CyTKH (cM. pasziensl « DapMakOKHHETHKAY, «Ocobble yKa3aHus» U «B3aumopeiicTaue ¢
APYTHMH JICKaPCTBEHHBIMH CPEJICTBAMH).

Ilayuenmol, npedpacnonocennvie k Muonamuu

IIpotuBonoka3ano Ha3HaYeHHe Mpenapara B 103e 40 MI MaHeHTaM ¢ (akTopamu, KoTOpEIE

MOryT yKa3bIBaTh Ha IIPEAPACIIOI0KEHHOCTD K Pa3sBUTHIO MUOIIATHH (CM. pasacia

10
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«[TporuBonokazanus»). [Ipu HazHagennu 103 10 Mr u 20 Mr pekoMeHfyeMas HadanbHas 103a IS
JITAHHOM TPYIITBI MAIHEHTOB COCTABISIET 5 MI (cM. paszen «[IpoTuBomokazanus»).
Conymcmeyrowas mepanus

Po3yBacTaTHH CBSA3BIBACTCS C a3 IMYHBIMHU TPAHCIIOPTHBHIME OesikaMu (B gacTHOCTH, ¢ OATP1B1
u BCRP). IIpu coBMecTHOM npUMEHEHUH pO3yBacTaTHHA C JIEKAPCTBEHHBIMHU IIperiapaTaMu
(TakMMHU KaK UKJIOCIIOPHH, HEKOTOpble HHIHOUTOPHI npoTeazsl BUY, Bkmovas koMOuHAIMIO
PHUTOHABUPA C aTa3aHABUPOM, JIONWHABHPOM H/HJTH THIPAHABHPOM ), TIOBBIIIAIOIIMMHI
KOHIIEHTPAIIMIO PO3yBacCTaTHHA B IIa3ME 3a CYET B3aMMOJAEHCTBHS C TPAHCTIOPTHBIMHU OeTKaMH,
MOJKET MOBBIMIATHCS PUCK MUOTIATHH (BKJIIOYas pabaomMuoim3) (cM. pa3aensl « OcoOble yKazaHus»
U «B3anmonelcTBuUs C IPyTUMHU JIEKAPCTBEHHBIMHU CpeAcTBaMu»). ClleyeT 03HAKOMHTHCS C
MHCTPYKIHMEH 0 IPUMEHEHHIO STHX IPEnapaToB Nepes] UX Ha3HAYCHUEM COBMECTHO C
poO3yBacTaTHHOM. B Takux ciydasx cielyeT OLeHHTh BO3MOXKHOCTh Ha3HAYSHHUS aTbTePHATUBHOM
Tepaluy WK BPEMEHHOI'O IpeKpaleHus IpueMa npenapata. Eciiu jxe mpuMeHeHne yKa3aHHBIX
BBILIIE [IPENapaToB HEOOXOAUMO, CIIEYET OLEHUTh COOTHOIIEHHUE TTOJIb3BI M PHCKa

COITy TCTBYIOIIEH TepalyK pO3yBaCTATUHOM U PACCMOTPETh BO3MOXKHOCTh CHH)KEHHS €T0 03I
(cM. paszien «B3auMoneicTBrE ¢ APYTMMU JIEKAPCTBEHHBIMHU CPEICTBAMHEY).

IToGounoe aelicrBue

[To6ounsle 3¢ dexTs, HabMOaEMbIe P IPUEMe Ipenapara, OOBIYHO BHIPAXKEHBI
HE3HAYUTENIBHO U IPOXOJAT CaMOCTOATENbHO. Kak U npu npuMeHEeHUH APYTHX HHTHOUTOPOB
I'MTI'-KoA-pemyKTa3ssl, 4aCTOTa BO3HUKHOBEHHS TOO0YHBIX 3()(HEKTOB HOCHT, B OCHOBHOM,
JI0303aBHCUMBIH XapakTep.

YacToTa BO3HUKHOBEHHs HEXKEJIATeNIbHBIX PEaKIUii Ipe/ICTaBlIeHa CIIEAYIOIUM 00pa3oM: 9acTo
(> 1/100, < 1/10); mewacto (> 1/1000, < 1/100); peaxo (> 1/10000, < 1/1000); ouens peaxo

(< 1/10000), HeyTOUHeHHAs YacTOTA (HE MOXKET OBITh MOCYATAHA T10 MMEIOIIMMCS TAHHEIM).

TabnuuHbli IEpeYeHb HEKEIATEILHBIX peakIui

B tabmmne 3 mpencrasieH npodib HeXXeTaTeIbHBIX PeaKiii pO3yBacTaTHHA 0 JaHHBIM
KITMHAYECKUX UCCIIE0BAHUH U IIHMPOKOT0 MOCTMAPKETHHIOBOTO IIPUMEHEHHUST; HEXKEIATEIbHbIE

pCaKnuu CrpyImrupOBaHbl II0 KATETOPUAM YaCTOTHI M KJIacCaM CHCTEM OPraHOB.

Tabauna 3. HexkearesqbHbIe peaKIHA M0 AAHHBIM KJIHHHYECKHX HCCJIEI0BAHMMN H

IHOCTMAPKETHHIOBOI'0 IPHMEHECHHU A

Kuaace cucrem Yacro Heuacro | Peaxo Ouens | Heyrounennas
OpraHoB PeAKo | HacToTa
Hapymenus co Peaxiuu

CTOPOHBI HOBBIIIEHHOU

UMMYHHOU qyBCTBUTEIILHO

CHCTEMBI CTH, BKJIIOYAst

11
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QHTHOHEBPOTHY
€CKHUHU OTEK

