MUHMUCTEPCTBO 3JIPABOOXPAHEHHSI POCCUMCKON ®EJIEPALIN

WHCTPYKLNMA
[10 MEJUIIMHCKOMY TTPUMEHEHUIO JIEKAPCTBEHHOI'O ITIPETIAPATA

TenodoBup

PerncrpanmoHHbIi HOMEp:
Toprosoe naumeHoBanue: TeHodosup
MesK/IyHapoIHOe HeNaTeHTOBAHHOE H/IH IPYIIIHPOBOYHOE HANMEHOBaHUe: TeHOPOBHD

JlexapcTBennasi ¢popma: TaGlIeTKH, TOKPBITHIE TIIEHOYHON 000I0UKOM

Cocras:

1 tabaerka 150 MIr COIEPIKHT:

Jleticmsyiowee sewyecmso. TeHo(GoBHpa au3onpokcuaa pymapar — 150,00 mr.

Bcnomoeamenvibie 6eujecmea: TaKTO3bl MOHOTHIpAT (caxap MosouHbli) — 75,00 mr; mesumrosnosa
mukpokpucTamyeckas (MKILI-102) — 33,00 mr; newnonosa Mukpoxpuctammyeckas (MKIL-101) —
32,20 mr; xpockapmeuiosa Harpust — 20,00 Mr; Kpaxman HpexeaTHHU3UpOBaHHbI — 16,50 wmr;
MmarHus creapar — 3,30 mr.

Cocmas 060104ky: TOTUBMHUIOBEI crupt — 5,00 mr; makporon-4000 — 2,50 mr; Turana

okeug — 2,50 mr.

1 tabaerka 300 MI COJIEPIKHUT:

Jleticmsyiowee seugecmeo: TeHodosupa ausonpokcuia pymapat — 300,00 mr.

Bcnomozamenvivle éeujecmea.; 1aKTo3bl MOHOTHIpAT (caxap Monoubid) — 150,00 mr; neswmonosa
mukpokpuctaumueckas (MKILI-102) — 66,00 mr; memwmonosa mukpokpuctaumdeckas (MKIL-101) —
64,40 mr; kpockapmeruiosa Harpust — 40,00 Mr; Kpaxmal npeeaaTHHU3UpoBaHHbIM — 33,00 mr;
Maruus creapar — 6,60 mr.

Cocmae obonouku: nomuBuHWIOBEIHM crupt — 10,00 mr; makporon-4000 — 5,00 mr; Turana

nmokeut — 5,00 mr.

Onucanue: Kpyrible JBOSKOBBINTYKIIbIE TAOJIETKH, MOKPBITHIE TUIEHOUHOH 0005109K0H Oenoro
WM TouTH Gestoro 1sera. Ha monepeynoM paspese BHIHBI 1Ba CIOS: SApo 6e1oro uim 6enoro ¢

JKEJITOBATBIM OTTEHKOM IIBETa U 000JI0YKa.
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dapmakoTepaneBTHYeCKas IPyNNa: IPOTUBOBUPYCHOE CPE/ICTBO

Ko ATX: JOSAF07

dapmakoIorHyecKne cBOHCTBA

Dapmakoounamuka

Mexanusm oevicmeus

TenodoBupa mu3onpokcuna dymapar - 510 (ymapaTHas colb MpojeKapcTBa TeHO(OBHMpA
JU30mpoKcHiIa. TeHo(poBHpa MU30MPOKCHI BCACHIBAETCS M MNpeoOpasyercst B JICHCTBYOIIEe
BEIECTBO TeHO(DOBUP, KOTOPOE ABJISETCS aHAIOTOM HYKJIEO3MJ MoHodocdara (HyKI€OTH/Ia).
3ateM TeHO(OBHp NpeoOpasyeTcs B aKTHBHbIA MeTabomuT TeHohoBUpa audochar, KOTOPbIA
SBJIAETCS OOJIMTaTHBIM TEPMHUHATOPOM IIETH, C MOMOIIBIO KOHCTPYKTHBHO 3KCIIPECCHPOBAHHBIX
kieTounblX  (epmentoB. Tenodosupa mudocdar uMMeeT BHYTPHKIETOYHBIH — MEPUOX
nonyBeiBeieHns 10 YacoB B aKTHBMPOBAHHBIX MOHOHYKJIEAPHBIX KJIETKaX MepU(epuyecKoi
kpoBd u 50 wacoB B cocrosiHMM mokos. Tenodoupa audocdar uHrHOMpyeT 0OpaTHyIO
tpanckpuntasy BUY-1 u momumepady Bupyca renatura B (BI'B) myrem koHKypeHIMH 3a
NpsMOe CBs3bIBAHHE C aKTHBHBIM y4acTKoM (epMeHTa ¢ NPHPOIHBIM CyOCcTpaTtoMm
ne3okcupubonykineoruaa u oopbiBom mernu JIHK mocine BecrpamBamust B Hee. Tenodosupa
nudocdar sBaseTcs ciabbM HHIMOUTOPOM KIIETOYHBIX TojuMepas a, B u y. B ananusax in vitro
TeHo(GoBUp Mpu KoHIEHTpamusax g0 300 MKMOJb/I Takke IMOKa3al OTCYTCTBHE BIIMSHHS Ha
cuaTe3 MuToXOHapuatbHOi JIHK mim Ha mpoayKIuo MOJIOYHON KHCIIOTHI.

Axmuenocms npomue BUY

Axmuenocme npomue BUY in vitro

Konuenrpamus TeHodosupa, Heooxoaumast st 50% uarubuposanus (ECso - 50% s>ddexrnsnas
KOHIIeHTpalus) jadoparoproro mramma BUY-1ys aukoro tuma, cocraBiser 1-6 MKMOIb/I1 B
JIMHAY JTAMQOUIHBIX KJIETOK U 1,1 MKMOJIB/JT - MPOTHB NepBUUHbIX n3oiaToB BUU-1 nmoaruna B
B MOHOHYKJIEAPHBIX KJIeTKax nepudeprudeckoil KpoBu. TeHOPOBUpP Takke aKTHBEH IPOTHUB
BUY-1 moarumoB A, C, D, E, F, G u O, a taxke mnpotuB BHWYpa. B IepBUYHBIX
MoHonuTax/Makpodarax. TeHohOBHp TakiKe MPOSIBISIET aKTUBHOCTH in vitro npotus BUY-2 ¢
50% sddextuBHOM KoHIEHTparuel ECso B 4,9 MkMoIb/11 B KieTkax JiuHuH MT-4.
Pesucmenmnocmoe BUY

[IItammer BUY-1 co cHI)KEHHOU YyBCTBUTENILHOCTBIO K TeHOGOBHPY U MyTanueid K65R B rene
o0OpaTHOM TPaHCKPUNTA3bl OBLTH BBIIEJIEHBI in Vilro M Yy HEKOTOpBIX manueHToB. Cienyer
u3beraTh MPUMEHEHUS TeHO(DOBHpa AU30MPOKCHIIa pymapaTa y NalUEHTOB, paHEE MOJIyYaBIIMX

AQHTUPETPOBUPYCHYIO TEpaIMiO, y KOTOPBIX OOHapyeHbl mrammbl ¢ MmyTtauueid K65R (cm.



paszen «Ocobble ykaszauusi»). Kpome TOro, moja Bo3leHcTBHEM TEHO(DOBHpPA MPOMCXOIUT
cestekiws mramMMmoB ¢ 3ameHoii K70E B rene obpatHoii Tpanckpunrtassl BUY-1, 4yro npuBoauT K
HE3HAYUTEIbHOMY CHIIKEHHIO YYBCTBUTEIBHOCTH K TEHO(QOBHUDY.

Axmuenocme npomue BI'B

Axmuernocmv npomue BI'B in vitro

AHTUBUPYCHYIO aKTHBHOCTH TeHO(GoBUpa npotuB BI'B in vitro OLICHUBAJIH HA KJIETOYHOH JTHHUH
HepG2 2.2.15. 3uauenns ECso a1s TeHodoupa Haxomunuch B mpenenax ot 0,14 1o
1.5 mxmons/n, a 3HadeHus CCso (50% umMTOTOKCHYHAs KOHIEHTpauus) mnpesbimamn 100
MKMOJTB/JI.

Pesucmenmnocme BI'B

He 6buto obOHapyxeHo Myrtauuii B nonumepase BI'B, cBA3aHHBIX C PE3HMCTEHTHOCTBIO K
TeHopoBUpa  AM30NpoKcHia (Qymapary. B KiIeToyHBIX Mozensx, Bapuanthl BI'B
skcrpeccupyronme  3amernenus  rtV173L,  rtL180M  m  rtM2041/V,  cBasaHHble  C
PE3UCTEHTHOCTBIO K JIAMUBYIMHY ¥ TeIOMBYIMHY, IPOAEMOHCTPUPOBAIN YyBCTBUTEIBHOCTD K
teHodoBupy B 0,7 - 3,4 pa3a npeBbIIAIOLIYIO YyBCTBUTEILHOCTh BUPYCa TUKOTO THIIA.

[lItammer BI'B, skcmpeccupyromme 3amemienus rtL180M, rtTI84G, rtS202G/I, rtM204V wu
rtM250V, cBsi3aHHBIE C  PE3UCTEHTHOCTBIO K  DJHTEKAaBHPY, IPOJAEMOHCTPUPOBAIIA
4yBCTBUTEIBHOCTL K TeHOGoBHpPY B 0,6-6,9 pa3a Goblryto, yem Bupyc Aukoro tuna. Illtammer
BI'B, skcnpeccupyromue 3amenienus rtA181V u rtN236T, cBsizaHHbIe ¢ yCTOHUHMBOCTBIO K
areoBUPY, TIPOJEMOHCTPUPOBATIM YyBCTBUTEIBHOCTE K TeHO(hoBUPY B 2,9 - 10 pa3 Gombuiyio,
YeM BHpPYC JWKOro THma. Bupycel, cozgepxamue 3ameny rtA181T, ocraBamuch
qyBCTBUTEIBHBIMH K TeHOGhoBHUpY, BenmuunHbl ECso Obutn B 1,5 pa3za Gonblue, yeM y BHpyca
JIUKOTO THIIA.

DapmakoKkunemuka

TenohoBupa au3onpokcuaa GpymMapar - 3T0 paCTBOPUMBIN B BOJIE 3(GHp MpoIeKapcTBa, KOTOPbIH
ObICTpO nIpeobpa3zyercs in vivo B TeHOGOBUP U GOpMaTIbIETUIL.

TenodoBup mnpeoOpasyercs BHYTPHKJIETOYHO B TeHOGOBUpa MOHOGOChAT U AKTUBHBIH
KOMITOHEHT - TeHOodoBHpa audocdar.

Bcacvieanue

[Tocie mpuema BHYTpb BUY-HHOUIMPOBAHHBIMU MAlMEHTaMH TeHO(OBHpaA AM30IPOKCHIIA
¢dbymapar ObICTpo BcachlBaeTcss U mpeoOpasyercst B TeHOGoBHp. [IpreM MHOrOKpaTHBIX 7103
TeHo(oBHpa auM30Npokcwia ¢ymapata ¢ numed BUY-uHOUIMPOBAaHHBIME alMEHTaMH
TIPUBOIWII K cpeHuM (ko3 durmenT Bapuarmu, % [CV, %]) 3nauenusm it TeHodosrpa Cmax
(MakcuMasipHasi KOHIeHTpalus B iasMe kpoBu), AUC (riomaab moa GapMakoKUHETUYECKOMH

KPHUBOM «KOHIIEHTpanus-Bpemsi») 1 Cmin (MHUHMMabHasE KOHIIEHTpAlUs B I1a3mMe KpoBH) 326
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(36.6%) ur/mi, 3324 (41,2%) ur*u/mi n 64,4 (39,4%) ur/mi, COOTBETCTBEHHO. MakcHMalbHbIe

KOHIIEHTpaluK TeHo(oBUpa HAOIIOIAIOTCS B IUIa3Me KPOBH B mpezenax 1 yacd mocie npuema |

HATOIIAK M B IIpejeiax 2 4YacoB Ipu ero mpueme ¢ numei. Ilpu mpueme Tenodoupa
JM30MpOKCHIIa (pymapara manueHTaMi HaToIaK OHOJOCTYIHOCTh COCTABIIs/IA TIPUOIM3UTENBHO
25%. Tlpuem TteHodoBupa au3oNpokcHaa (ymapara ¢ OOraTo XMpamH IHINEH MOBBIIAI
OuomocTynHoCTh, pu 31oM 3HaveHHe AUC TeHO(hOBHpa yBEIHYMBATIOCH NPUOIM3UTEILHO HA
40%, a Cmax - npubmusurensHo Ha 14%. [locne mepBoi 103bl TeHOGOBUpPA JU30IPOKCHIA
(ymapara, 1oJryd4eHHOM MOCiIe mpreMa GoraToil JKMpaMH MHIIH, MeMaHHoe 3HayeHrne Cmax B
mra3Me ObUIO B jaWanasoHe 3Hauenwit ot 213 mo 375 wr/mu. Oanako, mpueM TeHO(OBHpa
JM30MpoKcHIa pymapaTa ¢ HU3KOKaJIOPUHHON MUIIEH HE OKa3bIBAET CYIIECTBEHHOTO BIIMSHUS
Ha (hapMaKOKUHETHUKY TeHO(OBHUDA.

Pacnpeoenenue

[Tocsie BHYTPMBEHHOIO NMPUMEHEHHs PAaBHOBECHAsw KOHIIEHTpPALUS pacrpesesieHns TeHo(hoBHpa
onenuBanach, npubimsurensHo, B 800 mur/kr. Ilocne mpuema TeHodoBHpa IU30NPOKCHIA
(Gymapara BHYTpb, TEHO(GOBHp pacHpejessieTcsi BO MHOTME TKAaHH, IPH 3TOM HauOOJbIIMe
KOHIIEHTPAI[MKA HaOIOMAIOTCS B MOYKAaX, MEYEHH W B OIMUTEIMH KUIIEYHMKAa B Pa3sHBIX €ro
y4acTKax (JIOKIMHWYECKHE HCCIIeIOoBaHus). [n vitro cBs3bIBaHME TeHOGOBHpa ¢ OeaKaMu
IU1a3Mbl MJIH CBIBOPOTKHM KpOBH cocTaBiisiio MeHee 0,7 u 7,2%, COOTBETCTBEHHO, B JMAIa3OHe
KoHIeHTpalwii TeHodosupa ot 0,01 10 25 MKIr/MIL.

Memabonuszm

WccnetoBanus in vitro mokasaim, 4To HA TeHO(OBUpa JU30IPOKCHIA GymapaT, HH TeHOOBUD
He sBIsOTC cyOcrparamu u3zodepmerntoB CYP450. bonee Toro, mpu KOHIEHTpaLUsX,
CYIIECTBEHHO mpeBblmaonmx (nmpumepHo B 300 pa3) Te, 4To HAOMOAAIOTCS in Vivo, TEHODOBUD
HE WHTHOMPOBAN in Vifro JIeKapCTBEHHBIH MeTa0OIM3M, ONOCPEJOBAHHBIA Kako-1nbo u3
ocHOBHBIX m30hopm CYP450 denoseka, ydacTByromux B Ouorpancopmanuu (CYP3A4,
CYP2D6, CYP2C9, CYP2E1 wmu CYP1A1/2). TenodoBupa nu3onpokcuna ¢ymapar mpu
KoHnenTpauu 100 MKMOJB/T He OKa3biBal BIMSHUS HU Ha ofaHy u3 u3zopopm CYP450 3a
uckmouenneM CYP1A1/2, roe nabmonanock HeOombinoe (6%), HO CTaTUCTUYECKH 3HAYUMOE
cHmkeHne merabomm3ma cyocrpatra CYP1A1/2. Ha ocHoBaHMH 3ToW HH(MOpMAIMU MOXKHO
CcJ/leaTh BBIBOJ O MO BEPOSITHOCTH BO3HMKHOBEHUS KJIMHUYECKH 3HAYMMBbIX B3aUMOICHCTBUI
MeXIy TeHo(oBUpa IU30MpoKcHiIa GyMapaToM M JEKapCTBEHHBIMU CpEICTBAMU, METabO0IU3M
KoTOpbIX onocpenoBan CYP450.

Buvigeoenue

TenogoBup BBHIBOIUTCS INIaBHBIM 00pa3oM MOYKAMH, Kak MyTeM (GuiabTpauuu, TaKk U aKTHBHOH

KaHaJIbIIEBOW TPAaHCIOPTHOM CHUCTEMOH, TIpH 3TOM IMOCI€ BHYTPUBEHHOI'O BBEICHHUS
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npu6GsmsuTensEo 70 - 80% 103bI BBIBOAMTCS B HEM3MEHEHHOM BHjle oukaMu. OOMMA KIIMpEeHe
ouenuBaincs npubmusuTensHo B 230 mw/d/xr (mpubmmsurensro 300 mu/mun). Tloueunbiit
KJIMPEHC OlleHUBaics MpuOiu3uTeabHo B 160 mMn/g/kr (oxono 210 Mi/MuH), 9TO MpeBbIIIACT
CKOpOCTh KJIy0OUKOBOW (HIbTpamuu. DTO yKasblBaeT Ha TO, YTO CEKPEIMs KaHalblamu
ABIISIeTCS BAKHOW YaCThIO BbIBeleHHMs TeHo(posupa. [locie mpuema BHYTPh OKOHYATETbHBIM
Tepro/1 TI0JTyBbIBEIEHHS TeHO(OBHpaA cocTaBseT oT 12 10 18 yacos.

WccnenoBaHusME ObUIO YCTAHOBJIEHO, YTO AaKTMBHAs KaHaIblEBas TPAHCIOPTHAs CUCTEMa
CEeKpellMH BKJIIOYAeT TMOIJIOMEHHEe TEeHO(POBUpPAa INPOKCHMATbHBIMKU KJICTKAMH KaHAJIbLEB
IMOCPENICTBOM OpraHWYECKHX aHMOHHBIX TpaHcropTepoB uenoBeka (hOAT) 1 u 3 u BbIBeneHHE
ero B MOUY C IIOMOIIBIO GelKa-MapKepa My IbTHIeKapcTBeHHOH pesuctenTHOCTH 4 (MRP 4).
Jlunetinocmo-nenuneunocmo

[Tokazarenn (hapMaKOKMHETHKA TeHO(DOBUpA HE 3aBHCENH OT J03bI TEHO(POBHpPA TU30MPOKCHIA
(ymapara B muamazone oT 75 mo 600 Mr ¥ He M3MEHSJIUCH NPH MOBTOPHOM BBEJICHHHU IPH
11000M YPOBHE J103.

Dapmakokunemurka y 0codvix 2pynn nayuenmos

Jemu

BHY-1: dapMaKoKMHETHYECKHUE TTapaMeTpbl TeHO(GOBUPA B PABHOBECHOM COCTOSHHMH OLIEHMBAA y 8
nereii (Bospact ot 12 1o 18 set) ¢ maccoii Terna > 35 kr, ua$unmpoBansbix BUY-1. Cpemnue (+ SD)
spaueHnss Cmax u AUCu, coctaimsum 0,38 + 0,13 mxr/mia 1 3,39 + 1,22 MKr*u/mi1, COOTBETCTBEHHO.
DKCIO3UIMs TeHO(OBHpa, KOTOpast ObUTa IOCTUTHYTA Y IeTeH, TOTydaBIIMX cyTo4HbIe 10361 300 Mr
TeHO(OBHpA IU30MPOKCHIIA (yMapaTa BHYTPb, COOTBETCTBOBAIA SKCIIO3UIUSIM, KOTOPhIE ObLIA
JIOCTUTHYTBI Yy B3pOCIHBIX, MOJYYaBIIMX pa3oBble cyTouHble 10361 300 Mmr TtenodoBupa
JM30IIpOKCcHIIa hymapara.

Xponuueckuii 2enamum B: PaBHOBecHas skcmio3urus TeHodoBupa y aeteit (Bospact ot 12 1o 18
7eT), WHOHUIUPOBAHHBIX BHPYCOM remnatuta B, KOTOpbIE MOJy4aay NEpPOPabHYIO CYTOYHYIO
103y 300 mMr teHohoBHpa AU3ONPOKCUIa GymapaTa, COOTBETCTBOBAIA IKCIO3HLHUAM, KOTOPhIE
ObLIM JOCTUTHYTHI Yy B3POCIIBIX, MOJTYy4YaBIIAX pa3oBble cyTouHble 103kl 300 Mr TeHodoBHpa
JM30ITpOKCcHIIa hymapara.

VY neret muamme 12 jer WaMm y AeTed ¢ HapylmleHHMeM (YHKIMH TOYEK HCCIIEeI0BaHUs
bapmakoxkureTuku 300 Mr TeHOGOBHpa TU30NPOKCUIA (hyMapaTa He IPOBOIUIIUCE.

Toocunvre nayuenmel

dapmakokrHETHKA TeHO()OBUPA Y TOKHUIIBIX TALIMEHTOB (cTapiie 65 JIeT) He U3ydaack.

