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COTNACOBAHO
MUHHUCTEPCTBO 3JIPABOOXPAHEHHS! POCCHICKOM OEIEPALIH

HHCTPYKI A
N0 MEJMLUMHCKOMY MPUMEHEHHIO JIEKAPCTBEHHOTrO MNpernapara

BHPEA®
Perucrpannonusiii Homep: JII1-000779

Toprosoe na3Banue: Bupean®

Memyﬂapouﬂoe HENaTeHTOBAHHOE HAUMEHOBaHHe: TeHO(bOBHp

JlexapcTeennas gpopma: TabNeTKH, MOKPBITHIE IEHOYHOM 060104KOI

COCTAB

1 TabneTka cofepIKUT:

axkmueHoe eeujecmeo: TeHo(oBupa ausonpokcuna pymapar 300 mr;
GCnomMozamellbHble sewyecmea.

JAnpo Tabnerku:

Kpaxmas MnpexenaTHHUu3MpoBaHHblii 33,33 Mr, kpockapmemnoza Hatpus 40,0 Mr, 1aKTo3bl
MoHoruapar 153,33 wr, uenmonosa MHKpOKpucTamnudeckas 133,33 mr, Maruus creapat
6,67 mr;

O6onouka TabJIETKH:

Onappaii I1 Y-30-10671-A 26,7 mr: antoMuHHeBbIi ak Ha ocHoBe uHaurokapmuna (FD&C Blue
Ne2) 0,398 wmr, runpomemnosa 7,476 wmr, nakto3sl MoHoruapar 10,680 mr, TMTaHa AMOKCH.

6,010 mr, Tpuauetus 2,136 mr.

OIIMCAHHUE
Tabnerkn MuHzaneBuaHOH (GOPMBbI, MOKPHLIThIE MIEHOYHON 0GOJOYKON CBETIO-CHHErO LBETa, Ha

OJHO# cTopoHe BbirpaBupoBaHo «GILEAD» u «4331», Ha apyroii — «300».

Ha uznome tabnerku 6enoro ugera.



DPAPMAKOTEPATIEBTUYECKASI IT'PYIIIIA: [IpoTHBOBHPYCHOE CPEICTBO.

Koax ATX: JOSAF07

DPAPMAKOJIOTMYECKHE CBOMCTBA
®apMakoAMHAMHKA

MexaHU3M NeNCTBUs

Tenodoeupa nusompokcuna dymapar — 310 (ymapaTHas conb MpoJeKapcTBa TeHO(OBHpa
ausornpokcuna. TeHodoBHpa NM30MPOKCHI BCAChIBAETCS M NMPeobpa3yeTcs B aKTMBHOE BEIIECTBO
TEHO(OBUP, KOTOPOE ABIACTCS aHAIOrOM HyKJIeo3ua MoHodocdara (HykaeoTHna). 3aTem
TeHO(OBHp mpeobpasyeTcss B aKTUBHBIN MeTabonuT, TeHooBUpa AUPOCHAT, KOTOPHIH ABNIETCS
OOJIMraTHBIM TEPMMHATOPOM LETH, C MOMOLUBIO KOHCTPYKTHBHO SKCMPECCHPOBAHHBIX KIETOUHBIX
(epmentos. Tenoposupa audochar nmeeT BHYTPUKIETOUHBIH MepHo | MoyBeiBeaeHHs 10 yacoB B
AKTMBMPOBAHHBIX MOHOHYKJI€ApHBIX KieTkax mnepudepudeckoir kpoBud ¥ 50 4acoB B COCTOSHHMHM
nokosi. TeHogosupa audocdar mHruGupyer obparHyro Tpaxckpunrtasy BUU-1 u nonumepasy
Bupyca renatura B (BI'B) myrem KOHKypeHLMH 32 NpsSMOE CBS3bIBAHME C AKTMBHBIM y4acTKOM
(epmenTa ¢ npuponHeIM cybcTpaTom ae3okcupubOHyKiIeoTHaa u obpeiBom ueru JIHK mocne
BCTpauBaHusi B Hee. Tenodosupa audocdar spusercs ciabbiM HHIUOMTOPOM  KJIETOUHBIX
nonumepas o, B 1 y. B aHanuzax in vitro TeHooBup npu KOHUEHTpauuax 10 300 MKMOJIB/T TaKxKe
MoKasaj OTCYTCTBHE BJIMSHMS Ha CUHTE3 MUTOXOHApUanbHOM JHK Min Ha npoayKuuio MOJIOYHOM
KUCJIOTBI.

Axmusrocms npomue BUY

Axmuenocme npomue BHY in vitro

Konuentpauus reHodosupa, Heobxoaumas ans 50 % unrubuposanus (ECso — 50 % sddexrrsHas
KOHLIEHTpauus) nabopatopHoro wramma BUY-1;p aukoro Tuna cocrapnser 1-6 MKMOJIB/T B JIMHUK
TMMQPOUIHBIX KIeTOK M 1,1 MKMOJB/N - NpOTHB NepBMUHBIX M301aTOB BUU-1 noaruna B B
MOHOHYKJICAapHbIX KJIeTKax mnepudepuueckoit kpoBu. TeHooBup Takke aktuBeH mnpots BHU-1
noarunos A, C, D, E, F, G u O, a Taoke npotus BUYg,, B nepBHYHBIX MOHOLMTAX/Makpodarax.
Texodosup TaKKe nposBIAET aKTUBHOCTb in vitro mnpotuB BUY-2 ¢ 50 % sddekTuBHOlM

KoHueHTpauuei ECsy B 4,9 MkMosib/n B KneTkax JuHUU MT-4.

Axmuenocms npomue BI'B

AxtuBHocTs npotuB BI'B in vitro



AHTHBUPYCHYIO aKTMBHOCTb TeHO(GoBUpa npotiB BI'B in vitro ouenusanu Ha knerousoii nueuu HepG2
2.2.15. 3nauenus ECsy ans TeHodoBupa Haxoaunucs B npeaenax ot 0,14 1o 1,5 mxmons/1, a 3Hauenms CCs,
(50 % untoToKCcHYHas KOHUEHTpaLKs) npeBbianu 100 MKkMOB/I.

Pesucmenmmuocmo

LIrammer BUY-1 co CHIXEHHOH 4yBCTBUTENBHOCTBIO K TeHODOBHPY M 3ameHoil K65R B rewe
00paTHOM TPaHCKPUNTa3kl ObUTH BBIACIEHSI in Vifro 'y HEKOTOPHIX MaluenToB. Crexyer usberars
MPUMEHEHHs TeHO(OBMpPAa IM3OMpOKCHIA (ymapata y MaLUMEHTOB, paHee MOJyYaBUINX
AHTUPETPOBUPYCHYIO TEPANHUIO, IITAMMBI KOTobblx coneprkat mytauuio K65R.