Hapymenus co
CTOPOHBI
SHJIOKPHUHHOM
CHCTEMBI

CaxapHbIit
nuader 2-ro
THIIA

Hapymenus co
CTOPOHBI
HEPBHOHU
CHCTEMBI

TI'onoBHas
00JIb,
TOJIOBOKPYK
eHHue

[Toreps
WIH
CHIDKEH
ue
aMsTH

[epudepugeckas
HeWponaTus

Hapymenus co
CTOPOHBI

HKEITy JOYHO-KHUIIIE
YHOT'O TpakTa

3anop,
TOIIIHOTA,
60116 B
KUBOTE

[Tankpearur,
MOBBIIIIEHHUE
aKTUBHOCTH
«TI€YEHOYHBIN»
TpaHCaMUHa3

Kentyx
a,
TeraTuT

Juapes

Hapymenus co
CTOPOHBI KOXKH H
TTOKOMHBIX
TKaHeH

KoxxubIit
3yQ
KOJKHasI
CHIIIb,
KpanuBH
HIa

Cungpom
Crusenca-J>xoHCO
Ha

Hapymenus co
CTOpPOHBI
CKEJIETHO-MBIIIEY
HOHU U
COCJIMHUTEJIbHOMU
TKaHH

Muanrus

Mpuonartus
(BKMIOUAst
MHO3UT),
pabaoMuoIu3

Aptpan
rus

WmmynOo-omocpeno
BaHHas
HEKPOTH3HPYIOIIast
MHOIIATHS

Ob6mue
paccTporcTBa U
HapyLIeHHs B
MeCTe BBEACHUS

AcTeHHnYecK
U CHHIPOM

[lepudepuueckue
OTEKH

Hapymenus co
CTOPOHBI KPOBHU H
muMpaTHIeCcKOR
CHCTEMBI

Tpom6ouuTonenus

Hapymenus co
CTOPOHBI
JIbIXaTeIbHOU
CHCTEMBI,
OpraHoB I'pyHOMU
KJIETKU U
CPEIOCTEHHUS

Kamens, oxpimka

Hapymenus co
CTOPOHBI IIOYEK U
MOYEBBIBOISIIUX
nyTen

'ematy
pust

Hapymenust co
CTOPOHBI
PEeIpPOAYKTUBHOM
CHUCTEMBI B
MOJIOYHBIX XKeJe3

I'maexomactus
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Hapywenus co cmopoHbvl noyex u Mo4eevi800Auux nymeu

VY nmaI#@eHToB, MOJyYaBIIuX PO3YBAaCTATHH, MOXKET BBIBIISITHCS IPOTEHHY puUsl. M3MeHenus
Kosi4ecTBa Oeka B Mode (OT OTCYTCTBHS MJIH CJIEIOBBIX KOJIMYECTB A0 ++ MK O0JIbIIe)
HabmomaoTes y MeHee 1 % namuenToB, norydaronmx 10 - 20 Mr npenapara, u'y
npuOH3UTENBHO Y 3 % manueHToB, noxydaromux 40 mr npenapara. He3HaguTenbsHOE H3MEHEHUE
KoJIn4yecTBa Oejika B MO4e OTMEYaJIoch Ipu mpueme 10361 20 Mr. B 60IbIIUHCTBE CiTydaeB
IPOTEHHYPHUSI YMEHBIIIACTCS UM UCYE3aeT B MPOLIECCE TEPANUU M HE O3HAYaeT BOSHUKHOBEHHS
OCTpPOTO WU TIPOTPECCHPOBAHUS CYIIECTBYIOMIETO 3a00IeBaHMsI TOYEK.

Hapywenusi co cmopoHbl ckenemHo-mMululeYHOU U COeOUHUMENbHOU MKAHU

[Tpu npuMeHeHnH po3yBacTaTHHA BO BCEX J103aX U, B OCOOCHHOCTH IIpH pUEME /103 IIpenapaTta,
npeBbimaonmx 20 Mr, coodmanock o ciaeayomux 3bdekrax B OTHOIIECHUH
OIIOPHO-JIBUTATEILHOTO alapaTta: MAAJITUs, MUOTIATUs (BKJIIOYAsi MHO3HUT), B PEAKHX CITydasiX —
pabIOMHOITU3 C OCTPOH MOYEYHOM HEAOCTaTOYHOCTHIO HiTH Oe3 Hee.

Jlo303aBucCHUMOE MOBHIIEHHE aKTUBHOCTH KpeatuHpocdokuHazbl (KOK) nabmonaercs y
HE3HAUYUTEJIHOTO YHCIIA MAlMEHTOB, IPHHUMABIIIMX PO3yBacTaTUH. B OOJIBIIMHCTBE ClTydyaeB OHO
ObUTO HE3HAYUTETHHBIM, OECCUMIITOMHBIM ¥ BPEMEHHBIM. B cilydae mOBBIIIEHHUS] aKTHBHOCTH
KOK (60omee yem B 5 pa3 o CpaBHEHHUIO C BEpXHEH rpaHHIIEeH HOPMBI) Teparnus J0JDKHA OBITh
nprocTaHoBiieHa (cM. pa3nen «Ocobble yKa3aHus ).

Hapywenus co cmoponvl nevenu

ITpu npuMeHeHnH po3yBacTaTuHa HaOIIOJAETCs J0303aBUCHMOE TTOBBIIEHHE aKTHBHOCTH
«TEYEHOYHBIX» TPAHCAMHHA3 Y HE3HAYUTEILHOTO YHCIIa TAllMeHTOB. B GobIIHHCTBE CllyyaeB
OHO HE3HAYUTEIBHO, OECCUMIITOMHO ¥ BPEMEHHO.

Hzmenenus nabopamopmvix noxazameneu

[Tpu nprMeHeHnU po3yBacTaTHHA TaKxKe HaOIOATUCH CIIEAYIOIIUE H3MEHEHHUS J1Tab0opaTOPHBIX
NoKa3aTesei: MOBBIIICHHE KOHIIEHTPAIIMH TITIOKO03bI, OMIIHpyOHHA, aKTHBHOCTH

raMMa-IiIy TaMHJITpaHCIeNTH A3k, MEeT09HOM (pocdarasbl, HapyIeHUs GYHKIUN IUATOBUIHOM
HKEIe3bl.

[Ipu npuMeHEeHHH HEKOTOPHIX CTATUHOB COOOIIAIOCH O CIIEIYIOMUX HeXeIaTeIbHbIX SIBICHUSX:
JIeTpeccusi, HapyIeHHe CHa, BKIII0Yasi OECCOHHUILY M «KOIIMapHbIe» CHOBHICHUS, CEKCyaTbHAs
TUCYHKIUS, THTIEPTIIUKEMHES, MOBBIIIIEHHE KOHIIEHTPAI[UH TIHKHJIMPOBAHHOTO TeéMOTJIO0HHA.
Coo06manocek 0 eIMHUYHBIX CITyYasX HHTEPCTHIHATBHOTO 3a00JIeBaHuSs JIETKUX, OCOOEHHO ITPpH
JUTATEJIHHOM ITPUMEHEHUH TIpenaparoB (cM. pasaen « OcoOble yKazaHus»).