[on

OrpaHuyeHHble JaHHbIE 1O (apMaKOKHHETUKE TEHO(GOBUPA Yy IKEHIIUMH YyKa3bIBAIOT Ha

OTCYTCTBHE cymecheHHoﬁ 3aBHCHUMOCTH OT I10J1a.



Paca

He npoBoauioch crienuduyeckKux Uccaea0BaHui papMakOKHHETHKH Y PA3IMYHbIX STHUYECKUX
TpyTIIL.

ITayuenmoi ¢ HapyuieHueM QyHKYUU nOYex

[TapameTps! (hapMaKOKMHETHKH TeHODOBHUPA ONPEIEUIUCH MOCTE BBEIEHHs pa3oBoi 103b1 300 mr
TeHo(oBHpa M30npokcua Gymapara 40 B3poc/bIM NalKMenTam, He umeroumM uadexunn BUY u
BI'B ¢ HapyiieHHeM (yHKIMH MOYEK PasIMYHOM CTENEHH, KOTOPBIE ONPEIE/sIHCh COOTBETCTBEHHO
MCXOHOMY 3HadeHuto kaupenca kpeatnnuta (KK) (pynkunus moyek He Hapymena, eciu KK>
80 mu/mMuH, jerkoe Hapymenue - eci KK cocraBisier 50-79 MiI/MHH, yMEPEHHO BbIpaOXKEHHOE
napymenue - npu KK 30-49 mu/mun u Tspkenoe Hapymenue - npu KK 10-29 mu/mun). Ilo
CPaBHEHWIO C MAlMEHTaMH ¢ HOpMaibHOH Gynkuued modek cpemnss (%CV) SKCHO3UIMS
tenoposupa ysennumiach ¢ 2185 (12%) mr*u/ma y mun ¢ KK> 80 min/MuH 110, COOTBETCTBEHHO,
3064 (30%) ur*u/ma, 6009 (42%) ur'a/mia u 15985 (45%) Hr'u/mi y manMeHTOB C JIETKAM,
CpPEIHMM M TsDKEJIbIM HapyiieHueM (GyHKiuu nouek. OuaaeTcs, 4TO yBeIMYEHHE MHTEpBaja
MeX/1y BBEJIEHHEM IIperapara npuBeaeT K 6ojee BBICOKMM IHKOBBIM KOHIICHTPAIIUSIM B I1a3Me
KPOBH M MEHBIIUM YpoBHsM Cmin y IMAalMEHTOB ¢ HapylIeHHeM (YHKIHHU MOYEK MO0 CPABHEHHIO
¢ NalMEeHTaMM, MMEIOLUMMH HOPMalbHYI0 (QYHKUMIO nodek. KiMHHYecKoe 3HauyeHHue 3TOro
HEM3BECTHO.

V TNanMeHToB ¢ TePMHHAIBHOW crajueit moueynoi HepocraroyHoctd (KK <10 mu/mun),
KOTOPBIM OBUT HEOOXOIMM TeMOJMalu3, KOHIEHTpaluH TEHO(MOBHpa MEXIy AHATH3aMU
3HAYMTEILHO YBEJIMYHMBAIKNCH B TeueHue 48 wyaco, pocruras cpeaHero 3HaueHuss Cmax
1032 ur/min u cpeanero 3HavdeHusst AUCo-4gn 42857 Hriu/mit.

Pekomenayercsi, 4ToObl MHTepBan Mexay npuemamud 300 Mr TeHohOBHpa IU30NPOKCHIIA
dymapata ObuT W3MeHeH y B3pocibix mnamueHToB ¢ KK <50 Mi/MHH wiM y manveHToB ¢
TEPMUHAIBHOM CTQJMEH IOYEYHOM HEAOCTAaTOYHOCTH M  HYXIAIOIIMXCS B JIHAIIK3E.
dapmakokuHeTHKa TeHO(oBHpa y mnanueHToB Oe3 remoauanmuza ¢ KK <10 mia/mun u y
MAallMeHTOB C TEPMHUHAIBHOM CTaJued IMOYEYHOM HENOCTaTOYHOCTH, KOHTPOJIb COCTOSIHHUS
KOTOPBIX OCYIIECTBISICTCS IyTeM IEPUTOHEATLHOTO MIM ApYruX ¢opMm auanusa, He
KCCIIeI0BATIACh.

HccnenoBanus (GapMakOKWHETHKA TEHO(OBUpA Yy JA€Ted C MOYEYHOH HEJIO0CTATOYHOCTHIO HE
IIPOBOIMIINCH. [laHHBIE TIO PEKOMEHIAIUSIM 0 PEXUMY JT03UPOBAHMS OTCYTCTBYIOT.

[layuenmul ¢ HapyuieHuem GyHKYuu neveHu

PazoBas nmo3a 300 mMr TeHodoBupa AM30MpOKCHIa (pymapaTa MpUHUMAIAch MALUEHTAMH, HE

nHpunupoBanubivu BUY u BI'B, ¢ HapyumieHueM (yHKIUM [EYEHH DPA3IMYHOM CTENEHH,



onpeenseMbM 1o knaccuuxarmn Yaitna-I1s0. V manueHTos ¢ HapylmeHneM GpyHKIHH IeYeHH |
CYIIIECTBEHHBIX M3MEHEHMH IapaMeTpoB (hapMaKOKMHETHKM TEHOPOBHpA HE OTMEYAIOCh, 4TO
Mpe/IrosaraeT OTCyTCTBUE HEOOXOMMOCTH B Koppekumu 103l Cperaue (% CV) 3nauenns Cmax 1
AUC - TeHODOBHpa coctasysim 223 (34,8%) ur/mi u 2050 (50,8%) Hr*u/mi1, COOTBETCTBEHHO, Y JIHLL
6e3 Hapymenus GyHkmu nedend, 289 (46,0%) ur/mi u 2310 (43,5%) Hr'w/Mi y JHIl ¢ yMEPEHHBIM
HapymenneM ¢GyHkimu nedenn 305 (24,8%) ur/ma u 2740 (44,0%) HU'W/MI y JHIL € TSKEIBIM
HapyleHreM QyHKIIMY eUeHH.

Brympukiemounas (papmakokunemuxa

Bb110 06HApYKEHO, YTO B HEIENSAIIAXCS MOHOHYKJIEApHBIX KJIETKaX Neprpepruyeckoi KpoBH
gesnoseka (MKIIK) nepuoa monysbiBeaenus teHodosupa audocdara cocrapiser npumepHo 50

yacoB, Toraa kak B MKITK, cTuMyIMpoBaHHBIX (HHTOreMarriOTHHHHOM - mpuMepHo 10 yacos.

IMoxa3zaHus K NPUMEHEHHIO

Huepexyus BUY-1

Jleuenne BUY-1 uHbexuuu y B3pOCIbIX B KOMOMHAILMM C JPYIMMH AHTHPETPOBUPYCHBIMH
npenapaTamy.

Jleuenne BUY-1 unpexumn y gereit B Bozpacte oT 12 10 18 jeT ¢ HaIMUKEM PE3UCTEHTHOCTH K
HYKJICO3UIHBIM HHIHOMTOpPaM OOpaTHOW TPAHCKPHUINTA3bl, MM TOKCHYHOCTH, HMCKIIOYAKOIIEH
BO3MOKHOCTH MCITOJIb30BaHUS aHTUPETPOBUPYCHBIX IIPENAPATOB NIEPBOM JTHHHH.

I'enamum B

JleueHne XpOHUYECKOTO renartuta B y B3pocibIx c:

e KOMIICHCHPOBAaHHBIM 3a00JieBaHWEM II€YEeHU, IIPU3HAKAMU aAKTUBHOH peIUIMKalUU
BUpyCa, IIOCTOSHHOM  TOBBIIIEHHONH  aKTHBHOCTBIO B CBIBOPOTKE  KPOBH
anannHaMuHOTpaHchepassl (AJIT) ¥ rUCTONOrMYecKH NOATBEP)KIEHHBIM AKTHBHBIM
BOCIAJIUTEIBHBIM ITPOIIECCOM W/Wii GUOpO30oMm;

e JIOKa3aHHBIM HaauuueM pesucTeHTHOCTH BI'B k nmammBymuny (cm. pasgen «IloGounoe
JICUCTBUEY);

® JIEKOMIICHCHPOBaHHBIM 3abosieBaHueM TeueHu (cM. pasnensl «[loGounoe nelicTBue),
«Oco0ble yKa3aHUAY).

Jleuenune xpoHuueckoro renatuta B y nereit B Bo3pacre ot 12 o 18 ner c:

® KOMIICHCHPOBaHHBIM 3a00JIeBaHUEM I€YEHH C MPU3HAKAMU aKTUBHOT'O BOCHAIUTEIBHOIO
mporiecca M aKTHMBHOW pEIUIMKAIMd  BUpYCa, YTO MOATBEPXKIAETCS TOCTOSIHHOM
MOBBIINEHHOX akTUBHOCTBIO AJIT B CHIBOPOTKE KpOBH M  TI'MCTOJOTMYECKU
[OJTBEPK/ICHHBIM AKTHBHBIM BOCIHAIUTENIBHBIM IpolieccoM W/uiau ¢Guoépozom (cMm.

paznensl «Ilob6ounoe nefictBue», «Ocobble yKazaHUs»).



IIpoTuBONOKa3aHUs

[ToBbIIEHHAss YyBCTBUTEIBHOCTh K JAEHCTBYIOIIEMY BELIECTBY WM JHOOOMY APYroMy
KOMITOHEHTY IIperapara.

Jlerckwuii Bo3mact 10 12 et u macca Tena <35 kr (3¢(deKTHBHOCTh M G€30MacCHOCTH He
YCTaHOBJICHBDI).

Jletw B Bo3pacte oT 12 mo 18 ser ¢ HapymeHueM GYHKIMHM MOYEK (OTCYTCTBYIOT
PEKOMEH/IALIUH 110 PEXXKUMY J03UPOBAHUS).

[TanmeHThI, KOTOPBIE HE HaXoaATCs Ha remMoauanuse U umeroT KK < 10 mur/muH.

[Tepuon rpyAHOTO BCKapMIIMBaHUSI.

OJHOBpEMEHHBI TIpUeM ¢ JAPYTMMH IIpernaparaMy, COJEpXalluMH TeHO(hOBUPa
JIM30MPOKCHIIa pymapar ui TeHodoBupa anadeHamun (cM. pazzaens! «Bzaumoneictsue
C IPYTMMHU JIEKAPCTBEHHBIMH cpeicTBaMu» 1 «OcoOble yKazaHHs»).

OnHOBpeMeHHBIN TpueM ¢ ajnedoBupoM (cM. pazmensl «BzaumoneicTBue ¢ JApyruMu
JIEKapCTBEHHBIMHU CpeacTBaMU» U «OcoObIe YKa3aHUs»).

[TanmenTam ¢ 1eUIMTOM JIaKTa3bl, HEIEPEHOCUMOCTBIO JTAKTO3BI, IIIIOK030-TaIaKTO3HON

ManbabcopOruelt (T.K. Ipernapar COAEPKHT JTaKTO3Y).

C 0CTOpPOKHOCTBIO

y NAIIMEHTOB C CaXapHbIM AHa0ETOM;

y TOXHUJIBIX MAIIMEHTOB (B BO3pacTe cTapiue 65 JeT);

y NAIlMEHTOB ¢ HapyIeHUeM QYHKIMHU ovek (cM. paszen «Ocolble ykazaHHs»);
COBMECTHBI IIpUe€M C JpYIMMH JIEKAapPCTBEHHBIMH TIpernaparaMu, 00JaJaroiuMu
HE(QPOTOKCHUECKHM JeHCTBHEM, HAlpPUMEp, AaMUHOTJIMKO3UIBI, amdoTepunuH B,
(dockapHeT, TaHIMKIOBUD, TEHTAMHUAWH, BAaHKOMHUIIMH, WHTEPIEHKHH-2, IUI0(OBHD,
TaKpOJIUMYC, HECTEPOUIHbIE MPOTUBOBOCIAIUTENIbHbIE Ipenaparbl, HHTHOUTOPHI
nporeassl BUY, ycuneHHble pUTOHaBUpPOM MM KOOMIIMCTATOM (CM. pa3felbl
«B3anmozencTBHE ¢ IpYTMMHU JIEKapCTBEHHBIMHU CpeAcTBaMi» B «OcoOble yKa3zaHHs»),
COBMECTHBII IIpUeM TEeHO(OBUPA IU3ONPOKCHIA C JIeTUIacBUpPOM/cohocOyBUPOM,
BEJIIaTacBUPOM/coocOYBHPOM WM BeJNAaTaCBHPOM/BOKCHIATPEBUPOM/COHOCOYBHPOM
0COOEHHO, IpU NPUMEHEHHH OJHOBPEMEHHO cO cxeMmoi JedeHus BUY-undeximu,
cozepikallei TeHohoBupa qu30mpokcuiIa Gpymapar u hapMaKOKHHETHIECKHH YCHITUTETh
(Oycrep, HampuMmep, pUTOHABUP WM KoOUIMCTaT) (cM. paszzensl «B3aumomeicTBue

JAPYTUMH JIEKaPCTBEHHBIMH CcpeacTBaMU» U «OcoOble yKa3aHUs»);



e y NAIMEHTOB C yKa3aHWeM Ha 3a00JIeBaHNe NEUEHH B aHAMHE3€, BKIIIOYas IellaTuThI (CM.
paznen «Ocobble yka3aHus»);

® COBMECTHBIM IIpueM TeHO(GOBHpa [IM30NMpOKcHIa (Gymapata MW JUJaHO3HWHA HE
pekoMeHmoBaH (cM. pasfensl  «BsaumonedcTBME ¢ APYTMMH  JIEKAPCTBEHHBIMU

cpeactBaMu» U «OcoOble yKazaHHs»).

IMpumenenne npu 6epeMeHHOCTH H B IIEPHO/l TPY/AHOr0 BCKAPMJIHBAHHUS

bepemennocme

OGmMpHbIE [aHHBIE, NONyYeHHble Yy OepemeHHbIX (6omee 1000 mcxon0B OGepeMEHHOCTH),
VKa3bIBAIOT HA OTCYTCTBHE IOPOKOB Da3BUTHS MJIM TOKCHYECKOrO BO3JCHCTBUS Ha
11710/1/HOBOPOXKIEHHOTO, KOTOpPbIe OBUTH ObI CBS3aHBI C TPUEMOM TEHO(OBHpPaA JU30MPOKCHIIA
dymapara. VccienoBaHus Ha JKHBOTHBIX HE YKa3blBaJM Ha TOKCHYECKOE BO3JICHCTBHE Ha
penpoayKTuBHYIO (yHKIH0. Takum 06pa3oMm, pH HEOOXOAMMOCTH, MOXKET OBbITh pacCMOTpPEeHa
BO3MOXHOCTH IIPUMEHEHHs TEHO(DOBHpa IU30NPOKCHIa pymMapaTa BO BpeMsi OEPEMEHHOCTH.
[lepuoo epyonozo éckapmiuéanus

WccneioBanus moKas3aim, 9T0 TEHO(GOBHUP BBIIEISETCS B IPYAHOE MOJIOKO. JIaHHBIE O BIMSHHU
TeHO(OBHMPA HA HOBOPOJXKICHHBIX/IETe! MJIa/IIIero Bo3pacta HeaocTaTtoubl. IlooToMy npenapat
TenodoBup He clieayeT IPUMEHSITh B IEPUOJL KOPMIIEHUS TPYIBIO.

B nenom, xenmunam, wHGunuposanasiv BUY u BI'B, He pekomenayercs KOPMUTD I'PY/IbIO BO
n3bexanne nepeaaun BUY u BI'B pebenky.

DepmunvHocms

He wuMmeercs KIMHMYECKHX JAHHBIX O BIUSHUM TeHO(OBUpA IU30IPOKCHIA (ymapara Ha
deprmiibHOCTE.  MccnenoBaHust y JKMBOTHBIX HE YKa3blBalOT Ha BPEJIHOE BO3JEHCTBHE

TeHO(hOBUpA TM30NPOKCHIA pymMapaTa Ha GEepTHIBLHOCTS.

Crnocob npuMeHeHHUs H 103bl

BuyTpb, ¢ enoit. TabneTky HEOOXOAMMO MPOIJIATHIBATh LIETUKOM, 3amuBasi BOAOH. TalneTku
HEJIb3s Pa3)KeBBIBATh WJI Pa3jiaMbIBaTh.

Jleuenue MOMKHO HAUMHATHCS U KOHTPOJMPOBATHCS BPAavyoM, MMEIOMUM OMNBIT jeuenuss BNU-
UHGOEKIUU U/UIH XpOHUYECKOro remnarura B.

Beibop npenapara Tenodosup st nederHuss BUU-1-uHGHUIMPOBAHHBIX MAIIMEHTOB, KOTOPbHIE
paHee TOJIydaau JeUYeHUe, JODKEH OCHOBBIBATHCS Ha IPOBEPKE HAIMYUS WHIUBUIYATbHOMN
BUPYCHON PE3MCTEHTHOCTH H/HJIM UCTOPUH JICUEHHS AIIUEHTA.

B3pocnvie

PexomennoBanHas no3a npenapara Tenodosup mis neuenus BUY u xponuueckoro renaturta B
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- 300 mr 1 pa3 B CyTKH BHYTpB, C €/101.

Xponuveckuii 2cenamum B

OnrtumasbHasi MPOJAOIKUTENILHOCTh JIeYeHHsT HEM3BECTHA. Bompoc o MpekpalleHuHd JIeYEeHUs
MOXET paccMaTpPUBATHLCS CIEAYIOIUM 00pa3oM:

- Jledvenne HBeAg-momoXXuUTETbHBIX MAllMEHTOB 0€3 LHUppo3a JOJDKHO IPOJAOIDKATLCS HE
MeHee 6-12 mecseB mocie nmoaTrBepiaeHus cepoxkonBepcun HBe (ucuesnoBenue HBeAg u
JIHK BI'B ¢ mnosBienuem antu-HBe) mim no cepoxonBepcun HBs, mubo no mnorepu
s dextuBrocTu. [Tocne npekpaleHus j1edeHuss HE0OOXO0UMO PETYJISPHO POBEPATH AKTHBHOCTh
AJIT un yposens JIHK Bupyca renatuta B B CBIBOPOTKE KPOBH C LENIBIO BBIABICHUS BO3MOXKHBIX
MO3IHUX PELUIMBOB BUPEMHUH.

- Jleuenne mnanueHntoB ¢ HBeAg-HeraTuBHbIM rematuroM B 0e3 muppo3a I07KHO
MPOJOJDKATBCS, KaK MHHHUMYM, 10 cepokoHBepcun HBs wim mnosBieHHs pPHU3HAKOB
Hea(hGEKTUBHOCTH JIedeHus. B ciryuae mpoJIOHrMpOBaHHOTO JIEYEHH S, IPOI0JIKaromerocs 0osee
2 €T, PEeKOMEHIYeTCs PpEryJIsSpHO TIPOBOAUTH IIOBTOPHBIA MEPECMOTP JI€UEHHUS, YTOOBI
MOATBEPAUTD IPUEMIIEMOCTD ISl TAIIMEHTA IPOI0/DKEHHUS BBIOpAaHHOH Tepanuu.

Jlemu om 12 0o 18 nem

BHY-1: B Bo3pacte oT 12 1o 18 neT u ¢ Maccoit Tena >35 Kr pekOMeHI0BaHHasl /1034 Ipenapara
TenodoBup cocraBnser 300 mr 1 pa3 B CyTku BHYTpb, ¢ enoi (cM. paszen «IlobGounoe
neiictBuey). TabneTky He0OX0IMMO MPOIJIAThIBATh IIEIMKOM, 3anuBasi BOJ0H. TabneTku Heab3s
pa3’KeBBIBATH HJIK Pa3IaMbIBaTh.

B ucmoynTepHBIX cirydasx TabiaeTky npenapara TeHohoBUp MOXKHO NMPHUHATH cpasy IOcCIe ee
pactBopeHust B npudau3uteabHo 100 M1 BOIbl, aneIbCUHOBOTO MJIM BUHOIPAIHOTO COKa.
Xponuueckuui eenamum B: B Bo3pacte ot 12 no 18 ner m ¢ wmaccoir Tenma >35 kr
peKOMeHI0BaHHas Jo03a npenapara TenogoBup cocrasiser 300 mr 1 pa3 B CyTKH BHYTpPb, C
enoit (eM. pazzaen «[lobounoe neicTBuey).

