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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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B paHIOMH3HPOBaHHOM [BOMHOM CIENOM MCCIENOBAaHUH, B XOAe KOTOporo 280 NaMHBYIUH-
PE3UCTEHTHBIX MAaLMEHTOB B TevyeHWe 96 Henenb mnosydanu TteHodosup (n = 141) wuam
aMTpULUTaOUH/TeHODOBUD (n = 139), HOBBIX MOGOUHBIX peaKLMii BLIABIEHO He OBLIO.
[ToGouHble peakuuy ¢ MOTEHUMANBHOM (MM, KAK MMHMMYM, BO3MOJXHOH) CBS3BIO C JIEYEHHEM
MPUBOJATCS HMIKE MO KjaccaM CMCTEM OPraHoB M 4acToTe. B pamkax ka)caoil rpymrsl 1o 4acrtore
NMoOOYHbIE PEaKUMH NPHUBEJECHBI B MOPSJKE yMEHBIIEHUS CEPbe3HOCTH. [1060YHBIE peakuuu Mo
4acTOTE OMPEAENAIOTCs Kak: o4eHb uyacto (> 1/10), wacto (ot > 1/100 mo < 1/10), Hewacto (oT
> 1/1000 no < 1/100) u peaxo (ot > 1/10 000 g0 < 1/1000).

Tabauna 1
KpaTkne pannbie o 10604HBIX peakuHsiX, CBSI3AHHBIX ¢ IPHEMOM TeHO(OBHPA, HA OCHOBAHHH

K/IIHHHY€CKOro HCCJICAOBAHUSA U MOCTPErHCTPALMOHHOI0 AaHAJIU3A.

Knaccel cucrem OpPraHoB H 4acrToTa Ilo6ouHbIe Pe€aKuuu

Hapywenus co cmoponvr obmena eewgecme u numanus

Ouenb yacro Tunogocdaremus'
Heuacro Tunokanuemus'
Penko Jlakroanunos’

Hapywenus co cmoponsr neperoil cucmemor

OueHb yacro ["onoBOKpYXEHHE

Yacro ["'onoBHas 60k

Hapywenus co cmopomwl giceny0ouHo-kumeynozo mpakma

OueHb yacto Jnapes, pBoTa, TOLIHOTA

Yacro Bob B )KMBOTE, B31yTHE, METEOPU3M
3

Heuacro [TankpeaTur

Hapywenus co cmoponvl nevenu u scenuesuieo0sauux nymeti

Yacro [ToBbllIEHHE AKTUBHOCTH «IEYEHOUHBIX ) TpaHCaMHWHa3

Penko JKuposas AUCTpOGHS NeyeHH’, renaTuT

Hapywenus co cmoponul k021cu u nOOK0ICHbIX MKaneti

OueHb yacTo Kosxnas cbinb

Penko AHIMOHEBPOTUYECKHUI 0TEK

Hapywenus co cmoponbvl ckenemno-mvludeyHou u coeOUHUMeNbHO MKaHU

Heuacto Pa6,uomnonn31, MblLIEYHas cIabocTh

Penko Ocreomansauus (nposiBiisitolascs 60NAMU B KOCTAX U
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NepeioMaMu KOCTe#i B OTAENbHBIX Cydasx) -,

Ml/lOl’IaTl’lﬂ1

Hapywenus co cmoponvi novex u moueewieoosuyux nymeil

Heuwacto [ToBbiLIEHNE KpeaTHHUHA

Penxo OcTpas novyeyHast HEOCTATOYHOCTb, MOYEYHAS
HEZ0CTaTOYHOCTb, OCTPbIH TYOYNSAPHBIN HEKPO3,
NpOKCHMalbHas rnoyeyHas TyoynaonaTus (B TOM 4ucie
cunapom PaHKOHH), HEPPUT (B TOM YUCIIE OCTPBIH
MHTEpCTHLMANBHMIH HedpHT), HepOreHHbIi

HecaxapHblii quabet

Obwue paccmpoticmea u Hapywenus 6 mecme 66e0eHUs

OueHb yacTo AcTteHus

Yacto Vcranocts

'TloGouHas peakLyss MOXKET BO3HWKHYTb KaK CIEACTBHE npokcuManbHoi TyOynonatuu. He cuutaercs, 4to oHa
NPUYHHHO CBA3aHa C TEHO(POBUPOM MPH OTCYTCTBHM 3TOrO 3a00/IEBaHMS.