Ilepeno3supoBka

[Tpu OHOBPEMEHHOM TpHEME HECKOJIBKUX CYTOYHBIX /103 (hapMaKOKHHETHYECKUE NTapaMeTphI

po3yBacTaTHHA HE U3MEHSIOTCA.
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Cnenududeckoro nedeHus Ipyu nepe103upoBKe po3yBacTaTuHa He cymecTyer. [Ipu
NepeI03UPOBKE PEKOMEHIYETCS IIPOBOIUTH CHMIITOMAaTHYECKOE JICYCHUE U MEPOIPUSATHS,
HaIpaBJIeHHBIE HA MOIepKaHue (yHKIUH )KU3HEHHO BaKHBIX OpraHoB u cucteM. Heo6xoaum
KOHTpoub QyHKIMK nedeHu U ypoBHs KOK. ManosepositHo, uTo remoauamms Oynet

¢ eKTHBEH.

B3anmoaelicTBHE ¢ IPYTHMH JIEKAPCTBEHHBIMH CpPeCTBAMH

Bimsinue nmpuMeHeHHs IPYTHUX MIpernapaToB Ha PO3yBACTaTHH

Hneubumoper mpancnopmmuuix 6enxkos

Po3yBacTaTus cBA3bIBaeTCs ¢ HEKOTOPBIMHU TPAHCIIOPTHBHIME Oenkamu, B 9acTHOCTH, ¢ OATP1B1
u BCRP. ConmyTcTBylomee npuMeHeHHE IpenapaToB, KOTOPBIE SBISIOTCS HHTHOUTOPAMH STHX
TPaHCIIOPTHBIX OEJIKOB, MOKET COIIPOBOXK/IATHCS YBEINYEHHEM KOHIIEHTPAIL[UH PO3yBaCTaTHHA B
IIa3M€ KPOBH Y IOBBIIIEHHBIM PUCKOM pa3BUTHUsI MHONIATUH (cM. Tabmuity 4 u pazzaensl «Criocod
IIPUMEHEHHS U 103b1» U «OcoObIe yKazaHHs»).

Luxnocnopun

ITpu ogHOBpEMEHHOM NPHMEHEHUH po3yBacTaTHHA | IuKiiocnopuHa AUC po3yBactaTiHa Oblia
B CpeJIHEM B 7 pa3 BBIIIE 3HAYEHHsI, KOTOPOE OTMEYAJIOCH Y 3/I0POBBIX TOOPOBOJIBIEB (CM.
Tabnuny 4). He BnuseT Ha I1a3MEeHHYIO KOHIIEHTPAIMIO [IUKIOCIIOPHHA.

Hnzubumoper npomeasul supyca ummyHooeguyuma yenosexa (BHY)

CoBMecTHOE TPHMEHEHUE PO3yBacTaTHHA C OIIpe/ie/IeHHBIME HHTUOHuTOpamMu nporeassl BUY wim
¢ KomOuHanuei nHruouTOpoB npoteassl BUY moxer yBenuuuts sxcnosummio (AUC)
posyBacraTuHa J10 7 pa3 (cM. Tabmuiy 4). Koppekius 10361 po3yBactaTuHa TpedyeTcs B
3aBHCHMOCTH OT 0)KHJAEMOM CTETIEHU YBEJIMUEHHS €r0 SKCIO3UIHH (CM. pa3/ielbl
«IIpotuBonokazanus» u «Criocod MpUMEHEHHS U I03BI»).

Iemehubposun u opyzue sunonunudemuyeckue cpeocmea

CoBMecTHOE TPEMEHEHHE PO3yBacTaTHHA M reMpuOpo3uiia IPUBOIKT K YBEIUYEHHIO B 2 pasa
MaKCHMaJIbHOM KOHIIEHTPALMK po3yBacTaTuHa B mia3me kpoBu 1 AUC posyBacratuHa (CM.
paznen «Ocobble ykazanus»). OCHOBBIBAsICh Ha JAHHBIX IO CIEH()UIECKOMY B3aUMOIEHCTBHIO,
He O)kuaeTcs (papMaKOKMHETHYECKH 3HAYMMOTO B3aUMOIEUCTBHS ¢ (PeHO(DHOPATOM, BO3ZMOKHO
bapmMaKoIMHAMHYECKOE B3aHMOICHCTBHE.

I'emdubposzuin, penodpudpar, npyrue GuOpPaTH ¥ JTHITHICHUKAIOIIKE 1035 HAKOTHHOBOM
KHCJIOTHI YBEJIHYMBAIIA PHCK BOSHUKHOBEHHUSI MHOIIATHH IIPU OJHOBPEMEHHOM NMPUMEHEHHH C
uaruburopamu ['MI'-KoA-peykra3sl, BOSMOXKHO B CBSI3H C TEM, YTO OHH MOTYT BBI3HIBAThH
MHOTIATHIO NP IPUMEHEHUH B MOHOTepanuH (cM. paznen «Ocobwie ykazanusy). [Ipu
OJIHOBPEMEHHOM IIpHEME PO3yBacTaTuHa ¢ reMpudpo3miom, pubpataMu, HEKOTHHOBOM

KHCJIOTOHM B JIMIIMICHIKAIOIMX 103ax (6onee 1 r/cyT.) HauabHas J03a Mpenapara He JO/DKHA

14
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IPEBBIATh 5 MI', IpUeM B 03¢ 40 MI POTUBOIIOKA3aH IPH COBMECTHOM Ha3HAYEHHH C
dubparamu (cM. paszens «IIporuBonokazanus», «Cocob mpuMeHeHHs U 10351», «OcoObie
yKa3aHHUs»).