B kivHM4eCKuX vcceI0BaHUAX Ha MALMEHTAX, M0Jy4aBlUMX PaHEee aHTHPETPOBUPYCHYIO TEPAIHIO,
oueHuBanu aHTu-BUY akrusHocTs 300 Mr TeHooBHpa AM3onpoKcuia pymapaTa NPOTUB LITAMMOB
BUY-1 ¢ ycTOHYMBOCTBIO K HYK/IEO3UIHBIM WHIMOMTOpaM. Pe3yabTaThl MOKa3aiu, YTO MALUEHTHI,
BHUY y koTophix akcrpeccupoBan 3 umu Gosiee MyTalui, CBA3aHHBIX C aHAJIOrAMH THUMMU/MHA,
BKmoyatomux 3ameHsl M4IL unn L210W B oGpartHoil TpaHCKpHINTase, MpoaeMOHCTPUPOBATH
CHIIKEHHBIH 0TBeT Ha Tepanuio 300 Mr TeHOpOBHpa AM30MPOKCHIA GyMapaToOM.

Pesucmenmnocmo BI'B

He 6bi10 0GHapyxeHo myTauuii B nonuvepase BI'B, cBA3aHHBIX C PE3UCTEHTHOCTHIO K TeHO(GOBHpA
Ausonpokcuna gymapary. B kieTouHsIx Mozaensix, BapuanTsl BB akcnpeccupyromime 3amMerneHus
rtV173L, rtL180M u rtM2041/V, cBsizaHHble ¢ Pe3UCTEHTHOCTBIO K NTAMHBYIMHY M TeNOHBYLMHY,
MPOJAEMOHCTPUPOBAIIM  YYBCTBUTEILHOCTh K TeHodoBupy B 0,7 - 3,4 pasa mnpeBbILIAIOLLYIO
4yBCTBUTEIBHOCTh BUpPYCa AUKOrO THUIIA.

[lrammbr BI'B, sxcnpeccupyroumue 3amewenus rtL180M, rtT184G, rtS202G/I, rtM204V wu
rtM250V, cBsi3aHHbIE C PE3UCTEHTHOCTBIO K SHTEKABHPY, MPOAEMOHCTPUPOBAIH YYBCTBUTEIBHOCTD
K TeHodosupy B 0,6-6,9 pasza Gonbluyw, uem Bupyc aukoro tuma. ILlltammer BI'B,
sKcnpeccupytomue 3ametnenus rtA181V u rtN236T, ca3aHHBIe ¢ YCTOMYMBOCTBIO K anedoBupy,
MPOJAEMOHCTPUPOBAIIM 4YBCTBUTENBLHOCTE K TeHO(GOBUPY B 2,9 - 10 pa3 Gosbluyio, 4yeM BHUpPYC
aukoro Ttuna. Bupycel, comepxamue 3ameHy rtAl181T, ocraBaiuch uyBCTBUTENBHBIMH K
TeHopoBupy, BeanunHbl ECsp 6buti B 1,5 pasa Goublie, uem y BUpyca JMKOTO THMA.
PapMaKOKHHETHKA

Tenogosupa ausonpoxcuna gymapar — 3T0 pacTBOPUMBIH B Boje 3QUp MpoJeKapcTBa, KOTOPbIIi
OwicTpO npeobpasyercs in vivo B TeHOOBUP U GOpMalibAETH .

Tenodoeup npeoGpasyercs BHYTPHKIETOYHO B TeHODOBHUPA MOHO(POCHAT U AKTHBHBINH KOMIIOHEHT -

TeHopoBupa gudocdar.



Bceacvieanue

[locne npuema BHyTps BUY-nHOMUMpOBaHHBIMM Mau¥eHTaMM TeHO(GOBHMpPA JM30MPOKCHIA
(ymapar GwicTpo BcachiBaeTcsi M mpeobGpasyercs B TeHohoBMp. I[IpyeM MHOrOKpaTHBIX 103
TeHo(oBUpa au3onpokcHuia Gpymapata ¢ nuiuein BUY-UHGUUMPOBAHHBIMU NALIMEHTAMH TTPUBOIMIIO
K cpenHnm (koapuument Bapuauuu, % [CV, %)) 3Hauenusm a1 TeHodoBupa Cpax, AUC 1 Chip
326 (36,6 %) ur/mmn, 3324 (41,2 %) Hr-y/mn u 64.4 (39.4 %) ur/mn, COOTBETCTBEHHO.
MakcnmasbHble KOHUEHTPAUMK TeHO(YOBUPa HAOIIOAAIOTCS B CHIBOPOTKE KPOBHM B npezenax 1 yaca
nocje npUeMa HaTolak ¥ B Npejiesiax 2 4acoB Mpu ero npueme ¢ nuiiei. [Tpu npueme teHodoBupa
AM30MpoKcHia (ymapata MalMeHTaMH HATOLlaK OMOJOCTYIHOCTb COCTaBisAja MPHUOIHU3UTENLHO
25 %. Ilpuem TeHodoBupa am3ompokcuna ¢ymapara ¢ 6GoraToil KMpaMM MNMIIEH MOBBILIAN
OuoznoctynHocTs, mpu 3ToM 3HaueHne AUC TeHO(OBHpPa yBEIMYHBAIOCH MPUOIM3UTENHLHO Ha
40 %, a Cpax — npubmusurensHo Ha 14 %. Tlocne neppoii 103bl TeHO(OBHpa AU30MPOKCHIA
¢ymapara, nonyyeHHo# mocne mpuema GOraToil JKMpaMM MUIUIM, MeJUaHHOE 3HayeHHe Cpay B
CBIBOPOTKE ObLIO B JManasoHe 3HayeHuit ot 213 no 375 ur/ma. Opuako npuem TeHOdOBHpa
AM30TIpOKCHIa ymapaTa ¢ HU3KOKAJOPUHHOM MHULLIEH HE OKA3bIBAET CYIIECTBEHHOrO BIMSIHUS Ha
(bapmakokuHeTHKy TeHO(oBHpa.

Pacnpeoenenue

[locne BHYTPMBEHHOrO NPHUMEHEHHs! PABHOBECHAs KOHLEHTpAaLMs pacrpelelieHus TeHO(OBHpa
OLeHMBANACh, MpubIM3uTenbHO, B 800 mu/kr. [Tocne npuema TeHodoBKpa qu3onpokcuia Gpymapara
BHYTPb, TEHO(OBUpP pacrnpeie/nseTcs BO MHOTME TKaHW, MPH 3TOM HAMOOJNbIIKE KOHLEHTPaLUH
HaOMIONAOTCA B MOYKAaX, MEYEHM M B OMNUTEJMM KHINEYHMKA B PasHBIX €ro ydacTkax
(noknvHMUECKHE MCCNeNoBaHUs). In vitro cBs3biBaHWe TeHO(OBMpa ¢ GenKaMM MIasMbl WIH
CbIBOPOTKH KpOBH cocTaBisiyio meHee 0,7 u 7,2 %, COOTBETCTBEHHO, B JAWana3oHe KOHLEHTpaLuii
TeHoposupa ot 0,01 10 25 MKr/miI.