OnrtumasnbHasi IPOAOKUTEILHOCTD JIEYEHHSI [I0KA HE YCTAHOBJICHA.

be3onacHocTh 1 3¢ deKTUBHOCTH TeHOGOBUPA AU30MPOKCUIa pymapara y AeTei ¢ XpPOHUYECKUM
renatutoM B B Bo3pacte oT 2 10 12 steT u ¢ Maccoii Tena <35 KT He yCTaHOBJICHBI.
IIponywennas 0oza

Ecnu npuem 10361 ObUT MPOMYINEH U MPOLUIO MeHee 12 4acoB OT 0OBIYHOIO BPEMEHHM Ipuema
JI03bl, TO NAIIMEHTY CJIEAYET KaK MOXKHO CKOpee IPUHSTH [Ipernapar BMECTE C €10H U BEPHYThCA K
00OBIYHOMY pEXHMMY IpHeMa mpenapara. Eciin B caydae MpOMyIIeHHOTo MpHUeMa J03bl MPOILIO
6osee 12 yacoB u mpUOIMIKAETCs BpeMsi IIpHeMa cIeIyomei 10361 npenapaTa, TO NalMeHTy He
ClielyeT NPUHUMATh IPOMYINEHHYIO 103y, a NPUHATH OYEPEIHYIO 103y B COOTBETCTBHH C

OOBIUHBIM PEKUMOM IMpUEMa Mpenapara.
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Ecim B Teuenne 1 yaca mocie mpuema mnpernapara TeHohoBHp y manueHTa BO3HMKIA PBOTA,
cneayer npunsaTh eme 1 tabnerky (300 mr) wmm 2 tabnerku (150 mr). Ecau pBoTa y nauuenta
BO3HHMKJA Oojiee ueM depe3 | yac mocie mpuema mpenapara Tenodosup, To eme 1 TabieTky
(300 mr) mim 2 Tabnetku (150 Mr) npuHUMATH HE CIEAYET.

Ocobvie epynnvl nayuenmos

Ilayuenmul nodcuno2o eospacma

Ha ceropHsinHui JeHb HET JaHHBIX, HA OCHOBAHUU KOTOPHIX MOXHO JaTh PEKOMEHIALUH
OTHOCHTEJIHHO JIO3MPOBAHUS [UIS TAIMEHTOB B Bo3pacTte ctapimie 65 ner (cM. pazaen «Ocolble
yKa3aHus»).

Hapywenus ¢hynkyuu nouex

TenohoBup BBIBOAWUTCS M3 OpraHU3Ma I[OYKaMH, [O3TOMY Y MAlMEHTOB C HapyLIEHHEM
(GYHKIHH TOYEK OT™MeYaeTcs OoJiee JTHTETLHBIN IEPHO/I BBIBEICHUS TEHO(OBHPA U3 OpPraHU3Ma.
B3pocnvie

Jlannble 0 6e30macHOCTH U 3G (PEKTUBHOCTH TPUMEHEHHS TeHO(POBUPA AU30NPOKCHIa Gpymapara
y B3pOCIIBIX MAIMEHTOB C HapylleHueM (GyHKIUHM nodek cpeaned u Tshxenoit crenenu (KK <50
MJI/MUH) orparueHbl. OleHKa nokaszaresiei 6e30MacHOCTH y MAUEHTOB C JIETKUM HapyLIeHHEM
byukmu novek (KK 50-80 mMi1/MuH) B 101T0CpOYHOM NepernekTuBe He nmpoBoauiack. 1o sToii
NpUYKMHE MAllMeHTaM C HapylmeHWsMH (GyHKIUHM modyek TeHodoBupa ausonpokcuna (ymapar
HEOOXO0IMMO TPUMEHSTh B TEX CIIy4asX, KOr/ia MOTeHIMAIbHAS I10J1b3a OT JIEYEHHUs IPEBBIIAET
MOTEHIMATBHBIN PUCK HaHeceHUs Bpena. Koppekuus MHTEpBaia J03MPOBAHUS PEKOMEHIYETCS
qutst maneHToB ¢ KK <50 Mi/MuH, B TOM 4uclie y TAallUEHTOB Ha FEMOAMAIN3E.

Hapywenue ¢hynkyuu nouex neexou cmenenu (KK 50-80 ma/mun).

OrpaHuYeHHbIe JIaHHBIE, IMOJY4YEHHbIE B  pe3yJibTare KIMHUYECKUX  HCCIIEJOBaHMH,
CBHUJIETEJILCTBYIOT B II0JIb3Y COXPAaHEHMs ISl MAIlMEHTOB C HE3HAYUTEIbHBIM HapylICHHEM
(GYHKIIMU TTOYEK peXuMa J03UpoBaHus TeHOGoBHUpa Au3onpokcuia Gpymapara 300 Mr oauH pas
B CYTKH.

Hapywenue ¢hynkyuu nouex cpeoneu cmenenu (KK 30-49 mn/mun,).

Pexomennyetrcst mpuem 300 mr mnpemapara TenodoBup kaxasle 48 yacoB Ha OCHOBaHHMHU
pe3yabTaToB MOJCTHPOBAHUS (HapMaKOKMHETHYECKUX TaHHBIX Pa30BOH 03Bl Y H0OPOBOJIBLEB,
He umeromux uHGeknru BUY u BI'B, ¢ pa3Hoit cTenenpo HapyleHus GyHKIUM NOYEK, B TOM
quce ¢ TEPMHHAIBHOM CTajMeld MOYedYHOM HEeJOCTATOYHOCTH, Tpelyromed reMoauaIn3a.
OnHaKo Takoe M03WpOBaHHME He OBUIO MOATBEPXKICHO B paMKaxX KIMHUYECKUX HCCIIEIOBaHHMH.
[TosTOMY y TakuX MallMEHTOB HEOOXOIMMO BHUMATEIFHO KOHTPOJIMPOBATH KIMHHUYECKHH OTBET

Ha jeyeHrne U GyHKIHIO modek (cM. pasnenbl «PapmakokuHeTHka» u «OcoOble yKazaHHs»).
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Hapywenue ¢pynxyuu nouex msixcenou cmenenu (KK <30 mn/mun) u nayuenmot, Haxoosuuecs
Ha 2emMoouanuse.

[Ipy OTCYTCTBHH &IbTEPHATHBHOIO JEYEHHs] MOXKHO YIIMHATHL MHTEPBAIBI MEXIY MpHEMaMU
npenapara TeHopOBUP, KaK yKa3aHO HUXKE.

Tsxensie Hapymenns Gyukuuu nodek: 300 Mr kaxzabie 72-96 4acoB (ABaXIbI B HEJIETTIO).
[TauuenTs! Ha reMoauanuse: 300 Mr Kax/ible 7 CyTOK MOCIIE 3aBEPIICHHs ceaHca reMoinannsa™.
VKa3zaHHbIe BapHaHThl KOPPEKIMH HHTEPBAIOB IIpPHEMa Ipernapara He ObLIM MOATBEP)K/ICHBI B
KJIMHAYECKUX HCCJIEIOBaHUAX. MOJIEIMpOBaHHE [JaeT OCHOBAaHME IPEIANOJIOXKHUTb, YTO
JUIMTENTLHBIA HHTEPBAJI MEX1y TpHeMaMHu Tpenapata TeHoOBUp HE ABJISETCS ONTHMATBHBIM H
MOJKET IPUBECTHU K MOBBIIIEHAIO TOKCHYHOCTH U, BO3MOXKHO, K HeaJeKBaTHOMY OTBeTy. 1o 31oit
IpUUYMHE HEOOXOJMM TIIATEIbHbI MOHUTOPUHI (G(MEKTUBHOCTH Tepanuu U (QyHKIHMH MOYEK
(cMm. pazzensl «DapmakokuHeTHKa» U «OcoOble yKazaHHUs»).

*Kak mpaswiio, 1 pa3 B HeNem0o, MUCXOIS M3 MPEINOIOKEHHS O MPOBEIEHHH 3 CEaHCOB
reMoJIMaIn3a B HEJIEIO IIPOI0DKATEILHOCTBIO MPHOIM3UTENBHO 4 yaca KaxIbIi, Wi nocie 12
4acOB CYMMapHOT0 IepHOa FeMOoIMaIn3a.

PekoMeH 1allui OTHOCHTENIBHO J03upoBaHus uis namueHToB ¢ KK< 10 mui/mun 6e3 remoauanisa
OTCYTCTBYIOT.

Jlemu

[TpoTHBOMOKA3aHO MPUMEHSTh TEHODOBHP y AeTel ¢ HapyIIeHHeM QyHKIUH OYeK.

Hapywenue ¢pynxyuu nevenu

JIns ManMeHToB ¢ HapylIeHWeM (YHKIMM TEYEHH HET HEOOXOIMMOCTH B KOPPEKIMH O3B
Heobxoaumo TinarenpHOe HaOMIOJEHHE 3a IMAalUMeHTaMHd C XPOHMUYeCKMM rematutom B (¢
conytctBytomei uHpexkuueir BUY wmim 6e3), ecim OHM IpeKpaTW/IM IIPUEM IIpenapara
TenodoBup, Tak Kak Mmocje OTMEHBI IpernapaTa ecTh PUCK 0DOCTPEHHUs renaTtuta (CM. paszeln

«OcoOble yKa3aHHUs»).

[To6ouHnoe 1eiicTBHE

Kpamxkue oannvle 0 npoghune 6ezonacrocmu

BHUY-1 u cenamum B

Penko coobmanoch 0 ciydasx HapymeHus (QyHKIMH MOYEK, MOYEYHOH HENOCTATOYHOCTH H
HEYacTo O ClIydasiX MPOKCUMAaIbHOM TyOynonatuu (B ToM umciae cuaapoma @aHKkoHM), KOTOPhIE
WHOT/Ia TPUBOJWIM K TMATOJIOTHM KOCTHOM TKaHW (pelKo - K IepesioMaM), y MalueHTOB,
IPUHUMABIINX TeHO(DOBHpaA Iu30npokcuia Gpymapar. [l mauueHToB, IPHHUMAKOIIMX [Ipenapar
TenodoBup, pexkomengyercss HaOmoaeHue 3a ¢GyHkuueid mnoyek (cm. paszgen «OcoOble

yKa3aHus»).
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BHY-1: TTo6ouHBle peakiuy MpH JeUYeHHH TeHO(POBUPA TU30NPOKCHIA pyMapaToM B COYECTAHHH
C JpPYrMMH aHTHPETPOBHUPYCHBIMH IIperapaTaMH MOTYT OXHIATbCs TOYTH Y OJHOH TpETH
MaMeHToB. Takue peakiuW, KaKk IpPaBUjIo, MPEACTABISAIOT COOOH HApyIIEHUS CO CTOPOHBI
JKEITYIOUHO-KHMIIEYHOr0 TPaKTa OT JIETKOH 0 cpeaHeit crenenn TsokecTd. [pubiusurensro 1%
[Tal[MEHTOB, IOJYYaBIIMX JI€YeHHE TEHO(OBUPOM, NPEKPATHIIM JICYEHHE H3-3a PEAKIHH CO
CTOPOHBI JKEITYI0YHO-KUIIEYHOI O TPAKTa.

He pexoMenayercss OJHOBpPEMEHHOe NpHMEHeHHe mpenapata TeHopoBMp W JMIaHO3MHA,
[MOCKOJIBKY 3TO MOMET IPHBECTH K TMOBBIIICHUIO PHCKAa NMOOOYHBIX pPEaKIMi (CM. paszeln
«B3anmoieiicTBIE ¢ APYTHMH JIEKapCTBEHHBIMU CPEICTBAMU»). Penko coobmanoch o ciydasx
NaHKpeaTUTa W JaKTOAlMI03a, HHOrAa C JeTalbHbIM HcxonoM (cM. paszaen «OcoObie
yKa3aHUsi»).

Tenamum B: TloGo4Hble peakid, B OCHOBHOM HE3HAYMTENIbHBIC, TIPU TpHEME TeHO(OBUpA
JM30MPOKCHIa (ymapata MOTYT OXHIATbCS MOUYTH Yy OJHOM YeTBepTH ManueHToB. B
KJIMHAUECKUX HMCCIIEIOBAHMSAX € ydacTHeM IalueHToB, uHbuuupoBaHHbIX BI'B, Haubonee
yacToil MoOGOYHOM peakimeit Ha TeHohOoBUpa Iu30MpoKcHiIa pymapar 6bu1a TomHoTa (5,4%).
Coobmaoch o ciydasx 000CTpeHus rermaruta B y manueHToB Ha OHE TepanuH, TakKe, Kak Uy
ITal[MEHTOB, PEKPATUBIIMX JIeueHue rernatuta B (cM. pasnen «OcobOblie yKkazaHus»).

Kpamxue ceedenust 0 nOGOYHBIX PeaKyusix, C65A3AHHBIX C NPUEMOM MEHOMOBUPA OUONPOKCUNA
hymapama, na 0CHOBAHUU KIUHUYECKO20 UCCIE008AHUS U NOCMPE2UCMPAYUOHHO20 AHANU3A
Ouenka MOOOYHBIX peakiuii Ha TeHO(POBUPA AU3ONPOKCHIIA (yMapaT OCHOBBIBAETCS HA JTaHHBIX
1o 6e30MacHOCTH, TMOJTYYEHHBIX B X0/€ KIMHUYECKUX MCCIIEI0BAHUN U IOCTPETHCTPAIIHOHHOIO
anaym3a. Bece moOouHble peakiiuu yka3aHbl B Tabnune 1.

Knunuveckue uccreoosanus BUY-1

Onenka MOOOYHBIX peakInii 0 JaHHBIM KIMHHYeCKUX uccnenoBanuit BUY-1 ocHoBbIBaeTcs Ha
pe3yibTaTtax JBYX HCCIEIOBaHWHM, B paMKax KOTOpBIX 653 mamueHTa, paHee IMOJIyYaBIIUe
JedeHre, NpuHUManM TeHodoBupa au3onpokcuiaa ¢pymapar (n=443) wim miauebo (n=210) B
COYETAHUH C JPYrHMH aHTHPETPOBUPYCHBIMHU IpernaparaMy B TeueHue 24 Hezelb, a TakKe Ha
JIAHHBIX JIBOMHOTO CJIETIOT0 CPaBHHUTEIBHOTO KOHTPOJMPYEMOrO HCCIEI0BAaHUs, B pamKax
koToporo 600 marMeHTOB, paHee He TMojydaBlue jedeHue, npuuMann 300 mr teHodosHpa
au3onpokcuia ¢pymapara (n=299) umm craByauH (n=301) B coyeTaHuH C JAMHBYJMHOM H
ydaBupeH3oM Ha MpoTsuKeHUU 144 Henens.

Knunuueckue uccneooganus cenamuma B

Ouenka MoOOYHBIX PeaKIMidi 1O JaHHBIM KJIMHHYECKHX HCCIIENOBaHMH rematura B, riaBHbIM
0o0pa3oM, OCHOBBIBAETCS Ha pe3yjbTaraX ABYX [BOMHBIX CJENBIX CPaBHHUTEJIbHBIX

KOHTPOJHMPYEMBIX MCCIIeIOBAaHUMN, B paMKaX KOTOpbIX 641 MalueHT ¢ XpOHUYECKUM IeNaTHTOM
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B u ¢ KoMIeHcHpoBaHHOW (yHKIHMeld nedenn monydan 300 Mr TeHodoBUpa' IH30MPOKCHIIA |
dymapara exenneBHo (n=426) wmu anedoBupa aunmuBoKcui 10 MrexenHesHo! (n=215) B%
teuenne 48 nenennb. [ToOouHBIE peakiyy, KOTOpble HAOIIOJATUCh B TEYEHUE §84-Heneﬁbﬂor(;
HEIPEPBIBHOTO JIEYE€HHsI, COOTBETCTBOBAIN NMPOGHITIO 6€30MacHOCTH TeHO(OBHPA IU30IIPOKCHIIA
¢dymapara. Ilocie mepBOHAYATLHOTO CHWXKEHHS NpuUMepHO Ha 4,9 mu/muu (1m0 Gopmyie
Kokpodra-I'onra) wm 3,9 mi/mun/1,73m2 (o popmyne MoauduKanuy IUEThl IPH MOYEYHBIX
3aboeBanusix [MDRD]) mo ucredeHuu nepBbIX 4 HEAEIb JIEYEHUS CKOPOCTb €XKETOJHOI0
CHWKEHHsI TIOYEYHOM (YHKIMHM TIO CPaBHEHHMIO € HCXOJHOW, OTMEUYEHHas Yy MAalHUEeHTOB,
T0JIy4aBIIKNX TeHO(OBHpPA AU30MpoKcuiIa ¢pymapar, coctasuia 1,41 mu/mMuH B rox (1o popmyse
(Kokpodra-I'onra) wim 0,74mi/mun/1,73m2 (o popmysie MDRD).

Iayuenmul ¢ 0exoMnencuposanHvim 3a001e6anuem neyeHu

[lpopmns  Oe3omacHOCTH  TeHO(OBHpa  JU3OMPOKCHIa (ymapara y MaUEHTOB C
JIEKOMIIEHCUPOBAaHHBIM 3a00JICBAHUEM II€YEHW OLICHUBAICA B JIBOMHOM CJIENIOM aKTHBHOM
KOHTPOJMPYEMOM HCCII€JIOBAHUU, B KOTOPOM B3pOCJbIE MAIMEHThl B TeuyeHue 48 Heaenb
nojaydaau teHodoBupa ausonpokcuiaa ¢ymapar (n=45) winm smTpunmuradbuH + teHodoBupa
mu3onpokcuia pymapar (n=45), wium 3HTEKaBUp (n=22).

B rpynmne TeHodoBupa au3onpokcuia pymapara 7% ManMeHTOB MPEKPATHIIN JIEYEHUE B CBA3HU C
O0OOYHBIMH peakuusamMu; 9% nanueHToB Ha NpOTsHKeHUU 48 Henenb UMEIH MOATBEPIKACHHBINA
MIOBBIIIEHHBIN CHIBOPOTOYHBIH KpeaTuHUH > 0,5 MI/UT UM NOATBEPHKIECHHYIO KOHUEHTPALUIO
CBIBOPOTOYHOTO (hocara <2 MI/WI; CTATUCTHUECKH 3HAYUMBIX OTIMYMHA MEXIY TpYIIOH
KOMOMHUPOBAHHOTO JIEYEHHUs] Ha OCHOBE TEHO(OBHpa AU3ONPOKCHIA (ymapara W TpyNIon
sHTekaBupa He Obuto. Yepe3 168 nemens y 16% (7/45) nanueHTOB M3 rpymmbl TeHO(GOBUpa
mu3onpokcuia ¢ymapara, 4% (2/45) w3 rpynnel SMTpUlUTaOUH+TeHOPOBHUpA TU30MPOKCUIIA
bymapar u 14% (3/22) u3 rpynmsl SHTeKaBHpa HaOIIOAATOCH HApyIIEHHE MEPEHOCUMOCTH. Y
13% (6/45) nmaumeHTOB M3 TpyHmbl TeHodoBHpa au3onpokcuiaa ¢ymapara, 13% (6/45) u3
IPYIIbl 3MTpUIUTAOUH+TeHOGOBHpa au3ompokcwia ¢ymapar u 9% (2/22) w3 rpynmsl
JHTEKaBUpa HAOIIOAATOCh IOATBEPKACHHOE IOBBIIIEHHE CBhIBOPOTOYHOIO KpEaTMHHUHA >
0,5 MI/UT MM TOATBEPXKIEHHOE CHHXKEHHE KOHIIEHTPAIMK CBIBOPOTOYHOTO (hocdara < 2mr/ /.
Ha 168-ii Henene B AaHHOW MONYJISUMM IMAIIMEHTOB € JAEKOMIIEHCHPOBAHHOM I€UYEHOYHON
HEJIOCTAaTOYHOCTBIO YpPOBEHb CMepTHOCTH coctaBuil 13% (6/45) B rpynmne TteHodoBupa
nu3onpokcuta ¢ymapara, 11% (5/45) B rpynmne sMTpunuTabuH+TeHO(GOBUpPA TU30MPOKCHUIA
bymapatr u 14% (3/22) B rpynne sHTekaBupa. J(0/1sl MEYEHOYHO-KIETOYHOIO paka COCTaBHJIA
18% (8/45) B rpynme TteHodoBUpa au3ompokcuia Qymapara, 7% (3/45) B rpynme

SMTpULUTaOuH+TeHOGOBHpa Tu3onpokcuia hpymapara u 9% (9/22) B rpymnme sHTeKaBupa.
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[TanMenTsl ¢ UCXOIHO OOJBIINM KOJIMYECTBOM Oa/uioB 1o kiaccudukanuu Yaimn-IIso nmenu
GOJIBIINIT PUCK PA3BUTHS CEPbE3HBIX OOOUHBIX peakuuit (cM. paznei «OCodble yKazaHUs»).
Iayuenmoir ¢ nanuyuem pesucmenmuocmu BI'B k aamugyouny

B paHIOMH3HPOBAHHOM JBOWHOM CJIETIOM HCCIIEJIOBAHMH, B XOz€ KOTOporo 280 MmamueHToB ¢
PE3MCTEHTHOCTHIO K JIAMHBYIMHY B TeueHHe 240 Heaeb MoTydanu TeHOpOBHpa IH30TPOKCHIIA
dymapar (n=141) wm >MTpurUTabuH+TeHOGOBHpPa AM30mMpoKcuna pymapar (n=139), HOBbIX
106GOYHBIX peakiuii Ha TeHO(OBHpA IH30IPOKCHIIA (yMapar BbISABJIEHO HE ObLIO.