Dzemumubd

OnHOBpEeMEHHOE MPUMEHEHHE po3yBacTaThHa B 03¢ 10 Mr u 33eTMuba B 103¢ 10 Mr
compoBoxaanocs ysenudeHueM AUC po3yBacratuna B 1,2 pa3a y MaldeHTOB ¢
runepxosiecTepuHemMuei (cM. Tabuuny 4). Henmb3s HCKIIIOYHTH yBETHUSHHE PHCKA
BO3HHUKHOBEHHS OOOYHBIX 3 (HEKTOB U3-3a (hapMaKOAUHAMHUIECKOTO B3aUMOICHCTBHS MEKTY
PO3yBacCTaTUHOM U 33€THMHUOOM.

Anmayuowl

OnHOBpEMEHHOE IPUMEHEHHE PO3yBaCTaTHHA U CYCIIEH3MI aHTAIU/IOB, COIEPIKAIMX MATHUS U
QIIOMHUHHMS THAPOKCH]I, IPUBOAUT K CHU)KEHHIO IUTa3MEHHOM KOHIIEHTPAIMU pO3yBacTaTHHA
npumepHo Ha 50 %. Jlanubii s ekt BeipaxkeH crabee, €CliM aHTaIU/Ibl IPUMEHSIOTCS Yepes 2
Jaca 1ocjie npremMa posypacratua. KimmHudeckoe 3HaueHHe 0 J00HOTO B3aUMOJICHCTBHS HE
U3y4aoch.

Spumpomuyun

OaHOBpeMEHHOE IPUMEHEHHE PO3yBacTaTHHA M SPUTPOMHUIIMHA IPUBOIAMT K yMeHbIeHnio AUC
posyBactatuHa Ha 20 % u Cmax po3yBactaTuna Ha 30 %. [Togo6HOE B3auMOIENCTBHE MOKET
BO3HMKATh B Pe3yJIbTaTe YCUJICHHSI MOTOPHKH KUIIEYHUKA, BEI3BIBAEMOTO IIPUEMOM
SPUTPOMHIIMHA.

H3opepmenmer yumoxpoma P450

Pesynprarel uccnenoBanuii in vivo u in vitro nokasaiad, 4TO pO3yBacCTaTHH HE SBJISIETCS HU
HHIHOUTOPOM, HU HHIYKTOPOM u30(pepMenToB nuroxpoma P450. Kpome Toro, po3yBacraTus
ABJIIETCS CJ1abbIM CyOcTpaToM Iist 3THX H30(hepMeHTOB. [ToaTOMY He OXHIaeTcs
B3aMMOJIEHCTBHS PO3yBacCTaTHHA C JPYTUMH JIEKAPCTBEHHBIMHU CPEJICTBAMH HA YPOBHE
Metabosu3Ma ¢ yqactiueM u3odepmeHToB nutoxpoma P450. He oTMedeHO KIIMHHYECKH
3HAYMMOT'0 B3aUMOEHCTBHUS pO3yBacTaTHHA C (IIyKOHA30JI0M (MHTHOMTOPOM H30(EepPMEHTOB
CYP2C9 u CYP3A4) u xerokonazonoM (uaruduropom uzopepmentoB CYP2A6 u CYP3A4).
Dy3uooeasn kucroma

HccnenoBanuii o U3y4eHHIO B3aMMOAECHCTBHUS po3yBacTaTHHA M (PYy3HIOBOM KHCIOTHI HE
npoBoauiIock. Kak u mpu npueme Ipyrux CTaTHHOB, OBLTH IOJTy9€HbI TOCTMApKETHHTOBBIE
coo0IIeH s 0 CiTydasix pabJOMHUOIIH3a TPU COBMECTHOM IPHEME po3yBacTaTHHA U (y3UI0BOM
kucinotel. Heobxoaumo npuctanbHo HabmoaaTh 3a manuentamu. [Ipu HeobxoaumocTH,

BO3MOXHO BPEMEHHOEC IIPEKPAICHUE ITpHEMa pO3yBaCcTaTHHA.
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BzaumoieiicTBre ¢ JICKAPCTBEHHBIMU CPEJICTBAMH, KOTOPOE TPeEOYET KOPPEKIIUHN T103EL

po3yBacTaTHHa (CM. Ta0IHILy 4)

Ho3y npemnapara ciieryeT KOppeKTHPOBATh IPH HEOOXOAUMOCTH €I COBMECTHOTO IIPHMEHEHHS C

JICKapCTBEHHBIMHU CPEIICTBAMHU, YBEIIMYHUBAIOIIUMHU SKCIIO3UIIUIO po3yBaCTaTHuHa. CJICL[yeT

O3HAaKOMHUTBECH C PIHCTpYKHPIeﬁ 110 IIPUMEHEHHUIO 3THX IIPEIIapaToB IIE€pE] UX HA3HAUYCHUEM

COBMECTHO C pO3yBaCTaTHHOM. Ecnu OXHUIACTCs YBCIIMYCHUE SKCIIO3UIIUA B 2 pasa u 6onee,

HavajlbHasd 103a MpenapaTa po3yBaCTaTHH HE IOJDKHA IIPEBEIIIATH 5 Mr oguH pa3 B CyTKH. Taxxe

CIIEyeT KOPPEKTHPOBATh MAKCUMAIBHYIO CYyTOYHYIO 03y PO3yBacTaTHHA TaK, YTOOBI

OXHJacMasl SKCIIO3ULHA pO3yBaCcTaTHHA HE IIPEBRIIIAJIa TAaKOBYIO UIA JO3BI 40 MT, l'IpPIHPIMaeMOfI

6e3 OJHOBPEMCHHOI'O HA3HAYCHMUS JICKAPCTBEHHBIX CPEACTB, BBaHMOIIeﬁCTBYIOHIHX C

PO3yBaCTaTHHOM. HanpnMep, MaKCHMaJIbHasl CyTOYHAs 103a pO3yBacTaTHHA HPHU

OIHOBPEMEHHOM IIPUMEHEHHUH C IMKIOCIOPHHOM COCTaBJISIET S5wmr (YBGJII/I‘ICHI/IC OKCIIO3HMIIMH B

7,1 paza), ¢ puToHaBUpOM/aTa3aHaBUpoM — 10 Mr (yBenndeHne SKcrno3unuy B 3,1 pasa), ¢

reMmpu6posuaom — 20 Mr (yBelHueHHe IKCIIO3UIMH B 1,9 pasa).