Memabonuzm

Wccnenosauus in vitro nokasanu, 4To HM TeHO(OBHpA AU30MPOKCUIA hymapar, HU TEHODOBUP He
apasioTes cyberparamu depmentoB CYP450. Bosee Toro, npfa KOHLIEHTPALMsX, CYUIECTBEHHO
npesbiwaromux (npumepHo B 300 pas) Te, yto HabnroaatoTCs in vivo, TeHOGOBUP HE MHIHOMPOBA
in Vvilro JN€KapCTBEHHbIH MeTabo0JM3M, ONOCPENOBAHHBIM KakoW-TMO0 M3 OCHOBHBIX H30(DOPM
CYP450 yenoseka, ydactBytomux B 6uorpancdopmauun (CYP3A4, CYP2D6, CYP2C9, CYP2EI

unn CYP1A1/2). Tenodoupa ausonpokcuna ¢ymapar npu KoHueHtpauuud 100 MKMOmb/1 He

OKasblBall BJMAHHA HHU Ha oaHy Hu3 usodopm CYP450 3a wuckmouenmem CYPIA1/2, rne



Habroanoch Hebobioe (6 %), HO CTATHCTHYECKHM 3HAYMMOE CHIKEHHE MeTaboIu3Ma cybeTpaTa
CYPIA1/2. Ha ocHoBauum 5TOi HH(OPMALMK MOXHO CENaTh BBIBOJA O MAOH BEPOSTHOCTH
BO3HMKHOBEHHMS KIMHUYECKH 3HAYMMBIX B3aWMOJEHCTBUI MeXIy TeHO(DOBHpa AW30MPOKCHIA
(hymapatom u ieKapCTBEHHBIMH CPEICTBAMH, METaG0JIM3M KOTOpbIX onocpenoBan CYP450.
Brigedenue

Tenodoeup BbIBOAMTCA IIaBHBIM 06pa3OM MOUYKAMM, Kak MyTeM (MIBTPALMHM, TAK ¥ AKTHBHOI
KaHa/IbLEBOM  TPaHCNIOPTHOM  CHUCTEMOW, TNpPH 3TOM TMOCJH€ BHYTPMBEHHOTO  BBEICHHs
npu6ansutensHo 70 — 80 % 103bI BHIBOANTCS B HEM3MEHEHHOM BHE ¢ MOuOH. OBWIMil KIMpeHe
oueHuBancs NpubausutensHo B 230 Ma/u/kr (npubansurensto 300 ma/mMun). TloyeuHsli KIupeHc
oueHuBascs npubnuzutensHo B 160 ma/u/kr (okono 210 Mi/MKMH), 4TO MpEBBIIAET CKOPOCThH
KI1y60uKOBOH (uibTpauyu. DTO yKa3bIBaeT HA TO, YTO CEKPELMs KAHAIBLAMMU SBISETCS Ba)KHOIA
4acTbiO BbIBeACHUs TeHOoBHpa. [Tocne nprema BHYTPb OKOHYATENbHBIN MEPHOL MOMYBHIBENASHHS
TeHodoBupa coctasnsier ot 12 10 18 yacos.

HccnenoBanusmu  ObIO  yCTAaHOBJNEHO, 4YTO AaKTHBHAA KaHaiubleBas TPAHCIOPTHAs CUCTEMa
CeKpPEeLMK  BKIIKOYAET TMOIJIOIIEHHE TEHO(POBHpPA MNPOKCUMAIBHBIMU  KIETKAMHM  KaHAJbLEB
NOCPEACTBOM OpraHM4eCKUX aHMOHHBIX TpaHcrnopTepoB yenoBeka (hOAT) 1 u 3, u BeiBeIeHHE €r0
B MOUY C MOMOLIbIO GeNiKa-MapKepa MyJIbTHIeKapCTBEHHON pe3nuctenTHocTH 4 (MRP 4).
Jlunetinocmo-HenunenuHocme

[lokasatenn (apMakoKWHETHKM TeHO(OBHpA HE 3aBUCENH OT 103bl TEHODOBUpA AM3ONPOKCHIA
(ymapara B quanazone ot 75 10 600 MI 1 He H3MEHSIMCh NIPU IOBTOPHOM BBEAEHUH TPH TOGOM
YPOBHE /103.

DapmaxkoxuHemuxa y 0coowix epynn nayueHmos

Tooicunvie nayuenmoi

DapmakoK1HeTHKa TeHO()OBHUPA y MOXKMUIILIX MALKEHTOB (CTapiue 65 JeT) He U3ydanach.

Ilon

OrpaHnyeHHbIe JaHHbIE N0 (apMaKOKMHETHKE TEHO(POBUPA y XKEHIUMH YKA3bIBAIOT HA OTCYTCTBUE
3HAYMTENLHOrO BO3AEHCTBHS MO MOJOBOMY MPUHLIMITY.

Paca

He nposoaunoce cneunduyecknx uccienoBaHuii HapMakOKMHETHKH Y PasIMUHBIX 3THMYECKHX

rpyni.




Lemu

BHY-1: ®apMakOKWHETHYECKHE NTapaMeTpbl TeHOPOBMPA B PABHOBECHOM COCTOSHMM OLIEHHBAH Yy
8 nereit (Bospact ot 12 g0 18 net) ¢ maccoii Tena > 35 kr, unduumposannbix BUY-1. Cpennue (+
SD) s3nauenuss Cpax M AUCy, cocrasmsim 0,38 + 0,13 mkr/mn u 3,39 = 1,22 Mkr-u/mo,
COOTBETCTBEHHO. DKCIO3MLKs TeHODOBHPA, KOTOPAst Gbijia JOCTUIHYTA Y MOAPOCTKOB, MOJYYaBIIMX
cyTto4Hble 103kl 300 Mr TeHODOBKMpa AU30MPOKCHIA GymapaT BHYTpb, Obla M0A06HA SKCTIO3ULMSM,
KOTOpble ObLIM JOCTMTHYTBI Yy B3pOCIBIX, MOJYYaBUIMX pa3oBble CyTOuHble 10361 300 Mr
TeHO(OBMpPa AM30NpPOKCHIa pymapaTa.

Xponuueckuii zenamum B: PaBHOBecHas skcriozuumsi TeHodoBupa y nereii (Bospact ot 12 o 18
7eT), MHQUUMPOBAHHBIX BUPYCOM remaTuTa B, KOTOpBIE MOjyyanu nepopanbHylo CyTOUHYIO 03y
300 mr rtenodosupa nuzompokcuna Qymapara Gblia MOA0GHA SKCMO3MLMAM, NOCTHraeMbIM Yy
B3pOCJIBIX, KOTOpbIe nonyyanu n03sl 300 Mr TeHodoBupa au3onpokcuna Gpymapara B pexxume OuH
pa3 B CYTKH.

Y pereit mmamme 12 ner uau y JeTeil ¢ HapywleHHeM (GYHKLUMH TOYEK HCCIeJOBaHUs
dapmaxokunetnky 300 Mr TeHO(pOBHpa AM30NPOKCHIA GyMapaTa He MPOBOAMIHCE.