[ToGo4HBIe peakKiMy ¢ MOTEHIHATBHON (MM, KaK MHHMMYM, BO3MOXHOMU) CBSI3bIO C JICUCHHEM
IPUBOJIATCS HEXKE MO KJIaccaM CHCTEM OpraHoB M yacToTe. B pamkax KaXJIOW TpymIisl 110
yacToTe MOOOYHBIE PEAKIIUH ITPUBE/ICHBI B IIOPS/IKE YMEHBIIEHHS CEPBE3HOCTH.

[To6ouHbBIE peakuy [0 YaCcTOTe ONPEAETIAIOTCS KaK:

ouenwv yacmo (> 1/10),

yacmo (om > 1/100 oo <1/10),

neyacmo (om > 1/1000 oo <1/100)

peoxo (om > 1/10 000 oo <1/1000).

Tabnuya 1. Kpatkue naHHble O TMOOOYHBIX PEAKIHSX, CBS3aHHBIX C MPHEMOM TeHO(DOBHpa
JT30TTPOKCHIIA ¢dbymapara, Ha OCHOBaHHUHU KJIMHUYECKOTO UCCIIEIOBAHUS "

IIOCTPETrUCTPALlMOHHOTO aHaInu3a.

Kiaccesl cuecTeM OpraHoB ¥ 4acrora IloGouHbIe peakuuu

Hapywenus co cmoponvl 06MeHa 6euyecms u NUmanusl

Ouenwv yacmo I'unodocdaremus'
Hevacmo [ unokaauemMus’
Peoxo JlakToanumos

Hapywienus co cmopoHvl HEpEHOU CUCmeMbl

Ouyenwv wacmo ['onoBokpyxeHue

Yacmo ["osoBHAs 607b

Hapywenus co cmoponwi J#ceay0ouHo-KumeyHo20 mpakma

Ouenv wacmo Jlunapesi, pBoTa, TOIIHOTA
Yacmo boib B )XMBOTE, B3AyTHE, METEOPU3M
Hevacmo [lankpeatur

Hapywienust co cmoponvl neyeHu u Jcendesvl800Auux nymeu

Yacmo [loBelIIEHHE  AKTUBHOCTH  «II€UYEHOYHBIX»
TpaHCaMMHAa3
Peoxo Xuposast tucTpodusi IEYEHHU, renaTuT

Hapywenus co cmoponsl K0JCU U NOOKOACHBIX MKAHeU
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Ovyenv yacmo KoxHnas cplnb

Peoxo AHTHOHEBPOTUUYECKUHI OTEK

Hapywienue co cmopoHbi KOCMHO-MbIUEYHOU U COCOUHUMENLHOT MKAHU

Heuacmo Pa6iomuonu3’, Mpiedsas c1adbocTs!

Peoxo Ocreomaisiiust  (posiBisiomIascss 0onsiMu B
KOCTSX M TEepelioMaMH KOCTE€H B OTAEIbHBIX
ciyyasx)' %, muonarus'

Hapywenusi co cmopoHbl nOYex U MO4e6bl800AUUX nymel

Heuacmo [ToBbllIEHHE  KOHUEHTpPALMM  KpeaTHHHHA,
NpOKCHMalIbHas TodeuHas TyOysnonartus (B
TOM umciie CHHApoM PaHKOHH)

Peoxo Octpast moyeyHasi HeJOCTATOYHOCT, IT0YeUHast
HEJI0CTaTOYHOCTD, OCTpBIA  TYOYJISIpHBIH
HeKpo3, HeppUT (B TOM YHCIE OCTPhIH
MHTEpCTHIHATBHEE HedpHuT)”, HepOreHHbIH
HecaxapHbIi auader

Obwue paccmpoiicmea u HapyuieHus. 6 Mecme 66e0eHUs.

Ouenv yacmo AcTeHus

Yacmo VYceranocts

Tlo6ounas peakiusi MOXKET BO3HMKHYTH KaK CIIEJCTBHE IPOKCHMaIbHOW TyOynomarun. He
CUMTAETCs, YTO OHAa NPHYHHHO CBs3aHa C TeHO(oOBHpa AW3OMpOKCHIa (ymapaTtoM Ipu
OTCYTCTBHH 3TOT0 3a00JI€BaHUS.

’[To6oynas peakius ObLIa yCTAHOBJIEHA BO BPEMSI [IOCTPETUCTPALMOHHOTO HCCIIE0BAHHS, HO HE
Ha0JII0/1alachk BO BpEMs PaHIOMH3MPOBAHHBIX KOHTPOJIMPYEMBIX KIMHUYECKHX HCCIIEIOBAHUM
WM [TPOrpaMMBbl PacIIMPEHHOTO J0CTyNa K TeHo(hoBUpy au3onpokcuia Gymapary. Kareropus
4acTOThl ObUIa YCTAHOBJIEHA 10 CTATUCTMYECKHMM pacyeTaM Ha OCHOBE OOLIEro KOJIMYECTBa
MAalMEHTOB,  NPUHUMABIIAX  TeHodoBHpa  Au3ompokcuia  ¢ymapaT B paMmKax
PaHJIOMHU3UPOBAHHBIX KOHTPOJIMPYEMBIX MCCIEIOBAaHHHA M MPOrpaMMbl PaCHIMPEHHOIO JOCTyIa
(0=7319),

Onucanue omoenvbHbiX NOOOYHBIX peaKyutl

BHY-1 u 2enamum B

Hapywenue gpynkyuu nouex

[Tockosibky TEeHO(OBHUP MOXKET NPUBECTH K HAPYIIEHHIO pabOThl MOYEK, PEKOMEHIYETCs
KOHTpOJMpoBaTh HX ¢GyHkmuoo (cM. paszgen «OcobOble  ykazanusi»). IIpokcumanbHas
TyOyJI0naTHsl, KaK MpaBuiIo, Hcues3asa, WM OTMEYaIOCh YIIydlleHHe Mocie OTMEHbl TeHO(poBHpa
qa3onpokcuia ¢pymapata. Tem He MeHee, y HEKOTOPHIX MAIMEHTOB OTMEHa TEHO(OBHpA

AUA30IIPOKCHUITIA (byMapaTa HE IOJHOCTBIO ITPHUBOJXJIA K BOCCTAHOBJICHUIO CHUXXCHHOI'O YPOBHS
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KK. IManueHTsl ¢ PHUCKOM pa3BUTHS IOYEYHON HEIOCTAaTOUYHOCTH (HAIpHUMED, ITalMEHTHI | C
MCXOJHBIM ~ PHCKOM IOY€YHOM HEJOCTAaTOYHOCTH, —comytcTBytomas BUY — undexnms,
CONYTCTBYIOIIAsi ~Tepamuss HePPOTOKCHMYHBIMU  IIperapaTaMu) HaxoIsATCs B IPYIIe
IIOBBIIIEHHOTO PHCKAa HEMOJHOTO BOCCTAHOBJICHHWSI (DYHKIIMH TOYEK, HECMOTPS Ha OTMEHY
TeHodoBupa au3onpokcuiIa pymapara (cM. paszzen «Ocobble yKa3aHUsa»).

BUY-1

B3zaumooeiicmeue ¢ 0uoano3unom

OHOBpeMeHHOE TNpPUMEHEHHe TeHO(OBHpa IH30MPOKCHIA (ymapaTa W AWJAHO3MHA HE
PEKOMEH/]IyeTCsl, TaK KaK 3TO MPUBOIUT K MOBBIIIEHUIO CHCTEMHON JKCIIO3MLIMHU JUIaHO3MHA Ha
40-60%, YTO MOXET YBEJIWYUTh PHUCK BO3HUKHOBEHHS IMOOOUHBIX pEaKIHMH, CBSI3aHHBIX C
JUIaHO3MHOM (cM. paszznen «B3aumomelcTBHE ¢ APYrUMH JIEKApPCTBEHHBIMU CPEICTBAMM).
Peniko coobmanock 0 ciyyasx maHKpeaTHTa M JaKTOAIM103a, HHOT/IA C JIETATbHBIM HCXOI0M.
[lapamemper memaboausma

[Ipy aHTHPETPOBUPYCHOW Tepamuud MOXKET YBEIWYUTHCS Macca Tela M MOTYT HOBBICUTBHCS
KOHIIEHTPAIMH JTUIIH/IOB U TITIOKO3bI B KPOBH (cM. paszzen «Ocolble yKazaHHus »).

CuHOpom 60CCMAaHOBIEHUSL UMMYHUMEmMAa

YV BUY-uHOUUMPOBAHHBIX IAIMEHTOB C TsKeIoM (opMmolt MMMyHOAedUIIMTa HA MOMEHT
Havyasla KOMOMHUPOBAHHOM aHTUPETPOBUPYCHOM Tepamuu MOXKET BOZHHUKHYTb BOCHAIUTE/IbHAS
peakius Ha acCUMITOMATUYECKHE HJIM OCTAaTOYHBbIE ONMOpTYHHcTUYeckue uHpexkuuu. Tarxe
cooOmanock 00 ayTOMMMYHHBIX HapyILIeHHsX (Takux Kak Oosie3Hb ['peiiBca, ayTOMMMYHHBIH
renaTHuT); OJIHAKO JaHHBIE O BPEMEHHM Hauajla TaKUX SBICHUH CHIIBHO Pa3HATCS M 3TU CIIydau
MOTJIM UIMETh MECTO CIIYCTSl HECKOJIBKO MECSLEB M10CIIE Hayalla JICYEHUSI.

Ocmeonexpos

Coolmanoch 0 ciydasix OCTEOHEKpPO3a, B YaCTHOCTH Y TAlHEHTOB C OOIIEH3BECTHBIMU
¢daktopamu pucka, mno3aHed cramueir BUYU-uHpexkuwu MaM  JUIMTENBHBIM  IIPUEMOM
KOMOMHUPOBAHHOM aHTUPETPOBUPYCHOM Tepamuu. YacToTa BO3HMKHOBEHMSI YKa3aHHOIO
SIBIEHUS] HeM3BeCTHA (CM. pazzen «Ocolble yKazaHus»).

['enamum B

Obocmpenue cenamuma 60 8pemsi iedeHus

B pamkax uccinenoBaHWi Cpeid MAllMEHTOB, KOTOpbIE paHee He NMPUHUMAIH HYKJICO3HHbIE
aHaJIOTH, MOBbIeHHe akTUBHOCTH AJIT BO BpeMs JieueHus ¢ MPEBBIIIEHHEM BEPXHETO Mpejiesia
HOopMBI Oosiee yem B 10 pa3, W mpeBbIIIEHHEM HayallbHOTO YpOBHS Oojee deM B 2 pasa,
HaOmonanoch y 2,6% mNamueHToB, IOJYYaBIIMX JIEYeHHEe TEHO(GOBUpA JU30NPOKCHIA
bymaparom. [Tonsem aktuBHOCTH AJIT, Menana BpeMeHH 10 TOSBICHUSI KOTOPOTO COCTaBIIsLIa

8 Henenp, B JaibHEHIIeM ucuye3anl Ha (oHE MpoJoDKarolierocs jedeHus. B OoibimHCTBE

17



cllydaeB Takoe TmoBbIeHHe akTUBHOCTH AJIT Obulo CBS3aHO € yMEHBINIEHMEM BHPYCHOMU
Harpy3ku > 2 logl0 xomuii/mi, KOTOpoe HpeAlIecTBOBAIO MM COBIAAAIO0 C IOBHIIEHUEM
aktuBHoctd AJIT. Bo BpeMs JieyeHHs PEKOMEHIyeTCs IEPHOJANYECKH KOHTPOIUPOBATH
byHkmo nevenu (cM. pazzaen «Ocobble yka3aHus»).

ObocmpeHnue 2enamuma nocjie OMmmeHbl J1e4eHUs

VY nanuentoB, uHpuuupoBanubix BI'B, mocne npexpaiieHus npuema npenaparoB, akTHBHBIX B
otHomrennn BI'B, Bo3HMKaM KIMHUYECKHe W JabopaTopHbIE MPU3HAKM 00OCTpEHMs rernaTuta
(eMm. pazzen «OcoOble yka3zaHUs»).

Jlemu

BUY-1

Onenka mMOOOYHBIX peaKlWil OCHOBaHAa Ha JIByX paHJIOMM3HPOBAHHBIX HCCIENIOBAHUAX, B
KoTOpbie ObLIO BKIOUEHO 184 pebenka, nHpuuupoBanusix BUU-1 (Boszpact ot 2 o <18 ner) u
MOJIy4aBIIKX TeHO(hoBHpa au3onpokcuia Gymapar (n = 93) wiu rianebo/akTUBHBIA Mpenapar
cpaBHeHHs (n = 91) B cOYETAaHUHU C IPYTUMH aHTUPETPOBUPYCHBIMH IIpenapaTaMu B TedeHue 48
Hesmenb. [loOouHBle peakiuu, KOTOpble HAOMIONAIMCh Yy JeTei, MOJIyY4aBUIMX Teparuio
TeHO(OBHpa IU3ONMPOKCHIA (yMapaTtoM, COOTBETCTBOBAIA TEM, YTO HAOMIOJAINCh B
KJIMHUYECKUX MCCIIeIOBAaHUIX TEHO(OBUpA ITH30MPOKCHIA ymapara y B3pOCIBIX (CM. pas/ielibl

«®apmakomHamuka» U «I[TobouHoe nercTBrE ).

V nereit HaOMr0AAMMCh Cllydad CHH)KEHUS MUHepaiabHOHM miuotHoctH kocter (MIIK), y BUY-1-
MHQUIIMPOBAHHBIX NMOAPOCTKOB 3HadeHHst Z-kpurepuss MIIK Obun Huke Ha (oHe sedeHUs
TeHO(hOBHpa IU3ONpOKenTa pyMaparoM MO CPaBHEHHUIO C TPYNIOH, moayyaBiueid miaunedo. Y
BUY-1-undunupoBanHblx jgereit 3HaueHus Z-kputepus MIIK Opumn Hmwke B rpymre,
NepeBeICHHON Ha TpHeM TeHO(OBUpa AM30NPOKCHIa (ymapaTa, MO0 CPaBHEHMIO C TIPYIIOH,
IPOJIOJDKABIIEH JIEYEHHE 110 CXEME CO CTaBYJMHOM WM 3UAOBYAMHOM (CM. pa3zieisl
«®DapmakomHamuka» 1 «OcoOble yKazaHUs»).

B onnom wuccnenoanuu 8 uz 89 nereit (9,0%), monyuaBmmx TeHOGOBUpPA AU30MPOKCHUIA
dymapar (menmaHa Bo3aeHCTBHS TeHOo(oOBUpa au3ompokcuita (ymapara - 331 Henmens),
IPEKpaTUIM TIPUEM IIperapara M3-3a HeXelaTeIbHBIX PEaKUUd CO CTOPOHBI MOYeK. Y MATH
nauueHToB (5,6%) pe3yabTaTbl J1aOOPAaTOPHBIX HCCIEJOBAaHUH KIMHUYECKH COOTBETCTBOBAIU
IPOKCUMAIbHOU TyOynomatuu. 4 W3 HUX HOPEeKpaTWIM MpueM TeHOo(oBHUpa AU3ONPOKCHIIA
dymapar. Y ceMHm NamMeHTOB pacyeTHas CKOpocTh KiyOoukoBoi ¢uisTpanun (CKO)
coctaisna ot 70 1o 90 ma/mun Ha 1.73 M2, Y 3 M3 HEX NPOM3ONLIO KIMHMYECKH 3HAYAMOE
cumkenue pacyetHo CK®, xoropass BHOBb IOBBICHIACH IIOCJIE OTMEHBbI TEHO(DOBUPA

aM30mpoKcuiIa Gpymapara.
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Xponuyeckuii 2cenamum B

Onenka MmOOOYHBIX pEaKIMH OCHOBBIBAETCS HA OJHOM DPAHIOMHU3UPOBAHHOM KIMHHYECKOM
rcceioBanuu ¢ yyactuem 106 nmereit (Bo3pact ot 12 1o 18 5et) ¢ XpoHHUECKUM renaTuTom B,
KOTOpBIM TpoBoauar Tepanuio 300 Mr TeHopoBHpa au30mpokcHiIa ¢pymapaToM (n = 52) uim
mwiane6o (n = 54) B Teyenue 72 Henmenb. [l000UYHBIE peakIy, KOTOpbIE HAOIIOIAINCE Y JIETEH,
0JIy4aBIIAX TeHO(OBUpA AU30MPOKcHIa pymapaT, COOTBETCTBOBAIU TEM, YTO HAOIIOJAIUChH B
KJIMHUYECKUX MCCIIEIOBAHUSAX TeHO(MOBUPA AU30MPOKCHIIa (pymapara y B3pOCbIX.

Vmensienne MITK nabmonanock y nerteit, MHGUIMPOBAHHBIX BUpYcOoM renarura B. Z-kpurepuii
MIIK, HabmomaeMblii y TAIMEHTOB, KOTOpHIE TOMyYaId T€HO(MOBHp, OBbUT HIKE, YeM TAKOBOH Y
IalMEeHTOB, KOTOPbIE MOTy4aiH 1uanedo (cM. pazaen «Ocodble yKa3aHus»).

Jpyeue ocobwvie epynnel nayuenmos

[layuenmul nodtcunozo eospacma

UccnenoBanne MNpUMEHEHHsT TeHO(GOBHpa JAU30MpOKCHIa (ymapaTa cpeau MalHueHTOB B
BO3pacTe crapiie 65 JIeT He MPOBOAWIOCH. [[allMeHThl MOKUIIOro Bo3pacTa B OObLICH CTENEHH
CKJIOHHBI UMETH TIOHIKEHHYIO TTOYEYHYIO (YHKIHIO, TTO9TOMY BO BpeMs JieueHHs TeHO(QOBHpa
JIM30MPOKCHIa (hymapaToM HTOH MOMYJISLMUA HEOOXOAMMO COOMIOAATh OCTOPOXKHOCTH (CM.
pazzaen «Ocobble ykazaHus»).

[layuenmol ¢ Hapywenuem QyHKyuu noyex

[TockonbKky mpreM TeHO(OBUpa AM3ONPOKCHIA (ymapaTa MOXKET NPUBECTH K IMOPAKECHUIO
MI0YEK, PEKOMEHIYETCSI BHUMATEIEHO KOHTPOJIMPOBATH (PYHKIIUIO MTOYEK Y B3POCIIBIX MAllUEHTOB
¢ HapyueHHeM (QYHKIMH MMOYeK, MPUHUMAIOLIKX npenapaTr TerHodoBup (cM. pazzaens «Crnocod
MIPUMEHEHUs U 103b1» U «OcoOble yKa3zaHus»).

[TpoTHBOIIOKa3aHO MPUMEHATH TeHO(hOBUpPA AU30MpoKcHiIa Gpymapar y nereit ot 12 o 18 ner ¢
HapymieHneM (yHKuu mouek (cMm. pazgensl «Croco® mpumeHeHus u A03b1» U «OcoOble

yKa3aHus»).

Ilepeno3upoBka

Cumnmomel: B clydae TEpEIO3UPOBKH MAIMEHT MIODKEH HAXOMUTbCs I0J HaOIIOJCHUEM
OTHOCHUTENILHO MPU3HAKOB TOKCHUYHOCTHU, MPU HEOOXOAMMOCTH HA3HAUACTCS] CUMIITOMATHYECKas
¥ TTOJIEPKUBAOINAS TEPATTHSI.

Jlevenue: TEeHOGOBHP MOXET BBIBOAMTHCS C IOMOIIBIO T€MOJHAIN3a, MEIMAHHOE 3HAYEHUE
KaupeHca TeHodoBupa cocraBiseT 134 w/muH. Hew3BecTHO, BO3MOMXHO JIM BBIBECTH

TeHO(OBUP C MOMOIIBIO EPUTOHEATLHOTO JHATH3A.
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B3aumojeiicTBHe ¢ APYrHMH JIEKADCTBEHHBIMH CPEICTBAMH

HccnenoBanus B3auMO/1€HCTBUS TPOBOMIMCH TOJIBKO Y B3POCIIBIX.

Ha ocHOBaHWM pe3yJbTaTOB AKCIEPUMEHTOB i1 Vifr0 W W3BECTHOIO IyTH BBIBEACHHS
TeHO(OBHUpPA BO3MOXKHOCTH B3aHMMOJEHCTBHUH, onocpenoBaHHbIX H3opepmenToM CYP450, mpu
y4acTUU TeHO(GOBUPA U JAPYTUX JIEKAPCTBEHHBIX CPEJCTB HU3KAS.