“TloGouHas peakuys Gblia YCTAHOB/NEHA BO BpeMs NOCTPErMCTPALMOHHOTO MCCIIeIOBaHMs, HO He Habniojanach BO
BpeMSsl PaHIOMHM3UPOBAHHBIX KOHTPOJIMPYEMBIX KIMHHUYECKHX MCCIENOBAHUH MM MPOrpaMMbl PaCLUMPEHHOro AOCTYyMa
K TeHoosupy. Kareropus 4actoTsl 6bl1a yCTAHOB/IEHA M0 CTATHCTHYECKMM PACy€TaM Ha OCHOBE OBIIEro KOJMYecTBa
NaLKHEHTOB, MPUHUMABLIMX TEHO(YOBHP B pamMKaX paHAOMH3UPOBAHHBIX KOHTPOIMPYEMbIX HCCIIEN0BAHUM U MPOrpamMMbl
pacimpeHHoro pocryna (n = 7319).

*Ans nosyueHus JOMNONHUTENbHON MH(OPMALKH, OGPATHTECh K NPEACTABIEHHOMY HHKE paszieny.

Onucanue omoenvbHbix NO60YHBIX peakyuti

BHUY-1 u 2zenamum B

Hapywenue ¢ynxyuu novex

TMockonsky Bupean® Mosker mnpuBecTH K HapyLIEHWIO paboThl MOYEK, PEKOMEHIyeTCs
KOHTPOJMpOBaTh UX GyHKUMIO (cM. paszgen «Ocobble ykazaHus»). [IpokcumanbsHas TyOynonartus,
KaK MpaBuJjIo, Ucyesasa Wiu 0TMEYasoch yaydlleHue nocie oTMeHsl TeHodoBupa. Tem He MeHee, y
HEKOTOPBIX MalUUEHTOB, OTMEHa TEHO(POBHpPA HE IMOJHOCTHIO TPHUBOAMIA K BOCCTAHOBJICHHIO
cunkeHHoro yposHs KK. ITauueHTsl ¢ pUcKOM pa3BUTHS MOYEYHOM HEJOCTATOYHOCTH (Hampumep,
MaluMeHTbl ¢ UCXOAHBIM PHUCKOM IIOYEUHOM HENOCTaTOYHOCTH, comyTcTBytomas BUY uHdexums,
COMYTCTBYIOLIAs Tepanuss HEPPOTOKCUYHBIMU MpenaparaMu) HaXOAATCS B TPYIIeE MOBBILIEHHOTO
pHCKa HEMOJIHOTO BOCCTAHOBJIEHHs! QYHKLIMHU TMOYEK, HECMOTPsl Ha OTMEHY TeHodoBHupa (cM. paszen

«Ocobbie yKazaHus»).
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BUY-1

Bsaumooeiicmeue ¢ ouoano3urom

OnHoBpeMeHHOE NpUMEHeHHe TeHOGOBMpPa W [MAAHO3MHA HE PEKOMEHIYETCs, TaK Kak 3TO
MPUBOAMUT K TMOBBIILEHUIO CHUCTEMHOTO BO3AeHCTBUS aAuaaHo3uHa Ha 40-60 %, yrto Moxer
YBEJIMYHUTh PUCK BO3HMKHOBEHHS MOOOUYHBIX peaklMil, CBSI3aHHBIX C IMAAHO3MHOM (CM. pasjeln
«B3anmojeiicTBre ¢ JPYrMMH JIEKAPCTBEHHBIMU cpelcTBamMm»). Penko coobumanock o ciyyasx
NaHKpeaTUTa U JJAKTOALM103a, MHOT/IA C JIETalbHBbIM HCXOJ0M.

Jlunuov, 1tunooucmpogusn u memabonuyeckue HapyuieHus

KomOuHMpOBaHHas ~ aHTUPETPOBHpYCHas  Tepanus Obula  CBsi3aHa C  METabOJIMYECKUMHU
HapyLUEHUSAMHM, TaKUMM KaK TUIEPTPUTIMLEPUIEMUs, TUNEPXOJECTEPUHEMHUS, HHCYTUHOBAs
PE3UCTEHTHOCTb, TMIIEPIIIMKEMUS M THNIEPIaKTaTEMHSL.

KomOuHMpOBaHHas aHTUPETPOBUpPYCHAs Tepanus Oblja CBA3aHa C Mepepacnpe/eieHUeM KUPOBOH
TKaHd B opraHusmMe BUY-uH(UUMpPOBaHHBIX MaUMEHTOB (IUNOAUCTPOGdUsA), BKIKOUYaAs MOTEPIO
MOJAKOXKHOM  JKMPOBOM  KJETYaTKM Ha  KOHEYHOCTAX M JMUe, yBeIuvyeHue oObema
BHYTPUOPIOIIMHHOTO W BUCLIEPAILHOTO JKUPa, TUIIEPTPOGHI0 MOJTOUHBIX JKENIE3 U HAKOTUIEHHE XKUpa
B JOpCOLIepBUKaIbHOM 00nacTu («ropb OyiiBosay).