Hapywenue ¢pynxyuu novex

[lapameTpel (hapMakOKMHETHKHM TEHO(OBHMpa ONpPeesUICh MOC/e BBEAEHHUs pa3oBoi 1036l 300 mMr
TeHo(hoBUpa Ausonpokcuia Gpymapara 40 B3poCibIM NaUKeHTaM, He umerolum uHdekuun BUY u
BI'B ¢ wHapywenuem (QyHKUMM MOYEK pa3IMYHOW CTENEHH, KOTOpbIE ONpPEAEIINCH
COOTBETCTBEHHO MCXOAHOMY 3HauyeHMIo KinpeHca kpeatuHuHa (KK) (yHkuus nouek He HapylieHa,
ecim KK > 80 mn/mun, nerkoe Hapywmenue — ecnmu KK cocrasnser 50-79 Mi/MuH, yMEpeHHO
BolpakeHHOe Hapywenue — npu KK 30-49 mn/mMun u Tskenoe Hapywenune — mnpu KK
10-29 mn/mun). ITo cpaBHEHHIO ¢ MaUMEHTaMK C HOpMaJbHOM (GyHKUMEH nouek cpeanss (% CV)
aKcnosuums teHodosupa yeenuuuaach ¢ 2 185 (12 %) ur-u/mn y s ¢ KK > 80 mu/mun 10,
cootBeTcTBeHHO, 3 064 (30 %) ur-u/mn, 6009 (42 %) ur-y/mMman  u 15985 (45 %) Hr-u/mn
y TaUuMeHTOB C JIEFKMM, CPEIHMM M TSXKEIbIM HapylweHueM (yHKuuu nouek. OKumaeTcs, uTo
yBEJIMYEHWE HHTEpBaja MEXJYy BBEACHHMEM TIpernapara MpuBeAeT K 0oJiee BBICOKUM TMHKOBBIM
KOHUEHTpALMAM B IIa3Me KPOBHU U MEHBIUMM YPOBHAM Cpin Y MAUMEHTOB C HapylieHUeM GyHKIHH
MOYEK 0 CPAaBHEHMIO C MAaLMEHTaMH, UMEIOLIMMU HOpMaibHyK GyHKUMIO nodek. KinHudeckoe
3HaYEHUE ITOTO HEM3BECTHO.

VY NauMeHTOB ¢ TEPMHUHANIBHON cTaaueit noueyHoi HepoctaroyHocTH (KK < 10 Ma/MuH), KOTOpbIM

OblLI HeobXoauM remoauanus, KOHLUEHTpaluuu TCHO(bOBHpa MEXAYy Auallu3aMUu 3Ha4dYUuTCJIIbHO



yBEIMYMBAIUCH B TeueHue 48 yacos, mocturas cpeaHero 3HaueHUs Cmax 1032 Hr/mi u cpeatero
3HaueHus AUCq.4gn 42857 Hr-u/mi.

Pexomenayercs, 4toObl MHTEpBa Mexay npuemamu 300 Mr TeHodoBHMpa au3onpokcuia pymapar
Obln u3MeHeH y B3pochbiX nauueHtoB ¢ KK <50 Mi/MMH MM y NALMEHTOB, YX€ WMEHOLIMX
TEPMUHANIBHYIO CTa/IMIO MOYEYHOM HEAOCTATOUHOCTH U HY)KJAKOIIMXCA B IMAJIH3E.
dapmakokuHeTHKa TeHodoBUpa y nauueHToB 6e3 remoauranusa ¢ KK < 10 Mia/MuH 1 y nalnmeHToB ¢
TEPMUHAIBHOM  CcTagued  TMOYeYHOM  HEeJOCTaTOYHOCTH, KOHTPOJIb  COCTOSIHMS — KOTOPBIX
OCYILECTBIISIETCS [TyTEM MEPUTOHEANTbHOr0 UK Apyrux GopM auanusa, He UCCle0BaNach.
HMccenenoBanus (apMakOKMHETHMKM TeHOGOBMpa Yy JeTeil ¢ TMOYeYHOW HENOCTaTOYHOCTBIO He
MPOBOAMIKCE. JJaHHBIE N0 PEKOMEHJALMAM B OTHOLIEHUH A03UPOBAHMS OTCYTCTBYIOT.

Hapywenue ¢pyHxyuu nevenu

Pazosas jno3a 300 mr TeHodoBupa ausonpokcuna (ymapara npHHMMAanach MalMEHTAMH, He
uHuumposanubiMi BUY u BI'B, ¢ HapymeHuem QyHKUMM T[EYEHU pa3IM4YHOW CTENEeHH,
onpenenseMbiM Mo kiaccuduxaunn Yaitna-Ileto. V nmaumeHToB ¢ HapymeHueM (QyHKUWM TeYeHH
CYLIECTBEHHBIX W3MEHEHHIl napameTpoB (apMaKOKMHETHKM TeHO(QOBHMpa HE OTMEYanoCh, 4YTO
Mpe/anosaraeT OTCYTCTBUE HeoOXxoaumocTn B Koppekuun 103bl. Cpeanue (Yo CV) 3HaueHns Crax 1
AUC,.,, Tenoposupa cocrasisnu 223 (34,8 %) ur/mn u 2050 (50,8 %) Hr-u/mi1, COOTBETCTBEHHO, Y
vy 6e3 Hapywienus GyHkuud nedenu, 289 (46,0 %) ur/mn u 2310 (43,5 %) Hr-u/Mn y sui €
yMepeHHbIM HapyuenueM GyHkuun nedernn 305 (24,8 %) ur/mi, u 2740 (44,0 %) ur-y/mn y nuy ¢
TSKENbIM HapylIeHueM QyHKUHUH NIEUEHH.

Buympuxnemounas papmaxoxunemuxa

Bbiio 0GHapyKeHO, YTO B HEIENAIIMXCS MOHOHYKIIEApPHBIX KIETKaX Mepudepuyeckoi KpoBH
yenoseka (MKIIK) nepuon mosyBbiBeneHuss TeHodorupa audocdara COCTaBISET MPUMEPHO

50 yacos, Torzaa kak B MKIIK, cTUMyIMpOBaHHBIX QUTOreMarrioTHHUHOM, — npuMepHo 10 yacos.

IOKA3AHUSI K IPUMEHEHHUIO

Hugpexyus BUY-1

Jleuenne BUY-1 unbexumu y B3poCHblX B KOMOMHAUMM C JAPYrMMH aHTUPETPOBUPYCHBIMH
npenaparamu.

Jleuenne BUY-1 uHdekunn y aereid B Bospacte oT 12 10 18 ner ¢ HanuyueM pe3nCTEHTHOCTH K

HYKJICO3UIHBIM MHIHOMTOpPaM OOpaTHOM TPaHCKPHUITA3kl, MM TOKCMYHOCTH HCKIIHOYAIOLIei

BO3MOKHOCTb MCIIOJIb30BAHUs aHTUPETPOBUPYCHBIX IpenapaTros I'lepBOﬁ JIMHUH.



lenamum B

Jleuenue XPOHHUYECKOrO reraTura B Y B3pOCJIBIX C:

KOMIIEHCUPOBaHHbIM 3a00JICBAHUEM T€YEHH, NMPU3HAKaMHU aKTHUBHOW pEeIuIMKalMu BHpYycCa,
MOCTOSIHHOW TOBBILIEHHOH aKTUBHOCTBIO B CHIBOPOTKE KPOBM allaHMHAMHMHOTpaHCQepasbl
(AJIT) 1 rucTonOrMYECKU MOATBEPIKACHHBIM AKTHBHBIM BOCTIAJIUTENBHBIM TPOLIECCOM H/HITH
bubposom;

JIOKa3aHHBIM HanuuueM pesucteHTHocTh BI'B k namuByauny;

AEKOMIICHCUPOBAHHBIM 3a00JIeBaHUEM TEUYECHH.