OonospemenHoe npumMeHeHue e peKomenoo8ano

[Ipenapar TenodoBup He cienyeT NPUMEHATh C APYTHMH JIEKAPCTBEHHBIMH CPEICTBAMH,
coziepKaIliMu TeHO(OBHpa AU30pokcuia Gpymapara uim TeHopoBHpa anadheHaMuI.
Juoanosun

OxHOBpeMEHHOE TpUMEHeHHe TeHO(hOBHpa AM3OMpoKcHiIa (ymapara W [JUJAHO3MHA HE
pekomenyercs (cM. pasaen «Ocobble yka3aHus» U Tabiuity 2).

Jlekapcmeenmnwvie cpedcmea, Komopwvie 6b1600AMCsL NOYKAMU

[TockosbKy TeHO(OBUP BBIBOJAUTCS MPEUMYIIECTBEHHO MMOYKAMH, OJIHOBPEMEHHOE IIPUMEHEHUE
TeHO(hOBHpa AU30NpPOKCHIA (ymapara C JIEKapCTBEHHBbIMH IIperapaTaMiy, CHUKAIOIUMHU
MOYEeYHYI0 (YHKIHIO WIA KOHKYPHUPYIOUIMMHU 32 aKTHBHYIO KAHAJIBIIEBYIO CEKPELHMIO IyTeM
tpancnopTtHeIX OenkoB hOAT 1, hOAT3 wm MRP4 (manpumep, ¢ 1muapopoBHpoM), MOXKET
TOBBIIIATh KOHIIEHTPALMIO TeHO(MOBUPA B IJIa3Me KPOBU U (MJIM) JIEKAPCTBEHHBIX IIPENAparos,
IPUHUMAEMBIX OJITHOBPEMEHHO.

Heob6xomumo n3beraTh MpUMEHEHUS TeHOGOBUPA TU3ONMPOKCHIa hymapaTa ¢ OJHOBPEMEHHBIM
WIM HEJaBHUM IPUMEHEHHEM HEePPOTOKCHYECKHUX JIEKAPCTBEHHBIX CPEACTB (HAIrpUMep,
aMHHOTIMKO3uI0B, ampotepuumna B, ¢ockapuera, raHuuKiIOBHpa, MEHTAMMIUHA,
BaHKOMHUIIMHA, IU0(OBUpa U UHTEPIEHKUHA-2) (cM. pa3en «Ocolble yKa3aHus»).

YYuThIBas, 4YTO TAKPOJIUMYC MOXET BIUATH Ha (YHKIMIO MOYEK, PEKOMEHAYETCS TIIATEIbHOE
HaOJTF0/IEHUE TIPH €r0 OHOBPEMEHHOM IMPUMEHEHHH ¢ TEHO(POBUPA JU30MPOKCHIIA hymMapaToM.
/pyzue 63aumooericmeus

B3aumoneiictBuss  Mexay TeHOGOBHUPOM M APYTMMH  JIEKAPCTBEHHBIMH  CPEICTBAMH
npejacTaBieHbl Huwke B Tabmuue 2 (yBenuueHHe 0003HAu€HO «T», YMEHBIIEHHE — «|»,

OTCYTCTBHE U3MEHEHHH - «<>», IBa pa3a B CyTKH — «b.i.d.» ¥ o1uH pa3 B cyTkH —«q.d.»).
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Tabauya 2. B3auMojaelcTBre Mexay TeHO(OBHpA IM30NMPOKCHIA  dyMapatoM U IPYTHMH

JICKapCTBCHHBIMHU IIpeIIapaTaMu

JlekapcTBeHHBIH npenapar
M0 TepaneBTHYeCKHM

HANPaBJIeHHSM (/1032 B MT )

Biausinue Ha ypoBeHb
npenapara, cpeaHee

NPOEHTHOC H3MEHECHHE

Pexomenpanuu
OTHOCHTEJIHLHO

OJHOBPEMEHHOI'0 NIPUMEHECHU A

AUC, Cmax, Cmin ¢ TeHO(OBHPA TU30NPOKCHJIA
¢pymapartom 300 mr
MPOTUBONHO®EKIIMOHHBIE
AHTHPETPOBHPYCHBIE
Uuruduropsl nporeassl
Arta3anaBup/PuronaBup ATa3zaHaBup: Koppekuuu 10351 HE
(300 q.d./100q.d.) AUC: | 25% TpeOyercs.
Cmax: | 28% VBenu4eHHas IKCIO3ULIUS
Cmin: | 26% TeHO(OBUpA MOXKET YCHUIUBATh
CBSI3aHHBIE ¢  TEHO(POBUPOM
Tenodoup: He)XeNaTe/IbHble SIBJICHUS,
AUC: 1 37% BKJIOYAs MMaTOJIOTHIO TTOYEK.
Cmax: T 34% Heobxoaumo TmaTebHo
Cmin: T 29% KOHTPOJIUPOBATH GbyHKIUIO
noyek (cm. pazgen «OcoOble
YKa3aHHs»).
JlonunaBup/PuronaBup JlonunaBup/Putonasup | Koppekuuu n03b1 He Tpedyercs.
(400 b.1.d./100 b.1.d.) Her Cny’eCTBeHHOFO VBenuueHHas IKCITO3HIIHS
BO3JICHCTBUS HA
IapameTpsl TeHO(OBUpAa MOXKET YCHUIUBATh
K CBSI3aHHBIE €  TEHO(POBUPOM
JIONTMHABHPa/PUTOHABUPA
HE)XeJaTe/IbHbIe SIBJICHUS,
Tenodosup: BKJIIOUAsi MATOJOTHIO  TOYEK.
AUC: 1 32%
Heobxoaumo THIATEIbHO
Cmax: <
Cmin: 1 51% KOHTPOJIMPOBATH byHKIIIO
nouek (cMm. pazzgen «OcoOble
yKa3aHusi»).
JlapynaBup/PutonaBup JlapyHaBup: Koppexuuu 103b1 HE TpeOyeTcs.
(300/100 b.i.d.) Her cymectBeHHOTO VBenuyeHHast IKCTIO3ULIUS

BO3/E€HCTBHUS HA

napameTpsl OK

TCHO(l)OBI/Ipa MOXET YCHUJIMBATH

CBSI3aHHBIE C  TEHO(GOBHPOM
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JlekapcTBeHHBIN npenapar
10 TepaneBTHYECKHM

HATIPaBJIEHUSIM (1032 B MT )

Biausinne Ha ypoBeHb
npenapara, cpeaHee
NPOIEHTHOE H3MEeHeHHe

AUC, Cmax, Cmin

Pexomenaanuu
OTHOCHTEJIbHO
0/THOBPEMEHHOI0 NMPHUMeHeHHU s

C Teﬂodmsnpa AU30IIPOKCHJIA

¢pymaparom 300 mr
JlapyHaBHpa/pUTOHABHUPA He)XeaTeIbHble SIBJICHMSL,
BKJIIOYAsi  TAaTOJIOTHIO  IOYEK.
Tenodosup: Heobxoxumo TIIATEIBHO
AUC: 1 22% KOHTPOJIUPOBATh ¢byHK1IMIO
Cmin: T 37% mouek (cMm. pasgen «OcoObie
yKa3aHHs»).
Hyxk1eo3uaabie HHrHOUTOPBI 00PaTHOH TPAHCKPHIITA3bI
Jlunano3ux OpHOBpEMEHHOE OHOBpEeMEHHOE  NPUMEHEHHUE

npuMeHeHue TeHo(hoBUpa U

JAJaHO3WHAa TPHUBOIUT K

40-60% ITOBBIIIEHHUIO
CUCTEMHOH JKCIIO3UIINHU
IUJAHO3HMHA, YTO MOXET
YBEJTUYUTH pHCK

CBSI3aHHBIX C JIMJIaHO3WHOM
HEXXeJIaTEJIbHBIX  SIBJICHHIA.
Coo01anoce 0 HEYacThIX,
HHOT1a JIETAJTBHBIX,
ciayyasix TaHKpeaTuTa |
JIAKTOAIKI034.

OpnHOBpeMEHHOE BBEICHHE
TeHO(hOBHpa ¥ JUTAHO3UHA
B no3e 400 Mr B CyTKH
ObLI1O CBSI3aHO co
3HAYUTEIbHBIM

YMEHBIIEHHEM KOJIMYECTBA
kietok CD4, BO3MOXHO, B
CBS3M C MEKKJIETOYHBIM
B3aHMMOJICUCTBHEM,

qTo

MOBBIIIACT

TeHOQOBHpa M JUJAHO3MHA HE

pekoMeHayercss  (CM.  pasaen

«OcoOble yKa3aHUs»).
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JlekapcTBeHHBIH npenapar
10 TepaneBTHYeCKHM

HAnpaBJIeHUsIM (1032 B MT )

Bausinne Ha ypoBeHb
npenapara, cpeaHee
NPOLEHTHOE H3MEHEHHE

AUC, Cmax, Cmin

Pexomenganuu
OTHOCHTEJIHLHO
O/THOBPEMEHHOTr 0 PHMEeHEeHH

¢ TeHo(OBHPA TH3O0NIPOKCHJIA

¢pymaparom 300 mr
¢bochopunupoBanHbli  (TO
€CTh AKTUBHBIN )
JMIAHO3MH. YMEHBIIECHHE
JIO3UPOBKH JIM/IaHO3MHA 10
250 mr, xoTopasi BBOJUTCS
BMecTe C TeHO(OBUPOM,
ObL10 CBSI3aHO c
COOOIEHUSIMH O BBICOKOM
4acToTe
BHUPYCOJIOTUYECKOTO
HEYJIayHOTO JICUECHHUS MpHU
HECKOJIbKUX
UCCIIeIOBAaHHbIX
KOMOWHAIMSX JUTS JICUCHUS
BUY-1 undexnun.
AnedoBup AUC: & TenodpoBup  MPOTHUBONOKA3AHO
Cmax: <
IPUMEHSTh  OJHOBPEMEHHO C
aneoBHpOM (cm. paznen
«Oco0ble yKa3zaHUs»).
JHTEKaBUP AUC: & He Obu10 KIIMHMYECKH 3HAYUMBIX
Cmax: <
(hapMaKOKMHETHUECKUX
B3aUMO/IEHCTBHM pu
OTHOBPEMEHHOM  IPUMEHEHUHU
TeHO(OBHpPA C FHTEKABUPOM.
IIporuBoBupycHBIe npenapatsl AJs JedeHus XI'C
Jlemunaceup/CodocOyBup (90 | Jlenumacsup: [ToBbieHuE KOHIIEHTpaIiH
mg/400 mr q.d.) + ALIC: T 90% teHooBHpa B IUIa3Me IIpH
Cmax: T 68%
Ata3zanaBup/PuroHaBup Cmin: 1 118% COBMECTHOM IIPUMEHEHUH
(300 mr q.d./100 mr q.d.) + TeHo(oBUpa JM30IPOKCHIIA
CodocOyBup:
TenodoBupa qu3zonpokcuia LTI e bymapara, penapaTroB
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JlekapcTBeHHBIH npenapar
0 TepaneBTHYeCKHM

HanpaBJIeHHsIM (1032 B MT )

Biausinue Ha ypoBeHb
npenapara, cpeaHee
NpONEHTHOE H3MEeHEeHHe

AUC, Cmax, Cmin

Pexomenpanuu
OTHOCHTEJIbHO
O/THOBPEMEHHOI 0 IPUMEHEeHH s

¢ TeHO(OBHPA IU30NPOKCHIA

¢pymaparom 300 mr
bymapat/Ivrpunutadbus (300 | Cmax: < nenunacBup/codpocOyBup u
! aTa3aHaBUP/PUTOHABUD  MOMKET
mr q.d./200 mr ) GS-3310072: p/’p p
AUC: « YCHJTHBATh HEXeaTe/IbHbIe
Cmax: < peakuuu Ha TeHopoBUpa

Cmin: 1T 42%

JIM30MpoKcuiIa ¢ymapar, B TOM

ATa3zaHaBup: YHCJIe HApYIIEHUs CO CTOPOHBI
AUC: &
MOYeK W  MOYEBBIBOJSLIMX
Cmax: <
Cmin: 1 63% nyTei. bezonacnocth
TeHogoBupa JIM30IIPOKCHIIA
Puronasup:
AUC: s dymapara Tpud  COBMECTHOM
Cmax: < NPUMEHEHHH ¢  [pernaparom
in- 0
Cmnin: T 45% nexunacBup/copocOyBUp n
OMTpULUTAOHH: (hapMakOKHHETHYECKUM
AUC: < YCHIIUTEIIEM (6ycTepom)
Cmax: <
Eiie <> (HampuMep, PUTOHABHPOM HJIH
KOOMIIUCTATOM) HE YCTAaHOBJIECHA.
I‘%{CO?)SHP: 2T10 coyeTaHue cienyer
Cmax: 1 47% HCITIOJIB30BaTh C OCTOPOIKHOCTBIO
Cmin: 1 47% IIPY 4aCTOM KOHTpOJIe (YHKIIHH
MOYeK, €CIH  OTCYTCTBYIOT
JpYryue BapHaHThl JEUYECHHUS (CM.
pazznen «OcoOble yKa3zaHHsI»).
JlequnacBup/CodocOyBup Jlenumacup: [ToBeiIeHNE KOHIIEHTpAIHH
(90 wmr/400 wmr gqd.) + AUC: < TeHopoBHpa B IUIa3Me TIpH
Cmax: <
JlapynaBup/PutonaBup Cmin: <« COBMECTHOM [IPUMEHEHU U
(800 mr q.d./100 mr q.d.) + TeHo(oBHpa JTA30TIPOKCHIIA
Codocbdysup:
TenodoBupa  mu3omMpOKCHIA AUC: | 27% bymapara, npenapaToB
bymapatr/Imrpunuradbun (300 | Cmax: | 37% nenunacBup/cohocOyBUp %}
mr/ 200 Mr q.d.)l GS-3310072: JTApYHABUP/PUTOHABUDP  MOXKET
AUC: & YCUJIMBATh HeXeJIaTeIbHbIe
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JlekapcTBeHHBII Ipenapar
1o TepaneBTHYECKUM

HanpaBJIeHHAM (1032 B MT )

Bausinue Ha ypoBeHb
npenapara, cpeaHee
NMPOLIEHTHOE H3MEeHeHHe

AUC, Cmax, Cmin

Pexomennanmnu
OTHOCHTEJIHLHO
O/THOBPEMEHHOI 0 PUMeHeHHUsI

¢ TeHo(goBHPa TM30NPOKCHIA

¢pymaparom 300 mr

Cmax: < peaxkuuu Ha TeHo(oBUpa
Cmin: &

JIU30TIPOKCHIa (hymapar, B TOM
JlapyHasup: YHcIe HApyUIEHUS CO CTOPOHBI
AUC: & MOYeK M MOYEBBIBOSIIUX
Cmax: « .

. nyTei. be3omnacHocTh

Cmin: <

TeHO(oBHpa JTM30TIPOKCHUIIA
Puronasup:

¢dbymapara TpU  COBMECTHOM
AUC: &
Cmax: < NPUMEHEHUH C  [IpernapaTrom

Cmin: 1 48%

OMTpULIUTAOUH:
AUC: &
Cmax: <«
Cmin: <

Tenodosup:

AUC: 1 50%
Cmax: T 64%
Cmin: 1 59%

nenunacBup/codocdyBup 7
OycTepoM (Hampumep,
PUTOHABHPOM WITH

KOOHIIMCTATOM) HE YCTAaHOBJICHA.
910 coYyeTaHue cletyeT
HCIIOJIB30BATH C OCTOPOIKHOCTHIO
IIPU YacTOM KOHTpOJIe (YHKIUH
MOYeK, €CIu  OTCYTCTBYIOT
JPyTUE BapHAHTHI JeUeHHUs (CM.

pazznein «Ocobble yKazaHHs»).

Jlenunaceup/CodocOysup (90
mr/400 mr q.d.) + TenodoBupa
JU30npokcuia pymapar/
OMTpunutTabun/IpaBupeH3

(300 mr/200 M/600 mr q.d.)

Jlequnacsup:
AUC: | 34%
Cmax: | 34%
Cmin: | 34%

CodocObysup:
AUC: &
Cmax: <

GS-331007%
AUC: &
Cmax: <«
Cmin: <

O¢daBupens:
AUC: &

Koppexuus J103bI HE
pekomennayercs.  [loBblneHue
9KCIO3ULIUU TeHO(OBUPA MONKET
YCHUITUTh HEXXeJlaTeIbHbIe
peaknuu Ha TeHo(oBHUpa
JU30IpoKcuiIa (ymapar, B TOM
YUCJIe HAPYUICHUS CO CTOPOHbI
MOYeK M MOYEBBIBOAIIMX
nyreit. Crnexyer  TIIaTeabHO
creauTh 3a  (yHKIMEH mnoyex
(cm. pazuen «OcoOblie

yKa3zaHUs»).
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JlekapcTBeHHBI npenapaT
M0 TepaneBTHYECKHM

HANPAaBJIEHHAM (1032 B MT )

Biiusinue Ha ypoBeHb
npenapara, cpeaHee
NPOLEHTHOE U3MEeHEeHHe

AUC, Cmax, Cmin

Pexomenaanun
OTHOCHTE/ILHO
0THOBPEMEHHOTI'0 PUMeHEeHMsI
¢ TeHO(hoBHPa IN30NIPOKCHIIA

¢pymaparom 300 mr

Cmax: <
Cmin; <

OMTpULIUTAOHMH:
AUC: &
Cmax: <
Cmin: &

Tenodosup:
AUC: 1 98%
Cmax: T 79%
Cmin: T 163%

Jlenunacsup/CodocOysup (90
mr/400 mr q.d.) +
Punnusupun/Tenodosupa
JTM30TIPOKCHIIA
bymapar/Omrpunutabun (25
mr/300 mr/ 200 mr q.d.)

Jlenunacsup:
AUC: &
Cmax: <
Cmin: <

Codocbysup:
AUC: &
Cmax: <

GS-331007%
AUC: &
Cmax: <«
Cmin: <

OMTpULIUTAOUH:
AUC: &
Cmax: <
Cmin: <

PunnuBupun:
AUC: &
Cmax: <
Cmin: &

Tenodosup:
AUC: 1 40%
Cmax: <

Cmin: 7 91%

Koppexknus JI03bI HE
pekomenayercs.  [loBbleHue
AKCIIO3ULUH TEHO(HOBUPA MOXKET
YCUJIUTD HE)KeJIaTebHbIe
peakuuu Ha TeHO(pOoBHpa
IU30IpOKcUIa ¢Gymapar, B TOM
YUCI€ HApYUIEHUs] CO CTOPOHBI
MOYeK M MOYEBBIBOISIIMX
nyreii. Crexyer  TIIaTeabHO
ClIeIUTh 3a  (yHKUMEH MoYyeK
(cm. pasznen «OcoOble

yKa3aHusi»).
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JlekapcTBeHHBIH npenapar
10 TepaneBTHYECKHM

HANpaBJIeHHSM (/1032 B MTI )

Bausinne Ha ypoBeHb
npenapara, cpeaHee
NPOIEHTHOE H3MeHeHHe

AUC, Cmax, Cmin

Pexomenaauuu
OTHOCHTEJIBHO
O/ITHOBPEMEHHOT0 IPHMEHEHHSI
¢ TeHo¢OBHPA TH3ONMPOKCHIIA

¢ymapatom 300 mr

Jlequnaceup/Codocoysup (90 | CodocOysup: Koppexkuus JI03bl He
mr/400 mr q.d.) + UG PEKOMEH Iy eTCH. [ToBbIIEHME
Cmax: <
Jonyterpasup (50 mr q.d.) + SKCIIO3UIIUH TEeHOPOBUPA MOXKET
TenodoBupa IM30NPOKCHIA GS-3310072 YCHJIUTD HEXXeNaTeIbHbIe
/ AUC: &
¢bymapar. Clrisiceis peakiuu Ha TeHo(hoBUpa
Smrpunuradbus (300 mr/ 200 | Cmin: < JM30TpOKCHIa (ymapar, B TOM
mr q.d.) YuClie HapyIIEHHsT €O CTOPOHBI
Jlequnacsup:
AUC: & NOYeK W  MOYEBBIBOJSALIMX
Cmax: < nyreii. Cnexyer — TIIATEILHO
Cmin: <
ClIeMTh 3a  (DYHKIHMEH MOoYeK
JlonyTerpaBup (eMm. paszznein «OcoOble
AUC: &
YKa3aHUS»).
Cmax: <
Cmin: &
DMTPUIIUTAOMH:
AUC: &
Cmax: <
Cmin: &
Tenodosup:
AUC: 1 65%
Cmax: 1 61%
Cmin: T 115%
Benmnartacsup/CodocOyBup Codocbdysup: [ToBbrIeHHE KOHIIEHTpaIUK
(100 mr/400 mr q.d.) + AUC: < TeHOGOBHpa B IUIasMe IIpH
Cmax: <
AtaszanaBup/PutoHaBup COBMECTHOM IPUMEHEHUH
(300 mr q.d./100 mr q.d.) + GS-331007* TeHo(hOBHpa JM30IPOKCHIIA
AUC: &
TenodoBupa 1U30MPOKCHIIA P (dbymapara, npenaparoB
bymapar/Ivrpunutadbus (300 | Cmin: T 42% BesmaracBup/codocOyBup "
mr/ 200 mr q.d.) aTa3aHaBUP/PUTOHABUDP  MOXKET
Benmnaracsup:
AUC: 1 142% YCUJTUTD He)XeaTeIbHbIE
Cmax: T 55% peakiiu Ha  TeHodoBHpa