KOppCKIIHH HAYaJIbHOM J03BI po3yBaCTaTHuHa HE Tpe6yeTC$I, €CJIH OXKHUIACTCA YBCIIHUYCHHUC

SKCIIO3UIIMK MEHEE YeM 2 pa3a, OTHaKO, IPH YBCIIMYCHUH J03bI pO3yBacTaTHHA BBIIIE 20 mr

cienyer CO6J'IIOI[aTI> OCTOPOXXHOCTB.

Tabinua 4. Bausiaue comyTcTBYIONI el Tepanuyu Ha YKCNO3UNEI0 posyBacTaTuHa (AUC,

AaHHbIE IPHBEIEHBI B NOPs/IKe YObIBAHAS BeJHYHHBI YKCIO3HIHHA) — Pe3y JIbTATHI

OﬂyﬁJﬂlKOBaHﬂbIX KIIHHHYEeCKHX HCCIeI0BAHHH

YBeqMueHHe IKCNO3HIHHA PO3yBACTATHHA B 2 U 00J1ee pa3a

PexuM conmyTcTByI0mei Tepanun

Pexum npuema
po3yBacTaTHHA

N3menenne AUC!
po3yBacTaTuHa Mo
CPABHEHHIO €
MOHOTepanuei

CodocOyBup/BenmaracBup/BOKCHIIATIPEBAP
(400 mr — 100 mr — 100 mr) +
Bokcwmiianpesup 100 mr 1 pa3 B cyT., 15 quei

10 Mr ofHOKpaTHO

VYBenuuenue B 7,39 paza

[Muxnocnopun 75-200 mr 2 pasa B CyT.,
6 Mmec.

10 mr 1 pa3 B cyT.,
10 nue#

VBenuvenue B 7,1 paza

Haponyramuzg 600 Mr 2 pasa B CyT., 5 qHei

5 MI' OTHOKPATHO

YBenuuenue B 5,2 paza

Peropadenut 160 mr 1 pa3 B cyT., 14 nuei

5 MI' OTHOKPATHO

YBenuuenue B 3,8 paza

Arta3zanaBup 300 mr/putonasup 100 mMr
1 pa3 B cyT., 8 nHel

10 Mr ogHOKpaATHO

VBenuuenue B 3,1 paza

Cumenpeup 150 mr 1 pa3 B cyT., 7 nHei

10 Mr oJTHOKpaTHO

YBenuuenue B 2,8 pasza

Benmaraceup 100 mr 1 pa3 cyT.

10 Mr OTHOKpPATHO

YBenuuenue B 2,69 paza

Owmb6wutacsup 25 mr/mapuranpesup 150
mr/puronasup 100 mr/macabysup 400 mr 2
pasza B CyT.

5 MI OJHOKpPATHO

VBenuuenue B 2,59 paza

['pazonpeBup 200 mr/an6acsup 50 mr 1 pa3 B
CYT.

10 Mr otHOKpaTHO

VBenuuenue B 2,26 pasza
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I'nexanpesup 400 mr/mubpenracsup 120 Mr | 5 Mr oHOKpaTHO VBenuuenue B 2,2 pasa
1 pa3 B cyT., 7 nHel
Jlonuuasup 400 mr/putonasup 100 mr 20 mr 1 pa3 B cyT., VBenuyenue B 2,1 pasza
2 pa3a B cyT., 17 nueii 7 nHew
Knomuznorpen 300 mr (sarpy3ounas g03a), | 20 Mr 0JHOKpaTHO VBenuuenue B 2 pasa
3ateM 75 Mr yepe3 24 4
['empubpo3nn 600 mr 2 pasa B cyT., 80 Mr ogHOKpaTHO VBenuuenue B 1,9 paza
7 nHeit
YBenueHne IKCHO3HIHA PO3yBACTATHHA MeHee 4eM B 2 pa3a
Pexum comyTcTByomeii Tepanun Pexum npuema H3smenenne AUC!
po3yBacTaTHHA PO3yBacTATHHA 10
CPaBHEHHIO ¢
MOHOTepanuei
Onrpombonar 75 mr 1 pa3 B cyT., 5 nHeit 10 Mr ogHOKpaTHO VYBenuuenue B 1,6 pasa
Japynasup 600 MF/pHTOHaBHp 100 mr 10 mr 1 pa3 B cyT., VBennuenwue B 1,5 paza
2 pa3a B cyT., 7 aHei 7 nHeH ¢
Tunpanasup 500 MF/pHTOHaBHp 200 mMr 10 Mr omHOKpaTHO VBenuuenue B 1,4 paza
2 paza B cyT., 11 nueit
Jponenapon 400 mr 2 pasa B cyT. Hert nannpIx VBenuyenwue B 1,4 pasa
Wrpakonaszon 200 mr 1 pas B cyT., 5 nHeit 10 mr wm 80 mr VBenuuenue B 1,4 paza
OJTHOKPATHO
Os3erumub 10 mr 1 pas B cyT., 14 nHeit 10 mr 1 pa3 B cyT., VBenugenue B 1,2 paza
14 nueit
CHukeHHe JKCIO3MIHE PO3YBACTATHHA
Pexnm conmyTcTByomeii Tepanun Pexnm npuema N3menenne AUC!
po3yBacTaTHHA pPO3yBacTaTHHA MO
CPaBHEHHIO ¢
MOHOTepanuei
Oputpomunue 500 mr 4 pasa B cyT., 80 Mr ogHOKpaTHO Cuamxenue Ha 20 %
7 nHei
baiixammn 50 mr 3 pasa B cyT., 14 queit 20 Mr OTHOKpPATHO Camwxenue Ha 47 %