Jleyenue xpoHuueckoro renatuta B y nereit B Bospacte ot 12 1o 18 ner ¢

KOMIT€EHCHPOBaAHHBIM 3a00JiIeBaHUEM TMEYEHU C [IpU3HAKaMH aKTUBHOI'O BOCIAJIUTEIILHOTO
rnpouecca u AKTUBHOM pPeIIMKaluK BUpYyCa, YTO NOATBEPIKAACTCA MOCTOSIHHOM MOBBILIEHHOM
aktuBHOCThIO AJIT B CBIBOPOTKE KPOBHU U T'MCTOJIOTMYECKU IMOATBEPIKACHHBIM AKTHBHBIM

BOCHAJIMTENBHBIM MpoLeccoM W/unu Gudposom.

INPOTHUBOIIOKA3AHUSA

[ToBbllIEHHAs YYBCTBUTEJIBHOCTb K JCHCTBYIOIIEMY BEILECTBY WM JOOOMY Jpyromy
KOMIIOHEHTY Mpenapara.

Jlerckuii Bo3zpacT 1o 12 net u macca tena < 35 kr (3¢deKTHBHOCTL M 6€30MacHOCTh He
YCTaHOBJIEHBI).

Jletu B Bo3pacte oT 12 po 18 ner ¢ HapyweHueM (QYHKUMHM MOYeK (OTCYTCTBYIOT
PEKOMEH ALK MO PeXKUMY JO3UPOBAHMA).

[Toueunass HenocrarouHocth Tskenoi crenenn (KK<30 mn/mun) wim XIIH, korapa
HeoOX0AMMO TMpoBeJeHWe remoauanu3a (0e30MacHOCTb HE YCTAHOBJIEHA Yy [aHHOH
TMOMYJSILIMY MALUEHTOB).

[Tepuon nakraumm.

OJIHOBpEMEHHBIH TpHeM C APYrMMM MpernapaTamu, COAEpKalMMH TeHO(POBUp  (CM.
pasnensl «BszaumozeiicTBMe C IpPYrMMH JIeKapCTBEHHBIMM cpeacTBamu» M «Ocobble
yKazaHus»).

OnHoBpeMeHHBIH npueM ¢ aznedoBupom (cMm. paszensl «BzaumoneicTsue ¢ Apyrimu
JIeKapCTBEHHBIMU cpecTBaMU» U «Ocobble yKazaHUsA»).

V nauueHToB C ne(bnumom JIaKTa3bl, HEMEPEHOCUMOCTLIO JIaKTO3BI, I'JTFOK030-TalaKTO3HO M

masbabcopOumei.



C OCTOPOXKXHOCTBHIO

-y MalMeHTOB C caxapHbIM JAHabeTOM;

- Y MOXKHMJIBIX NaUMEHTOB (B Bo3pacTe crapiue 65 ner);

- Y MalUMEeHTOB ¢ HapylieHHeM QyHKUMH nouek (cM. paszaen «Ocobble yKazaHus»).

- Yy TalMeHTOB, OJHOBPEMEHHO TMPHUHUMAIOIIMX JApPYrHe JIEeKapCTBEHHbIE Tpernaparsl:
obnanaromue HePpPOTOKCHMYECKUM JeHCTBMEM (aMUHOIIMKO3UIBI, amdorepuuuu B,
dockapHeT, raHUMKIOBMD, MEHTAMUAMH, BAHKOMMLMH, WHTEpNEHKUH-2, UUAO(POBUD);
TaKpOJMMYC, HECTEPOUIHBIE POTUBOBOCMANUTENbHbBIE MpenapaThl; I/IH[‘H6PITOp~bI npoTeasbl
BUY, ycunenHsle puToHaBHpOM WM KoGuuucTarom (cM. pasienbl «BzammoneicTsue ¢
APYTMMH JIEKapCTBEHHBIMU cpeacTBaMu» U «OcoOble yKazaHus»);

- Y MauMeHTOB C yKa3zaHMeM Ha 3abojieBaHME TEYEHHW B aHaMHe3e, BKIKOUYas remaTtuThl (cM.
pazzen «Ocobble yKa3aHus»);

- COBMECTHBIM npuWeM TeHOpOBMpPA W AWAAHO3MHA HE pPEKOMEHIOBaH (CM. pasjelbl

«B3anmoeiicTBHE C IPYrUMU J1€KapCTBEHHBIMU cpeacTBaMuy U «OcoOble yKa3aHus»);

INNPUMEHEHME TIPK BEPEMEHHOCTH ©W B IIEPHOJ TIPYIHOI'O
BCKAPMJIMBAHUS

bepemeHHOCTh

Jlanuble, nony4yeHHsle Ha BbIOOpKe cpenHero oobema y GepemenHbix (oT 300 mo 1000 mcxomos
OEpeMEHHOCTH), YKa3bIBAOT HA OTCYTCTBHE NMOPOKOB PA3BUTHs MJIM TOKCHUYECKOTO BO3JEHCTBUA Ha
11710/1/ HOBOPOJKIEHHOI0, KOTOpble ObLIH Obl CBsi3aHbl C MpuemMoM TeHodoBupa. MccnenoBanus Ha
JKMBOTHBIX HE YKa3blBaJId HAa TOKCMYECKOE BO3JECHCTBME HA PENpOAYKTHUBHYIO (GyHKUMIO. Takum
00pa3oM, Np1 HEOOXOAUMOCTH, MOXKET OBITh PACCMOTPEHA BO3MOXKHOCTh NPUMEHEHUSI TEHODOBKpPa
BO BpeMs O€PEMEHHOCTH.

[lepron rpyIHOrO BCKapMJIMBAHUs

HMccnenoBanus mnokasaiu, 4YTO TEHO(QOBHUP BBIJENAETCS B FPyAHOE MOJOKO. J[aHHBIE O BIIMSIHUM
TeHO(OBHpPA Ha HOBOPOYXKIEHHBIX/eTeli HeaocTaTouHbl. [ToaToMy Bupean® He crenyer npuMeHsTh
B MEPUOJ, KOPMJIEHUS! TPy ABIO.

B uenom, xenmunam, nHpuumpoadisiM BHUY u BI'B, He pekomeHayeTcsi KOpPMHUTB IpyJbiO BO

usbexxanue nepenauu BUY u BI'B pebenky.



DepTUNbLHOCTh

He nmeercst JaHHbIX O BAMsHUM Tipenapata Bupean™ wa deptunsHoCTs y mozei. MccnenoBanus y

JKMBOTHBIX HE YKa3bIBarOT Ha BPEAHOE BO3JIEUCTBHE TeHO(i)OBHpa Ha (bCpTHJIbHOCTb.