Cmin: 7 301%

JTU30TIpOKCHIIa (ymapar, B TOM
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JlekapcTBeHHBIN npenapar
10 TepaneBTHYECKHM

HANIPaBJIEHUSM (1032 B MT )

Biunsinne Ha ypoBeHb
npemnapara, cpeHee
NPOLEHTHOE H3MEHEHHe

AUC, Cmax, Cmin

Pexomenaanun
OTHOCHTEJIbHO
0/THOBPEMEHHOI 0 PHMeHeHHUs
¢ TeHO(oBHPA IU30NPOKCHIIA

¢pymaparom 300 mr

ATazaHaBup:
AUC: &
Cmax: <
Cmin: 7 39%

YuCclie HapyLIeHHs CO CTOPOHBI
MOYeK U MOYEBBIBOJSIIMX
nyTei. be3omnacHocTh

TeHo¢oBUpa JI30TIPOKCHIIA

PuronaBup:
AUC: o dymapata Tpd  COBMECTHOM
Cmax: < MPUMEHEHHH ¢  TIpenaparoMm
in- 0
Cmin: 1 29% BeJmaTacBup/copocOyBUp "
OMTPUIIUTAOUH: bycrepom (Hampumep,
AUC: & PUTOHABUPOM WK
Cmax: <
Cie s KOOMIIUCTATOM) HE YCTAaHOBJICHA.
Jr1o codeTaHue cienyer
Teroposup: HCIIOJIB30BATH C OCTOPOIKHOCTHIO
AUC: &
Cmax: 1 55% IPU YacTOM KOHTpoJsie (GYyHKIMH
Cmin: 1 39% noyek (cm. pazzgen «OcoOble
yKa3aHUs»).
Benmaracsup/CodocdyBup (100 | CodocOyBup: [ToBbimIeHHE KOHIIEHTpAUH
mr/400 mg q.d.) + AUC: |28% TeHOQOBHpa B IUIa3Me IMpU
Cmax: | 38%
JlapynaBup/PutoHaBup COBMECTHOM PUMEHEHUH
(800 mr q.d./100 mr q.d.) + GS-331007* TeHo(oBHpa JIM30TPOKCHUIIA
AUC: &
Tenogosupa mu30MpoOKCHIa Cmax: < bymapara, npenapaToB
bymapat/IMTpunuTabun Cmin: & BenmaracBup/cohocOyBUp U
(300 mr7 200 mr q.d.) JapyHABUP/PUTOHABUD  MOJXKET
Bennaracsup:
AUC: & YCUJTUTD HeXeaTeIbHbIe
Cmax: | 24% peaxkIuu Ha TeHodoBHpa
Cmin: <
JU30MpoKcHIa (ymapar, B TOM
JlapyHaBup: YuciIe HapyUIEHUS CO CTOPOHBI
AUC: &
MOYeK W MOYEBBIBOMSIIHX
Cmax: <
Cmin: < nyTei. be3onacHocTh
TeHodoBHpa JIM30ITPOKCHIIA
Putonasup:
AT ¢dbymapara TpH  COBMECTHOM
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JlekapcTBeHHBIH npenapar
10 TepaneBTHYeCKHUM

HanpaBJeHUsM (1032 B MI' )

BimsiHue Ha ypoBeHb
npemnapara, cpeaHee
NpOLEHTHOE H3MEHEeHH e

AUC, Cmax, Cmin

PexomeHnaauuu
OTHOCHUTEIBHO
O/IHOBPEMEHHOT0 TPUMEHEeHHsI
¢ TeHO(hOBHPA TH30NPOKCHIA

¢ymaparom 300 mr

Cmax: <«
Cmin: <

DMTPULIUTAOHH:
AUC: &
Cmax: <
Cmin: <

Tenodosup:
AUC: 1 39%
Cmax: T 55%

NPUMEHEHHH C  I[IPenaparoM
BeJmaracBup/codocOyBHp u
Oycrepom (Harpumep,
PUTOHABHPOM W

KOOMIIMCTATOM) HE YCTaHOBJIEHA.

910 COUYCTAHUC CICAYCT
HUCIOJIB30BATh C OCTOPOKHOCTHIO

TP 9acTOM KOHTpOJe (QYHKIHMU

Cmin: T 52% nouek (cm. pasgen «Ocobble
yKazaHHs»).
BenmaracBup/CodocOyBup CodocOyBup: [ToBbIICHHE KOHIIEHTpAIH
(100 mr/400 mr q.d.) + ‘ér[ig;llzfzz) TeHOoOBMpa B IUIA3Me IIPU
JlonunaBup/PutonaBup COBMECTHOM NPUMEHEHUH
(800 mr/200 mr g.d.) + GS-331007% TeHodoBupa JTM30TTPOKCHIIA
TenodoBupa IU30IPOKCHIA éigx(:» dbymapara, IpernaparoB
dymapar/Imrpurutadbus (300 | Cmin: < BenmaracBup/codocOyBup "
mr/ 200 mr q.d.) Besmaracsip: JIOTIUHABUD/PUTOHABUDP  MOXKET
AUC: & YCHIIUTD HeXeTaTeIbHbIe
Cmflx: ! 30(:% peaKIuu Ha TeHodoBupa
Crmin: T 63% JIM30MpOKcHiIa ¢ymapar, B TOM
JlonuHaBwup: YUClie HApYILIEHHs CO CTOPOHbI
[érlr{gxi MOYeK ¥  MOYEBBIBOAIIMX
Cmin: < nyTei. besomacHocTh
Prronaamp: TeHo(oBUpa JTIM30TIPOKCHUIIA
ATTES: 405 bymapata TpH  COBMECTHOM
Cmax: < NPUMEHEHHH C  IIpernaparom
o - BenmaracBup/codocOyBup "
OMTPHUIIUTAOUH: Oycrepom (Hampumep,
AUC: & PUTOHABHPOM WITH
gz?: : KOOHIIMCTATOM) HE YCTaHOBJICHA.
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JlekapcTBeHHBIH npenapar
[0 TepaneBTHYeCKUM

HAINpaBJIeHHSIM (1032 B MTI )

Biusinne Ha ypoBeHb
npenapara, cpeaHee
MPOIEeHTHOE H3MEeHeHHe

AUC, Cmax, Cmin

Pexomennanuu
OTHOCHTEJIBHO
0/IHOBPEMEHHOT0 NPUMEHEHHSI

¢ TeHo(OBHPA AU3ONPOKCHIIA

¢pymaparom 300 mr
J10 COUYETaHHE cienyer
Tenogonup: HCIOJIH30BATH C OCTOPOKHOCTHIO
AUC: &
Cmax: 1 42% IIPH 9aCTOM KOHTpoJe (YHKIHH
Cmin: < nouek (cm. pasgen «Ocobble
yKa3aHUs»).
Besmaracsup/Cohocoysup (100 | CodocOysup: Koppekuus JI03BI HE
mr/400 mr g.d.) + Parrerpasup IR = PEKOMEHIyeTCH. [ToBbIIEHME
Cmax: <
(400 mr b.i.d) + Tenodosupa SKCIIO3UIIUN TEHOPOBUPA MOKET
JIM30MpoKcHIa hymapatr/ GS-331007* YCHJIUTD HeXeaTelbHble
AUC: &
OmrpurmrabuH (300 mr/ 200 Mr e o pEaKInu Ha TeHO(pOBHpa
q.d.) Cmin: & JM30TIpOKCUIa (ymapar, B TOM
YHCJIe HApPYUIEHUS CO CTOPOHBI
Benmaracsup:
AUC: & MOYeK U MOYEBBIBOISAIIMX
Cmax: < nytei.  CrexyeT — THIATENIBHO
Cmin: &
ClIeauTh 3a  (yHKIMEH MoueK
Panrerpasup: (cm. pazzaen «Ocobble
AUC: &
yKa3aHUs»).
Cmax: <
Cmin: | 21%
DOMTpULIUTAOUH:
AUC: &
Cmax: <
Cmin: &
Tenodosup:
AUC: 1 40%
Cmax: T 46%
Cmin: T 70%
Bemmaracup/CodocOysup (100 | CodocOyBup: OaHOBpEMEHHBIN npueM
AUC: &
mr/400 mr q.d.) + Tenodosupa ' eIl
a4) OB | (k1 38% R e
JM30MpoKcriIa pymapatr/ GS-3310072: BenmaracBup/codocOyBup "
OmTpunuTabus/JdaBupeH3 AUC: & 3(aBUpeH3  MOXKET  CHHU3UTb
Cmax: «
Crain: «» KOHIIEHTPAIlMK BeJIaTacBupa B
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JlekapcTBeHHBIN npenapart
0 TepaneBTHYeCKUM

HanpasJIeHUsIM (/1032 B MTI" )

Binsinne Ha ypoBeHb
npemnapara, cpeHee
NPOLEHTHOE H3MeHeHHe

AUC, Cmax, Cmin

PexomeHnpanuu
OTHOCHTEJIbHO
0/THOBPEMEHHOI0 MPHMeHeHUs!
¢ TeHO()OBHPA IN30NPOKCHIA

¢pymaparom 300 mr

(300 mr/ 200 mr/600 mr q.d.)

Benmaracsup:
AUC: | 53%
Cmax: | 47%
Cmin: | 57%

DdaBupens:
AUC: &
Cmax: <
Cmin: <

OMTpUIIUTAONH:
AUC: &

Cmax: <
Cmin: <

Tenodosup:
AUC: 1 81%
Cmax: T 77%
Cmin: 17 121%

wiazme. OJTHOBpEeMEHHBIN IpUeM

npernapara
BesmaTtacBup/cohocOyBup c
pexumMamMu Teparuu,

BKJTIOYAIOIIUMH  (paBUpPEeH3, He

pPEKOMEH TyeTCsl.

Benmaracsup/CopocOyBup
(100 mr/400 mr q.d.) +
Punnusupun/Tenodosupa
JM30TpoKcuiIa pymapar/
Omrpunutabdbus (25 mr/300 mr/
200 mr q.d.)

Codocbdysup:
AUC: &
Cmax: <

GS-331007%
AUC: &
Cmax: <
Cmin: «

Benmnaracsup:
AUC: &
Cmax: <
Cmin: &

OMTpHIUTAOUH:
AUC: &
Cmax: <
Cmin: &

PunnuBupun:
AUC: &
Cmax: <

Koppekuus J103BI HE
pekomennayercsi.  [loBbinenue
SKCIO3UIMH TEHO(POBUPA MOXKET
YCUJTUTD HeXeJlaTelbHbIe
peakiuu Ha TeHo(oBHpa
JU30TIpOKCUIa (ymapar, B TOM
YUCJIe HApYILIEHUST CO CTOPOHbI
MOYEK U MOYEBBIBOJISIIMX
nyreif. Cnexyer  TIIAaTeIbHO
cleauTh 3a  (QyHKIMEH Mouek
(cm. paznen «Ocobbie

YKa3aHUS»).
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JlekapcTBeHHBIH npenapar
10 TepaneBTHYeCKHUM

HanpaBJ/IeHHsM (1032 B Mr )

Biusinne Ha ypoBeHb
npenapara, cpeisee
MPOIEHTHOE H3MEeHEeHHe

AUC, Cmax, Cmin

PexomMenganuu
__OTHOCHTEJILHO
O/THOBPEMEHHOTr0 IPHUMEeHEHH s

¢ TeHoO(OBHPA IHU30NPOKCHIA

¢pymapatom 300 mr
Cmin: &
Tenodosup:
AUC: 1 40%
Cmax: 1 44%
Cmin: 1T 84%
Benmaracsup/Bokcunanpesup | CodocOysup: [ToBbnmenue KOHIIEHTpAINX
/CodocoyBup (100 mr/100 mr/ AUC: & teHopoBHpa B IUIA3Me  OpH
Cmax: | 30%
400 Mr+100 mr q.d.)* + Cmin: N/A COBMECTHOM IPUMEHEHUH
Japynasup (800 mr q.d.) + TeHodoBupa JUIA30TIPOKCHIIA
GS-331007%
Puronasup (100 mr q.d.) + AUC: & bymapara, npernaparoB
TenodoBupa qu3zonpoxkcuna Cmax: < BeJIIIaTaCBUP/BOKCHIIAIIPEBUP
bymapat/Ivrpunuradbus (300 Cmin: N/A /codocOyBup "
mr/ 200 mr q.d.) Besmaracsup: JlapyHaBUpP/PUTOHABUD MOJKET
AUC: & YCHJTUTB HEXeJIaTeIbHbIE PeaKIuy
Cmax: <
Crin: < Ha TeHO(OBUpa JAU3OMPOKCUIIA
(bymapar, B TOM UYKClIe HapyLIEHHs]
Boxennanpesup: co CTOPOHBI TIOYeK u
AUC: 1 143%
Cmax: 1 72% MOUYEBBIBO/ISIIIAX TTyTeH.
Cmin: T 300% be3omacHocTh TeHo(oBUpa

JlapyHaBup:
AUC: &
Cmax: <
Cmin: | 34%

PutonaBup:
AUC: 1 45%
Cmax: T 60%
Cmin: <
OMTpUIIUTAOUH:
AUC: &
Cmax: <
Cmin: <

Tenodosup:
AUC: 1 39%

JM30MpPOKCIIa  (ymapara IpH
COBMECTHOM  TPHUMEHEHHH  C
BEJIATaCBUPOM/BOKCHIIAITPEBHPOM
/copocOyBupoM U Oyctepom
(HampuMep, PUTOHABUPOM  WIIH

KOOMIIMCTATOM) HE YCTaHOBJICHA.

KomOuuarms JIOJDKHA
HCIOJIH30BAThCS C
OCTOPOXKHOCTBIO, C YacTbIM

MOHUTOPHHTOM  (PYHKIIMH IOYEK

(em. pazzessl «C
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JlekapcTBeHHBIH nIpenapar Biusinue HA ypOBEHb Pexomenaaunn

M0 TepaneBTHYeCKUM npenapara, cpeaHee OTHOCHTE/IbHO
HANPAaBJIEeHUsIM (1032 BMI' ) | TPONEHTHOEe H3MEHEeHHEe | OJHOBPEMEHHOI0 NPHMEHEeHH
AUC, Cmax, Cmin ¢ TeHOGOBHPA IH30NPOKCHIIA

¢ymaparom 300 mr

Cmax: T 48% OCTOPOXHOCTBIO» ¥ «OcoOble
Cmin: 1 47% yKa3AHHS).
Codocoysup (400 mr q.d.) + CodocOyBup: Koppekuust 10361 He TpeOyeTcs

AUC: «

T o OKCHJIA
eHo(oBHpa AU301P Cmax: | 19%

bymapat/IMTpuruTadbus/
Adasupens (300 mr/ 200 GS-331007%

AUC: &
mr/600 mr q.d.) Cmax: | 23%

DdaBupens:
AUC: &
Cmax: <«
Cmin: <

DOMTPHUIIUTAOUH:
AUC: &
Cmax: <
Cmin: <

Tenodosup:
AUC: &
Cmax: 1 25%
Cmin: <

! JlanHple moOJyYeHBI NIPM OJHOBPEMEHHOM BBEIEHHH ¢ JieaunacBupom/codocOysupom. He
OJIHOBPEMEHHOE BBeJICHHE (C HHTEPBAJIOM 12 4) 1aeT Te e pe3ysIbTaThl.

2 OCcHOBHO#H IUPKYIMPYIOMHI MeTaGoIHT copocOyBHpa.

3 UccnenoBanue mnpoBeneHo ¢ aoGapienreM 100 Mr BOKCHJIAmpeBHpa Ui JOCTHIKEHHUS
9KCIIO3UITH BOKCHIIAIIPEBUPA, OXKHMIAEMOH Y ManueHToB, nHpuuupoBanusix BI'C.

N/A — He TPUMEHHMO.

Hceceneooeanus, npogedennsie ¢ Opy2umu 1eKapCmeeHHbIMU CPeoCmeamu

He HaOmonanoch KIMHUYECKH 3HAYUMBIX (DapMaKOKMHETHYECKUX B3aUMOJCHCTBUH IIpU
OJTHOBPEMEHHOM TPUMEHEHUH TeHodoBUpa Iu3ompokcuiaa ¢ymapara ¢ SMTPULUTAOMHOM,
JTAMUBYJIMHOM, WHJMAHABHPOM, 3(haBUPEH30M, HEJI()UHABUPOM, CAKBHHABUPOM (YCHJIEHHBIM
PUTOHABHPOM), METAJ0OHOM, PUOABUPHHOM, PUPAMITHIIMHOM, TAKPOJIUMYCOM M FOPMOHAIBHBIM
KOHTPALENTHBOM HOPreCTUMATOM/3THHUIIICTPATUOIIOM.

Tenodosupa nmuzonpoxcuna pymapar cieayer IpUHUMATh OJHOBPEMEHHO C MUIIEH, TTOCKOJIBKY

TTHIIA TOBBIIIAET OMOIOCTYITHOCTDh TEHO(POBUPA.
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Ocobble yKkazaHust

Oobuwue

[Tepen TeMm, Kak HaYaTh TEPAMHIO TEHOHOBUPA TU30MPOKCHIIA HhyMapaToM, CIEAYeT MPEMIOKATH
aHanu3 Ha aHTHTena kK BUY BceMm marnweHTaM, MHOUIIMPOBAaHHBIM BHPYCOM remnarura B.

BUY-1

HecmoTpst Ha TO, 4TO cTaOuWibHAsi aHTUPETPOBUPYCHAs Tepanus, INPUBOJAIIAS K yCTOWYMBOM
CYIIPECCHH BUpPYCa, B 3HAUUTEILHOW CTENEHH CHHM)KAeT PHUCK IEpeayd BHpYca IMPH IOJOBBIX
KOHTaKTaXx, Te€M He MeHee, pPHCK HE MOXeT OBITh HCKIIOYEH IOJHOCTBIO. Mepbl
MPEIOCTOPOXKHOCTH 110 NPEJOTBPALICHUIO Mepelayd HH(EKUUH ClIeIyeT IpHHUMATh B
COOTBETCTBHH C HAIIMOHATBHBIMH PYKOBOJCTBAMH.

Xponuueckuii 2enamum B

[TarMeHTh! JOKHBI OBITH MPEIYIPEKIAECHBI O TOM, YTO CIIOCOOHOCTH TEHO(POBUPA AU3ONIPOKCHIIA
dbymapara npenotBpamarh puck nepeaaud BI'B apyrum siunam mosnoBeIM IyTeM HIIM 4epes
KpOBb He J0ka3aHa. CieayeT IpuaepKUBaThCsl COOTBETCTBYIOIUX MEP MPEAOCTOPOKHOCTH.
OonospemenHoe npumeHeHue ¢ Opy2uMu 1eKapCcmeeHHbIMU CPeOCmeamu

- Ilpenapar TenodoBup He cileyeT NMPUMEHSATH C JIPYTUMH JIEKapCTBEHHBIMH CpEICTBAMH,
cojepxanMu TeHo(hoBHpa Tu3onpokcuia Gpymapar uiam teHodoBupa anaheHamu.

- [Ipenapat TeHodoBUp NPOTHUBONOKA3aHO IPUMEHSATH OJJHOBPEMEHHO C aae(OBUPOM.

- He pexomeHayeTcs OJHOBpeMEHHOE INpPUMEHEHHME TEeHOGOBHpa ¥  JAWJAHO3MHA.
OnHOBpEMEHHOE TPUMEHEHHE TeHO(OBUpa IU30MPOKCHIIa yMapara ¥ JUAaHO3UHA TPUBOIUT K
40-60% TMOBBIIIEHUIO CHUCTEMHOM SKCMO3UIUM JAHJIaHO3WHA, YTO MOXKET YBEJIMYUBATH PHUCK
CBSI3aHHBIX C JMIAHO3MHOM HE)KeJaTeNIbHbIX SBJICHUH (CM. pa3aen «B3aumoaeicTBre ¢ 1pyrumMu
JIEKapCTBEHHBIMH CpeICTBaMM»). Peslko coob1manoch 0 maHKpeaTuTe M JIaKTOalM103€e, MHOTAA ¢
JeTalbHBIM UcXooM. OHOBpEeMEHHOE NpHUMEHEHHEe TeHO(GOBUpa AM3ONpOKCHIa (ymapaTta H
auaano3uHa B 1o3e 400 Mr B CyTKH ObLIO CBSI3aHO CO 3HAYUTEIbHBIM YMEHbBIIEHUEM KOJINYECTBA
kietok  CD4, BO3MOXHO H3-32 MEXKJIETOYHOIO B3aMMOJECHCTBHS, UTO IOBBIIIAET
dochopmnrpoBaHHBIf  (TO €CTh AaKTHBHBIM) AWIaHO3WH. [IpuMeHeHWe [auaaHO3MHA B
YMEHBIIIEHHOU 03upoBKe 250 Mr BmecTe ¢ TeHO(OBHpa AM30NpOKCHIa (GymaparoM ObLIO
CBSI3aHO C COOOIIEHUSIMH O BBICOKOW 4YacTOTE€ BHPYCOJOTHYECKOH HeyJayd MpU HECKOJIbKUX
MCCIIeIOBaHHBIX KOMOMHauusX /uis tedenuss BUY-1 undexuumn.