B pamkax 144-HenenbHOr0 KOHTPOJUPYEMOro KIMHUYECKOrO WCCIIENOBAHUs CPENM MalMEHTOB,
paHee He JIeYMBLIMXCS aHTUPETPOBUPYCHBIMU CPEICTBAMM, KOTOPOE MPOBOAUIIOCH Ui CPABHEHMS
TeHOOBUpa CO CTABYAWHOM B COYETAHHM C JaMUBYAMHOM U 3(DaBUPEH30M, ObIIO 3aMEYeHO, UTO
PHUCK JIMMOAUCTPOG UM B Clyyae rnpueMa TeHopoBHpa ObLUI 3HAUMTENILHO MEHbLIE, YEM TIPH MpHeMe
craByauHa. ['pynma mnpuema TeHODOBMpA TaloKke HMMENa 3HAYMTENbHO MEHbIIWK CpeaHHH
nokasarejib yBEJIMYEHHs TPUTJIMUEPUIOB M OOLIEro ypoBHS XOJIECTEPMHA HATOLUAK, YeM rpynmna
CpaBHEHMSI.

CunOpom 60CCMAHOBNCHUS. UMMYHUMEMA

V BUY-uHPUUMPOBAHHBIX TALMEHTOB C Tskenoi Gopmoit MMMyHOAEpUIMTA HA MOMEHT Havana
KOMOMHMPOBAHHON aHTHPETPOBUPYCHON TEpanMu MOXKET BO3HUKHYTh BOCIMANMTENbHAs peakuus Ha
ACUMNTOMaTHYECKHME MJIM OCTATOYHBbIE OMMOPTYyHHCTHUeckre MHpekuuu. Taxoke coobanochk 006
ayTOMMMYHHBIX HapylleHusX (Takux kak Ooje3Hb I'peliBca); oHaKO JaHHbIE O BpEMEHHM Hauyana
TaKUX ABJIEHWH CUJIBHO PA3HATCA, U OTH Clly4ad MOIJM MMETh MECTO CITyCTs HECKOJIbKO MeECsLEB
nocie Havyaa JeYeHHs.

Ocmeonexpos

Co0611an0ch O Clydasx OCTEOHEKpO3a, B YaCTHOCTH Y MALMEHTOB C OOLIEU3BECTHBIMHU (akTopamu
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pucka, mnosaHe# craamedn BUY-uHdexumnm wuaM  JUIMTENBHBIM TIPUEMOM  KOMOMHMPOBAHHOM
aHTUPETPOBUPYCHOW Tepanuu. YacToTa BO3HMKHOBEHHUS YKa3aHHOrO SBJIEHHMs HEM3BECTHA (CM.
pazaen «Ocobble yKazaHus»).

Jlakmoayudos u 2enamomezanusi madices0l cmenenu ¢ JCUpo6ol ducmpouet

[Ipy npuMeHeHMM aHANOroB HYKJIEO3MAOB COOOWIANOCH O JIAKTOALMI03€, KOTOPhIH OOBIYHO
COMpPOBOXKIAETCA XKUPOBOH AuCTpoduell neueHu. JleueHre aHanoraMu HyKJIEO3UIOB HEOOXOIMMO
NPEKPATUTb MPHU HAJIMYUKU CUMIITOMATUYECKOW FUIEpIaKTeMUU U METabOJHMYECKOro JIaKTOAL|/103a,
NPOrpecCcUpyollel renaToMeraiuy MM ObICTPOro MOBBILIEHHUS YPOBHS aMHUHOTpaHcdepassl (cm.
pasaen «Ocobble ykazaHus»).

I'enamum B

Obocmpenue eenamuma 60 épems ieyeHus.

B pamkax wuccnenoBaHuit cpeid NAaLMEHTOB, KOTOpbIE paHee He NPUHHUMATM HYKJIEO3MHbIE
aHanoru, nossliwenne yposHsa AJIT Bo Bpems eueHus C NpeBbILIEHUEM BEPXHETO Mpe/esia HOPMbI
Gosnee uem B 10 pas, v npeBbILIEHHEM HAYAILHOTO YPOBHsS Gosiee ueM B 2 pasa, HabIOAANnOCh y
2,6 % nauueHTOB, MojyyaBIUMX JevyeHue TeHodoBupoM. [lombem AJIT, meaumaHHoe Bpems 10
MOSIB/IEHUS] KOTOPOro COCTaBJIsIO 8 Hezlenb, B JajbHEHIIeM ucue3an Ha (OoHe MPOHA0IDKAOIIErocs
neveHuss. B GonpwmHcTBe ciydyaeB Takue nosbiieHus AJIT Obutd CBsi3aHbl C yMEHBIIEHHEM
BUPYCHOM Harpysku > 2 logjo KOnuii/mi1, KOTOpoe NMpeaiecTBOBaIO WK COBMAAANO0 C MOBBILIEHUEM
AJIT. Bo Bpems jileueHUst pEKOMEHIYETCs NEPUOJANUYECKH KOHTPOJIUPOBATh GPYHKLMIO NEYEHH.
Obocmpenue 2enamuma nocie ommeHbvl 1e4eHus.