CIIOCOB TIPUMEHEHMUSI U 103561

BuyTtps ¢ enoii. Tabnerky HeoOX0AMMO MpOriaThIBaTh LEIMKOM, 3amnBas BoAOH. TableTKu Helb3s
pa3’KeBbIBaTh WM pa3iaMbIBaTh.

Jleyenue NO/KHO HAUMHATBCA M KOHTPOJNMPOBATHCS BPa4yoOM, MMEIOLIMM OMBIT JeueHuss BUY-
MH(EKUMH W/UITM XPOHUYECKOTro renatuta B.

Bri6op npenapara Bnpean® s nedenus BUY-1-mHQUUMPOBaHHBIX MALMEHTOB, KOTOpbIE paHee
nojiyyanu Jie4eHue, NOJKEH OCHOBBIBATbCA Ha MPOBEpPKE HATUYMS MHAMBUAYATbHOW BUPYCHOM
PE3UCTEHTHOCTH W/UIIM UCTOPHUHM JICYEHHs MTALUEHTA.

Bspocnvie

PexomenznoBaHHas 103a npenapara Bupean® s nedenus BUY u xponunueckoro renatuta B —

1 Tabnerka (300 mr) 1 pa3 B CyTKH BHYTpPb, C €10H.

Xponuueckuii cenamum B

OnTumanbHas NpoaoKUTENbHOCTD JIEUEHHUs] HeM3BeCTHAa. Bonpoc o npekpalleH!n JIeUeHns] MOXKeT
paccMaTpHUBaThCA ClEAYIOLMM 00pa3oMm:

- Jleuenne HBeAg-nonoxuTenbHbIX MaluMeHTOB 06e3 LMppo3a JODKHO MPOJOJIKATBCS HE MeHee
6-12 mecsauer nocne noareepxaeHus cepokonsepcun HBe (ucuesnosenne HBeAg u THK BI'B ¢
nosisneneM antu-HBe) unu no cepokonsepcuu HBs, nubo no norepu addexruBHoctu. [locne
npeKpalleHus JieyeHuss Heobxomumo peryaspHo mnpoepsatb ypoBHM AJIT u JIHK Bupyca
renatura B B CHIBOPOTKE KPOBH C LIEJIbIO BBISBICHUSA BO3MOXKHBIX MO3JHUX PELIMIUBOB BUPEMHH.

- Jleuenue nauuentoB ¢ HBeAg-HeraTuBHbIM renaturom B 6e3 uupposa D0OMKHO MPOAODKATHCS,
KaK MMHMMYM, 10 cepokoHBepcuy HBs unu nosBneHus npusHakoB Hedd(peKTHBHOCTH NeueHus. B
ciyvae npononrupbsaﬂuoro JleYeHus, npoaoskarolierocs 6osee 2 €T, peKOMEHIYETCs PErysipHO
MPOBOJUTL MOBTOPHBIH MEPECMOTP JICUEHHMS, YTOObl MOATBEPAUTH MPHUEMIEMOCTb IS TMALMEHTa
MpOAOKEHHs BBIOpAaHHOM TeparnuH.

Jemu om 12 0o 18 nem

BHY-1: B Bo3pacte oT 12 1o 18 net u ¢ maccoit Tena > 35 Kkr peKOMeHAOBaHHas /103a npenapara

Bupean” cocrapnser 1 ta6nerka (300 mr) 1 pa3 B CyTKM BHYTPb, ¢ e0il. TabneTky HeoGX0aMMO
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NpOrjaThiBaTh LEJIUKOM, 3anuBas BoJ0i. TabneTku Henb3s pasKeBbiBaTh UK Pa3iaMblBaTh.

B UCKIIOYMTENBHBIX Clyyasx TabJeTKy mpenapara Bnpean® MOXKHO TPUHATH Cpasy Tocie ee
pactBopeHus B puban3urensHo 100 M1 BOABI, aneibCHHOBOIO MIJIM BUHOTPAJHOTO COKa.
Xponuvecxuii 2zenamum B: B Bo3pacte oT 12 10 18 net u ¢ maccoii Tena > 35 Kr peKOMeHAOBaHHas
J103a rnpenapara Bupean® cocrasnser 1 Tabnerka (300 Mr) 1 pa3 B CyTKH BHYTpPb, C €/101.
OnTtumaneHas NMPOAOIKUTEIBHOCTD JICUEHHs] [TOKA HE YCTaHOBJIEHA.

BeszonacHocTh ¥ 3 (HeKTUBHOCTL TeHOpOBUpA Y AeTel ¢ XpOHUYECKUM renatutom B B Bo3pacte oT
2 1o 12 net u ¢ maccoii Tena < 35 Kr He YCTaHOBJIEHBI.

IIponywennas 0osza

Ecnu npuem 103bl GbUT MPOMYIIEH, ¥ MPOLIIo MeHee 12 4acoB OT 0OBIYHOrO BPEMEHH NpHeMa J03bl,
TO MALMEHTy ClIeyeT KaK MOXXHO CKOpee MpHUHATH Bnpean® BMECTE C €0l M BEpHYTbCA K
00bIYHOMY pexkuMy Ipuema mnpenapata. Ecim B ciyyae mpornylieHHOro npuema J03bl MpOLIJo
Gosiee 12 yacoB ¥ npuOIMIKaeTCs BpeMs MpueMa CIeAyIoLleH 103kl Mpenapara, TO MaluueHTy He
C/eyeT MPUHMMATh NPOMYIIEHHYIO 03y, a PUHSATH O4YEPEHYIO 03y B COOTBETCTBMHM C OOBIUHBIM
PeXXMMOM TMpUeMa Nnpenapara.

Ecnu B Teuenue 1 yaca nocne npueMa npenapara Bupean” y maumeHTa BO3HMKJIA PBOTA, CIELYET
npunaTh ewwe 1 Tabnerky. Ecnv ppoTa y nauueHTa Bo3HuKIa Gosiee yeM yepes 1 yac mocsie npuema
npenapara Bupeaz®, To eme 1 TabneTky NpHHUMATh HE CELYeT.

Ocobble rpynnbl NalueHTOB

ITayuernmoer nodcunozo 6o3pacma

Ha ceroHslHWM [€Hb HET J[aHHBIX, HA OCHOBAHUM KOTOPBIX MOXHO JaThb pPEKOMEHJalun
OTHOCUTEJIBHO 03UPOBAHMS [JIs MALMEHTOB B BO3pAcTe cTapiue 65 jeT.

Hapywenus ¢pynxyuu novex

TeHODOBUp BBLIBOAMTCS M3 OpraHM3Ma C MOYOi, MO3TOMY y TAlMEHTOB C HapylLIEeHHeM (QYHKLHMH
MoYeK oT™MeuaeTcs 6oJiee NJIUTENbHBIN NepUOA BbIBEIEHHU TeHOQOBHUPA U3 OpraHu3Ma.