Tpounaa mepanus ¢ HyK1€03UOAMU/HYKIeomuoamu

[Toctynanm cooOmeHusi 0 BBICOKOW YacTOTE BHPYCOJOTHYECKOM HEyIaud M O TOSBICHUU

PE3UCTEeHTHOCTH Ha paHHe#d cramuu y nanueHToB ¢ BUY-undexuwmeir, ecau Ttenodosupa
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JIM30IIPOKCHIIA (yMapar codeTalcs ¢ JaMUBYIMHOM M adaKaBUPOM, a TAKKe C JIAMHBYIHHOM H
JIMJIAHO3MHOM 10 CXeMe BBeJIeHUs | pa3 B CyTKH.

Bauanue na (hynkuuio nouek u KOCMHYI0 mKaHb y 63pOCablx

Brusinue na gpynxkyuro novex

Tenogosup, riaBHbIM 00pa3oM, BeIBoaMTCs moukamH. Iloctymamu cooOuieHHst O MOYEHHOM
HEJ0CTATOYHOCTH, HApYIIEHUSX (YHKIIMM TOYEK, MOBBILECHHOW KOHUEHTPAlMHM KpeaTHHHHA,
runodochareMu ¥ NPOKCHMAIbHOW TyOynomatuu (BKouyas cuHApoM @aHKOHHM) mpu
NpUMEHEHNH TeHO(OBMpa IU30MpOKCHIa (ymapara B KIMHHYECKOH MpakTHKE (CM. pasjen
«IToGounoe necTBUEY).

Koumponw ¢pynxyuu novex

Pexomenayercs onpenenenne KK y Bcex NanMeHTOB [0 Havyana J€4eHHs TeHO(oBUpa
JM30MpoKcHia hymaparom U HaOmonenue 3a ¢pynkmeit novek (KK u xonnentpauus gocdara B
CBIBOPOTKE) TIOCTIe 2-4 Helelb JIeUeHusl, uepe3 3 Mecsia Je4eHus U Kax/ple 3-6 MecsIeB moce,
y nanueHToB 6e3 (pakTopoB prcKa HapylleHUs QyHKIMHU MoYeK. JIis ManueHTOB ¢ MOBBIIIEHHBIM
PHCKOM MOYEYHON HEIO0CTATOYHOCTH CIIEyeT PacCMOTPETh HEOOXOAMMOCTh IPOBEIEH s Oollee
4acTOro KOHTPOJIS (PYHKIIUH MOYEK.

Beoenue nayuenmog ¢ HapyuieHuem @yHKyuu novex

Ecnn xonnentpauus ¢ocdara B ceiBoporke kpoBu <1,5 mr/nn (0,48 mmons/n) win KK cHmxen
710 <50 Ma/MUH y MAlKMeHTa, MoJydaromero TeHodGoBupa Iu30npokcuia Gymapar, He0OX0IUMO
IIPOBECTH MOBTOPHYIO OLEHKY (YHKIMM TOYEK B TeUeHHE | He/eNH, BKIIOYas OIpee/IeHue
KOHIIEHTPAITHH TJIFOKO3BI B KPOBH, KaJTUsl B KPOBH M KOHLIEHTPALIUH TIFOKO3BI B MOUE (CM. pasfed
«ITobounoe neiicTBre»). CienyeT Takke pPacCMOTPETh HEOOXOIUMOCTb OTMEHBI JIEYECHUS
TeHodoBHupa au30npoKcuia GymaparoM y nanueHToB co cHmwkenueM KK mo <50 mu/mun nmm
CHIDKeHHEeM KoHIeHTparuu (ocdara B ceiBopoTke KpoBH a0 <1,0 mr/mn (0,32 mmoms/m).
OT™MeHa JiedeHus: TeHO(GOBHUpPA TU30NPOKCHIAa hymMapaToM Takxke JOJDKHA ObITh pacCMOTpEHa B
cllyyae NMporpecCUpyIOLIEro CHUKEHUs! (YHKIMHU IT0YEK, €CIIM HUA OJIHA Jpyras IpU4MHa He Obuia
orpeJelieHa.

Coemecmuoe npumererue ¢ OpyeumMu npenapamamil U puck HegppomoKcuiHocmu

HeoOxoaumo u3berats mpuMeHeHHs TeHO(OBHpa AU30MPOKCHIA (hyMapaTa ¢ OJHOBPEMEHHBIM
WM HEJaBHUM IPUMEHEHHEM HEe(PPOTOKCHMYECKUX JIEKAPCTBEHHBIX CPEACTB (HANpumep,
aMHHOIIMKO3uI0B, aMmpotepunmaa B, dQockapHera, raHUMKIOBHpa, IEHTAMHIWHA,
BaHKOMHIIMHA, UUAOGOBHpa W HWHTEpielkuHa-2). EciM 0OJXHOBPEMEHHOTO IPHUMEHEHUS
TeHO(OBUpaA IU30IPOKCHIA (ymMapaTa U HEQPOTOKCHUECKHX CPEICTB M30€KaTh HEBO3MOXKHO,

HE0OX0IUMO eKEeHEeIeJIbHO KOHTPOJIHPOBATH (b}’HKLII/IIO ITOYECK.
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BhUIM 3apericTpUpOBaHBI CITydad OCTPOH IOYEYHOM HETOCTATOYHOCTH MOC/IE Hadyala Teparnuu
BBICOKOH 710301 MJIM HECKOJbKAMH HECTEPOUIHBIMU IPOTHBOBOCHAIMTEILHBIMY TIperiapaTaMy |
(HIIBII) y nanueHToB, MOJy4YaBIIAX TEeHOMOBUpPA IM3ONPOKCHIA (ymapaT W HMEIOLIUX
daxtopsl pucka mouedHod auchyHKuuu. Iloueunas yHKIHMS [TODKHA KOHTPOIMPOBATHCS
HaJUTeXAINM 00pa3oM NPH COBMECTHOM IPUMEHEHHHM TeHO(OBHpA AM30NMPOKCHIa pymapara u
HIIBII. Beicokuii prCK MOpak€HUs MOYEK ObUI 3apErMCTPUPOBAH y MAIMEHTOB, MOJYYAIOLIMX
TeHO(OBMpa AM30MpPOKCHIa (ymMapaT B COYETAHHMM C MHTMOMTOPOM IIpOTEasbl, YCHICHHBIM
PUTOHABMPOM KM KOOMIMCTATOM. DTHM IalMeHTaM TpeOyeTCs TINAaTeTbHbIA MOHHTOPUHT
dynkmmuu noyek (cM. paszen «B3anMoeicTBHE ¢ APYTHMH JI€KapCTBEHHBIMH CPEACTBAMHAY»). Y
NALMEHTOB ¢ (aKkTOpaMH PHCKa HapylleHusi QYHKIUH I10YeK COBMECTHBIH IpueM TeHO(oBHpa
JU30MpoKcHIa (yMapara ¢ YCHJICHHBIM HHTHOMTOPOM IIpOTeasbl JO/DKEH ObITh TIIATENBHO
POAHATM3UPOBaH.

KiiuHMueckas oleHKa IpUMEHeHHs TeHO(OBHpa JU30MpoKcuia (ymapara He NPOBOAMIACH Y
NalMEHTOB, IPUHUMABIIHAX JICKAPCTBEHHBIE MPENaparhl, KOTOPbIE BBIBOAATCSA TaKXKe MMOYKAMH,
yepe3 TPAHCHOPTHbIE OEJIKH TPAHCIIOPTEPOB OpraHudecKux aHuoHoB yernoBeka (hOAT) 1 u 3
i MRP4 (manpumep, 1n10(hOBHp, H3BECTHBIH HEGPOTOKCHUECKHH JIEKaPCTBEHHBIN Mperapar).
DTH MOYeYHbIe TPAHCIIOPTHBIE OEIKH MOTYT OTBEYaTh 3a TYOYJISAPHYIO CEKPEIHMIO M, YaCTUYHO,
3a  BbIBeJleHME TeHo(oBMpa ¥ uMaoGoBHpa nouykamu. [losTomMy (apMakOKMHETHKa
JIEKapCTBEHHBIX MPENapaToB, KOTOPbIE BBIBOIATCS TAKXKE MOYKAMH, BKIIKOYaAs TPAHCIIOPTHBIE
oenku hOAT 1 u 3 wim MRP4, moxeT u3MeHATbCA B Cly4ae OJAHOBPEMEHHOI'O NMPUMEHEHHS.
[Ipu oTCyTCTBHM KpaitHel HeO0OXOJMMOCTH, OIHOBPEMEHHOE NPHUMEHEHHE JIEKapCTBEHHBIX
CpEJICTB, KOTOPBIE BBIBOJATCS OJAHMMH M TEMH )K€ IyTAMM IOYKaMH, HE peKomeHayercs. Eciu
TAKOro NPUMEHEHHsI W30eXaTh HEBO3MOXHO, Cle/IyeT eXeHelelbHO HabmonaTh 3a QyHKuueH
nodvek (cM. paszen «B3anumoneicTBre ¢ ApyruMu JIeKapCTBEHHBIMU CPEJICTBAMH ).

Hapywenue ¢pynkyuu novex

besonacHocTh TeHOGOBUpPA AU30MpPOKCHIA (ymapara B OTHOLICHHM IOYEK HCCIIEN0BAIACh B
OYeHb OFPAHUYEHHOM CTENEHH Yy MalueHToB ¢ HapymenueM Gpynkuuu novek (KK <80 ma/mun).
B3spocavie nayuenmot ¢ KK <50 ma/mun, 6 mom vucie nayueHmeol, KOmopvim Heobxo0um

2eMOOUANU3

Jlannplie o GesomacHOCTH M 3(P(PEKTUBHOCTH AeiCTBUS TeHO(DOBHpA AM3ONpOKcHIa (ymapara
JUIS TTIAIHEHTOB C HapyIIeHHOW (yHKIMel nmodek orpaHuueHsl. [lo sToi mpuumHe TeHOdOBHpa
JIM30TIPOKCHIa (hyMapaT HEoOXOAMMO IMPHUMEHSTh, TOJBKO €CJIM IMOTEHLIUATbHAs MOJb3a OT
J€YCHHs TPEBBIIIACT TMOTEHIMATIbHbIE pPHUCKUA. [IprMeHeHMe TeHO(pOBUpa AU30IPOKCHIIA

(bymapara He peKOMEH/IyeTCsl TTalHeHTaM ¢ TsDKeIbIMU HapyieHusMu ¢ynkimn noyek (KK <30
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MJI/MWH) ¥ TIAlIHE€HTaM, KOTOPbIM HEe0OX0auM reMoauanus. Eciu HeOCTYHO Apyroe JeYeHue,
MOXHO H3MEHHTh MHTEpPBAJI MEXIY 103aMH M TIIATEJIbHO CIEAMTh 32 (QYHKIUEH mMoyek (cM.
paznensl «PapmakokuHeTukay U «Crocod MpUMEHEHUS U J103b1»).

Bosoeticmeue nHa kocmHyo mkaHb

B xoHTpomupyeMom 144-HeneTbHOM KJIMHUYECKOM HMCCIIEAOBAHUHU 110 CPAaBHEHHIO TEHO(OBHpa
JIM30IIpOKCcUIIa (hymapara co CTaByJMHOM B KOMOMHAIIMHU C JIAMUBYJMHOM U 3(aBUPEH30M CPean
BUY-uHUIMPOBAHHBIX B3pOCIBIX MAIMEHTOB, HE IOJYYaBIIMX paHee aHTHUPETPOBUPYCHOTO
JedeHus, B obenx rpynnax HaOmopamuck HeOonbimme cHmkeHuss MIIK Genpennoit xoctu u
no3BoHoyHuka. CHikenue MIIK nmo3BoHouHMKa W M3MEHEHHS OT MCXOJHBIX IOKa3aTeleH
OuomMapkepoB MeTaboIM3Ma KOCTHOM TKaHU ObUIM JOCTOBEPHO OoJjiee BBIPAKEHHBIMHM B IpYIIIE
TeHodoBupa nru3onpokcuia Gpymapara Ha 144 wenene. Cumxenune MIIK 6enpennoit koctu 6110
JIOCTOBEPHO Oo0Jiee BBIPaXEHHBIM B 3TO# rpynne o 96 nexens. Onnako uepes 144 nenenu
MOBBIIICHUS] PUCKA TEPEIOMOB MJIM TPU3HAKOB KIMHUYECKH 3HAUUMBIX MATOJIOTMH KOCTHOW
TKaHU He HAOII0AaI0Ch.

B npyrux wuccnenoBaHusiX (IPOCIEKTHBHBIX U IEPEKPECTHHIX) HauboOlee BbIpAKEHHbBIE
u3menenuss MIIK Obum oOHapy)keHBI y MalMEHTOB, MOJyYaBIIUX TEHO(MOBHpA IH30MPOKCHIIA
dbymapar B cocTaBe CXEMBI, COJAEpIKaBIIEeH YCHJIEHHBIH MHIMOUTOP TpoTeasbl. [larmeHtam c
OCTEONOPO30M, HUMEIOIIUM BBICOKUHA PHUCK IMEPETIOMOB, CIEIyeT MOoAOUpaTh APYrHe METOJbl
JICUEHUSI.

[Tarosornueckue H3MEHEHUS KOCTHOM TKaHM (M3pedka BeOylled K mepeiomMaM) MOTyT
00yCIIOBIIMBATBECS MOPAKEHUEM INPOKCUMATIBHBIX KaHaTbLEB modek (cM. paszzmen «[loGounoe
NEUCTBUEY).

Ilpy nono3peHHMH WM BBISABICHUM NATOJOTMYECKUX HW3MEHEHMH KOCTHOW TKaHH ClelyeT
00paTUTBCS 32 KOHCYJIbTAIIMEN K COOTBETCTBYIOIIEMY CIIEITHAUCTY.

Bauanue na ¢pynxkuyuro nouek u kocmuyro mxatno y oemeii ¢ 12 oo 18 nem

OtaaneHHble OCIEACTBHS BIUSHUS Ha KOCTHYIO TKaHb U TOKCHYECKOE BO3/ICHCTBUE HA MOYKH Y
JIeTell OKOHYATEJILHO HE YCTaHOBJIEHBL. Kpome TOro, He 10 KOHIIA yCTaHOBJIEHA 0OpaTHMOCTH
TOKCHYECKOI0  BO3JEHCTBMS Ha  mouku. [loaTomMy  pexkoMmeHJyeTcs  HCIOJIb30BaTh
MHOTOCTOPOHHHMM IIOJXOJ Ul aJEKBATHOIO OIPE/EIeHUs B KaXIOM OTAEIbHOM clydae
COOTHOILUEHHS T10JIb3a/PUCK JIEUEHHUS, TPUHATHS PEIICHHS O COOTBETCTBYIOIIEM HAOIOJCHUH B
X0l€ Jle4eHHUsl (BKJIIOYas INPUHATHE peHIeHHus 00 OTMEHe Tepalnud) W PacCMOTPEHHMs
11€71€C000Pa3HOCTH IPUMEHEHUS IOTIOTHUTEBHBIX TTPETapaToB.

Koumpons pynxyuu novex

ITepen nHauaom sedeHuss Heo6X0 MO MpoBecTH oueHKY GyHkuuu noyek (KK u xkoHmeHTparms
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dbochaToB B CHIBOPOTKE KPOBH), a TakkKe HEOOXOIMMO OCYIIECTBISTH HAOIIOJCHHE B XONIe
JIeUeHHs, KaK ¥ JIUIs B3POCIBIX (CM. BBIIIE).

Beoenue nayuenmoe ¢ Hapyuwienuem (yHKyuu nodex

Ecin y mo6oro mnamdeHTa AETCKOro BO3pacTa, MOJydarollero TeHOGOBHpa AU30MPOKCHIA
dymapar, xonuenrtpaumust ¢ocdaroB B cbBoporke KpoBu <3,0 wmr/mn (0,96 wmwmomb/i),
HEOOXOJMMO IPOBECTH MOBTOPHYIO OLEHKY (yHKIMM HOYeK B TeueHHwe | Helend, BKIOYas
onpe/eeHne KOHIIEHTPAlMK TJIFOKO3Bl B KPOBH, KajlMsi B KPOBH M KOHIICHTpALMX TJIOKO3BI B
moue. [Ipu 1mOJ03peHHH HA HAPYLIEHHs CO CTOPOHBI NMOYEK MM HX BBISBJICHHH, HEOOXOIMMO
IPOKOHCYJIETHPOBATECS ¢ HEPPOIOTOM € ILETbI0 PACCMOTPEHHs HEOOXOMMMOCTH OTMCHBI
nedenus TeHodopupa auzonpokcuia Gpymaparom. OTMeHa JIedeHHs: TEHOPOBHPA AU30IPOKCHIIA
Gymapatom TakxKe IODKHA OBITh PAacCMOTpEHa B Cily4yae MPOrPECCHPYIOMIET0 CHUKEHMS
(GyHKIMH MOYeK, KOT/Ia HA O/1HA Ipyras IpUYMHa He Oblia onpe/ielieHa.

Cosmecmuoe npumenenue u puck He(ppomoxKCu¥HoCmu

Heo6xoaumMo clie10BaTh TEM K€ PEKOMEHAIUsAM, KOTOpble IMPHUMEHUMBI Ul B3POCIBIX (CM.
BBIIIIE).

Hapywenue ¢pynkyuu novex

[TpoTHBOMOKA3aHO MPUMEHSATH TeHO(OBHpA IU30NpOKcHIa dymapar y HeTed ¢ HapylleHHEM
yaknun novek (cM. paszzen «Crnocod nmpuMeHeHHs U 103b1»). He cienyer HauMHATh TEparuio
TeHo(OBUpaA IM30MPOKCHIAa (ymaparoM y nereil ¢ HapylieHHeM (YHKLMH IOYEK, a TaKKe
HEOOXOIMMO OTMEHHUThH JICUEHHE Yy TeX MAIlMEHTOB JETCKOrO BO3PacTa, Yy KOTOPHIX HapyLICHHE
(GYHKIIMHU TIOYEK pa3BUIIOCH B TEUEHHE TEPATUH TEHO()OBUPOM.

Bosoeuicmeue na kocmuyo mkaHb

[Ipenapar TenodoBup moxer crath npuunHoi cHwxeHus MIIK. Biusuue usmenenns MIIK,
CBSI3aHHOTO C TeHo(oBUpa AM30MpPOKCHIA (GymMapaToM, Ha KOCTHYIO TKaHb B OT/aJI€HHOH
MEPCIIEeKTHBE U HAa PUCK NEPEIOMOB B OyAyIleM, B HACTOSIIIEE BPeMsI HEU3BECTHO.

[lpu oOHapyXeHWM WJIX TMOJO3PEHHH Ha KOCTHYIO T[aTOJIOTHIO Yy JeTel HeoOXoauMo
IPOKOHCYJIBTHPOBATHCS C SHJAOKPUHOJIOTOM H/WIIM HE(pOIOToM.

3abonesanun nevenu

JlaHHbIe OTHOCHTEIBHO Oe3omacHOCTH ¥ 3(PHEKTHBHOCTH Ui MAIMEHTOB IOCJE IEPecajku
ME€YEHU OUEHb MAIOYUCIICHHBI.

JlaHHBIE OTHOCHUTEILHO 0e30MacHOCTH U APPEKTHBHOCTH TpUemMa TeHO(OBHpa JU30MPOKCHUIA
dbymapara /Ui NallMEeHTOB C XPOHMYECKHM TenaTHToM B, ¢ JeKOMIEHCHPOBAaHHBIM LIUPPO30OM
MEeYeHU U CTeNeHbto > 9 no kiaccudukanuu Yaina-I1bto, orpanuyensl. Takue mauueHTbl MOTyT

UMeTh 0oJiee BBICOKMH PHCK CEpPbE3HBIX MOOOYHBIX PEaKIHMi CO CTOPOHBI NMEYEHH M IOYeK.
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BesencTBrHe 3TOr0 HEOOXOIMMO TINATEIFHO KOHTPOJMPOBATH NMapaMeTpsl IenaroOMIMapHOM
CHCTEMBI ¥ ITOYEK y JTAHHOM KaTeropuu NalKueHTOB.