! Ilauubie, mpeicTaBiIeHHbIE B BHIE kpatHoro usmeHeHus AUC, SBISIOTCS OTHOIIEHHEM
3HAYECHMS TOI0 IOKa3atelis Ha (POHE COIyTCTBYIOIIEH Tepanuy K 3HAYE€HHIO MOKa3aTes
[IpH MOHOTEpANM{ pO3yBaCTaTUHOM. JlaHHBIE, Ipe/CTaBIeHHbIE B BHAE %, SBISIOTCS
pasuunei B % wmexay nokasateneM AUC Ha (oHe cOmyTCTBYyIOMmIEH Tepanuu u
3HAYECHHEM NOKa3aTest IIPY MOHOTEPAITHH PO3YBACTATHHOM.
Crenyronme nekapcTBeHHBIE IpeNapaThl 1 HX KOMOHHALMA HE OKa3BIBAIOT KIHHHYECKH
3HAYMMOTO 3} (eKTa Ha SKCTIO3UIHIO PO3YBACTATHHA NP MX COBMECTHOM IIPHMEHEHHH:
anermurasap 0,3 mr, 7 queit; penodubpar 67 mr 3 pasa B cyT., 7 nueit; dirykorazon 200 mr 1 pa3 B
cyt., 11 nueit; pocamnpensup 700 mr/puronasup 100 mr 2 pasa B cyT., 8 gHeii; keTokoHa301 200
MI 2 pasa B CyT., 7 qHei; pubammun 450 mr 1 pas B cyT., 7 mHeif; cumumapuH 140 mr 3 pasa B cyT.,
5 nHeid.

Brusnue NPUMEHeHUs po3ysacmamuna Ha opyaue npenapaniol

Aumazonucmer sumamuna K

Hagano TCpaluy po3yBaCTaTUHOM MJIH YBEIIMYCHUE J103bI npenapara y NaeHTOB, II0JIYy YarOIAX
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OZIHOBPEMEHHO aHTaroHUCTH! BUTaMuHa K (Hanpumep, BaphapuH), MOXKET IIPUBOIUTH K
yBenmyenuro Mexynaponnoro Hopmamsosausoro Otaomenus (MHO). OtMena
po3yBacTaTHHA WM CHIXKEHHUE JIO3bI IIpenapaTa MOXeT IPUBOAUTE K yMeHbIneHno MHO. B
TaKuX CiIy4asx peKkoMeHayercst Kontposs MHO.

Ilepopanvhvie konmpayenmuenl/20pmoHo3amecmumensHas. mepanusi

OnHOBpeMeHHOE IPUMEHEHHE PO3YBACTATHHA H IEPOPAILHBIX KOHTPAIIENTHBOB yBETHIHBAECT
AUC stuammacrpaauona u AUC Hoprectpena Ha 26 % u 34 %, cooTBeTCTBEeHHO. Takoe
YBEIIMUCHHUE IUIa3MEHHOM KOHIEHTPALMH JIOJDKHO YUHTBIBATHCS IIPH MOAOOPE 103bI IEPOPATHHBIX
KOHTpauenTuBoB. PapMakOKHHETHYECKHE JJAHHBIE TT0 OHOBPEMEHHOMY MPHMEHEHHIO
po3yBacTaTHHA ¥ TOPMOHO3aMECTUTEIBHOM TepPaliK OTCYTCTBYIOT, CJIEI0BATENLHO, HENb3s
MCKITFOYUTH aHAJIOTMYHOTO 3((eKTa 1 IpH MPUMEHEHHH JaHHOTO coueTanus. OHAKO Mo00Has
KOMOMHAIMs IIHPOKO MPUMEHSUIACh BO BPeMsl IPOBEICHHS KIMHUYECKUX UCCIICIOBAHUH 1
XOPOILIO NEPEHOCHUIIACH TTAIIHCHTAMH.

Oco0ble ykazanus

[Toyeuynsie b dhexTs

Y NanueHToB, M0y YaBIIMX BBICOKHE 03I po3yBacTaTuHa (B OCHOBHOM 40 Mr), HaGmonanach
KaHaJIbII€Bast IPOTEHHY PUsl, KOTOpas B OOJIBIIMHCTBE ClTy4aeB Oblla TpaH3UTOPHOM. Takas
IPOTEHHYPHUS HE CBHIETEILCTBOBaIA 00 OCTPOM 3a00JI€BaHUH TTOYEK HIIH POTrPECCHPOBAHUH
3a00J1eBaHuUs IOYEK. Y MAIMEHTOB, IPUHAMAIOINIKX [pernapar B 103e 40 Mr, peKoMeH yeTcs
KOHTPOJIMPOBATh II0Ka3aTeNu (PyHKIMHU ITOYEK BO BPEMSI JICUECHHMSI.

HapymeHnusi co cTOpoOHBI OIMOPHO-ABHUTATCIbHOI'O anrapara

[Ipy npuMeHEHHH PO3yBaCTaTHHA BO BCEX JO3HPOBKAX M, B OCOOEHHOCTH IIPU MIPHEME 03
npemnapara, npesbinaromux 20 Mr, coobmanocs o creayomux 3gdexrax Ha
OIOPHO-/IBUTaTEIbHBIN aNapar: MHAJITHUsI, MUOTIATHS, B PEIKUX CIyYasx pabaoMHOIH3.

OrnpejelieHre aKTUBHOCTH KDCaTI/IH(bOCd)OKI/IHaSBI

Onpenenenne aktuBHOcTH KOK He cremyer mpoBOaUTh MOC/IE HHTEHCHBHBIX (QH3HYECKHX
HArpy30K WM IIPA HAJIMYHUU APYTHX BO3MOXHBIX pHuuH yBendeHus KOK, uTo moxer
IIPUBECTH K HEBEPHOH MHTEPIIPETALIUY TTOTyYEHHBIX pe3yJIbTaToOB. B ciydae eciu ucxoquas
akTuBHOCTh K@K cymecTBeHHO MOBBIIIEHA (B 5 pa3 BBIIIE, Y4eM BEPXHSIsSI TPaHHI[A HOPMBI), 4epe3
5-7 nHei cnexyeT NpoBECTH IOBTOPHOE H3MepeHue. He ciieyer HauMHATh TEepaIuio, eCIIH
IOBTOPHBIN TECT MOATBEPXkKAaeT HCXOAHYI0 akTuBHOCTE KOK (BbImIe Gosiee ueM B 5 pa3s mo
CPaBHEHHUIO C BEPXHEU rpaHuIleil HOPMBI).