Bspocnvie

JlanHble 0 6e30macHOCTH ¥ 3P (HEKTUBHOCTH MPUMEHEHUs TEHO(OBMpA y B3pOCIbIX MALMEHTOB C
HapylueHMeM (QyHKUMM noyek cpemueidt u Tskenol crenenu (KK <50 mi/MuH) OrpaHHuEHBI.
OueHka mnokasareneii 6e30MacHOCTM Yy MaUMeHTOB C JIErKMM HapylIeHHWEM (QYHKUHU MOueK
(KK 50-80 my/MHH) B JOJITOCPOYHOI MEpPCHEeKTUBE HE MPOBOAMack. [1o 9TOH mpuinHEe nauueHTam

C HapyleHusAMH (QYHKLHUM MOYeK TeHO(POBMP HEOOXOAMMO MPUMEHATb B TEX Ciyyasx, Koraa

[oTe€HUMalbHasi IoJib3a OT JICYCHUSA [pEeBBILIACT MOTEeHLUAIbHBIN pUCK HaHEeCeHus Bpeaa.
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Koppekuus uHTepBana 103UpoBaHus pekoMeHayercs ajs nauueHtos ¢ KK < 50 mu/mMuH.
Hapywenue ¢ynxyuu nouex neexou cmenenu (KK 50-80 ma/mun). OrpaHUYeHHbIE HaHHbBIE,
MOJIy4YEHHbIE B Pe3y/IbTaTe KIMHUYECKUX MCCIIEJOBAaHUi, CBUAETEIBCTBYIOT B I0JIb3Y COXPAHEHUS
JUIs TAUMEeHTOB C HE3HAYMTEeNbHBIM HapylleHHeM (QYHKUMM T[0YeK pexuma J03MpOBaHMs
TeHO(OBUPA OJIMH pa3 B CYTKH.

Hapywenue ¢pynxyuu novex cpeoneti cmenenu (KK 30-49 mn/mun). Tlpuem 1 taGnetku npenapara
Bupean®  kakasle 48  uaco PEKOMEHAYEeTCsl 0 pe3yjbTaraM  MOJIEJIMpPOBaHUs
(bapMaKOKMHETHYECKUX JaHHBIX Pa3oBOM A03bl y 10OpOBOJBLEBR, He UMetoumx nHbexunn BUY n
BI'B, ¢ pasHoil cTeneHbio HapylwieHHs (QYHKLMH MOYEK, B TOM YMCIE C TEPMUHAJIbHOM CTajueH
MOYEYHON HENOCTAaTOYHOCTH, Tpebyrouei remoamanusa. OJHAKO Takoe NO3UPOBaHHE HE ObIIO
MOATBEPIKAEHO B paMKaX KIMHUYECKUX UccieoBaHui. [109TOMy KIMHUYECKUH OTBET Ha JIEUEHHE U
(GYHKLMIO NOYEK Y TAKUX MALMEHTOB HEOOXOJMMO BHUMATEIbHO KOHTPOJIMPOBATS.

Hapywenue gynrxyuu nouex msoicenoti cmenenu (KK < 30 ma/mun) u nayuenmel, Haxoosauuecs Ha
2emoouanuze. B CBA3M C HEBO3MOXKHOCTBIO OCYLIECTBUTb KOPPEKLMIO pEXKMMa J03MPOBaHMA,
npUMEHEHHe npernapara JJisi MalUeHTOB 3TOH IPyINIbl NPOTHBOMNOKA3aHO.

Jlemu

He pexomeHyeTcs npUMeHsATb TEHOMOBUP Y JeTel ¢ HapylIeHHeM QYHKLUUH MOYeK.

Hapywenue ¢pynxyuu nevenu

JInsi malMeHToB ¢ HapyleHHeM (GYHKLMHU NeYeHW HeT HEOOXOAUMOCTH B KOPPEKLIMH J103b.
Heobxomumo TiiatenbHoe HaOMOJeHWE 3a MaUMEeHTaMHM C XpOHHWYeCKUM rematurom B
(c conyrctByroweit uHdexkureit BUY unm 6e3) ecnu oHM NpeKpaTHiIM MPUEM Mpenapara Bupean®,

TakK Kak 1ocJji€ OTMEHBI Mnpenapara €CTb pUCK 06OCTpCHI/lﬂ reraTura.

IIOBOYHOE JEMCTBHUE

Kpamxue 0annvie o npoghune bezonacnocmu

BUY-1 u zenamum B

Penko coobmanock O ciayyasx HapyleHus (QYHKUMHM [OYEeK, MOYEUHOW HENO0CTaTOYHOCTH H
NpOKCUMAasIbHOM TyOynonatuu (B ToM 4ucie cuHapoMa MaHKOHM), KOTOpBIE MHOTAA NMPUBOJAUIHA K
MaToJOrMKM KOCTHOM TKaHW (PeaKo — K nepesioMam), y MaluueHTOB, MPUHUMABIIMX TeHO(oBUp. s
NaLMeHTOB, MPUHUMAIOLLMX Bupean”, pexomenayercs HabmoneHue 3a GyHKUmed nouek (cm.

pazzen «Ocobble yKazaHHUs»).
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BHY-1: Tlo6ouHble peakUMM 0pW JIeYEHHH TEHOPOBHPOM B COYETAHMM C JAPYTMMH
AHTUPETPOBUPYCHBIMM TMpenapaTaMyd MOTYT OKMAAThCA MOYTH y OIHOW TPeTH MauueHToB. Takue
peakuuu, Kak MpaBuJIO, MPEACTABIAIOT COOOM HApyLIEHHs CO CTOPOHBI JKENyAOYHO-KHIIEYHOTrO
TpakTa OT JIErKoW 0 cpeaHei creneHu TskecTH. [Ipubnusurensio 1 % nauueHToB, MoJyYaBIInX
nieyeHue TeHO(GOBMPOM, MPEKPATHUIIH JIeYeHHE H3-32 PeakiUuii CO CTOPOHBI JKETYA0UHO-KHILEYHOTO
TpaKTa.

C nmpuemoM TeHO(DOBMpaA CBA3aHBI Takue SBJCHHs, KaK JAKTOALMIO03, eNaToMeramus ¢ XHUpOBOii
auctpodueit u nunoauctpodus (cM. pasaen «Ocobble yKazaHUuay).

He pexomenzyercs onHoBpeMeHHOe MpHUMeHeHHe Npernapara Bupean® u InIaHO3MHA, MOCKOMBKY
9TO MOJKET MPUBECTH K MOBBILIEHUIO pUCKa MOOOYHBIX peakuuii (cM. paspen «BsawmoaeicTue ¢
APYrMMH JIEKapCTBEHHBIMH CpeAcTBaMu»). Penko coofwwanoce 0 ciyuyasx MaHKpeaTuTa |
NIaKTOAUM103a, MHOI' /A C JIeTalIbHBIM UCX010M (cM. pasaen «Ocobble yka3zaHus»).