Obocmpenue 2enamuma

ObocmpeHue 60 6pems 1e4eHus

CrioHTaHHBIE OOOCTPEHUsT XPOHMYECKOTO remartuta B sBISIOTCS OTHOCHTENIBHO YacTBIMH H
XapaKTepHU3yITCsi BpeMeHHbIM noBbleHneM akTuBHOcTH AJIT B mnasme kposu. Ilocne navana
AHTHBUPYCHOI'O JIEYEHHS y HEKOTOPHIX MAMEHTOB MOXET IOBBILAThCS akTuBHOCTH AJIT B
masmMe KpoBu (cM. pasmen «lloGounoe aeHcTBHE»). Y NALMEHTOB € KOMIICHCHPOBAHHBIM
3a00j1€BaHMEM TIe4eHW MoBbIIeHne akTHBHOCTH AJIT B ma3me KpoBH OOBIYHO HE
COIIPOBOXKIAETCS MOBBIIICHUEM KOHIEHTpalMy OuaMpyOMHA B KPOBH HIIM JIEKOMIIEHCAIMEH
¢bynknuu nedeHd. [lanueHTHl € OUPPO30M II€YEHM MOIYT HMMETh IOBBIIEHHBIA PHCK
JIEKOMITeHCallnH (QYHKIMH TIEUeHH 1ocjie 000CTpeHHs renaruTa, o3TOMY 3a HUMH HEOOXOIMMO
TIIATeIbHOE HAOIIOIEHHE BO BpEMSI JIEYEHHUS.

Obocmpenue nocie npekpawjenusi 1e4eHus

Taxxe coobmanoch 06 000CTpeHUH renaTuTa y MalMeHTOB, IPEKPATUBIIMX JICYEHHE reraTura
B. O6GocTpenus mociie OTMEHBI Tepanui 00BIYHO CBSI3aHbI ¢ NMOBbIMeHneM KoHueHTpauun JJTHK
BUpyca renatuTa B 1 GOJBIIMHCTBO U3 HUX pa3pemaroTces 6€3 TOMOJIHUTEIBHBIX BMEIIATEIbCTB.
OHako, coo0Iaoch O TSDKENBIX OOOCTPEHHMSX, BKIIIOYAs JeTajbHble ciydau. B Teuenue 6
MecCsIIIeB T0C/Ie MpeKpalleHus JeueHus renatuta B HeoOX0auMO perysisspHO KOHTPOJIMPOBATh
(GYHKIMOHATBHOE COCTOSHME MEYEHH M0 KJIMHHUYECKUM M J1abopaTOpHBIM IOKaszaresisM. B
cilydae HEOOXOAMMOCTH MOXeT ObITh IesecooOpa3HbIM BO30OHOBIIEHHUE JIeUeHHUs renarturta B.
JInsi manueHTOB ¢ IPOrpeccUpyromUM 3a00JIeBaHMEM IE€YEHH WM ¢ IUPPO30M IpeKpalieHue
JIEYCHUS HE PEKOMEH]YeTCsl, IOCKOJIbKY 00OCTpEeHHEe rernaruTa 1ocjie OTMEHbI Teparuid MOXKET
IIPUBECTH K JEKOMITCHCAIUH (DYHKIHH NTEYEHH.

VY nanMeHToB ¢ AEKOMIIEHCHPOBAHHBIM LIUPPO30M OOOCTpEHHE remaTuTa MpoTeKaeT 0COOEHHO
CepbEe3HO, MHOTI/IA C JIETATbHBIM UCXO/I0M.

Conymcemeyrowas ungexyus eupycamu cenamuma C unu D

JlaHHBIE OTHOCHUTENBHO (P dekTHBHOCTH TeHO(OBHpa TU30MPOKCHIa Pymapara y MarHeHTOB C
conyTcTBylomel nHpeknuei Bupycom remaruta C wiu D oTCyTCTBYIOT.

Conymcmeylowas ungexyus BUY-1 u eupycom cenamuma B

B cBs3u ¢ puckom pasButus pesucteHTHocTH BUY y nanueHToB ¢ conyTcTByoMmed HHpeKen
BUY/BI'B tenodoBupa musonpokcuiaa ¢gymapar HeOOXOIUMO MPUMEHSTh TOJBKO KakK 4acTh
COOTBETCTBYIOIIEH aHTHPETPOBUPYCHOW KOMOWHHPOBAHHOW cXeMbl. [lallMeHTHI, y KOTOPBIX
paHee ObL1a OTMEYEHA MATOJIOTUS MEYEHHU, BKIIOYAs XPOHUYECKUH aKTUBHBIM TenaTHT, HMEIOT

NOBBIIICHHYIO ~ 4YacTOTY  OTKJIIOHEHHWH  mokaszarenedd  (YHKIMH TI€YEHH BO  BpeMs
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KOMOMHMPOBAHHOM AHTHPETPOBHPYCHOM TepalmuH, M 3a HHUMHM HEoOXoaMMo Habmoxarth B
COOTBETCTBHM CO CTAaHJAPTHOM MpakTHKOW. [Ipu yXyameHuu TedeHus 3a00/eBaHMs NEYEHH Y
TAKMX IALKMEHTOB CIEIYeT PaCCMOTPETh BOIPOC O HEOOXOAMMOCTH IEpephiBa B JICUCHUH HIIH
oT™eHe sieueHus. OHAKO HEOOXOAMMO OTMETHTB, YTO MOBBINEHHE aKTUBHOCTH AJIT moxer
OBITh YACTBIO TIOJIOKMTEIHHOTO MPOTHBOBHPYCHOrO OTBeTa B oTHomeHuH BI'B na Tepamwuio
TeHodoBupa au3onpokciia Gpymaparom (cM. Bbie « Obocmpenue cenamuman).

Ilpumenenue c HekomopsiMu npenapamamu, oeicmeyrowumu Ha supyc zenamuma C
[TokazaHo, 4TO COBMECTHOE NpPUMEHEHHe TeHOo(oBMpa JM30MpoKcHia (ymapara ¢ Ipenaparamu
iesmmacBup/cohocOyBHp, BesmaracBup/cohocOyBHIp UH BEIIaTaCBHpP/BOKCHIIAIPEBUP/COPOCOyBHP
OBBIIAET KOHIEHTPALUIO TeHO(POBUPA B IIa3M€ KPOBH, OCOOEHHO MPH COYETAHHH CO CXEMOM
neuenuss BUY-undexuuu, copepxamieit TeHopoBHpa au3ompokcuna ¢ymapar u  Oycrep
(putoHaBup WM KoOumuctar). bezomacHocTh TeHO(OBHpa IM3OMpOKCHIa (ymapara B
COYETaHWH C T[pernapaTamMu JeaunacBup/copocOyBup, BenmaracBup/codocOyBUp MM
BeJIaTacBUpP/BOKCHIIApeBUp/copocOyBup U OycTepoM (pPUTOHABUp HIIM KOOUIIMCTAT) He
yctaHoBjieHa. Heo6Xxo1umMo aHaIM3upoBaTh NOTEHIIMATIbHbBIM PUCK U IIPEUMYIIECTBA, CBSI3aHHBIE
C COBMECTHBIM Ha3HAYEHHEM IIpENapaToB JiequacBup/cohocOyBup, BemaTacBup/copocOyBUp Wim
BeJIIATaCBUP/BOKCHIANIpeBUp/codocOyBHp U TeHO(HOBHpPA IU30IPOKCHIA (hyMapaTa B COYETAHUH €
OycTupoBaHHBIM HHruOUTOpOM npoteassl BUY (Hampumep, aTazaHaBupoM WM JapyHaBUPOM),
0COOEHHO /ISl MAIMEHTOB C IOBBIIIEHHBIM PUCKOM HapyleHHs GyHKIuM noyek. [lanuenTsr,
MOJTy4daromme npenaparsl nemunacBup/codocOyBup, BesmaracBup/codocOyBrp WM
BEJIIATaCBUP/BOKCHIIANPEBUP/COPOCOYBUpD  OJHOBPEMEHHO ¢  TEHO(GOBHUpA  AW3ONPOKCHIIA
¢dbymapatoM u OyCTHpPOBaHHBIM HHTrHOMTOpoM mpoTeazbl BUY, M0DKHBI HAXOAMTHCS TOJ
HaOJMIO/IEHUeM Ul BBISBJICHHUS HEKENIaTeNbHBIX peaklHi, CBs3aHHbBIX C TeHodoBuUpa
JM30TIPOKCHIIAa yMapaToM.

Macca mena u napamempsr memaboauima

Bo BpeMsi aHTUPETPOBUPYCHOH Tepanmu¥ BO3MOXKHO YBEJIWYEHHE MACChl Tela M IOBBIIIECHHE
KOHIIEHTPAlUK JIIKIOB U IJIIOKO3bl B IJIa3Me€ KPOBU. DTU U3MEHEHMs] YaCTUYHO MOTYT OBITh
00yCJIOBJIEHBI KOHTPOJIEM 3a00JIeBaHUs U CTUIJIEM XU3HHU. YTO KacaeTcs JIMIUA0B, B HEKOTOPHIX
cllydasix IMOBBIIIEHUE WX KOHLEHTPALMH CBUIETEIBCTBYET 00 PPEKTUBHOCTH JIEUEHHS; B TO
BpeMsi KaK yOeJMTEeNbHBIX JI0Ka3aTeIbCTB, CBSA3BIBAIOIIUX YBEIMYCHHE MACChl Tejla C KaKoi-
1100 KOHKPETHOHM cXeMoii jiedeHusi, HeT. KOHTpO/Ib KOHIIEHTPAIlMH JIMITHIOB U IIFOKO3bl KPOBU
MPOBOJUTCS B COOTBETCTBUH C OOIIENPUHATHIMH HpoTokonamu JieueHus BUY-undexuun.
PaccrpoiicTBa sunuaHOoro oOMeHa CleAyeT KOHTPOJIHPOBATH TPHUHATHIMA B KIMHMYECKON

I[MPAKTUKE METOAAaMHU.

40



MumoxondpuaibHble HAPYWEHUA NOC/IE BHYMPUYMPOOHO20 6030€eUCMEUA

Hyk1eo3uIHble ¥ HYKIEOTH/IHbIE aHAJIOTH MOTYT B Pa3IM4HOH CTeNEeHH BAMATH Ha (YHKIUIO
MuUTOXOHApUH. OcoOeHHO BbIpaXeHHble S(QGEKThl BBI3BIBAIOT CTABYIHH, [HIAHO3MH U
3unoByauH. CoOOIIATOCh O Pa3BUTHM MHUTOXOHIPHAIbHBIX HapymeHui y BUY-HerartuBHBIX
JeTell MepBOro roja JXW3HH, MOABEPIIINXCS BHYTPHYTPOOHOMY M (WIIM) MOCTHATATbHOMY
BO3/IEHCTBHIO aHAJIOTOB HYKJICO3UJIOB, B OCHOBHOM IIpH CX€Max JICYEHHS C MPUMEHEHHEM
susoByauHa. Cpeld OCHOBHBIX 3aperMCTPUPOBAHHBIX HEXKEIATEIbHBIX PEAKIHMHA OTMEYAITCS
reMaToJIOTHUECKHe HapyIleHus: (aHeMHs, HEWTpONeHHs) M MeTabOoJMYeCKHe HapyIIeHHs
(rMmepiaKTaTeMus, TUNEPIIATIA3eMHs). DTH U3MEHEHHs 9acTO MMEJH TpeXoasmui Xapakrep. B
PEAKHX CITy4asx ObUIH 3aperMCTPUPOBAHbI II03JHHE HEBPOJOTMYECKHE HAPYIIEHUS (THIIEPTOHHUS,
CYJIOpOrH, TIOBEJEHUYECKHe HapylieHHs). B HacTosinee BpeMs HEM3BECTHO, SIBJISIOTCS JIH
HEBPOJIOTHYECKHE HApYLICHHS! TPEXOMAIIMMU WJIM TIOCTOSHHBIMH. BO3MOXHOCTH TaKuX
HapyIIEHHH HEBBISCHEHHOH STHOJIOTHM, OCOOEHHO HEBPOJIOIMYECKMX HApYIICHHH, Cleayer
VUUTHIBATH [PU HAOIIOJEHHH 3a IEThbMH, MOJBEPIUIMMUCS BHYTPHYTPOOHOMY BO3JIEHCTBHIO
HYKJICOTH/IHBIX MM HYKJICO3WJHBIX aHAJIOroB. VMeromdecs JaHHbIE HE BIMAIOT HA TEKYIIUE
HallMOHAJIbHBIE PEKOMEHJAIUM COTJIaCHO KOTOphIM, BUY-monoXuUTENbHBIM  OepeMEHHbBIM
KEHIIIMHAM HEeOOXOJMMO IPOBEICHHE aHTHPETPOBUPYCHOW TEpaluy ¢ LETbI0 MPOQUIAKTHKHA
BepTUKaJIbHOM nepenaun BUY.

Cunopom eoccmano61eHuUA UMMYHUmMemMa

B nauane aHTHpeTpoBHpYcHOW Tepamuu y BUU-uHQUIMPOBAHHBIX MALMEHTOB C TSKEIBIM
UMMYHOJIC(PHUIIMTOM MOXET BO3HHKHYTh BOCHAJIWTEIbHAs peakius Ha BO30yauTenen
OECCUMIITOMHBIX MM OCTATOYHBIX ONIOPTYHHCTHYECKUX MH(EKUUH U NPUBECTU K TIKEIIBIM
KJIMHUYECKHM COCTOSTHHSIM WJIM YCUJICHUIO BBIPAXKEHHOCTH CUMIITOMOB. OOBIYHO TaKHe peakiuu
HaOJTFOIAlOTCS B TEYEHHUE MEPBBIX HEAeNb Mocie Havasda jgedeHus. [IpumepamMu MOryT CiiyXuTh
[IATOMETAIOBUPYCHBI PETHHHUT, Te€HEPAIW30BaHHBIE W/WJIA OYAaroBble MHUKOOAKTEpHUAIbHBIE
wHpEeKIUd ¥ THeBMOUMCTHas (Pneumocystis jirovecii) nHeBMOHUs. CleayeT OTCIIEKHUBATh
JI00bIE CHUMIITOMBI BOCHAJIEHUS M, B Cllydyae HEOOXOJMMOCTH, CBOEBPEMEHHO HAa3HAYMTH
JIeUeHHE.

Taxxe coobmanocs 00 ayTOMMMYHHBIX 3a0o0jeBaHHMAX (TakMX Kak, Oose3Hb ['peliBca u
AyTOMMMYHHBIA T€IaTHT), COMPOBOX/IABIIUX PEaKTHBALMIO UMMYHHMTETA; OJHAKO JaHHBIE O
BPEMEHM Hauajla TaKUX SIBJICHUU CUJIBHO PA3HATCS U 3TH CIy4ad MOIVIM MMEThb MECTO CILYCTs
HECKOJIBbKO MECSIIEB MOCTIEe Havasla JEUCHHUS.

Ocmeonekpos

XOTs ATHOJIOTHS OCTEOHEKpO3a CUMTAeTCsi MHOro(GakTOpHOHM (BKIIOYas MCIOJIb30BAHUE

[JTFOKOKOPTHKOCTEPOH/IOB, YIIOTPeOJICHHE alIKOTOJIs, HAJIWYHE TSHKEIOW HMMMYHOCYNPECCHH,
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GoJiee BHICOKHI MHJIEKC MACChI TeJia), ClIydan OCTEOHEKPO3a PErHCTPHPOBAIMCH OCOOEHHO YacTo
y mnauueHtoB c¢ mporpeccupytomeii BUU-undexuumedl w/mam npu UTHTETBHOM HpUEME™
KOMOMHHUPOBAHHOM aHTUPETPOBUPYCHOM Tepanuu. [lanmmentam crienyeT peKOMEHI0BATh
obpamarbcs 3a KOHCYJIbTAlWedl K Bpady IPU TOSBICHHM JIOMOTHI WM OOl B CycTaBax,
CKOBaHHOCTH B CyCTaBax WJIH 3aTPYAHEHHUSX B JIBHIKECHHUH.

ITayuenmeol noxcunozo eo3pacma

Tenogopupa mu3onpokcuia (ymapar He ObUT MCCIEIOBAaH Yy IMALMEHTOB cTapmie 65 Jer.
[TanMenTsl CTapIIero Bo3pacTta MMEIOT OONBUIYI0 BEPOSTHOCTH YXYAIIEHHS (DYHKIHM TI0YEK,
109TOMY HEOOXOIMMO COOJIOIaTh OCTOPOXKHOCTH TIPU JIEYEHHH TEHO(POBUpA JHU30MPOKCUIIA

(hymapaToM MarMeHTOB MOKUIOT0 BO3pacTa.

BiusiHHe HA CIIOCOOHOCTH YIPABJSATH TPAHCIIOPTHBIMH CpPeICTBAMH, MeXaHHU3MAMH

VccaenoBanusi OTHOCHTENIBHO BIIMSIHAS TEHO(OBHpPA IU30MPOKCHIA ymapara Ha COCOOHOCTD
VIIPaBJISATh ABTOTPAHCIIOPTOM M HCIOJIB30BaTh MEXAHW3Mbl HE IPOBOAWIMCH. [lanueHToB
cleayer NpouH(GOPMHPOBATH O HAIMYUM COOOILEHHH O TOJIOBOKPY)KEHMH IIPH JICUYCHUH
teHooBupa au3ompokcuia ¢ymaparoM. IIpm mMOSABIEHMH TOJIOBOKPYKEHHS — CIIEIyET

BO3IECPKATHCA OT BBIIIOJTHEHUS YKa3aHHBIX BUIOB ACATCIBHOCTH.

®opMma BbIIyCKA

Ta6netku, mokpbITHIE MIIEHOYHOH 00010uK0i 150 Mr 1 300 mr.

[To 5, 10 wm 30 Tabnerok B KOHTYPHYIO S4YEHKOBYHO YNAKOBKY W3 IUIEHKH
MOJMBUHWIXJIOPUAHON, JIUOO IUICHKHM IOJMBUHWIXJIOPUIHON/IOJTMBUHUINACHXIOPHIHON H
(bosbry ATIOMUHUEBON MEYaTHOM JTaKUPOBAHHOM.

Wm mo 5, 10 wmmm 30 TabieTok B KOHTYPHYIO SYEHKOBYIO YIAKOBKY M3 Marepuaia
KOMOMHUPOBAHHOTO Ha OCHOBE ()OJIBIH (TPEXCIOHHBIM MaTepHall, BKIIOUAOIUH aTFOMUHUEBYIO
Gobry, IIEHKY U3 OPHEHTHPOBAHHOTO MOJMAMK/IA, TOTUBUHIIXIOPUIHYIO IUICHKY) U (OIbrH
QJIFOMUHUEBOM [1€YaTHOM JIAKUPOBAHHOM.

Wmu o 10, 20, 30, 40, 50, 60 wi 100 Tabnerok B OaHKY M3 MOJUAITHIEHTEepedTaaTta WA
MIOJIMIIPOITMJIEHOBYIO, YKYIOPEHHYIO KpBIIIKOM M3 IIOJMAITUJIEHA BBICOKOTO JAaBICHUS C
KOHTPOJIEM IIE€PBOrO BCKPBITHS WM KPBIIKOH IMOJIMIIPONMIEHOBOM € CHUCTEMOH «HaXaTb-
[OBEPHYTb», MM KpBIIKOM W3 MOJMATUJIEHA HHU3KOrO MaBJIEHHs C KOHTPOJIEM II€pBOrO
BCKPBITHSL.

Ha Ganky HaK/IeMBAIOT 3TUKETKY CaMOKJIESIIYIOCS.

Opny Oanky wmm 1, 2, 3, 4, 5, 6 umn 10 KOHTYPHBIX SIUEHKOBBIX YIAaKOBOK BMECTE C

MHCTPYKUHUEH 110 MEJIUIUHCKOMY NPUMEHEHHUIO (JIMCTOK-BKJIAJBINI) IMOMEIIAI0T B KapTOHHYIO
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YIaKOBKY (ITAUKy).

YeciaoBust XxpaHeHust
[Tpu Temmeparype He Bbime 25 °C.

XpaHUTh B HETOCTYITHOM JUIA JIETEH MECTe.

Cpok rognocTn
2 rona.

He IIPUMEHATH IO UCTEUYECHUU CPOKa 'OTHOCTH.

YeaoBus oTnycka

OTIycKaroT 1o penenty.

Jepxaresb perucrpannonHoro yaocrosepenusi: 000 «Aroam

Poccust, 445351, Camapcekast 0011, 1. XKurynesck, yiu. ['mapoctpourenei, 1. 6.
IMpousBoanteas: 000 «O3on»

Poccusi, Camapckast 00:1., T. 0. XKurynesck, r. XKurynesck, yi. ['uapocrpourenei, 1. 6.
Opranuszanus, NPUHAMAOIAsA npereH3un ot norpedureseii: 000 «O3on»

Poccus, 445351, Camapcekast 001, T. 0. Kurysesck, r. Kurynesck, yi. ['uapocrpourenei, . 6.
Ten.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru

‘ [Ipencrasutesns OO0 «ATtomn»

0 10BEPEHHOCTH

Usaceko 10.T.

ITAIDENTH
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