Jlo Hayaja Tepanuu

[Ipu Ha3HAUYEeHUH pO3yBaCTaTHHA, TAKXKE KaK ¥ IPH Ha3HAYEHUH JPYTHX HHTHOUTOPOB

I'MI'-KoA-penyKTasbl, ciieyeT IpOsIBISTh OCTOPOKHOCTH MAIHEHTaM C HMEIOIIMMHUCS
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(haxropamu pucka MuonarThu/pabaoMuoNH3a (M. pazzen «C oCTOPOKHOCTEIO), HEOOXOIUMO
PacCMOTPETh COOTHOLICHHE PUCKA M BO3MOXKHOM IOJIb3bI TEPAITMH U IIPOBOAUTH KIMHHYECKOE
HalmoIeHHe.

Bo Bpems tepanun

Crnenyer npourdopMHpOBaTh NanKEHTa 0 HEOGXOTMMOCTH HEMEUTEHHOTO COOBIEHIS Bpauy o
ClTydasX HEOXKHIAHHOTO MOSBJICHHS MBIIICYHBIX G0JIeH, MBIIIETHOH C1a60CTH MM CIIa3Max,
OCOOEHHO B COYETAHHH C HEIOMOTAHMEM M JIMXOPAIKOM. Y TaKMX MAIMEHTOB cienxyer
onpenenars akTuBHOCTs KOK. Tepanus nomkHa 6bITh npekpamena, eciim aktuHocTh KOK
3HAYUTENLHO yBemmieHa (6osiee 4eM B 5 pa3 0 CpaBHEHHIO ¢ BEpXHEH rpaHHIeH HOPMBI), HJTH
€CJI CHMIITOMBI CO CTOPOHBI MBIIIIL PE3KO BBHIPAXKEHBI M BBI3BIBAIOT €KEIHEBHBIH THCKOM(OPT
(maxce, ecim axtuBHOCTE KOK yBenuuena ne 6onee gem B 5 pas 1o CPaBHEHHIO C BEPXHEMH
rpanuie# HopMel). Ecin cumntomer neyesarot, i aktuBHocTs KOK Bo3Bpamaercs k HOpMe,
CJIelyeT pacCMOTPETh BOIIPOC O IIOBTOPHOM Ha3HAYEHHH PO3yBacTaTHHA M JPYTHX
HHruOuTOpoB I'MI'-KOA- pestykTa3ssl B MEHBIINX 03aX HPH TIIATEILHOM HAGIIONCHHH 3a
HaIllMEHTOM.

Pytunnbii koBTposs aktuBHOCTH KOK npy 0TCYTCTBHE CHMIITOMOB HerenecoobpaseH.
OtMeueHsI 04eHb peIKKe CIlydan HMMYHO-0IIOCPEI0BAHHON HEKPOTH3UPYIOMEH MUOTIATHH C
KITMHHYECKUMH IIPOSIBIICHUSIMU B BUZIE CTOMKOH C1ab0CTH MPOKCHMAIIbHBIX MBIIII] U TIOBBIIICHHSI
akTHBHOCTH KOK B CEIBOPOTKE KPOBH BO BpeMsi JICYEHHUsI U [IPH IPEKPAIICHHH TIPHEMa CTATHHOB,
B TOM 4HCJIe po3yBacTaTHHa. MOeT moTpeboBaThCs MPOBEIEHHE JOMOIHATETbHBIX
HCCIICZI0OBAHHIA MBIIIEYHOH U HEPBHOH CHCTEMBI, CEPOJIOTHYECKHX MCCIIEIOBAHMI, a TAKKE
Tepanus KMMYHOZICIIPECCUBHBIMHU CPEICTBAMH.

He ormeueHo npu3HakoB yBeIMueHHs BO3IEHCTBUS Ha CKENETHYIO MyCKYJIaTypy [PH IIPHeMe
pO3yBacTaTHHA U CONY TCTBYIOIIEH Tepanui. OnHaKo coobmanoch 06 yBeTHYEHHH YHCIIa CITyJaeB
MHO3HTA ¥ MUOIIATHH Yy TIAIIMEHTOB, IPUHUMABIIUX Apyrue uHruouTopsl ' MI'-KoA-penykrassl B
COYETAaHHH C MPOU3BOAHBIMU (HUOPHHOBON KMCIIOTBI, BKIIOYas reM(buOPO3HII, IHKIOCTIOPHH,
HUKOTHHOBYIO KHCJIOTY B JIMIIMJCHIKAIOMMX f03ax (6onee 1 r/cyT.), a3oibHble
IPOTHBOTPUOKOBEIE CPEICTBA, HHTHOUTOPSHI ipoteas BUYU u Makposu/HbIe aHTHOHOTHKH.
['empu6po3u yBenmumBaeT prucKk BOSHUKHOBEHHUS MHOTIATHH TIPH COYETAHHOM HA3HAYEHUH C
HeKkoTopbiMH HHTHOMTOpamu ['MI'-KoA-peykrassl. Takum 06pasom, He peKOMeH/TyeTcs
OJTHOBPEMECHHOE Ha3HaYCHHE pO3yBacTaTUHA U reMpudpo3uia. JIoJKHO OBITH TIIATETHHO
B3BEIIECHO COOTHOIICHHE PUCKA M BO3MOXKHOM I0JIb3bI IPH COBMECTHOM IIPHMEHEHHUH Tperapara
Posysacratus u puOpaTOB WITH JTHUMUICHMKAIOIIKX 103 HUKOTHHOBOM KHUCIIOTHL.
IIporrBoONOKa3an npuem po3yBacTaThHa B 03¢ 40 MI COBMECTHO ¢ pubpaTaMu (CM. pasziessl

<<B3aHMOHCﬁCTBHe C APYTUMHU JICKapCTBEHHBIMHU CPEIICTBAMHU Y, <(HpOTI/IBOHOKaSaHI/I$I»).
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Yepe3 2-4 Henenu mocie Havala JI€USHHS H/WIH [IPH TIOBBIIEHHH 03B PO3yBaCTATHHA
HEOOXOIMM KOHTPOJIb MOKa3aTelIel JIMIKIHOro 06MeHa (IIPH HeoOXO0MMOCTH Tpebyercst
KOPPEKIIHS JI035I).

DyHKIWMS IeYeHU

Pexomenztyercst mpoBomTh onpenenenue mokasarenell GyHKIMM eYeHH 10 HAYana Teparud
gepe3 3 Mecsila nocie Hadana Tepanuy. IIpueM posyBactaTiHa clieyeT IpeKpaTHTh il
YMCHBIINTS 103y Mpenapara, ecid aKTHBHOCTh «II€Y€HOYHBIX) TPAHCAMUHA3 B CHIBOPOTKE KPOBH
B 3 pasa u 6oJiee pa3 IPEBhIIIACT BEPXHIOK TPAHHITYy HOPMEL.