I'enamum B: TloGouHble peakuuy MNpu MpuemMe TeHOYOBMpPAa MOTYT OXKMAATHCA MOYTH Y OAHOM
YETBEPTH MALMEHTOB, B OCHOBHOM HE3Ha4YMTEIbHble. B KIMHUUECKMX MCCIIENOBAHHUSAX C y4acTHEM
nauuenTos, WHGUUMpoBaHHBIX BI'B, HauGonee yacToil moGoYHOM peakuueit Ha TeHopoBHp Oblia
towHoTa (5,4 %).

Coobuanock 0 ciyyasx obocTpeHus renatura B y mauueHToB Ha (OHE Tepanuu, TaKKe KaK Wy
NalUeHTOB, NPEKpaTUBILIKX JeyeHue renarura B (cM. pasgen «Ocobble ykazaHus»).

Kpamkue ceedeHUs. 0 NOOOYHBIX peaxkyusix

Ouenka noOOYHBIX peakUuuii Ha TEHO(GOBHMP OCHOBBLIBAETCH Ha [aHHBIX M0 0E30MacHOCTH,
MOJly4EHHBIX B XOAE KIMHUYECKMX HCCIENOBaHMM M MOCTPErHCTpaUMOHHOrO aHanusa. Bce
noOouHble peakLMy yKa3aHbl B TabuLe 1.

Knunuuecxue uccneooearus BUY-1

Ouenka noGOYHBIX peakLMii MO0 JaHHBIM KIMHMYECKMX HccienoBaHuii BUY-1 ocHOBbIBaeTCs Ha
pe3ynbTaTtax ABYX MCCleOBaHWM, B pamKax KOTopHX 653 mauueHTa, paHee MojyyaBlIWe JeYeHue,
npuHuManu TeHopoBup (n=443) wam nmaue6o (n=210) B coueTaHMM C JAPYTUMH
aHTUPETPOBMPYCHBIMU MpenaparamMu B TeueHue 24 Helelb, a TAKKE Ha JaHHBIX JBOWHOIO CJIENOro
CPaBHUTEIBHOTO KOHTPOJIMPYEMOr0 MCCIEJ0BaHMA, B paMKax kotoporo 600 mauueHTOB, paHee He
nosyyasliue sedyenue, npuHumanu 300 mr teHodoBupa auzonpokcuna (ymapara (n=299) unu
craByauH (n = 301) B coueTaHuu ¢ TaMUBYJMHOM U 3()aBUPEH30M Ha MPOTSHKEHUH 144 Henenb.

Knunuweckue uccneoosanus cenamuma B
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OueHka noGOYHBIX pPeaKLMii MO JaHHBIM KIMHMYECKUX MCCIIE0BaHMI rematuta B, riaBHBIM
00pa3oM, OCHOBBIBAETCS HA Pe3yJbTaTax ABYX ABOWHBIX CIEMbIX c‘paBHmeanux KOHTPOJIUPYEMBIX
WCCIE0BaHUM, B paMKaX KOTOpelX 641 mauuMeHT ¢ XpOHWYECKMM rematutoMm B u ¢
KOMIEHCHpOBaHHOM (yHkument neuenu mosyyan 300 mr teHodoBupa au3onpokcuna gymapara
exenHeBHo (n= 426) unu agedoBupa aunuBokcua 10 mr exennesHo (n= 215) B Teuenue 48
Henenb. [ToGouHble peakiuu, KoTopble HabmOAaNUCh B TeueHue 288-HenenbHOro GecrnpeprIBHOrO
JievYeH s, COOTBETCTBOBAIM U3BECTHOMY MpOodHIIK0 6e30NnacHOCTH TeHO(OBUpA.

Ilayuenmy: ¢ Oexomnencuposanuvim 3a601e6anuem neyenu

[Tpopune 6ezonacHocTH TeHODOBUPA Y MALMEHTOB C AEKOMIIEHCUPOBAHHBIM 3a00JI€BAHUEM MEYEHH
OLICHMBAJICS B JIBOMHOM CJIENIOM aKTMBHOM KOHTPOJMPYEMOM MCCJIEJOBaHUH, B KOTOPOM B3pOCIble
NauMeHTsl B TeueHue 48 Heznenb nonyyanu TeHodosup (n= 45) unu sMTpuuKTabrH + TeHopoBup (n =
45), unu suTexkaBup (n = 22).

B rpynne TeHodoBupa 7 % nauueHTOB NPEeKpaTUIM JICUEHHE B CBA3H ¢ NMOOOYHBIMHU peakuuamu; 9 %
NauueHTOB Ha MpOTsKEHUH 48 Heaenb MMeNW TMOATBEPIKAECHHBIM MOBBIIEHHBIH ChIBOPOTOYHBIN
KpeaTuHuH > 0,5MI/An Wav MOATBEPIKACHHYIO KOHUEHTpALMIO ChIBOPOTOYHOro (ochara < 2mr/a;
CTaTUCTHYECKM 3HAYMUMBIX OTIMYHMMA MEXAy Trpynnoid KOMOMHMPOBAHHOIO JI€YEHHsI Ha OCHOBE
TeHodoBupa U rpynnoit sHTekasupa He 6b110. Yepes 168 Hepens y 16 % (7/45) nauueHTOB M3 IpyMIibl
TeHopoBupa, 4 % (2/45) w3 rpynnsl sMmTpuuurabuHt+TeHodoBupa U 14 % (3/22) w3 rpynmsl
JHTEKaBUpa HabNoAanock HapyweHue nepeHocumoctd. Y 13 % (6/45) mauveHTOB W3 TpYIIib
teHodosupa, 13 % (6/45) u3 rpynnsl smTpuuMTaOuH+TEeHOGOBUpa U 9 % (2/22) u3 rpynmsl
SHTEKaBMpa HabIOAANCs TMOATBEPXKICHHBIM TMOBBILIEHHBIA CHIBOPOTOUHBIA KpeaTHMHUH > 0,5Mr/an
WM TIOATBEPIKACHHAs KOHLUEHTpaUus CbIBOPOTOYHOro ocdara < 2mr/ .

Ha 168-ii Hemene B 1aHHOM MOMyJsUMM MALUMEHTOB C JAEKOMIEHCHPOBAHHOW MNEYEHOUYHOM
HEJI0CTAaTOYHOCTBIO YPOBEHb CMEPTHOCTH cocTaBui 13 % (6/45) B rpynne TeHodosupa, 11 % (5/45)
B rpynne smTpuuuTabuH+TeHodoBup u 14 % (3/22) B rpynne sHrekaBupa. [0y MeyeHOUHO-
KneroyHoro paka cocraBuna 18 % (8/45) B rpynme TteHodosupa, 7 % (3/45) B rpynne
smMTpuLnTabuH+TeHOGOBUD U 9 % (9/22) B rpynne 3HTEKaBUpA.

[TauneHTbl ¢ UCXOAHO OONMBbLIMM KOMM4ecTBOM 0asioB no kinaccubukauun Yaina-ITeto uMenu 60sbuni
PHUCK pPa3BUTHs CEPbE3HBIX MOOOYHBIX peakuui (cM. pazaen «Ocobble ykazaHUs»).

Iayuenmol ¢ Hanuyuem pezucmernmuocmu BI'B k namugyoury
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