Y NalHeHToB C rUIEPX0JeCTePHHEMHEH BCICACTBAE THIIOTHPEO3a HITH He(DPOTHYECKOTO
CHHZpPOMA TepaIysi OCHOBHAIX 3a00JI€BaHUH JOJDKHA IPOBOJUTHCS [0 HAYala JIeUeHHs
PO3yBacCTaTUHOM.

Oco0ble MONYJISIHUNA. DTHHYECKHE TPVIIITEI

B xoze papmakokuHETHUECKHX HCCIEOBAHMH CPeIM KUTANCKUX ¥ STIOHCKHX MAIHEHTOB
OTMEYEHO YyBETHICHHE CHCTEMHON KOHIIEHTPALHU PO3yBacTaTHHA 110 CPABHEHHIO C
MOKa3aTeJ MU, MTOJTyYCHHBIMHU CPEeIH allHEHTOB-eBPONEOn OB (cM. pasaeis! «Crocob
PUMEHEHHS U J103bI» U « DapMaKOKHHETHKAY).

Muruburops! nporeazsi BUY

He pexomeHtyercst coBMecTHOE IpHMEHEHHE TpeniapaTa ¢ MErHOHTOpaMy mpoTeassi BUY (em.
pazznen «B3aumoeiicTBrE ¢ IPYTUMH JIEKaPCTBEHHBIMH CPECTBAMUY).

JlakTo3a

[Ipenapat He cleyeT IPUMEHSITh y MAIUEHTOB C JIAKTa3HOH HEIO0CTaTOYHOCTBIO,
HENEPEHOCHMOCTBIO TaJIaKTO3bI U INTIIOKO30-TaTaKTO3HOM MaibabCcopOIUei.

MHTEepCTHIMAIBHOE 3a00IEBAHNE JIETKHX

[Ipu npuMeHeHHH HEKOTOPBIX CTATHHOB, OCOOCHHO B TEYEHHUE JUTMTEIHHOTO BPEMEHH,
COOOMIANIOCH O EMHUYHBIX CITydasX HHTEPCTHIHAILHOTO 3260/ 1eBaHus Jerkux. [1posBIeHHIME
3a00J1€BaHKs MOTYT SIBJIATBCS OJIBIIIKA, HEMPOAYKTHBHBIM Kalleab U yXyIIeHHe 06IIero
CaMO4yBCTBHUA (C1a00CTh, CHIKEHHE MACCHI TeNla U JIMXopaka). [Ipu nmomo3pennn Ha
HHTEPCTUIMAIILHOE 3a00JIEBaHNE JIETKUX CIIEIYeT MPEKPaTHTh TEPAITHIO CTATHHAMH.

CaxapHplii 1uaber 2-ro Tuna

V NanueHToB ¢ KOHIEHTpaUel IIIOKO3kI 0T 5,6 110 6,9 MMOJIB/IT Tepanus po3yBacTaTHHOM
aCcCOIMUPOBAJIACEH C MOBBIIIEHHBIM PUCKOM PA3BHTHUS CaXapHOTO auabera 2-ro THIIA.

Binsinue Ha ciocoOHOCTH YNPABJISTH TPAHCHOPTHLIMH CPeICTBAMH, MeXaHH3MAMH

He npoBoamiiock uccnenoBanyii o H3y4eHHUIO BIMSHUS IPenapara Ha CliocOOGHOCTh YIPaBIIATh
TPAaHCIOPTHBIM CPEJICTBOM U MCIIOJIb30BaTh MeXaHW3Mbl. OTHAKO, OCHOBBIBAsCH Ha

d)apMaKonnHaanecmx CBOﬁCTBaX, PO3yBaCTaTHH HE JOJDKCH OKa3bIBATh TaKOI'O BO3JICHCTBHS.
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Crnenyer co6moaaTh OCTOPOXKHOCTD IPH YIPABJI€HHH aBTOTPAHCIIOPTOM HIIH paboTe, CBA3aHHOM
C MOBBIIEHHOM KOHIIEHTPAlMEH BHUMaHUS ¥ IICUXOMOTOPHOM peakuue (Bo BpeMs Tepanuu
MOXET BO3HUKATh FOJIOBOKPYKEHHE).

®opma BbIyCKa

Tabnemku, nokpvimeie nieHo4YHou obonroukou 5 me, 10 me, 20 me.

ITo 10 Tabnerok B 6ucTep U3 ATFOMUHUEBOM (POJIBIH M TUIEHKH TTOJTHBHHUIXIOPHTHOM.
3 GnucTepa BMECTE ¢ HHCTPYKIMEH 110 NPUMEHEHHIO IOMENIAOT B IIAYKy KAPTOHHYIO.
YcioBus XpaHeHust

XpaHHUTH B 3aIIUIIEHHOM OT CBETa MECTE, IIPH Temreparype He Bbime 25 °C.
XpaHHUTh B HEJOCTYITHOM JUIS IETeH MeCTe.

Cpoxk rogHocTH

2 roga. He nmpuMeHsITh 10 HCTEYEHHH CPOKa FOAHOCTH.

YcaoBus ormycka

OtmyckaroT no penenty.

Buiagenen perucTpanaoHHOro y10cToBepeHHs

Ckan buorex JIumuren, Uagus

IIpousBoauTenb

000 «PO3JIEKC ®APM»y, Poccus

Teepckas 06:1., KonakoBckuit paiton, nrr. Peakuno, yi1. 3aBojckas, . 1
Opranu3anusi, (PpUHAMAIOIIAS NPETEeH3HH NOTPeOnTEIei:

000 «PO3JIEKC ®APM», Poccus

171261, Teepckas o6:1., KonakoBckuii paiton, nrr. Peakuno, yi. 3aBoackas, 1. 1
Tenedon 6ecrutarHoit ropsraeit muaun: 8-800-600-51-77

e-mail: pv(@scanbiotech.ru

[IpencraButenb KOMIIaHHH A Tamaposckas H.®.