Y nauueHToB, MHQuuMpoBaHHblX BI'B, mocne mpekpalueHus mnpuema npenapatoB, aKTMBHBIX B
orHoweHnun BI'B, Bo3HMKanu knuHuyeckue v n1abopaTopHble MPU3HAKK 00OCTPEHHUS renaTuTa.
Xponuveckuii cenamum B

Ouenka noGOUYHBIX peakUUi OCHOBBIBAETCS HAa OJHOM PaHIAOMHM3MPOBAHHOM KIMHHYECKOM
uccnenosaduu ¢ yqacruem 106 mereit (Bospact ot 12 mo 18 ner) ¢ XxpoHuyeckuM renatutom B,
KOTOpbIM NpoBoauau Tepanuio 300 Mr TeHodoBUpa Auzonpokcuia Gpymapar (n = 52) unu niauebo
(n = 54) B Teyenue 72 Henennb. [ToboYHBIE peakLnH, KOTOPbIE HAOMIOJANUCE Y AETEH, MONyYaBIIuX
TEHO(OBHP, COOTBETCTBOBAIM TEM, YTO HAOJIOJAINUCh B KIMHUYECKHX MCCIIENOBAHUSAX TEHODOBHpPa
Y B3pOCIIBIX.

Ymenbumienne MIIK nabmopanoce y aerel, ”HGUUMPOBAHHBIX BUPYCOM rematuta B. Z-kputepuii

MIIK, HabntomaeMblil y MauueHTOB, KOTOpbIE Moay4anu TeHOMOBHpP, ObLI HKIKE, YEM TaKOBOM Y

NnauueHTOB, KOTOPbIC ITOJIy4Yalik nnaue60.
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Hpyaue ocobuvie 2pynnel nayuenmos

Iayuenmur nodicunozo eo3pacma

Mccnenosanne TeHodoBMpa cpeiy MAaLUMEHTOB B BO3pacTe crapiue 65 JeT He MNPOBOAMIIOCE.
[lauxenTsl noxunoro Bospacta B Oonblueil CTENeHH CKIOHHBI MMETh MOHWKEHHYIO MOYEYHYHO
(GyHKUHMIO, MO3TOMY BO Bpems JieueHHss TeHO(GOBHPOM 3TOM MOMyJsUMK HEOOXOAMMO COOJIOAATh
0c00Yy0 OCTOPOIKHOCTb.

Ilayuenmur ¢ Hapyuenuem GyHKyuu novex

[lockonbky npuem TeHOGOBHpPA MOXKET TMPUBECTH K TOPAKEHHIO TMOYEK, PEKOMEHIYETCs
BHUMATEJIbHO KOHTPOJMPOBATh PYHKIMIO MOYEK Y B3POCI]BIX MALMEHTOB C HapyLIeHHeM (QyHKLHH
nouek, npunumaiommx Bupean®. [IpoTieornokasato NMpUMEHATL TeHopOoBUp y aereit oT 12 o 18

neT ¢ HapyweHueMm (QyHkuuM noyek (cMm. paszaensl «Crnoco® mpumeHeHus W 103bl» W «OcobOble

YKa3aHUsA»).

INEPEIO3UPOBKA

Cumnmomel: B Ccly4ae NEpefO3UPOBKM MALMEHT [OJDKEH HAXOIMUThCA TMOoJ HaboaeHneM
OTHOCHTEJIBHO TMPHU3HAKOB TOKCMYHOCTH, NMPU HEOOXOAMMOCTH HA3HAYAETCS CUMITOMATUYECKas W
NOAEPKUBAIOLIAs TEPATIHUSL.

Jlevenue: TEHO(OBUP MOXKET BBIBOAMTHCSA C TOMOLIBIO EeMOJHaIN3a, MEJHWaHHOe 3HavyeHHe
KiMpeHca TeHopoBupa cocTtaBnsier 134 mia/mMuH. HeusBecTHO, BO3MOYKHO JIM BBIBECTH T€HO(OBHP C

[NOMOUIBIO MEPUTOHEATIBHOI'O AUaIn3a.

B3AUMO/JENHCTBUE C IPYTUMH JIEKAPCTBEHHBIMHU CPEJICTBAMMU
HccnenoBanus B3aMMOAEHCTBUS MPOBOJMIIUCH TOJBKO Y B3POCIIbIX.

Ha ocHOBaHMM pe3y/bTaTOB 3KCNEPUMEHTOB in Vifro W W3BECTHOTO MYTH BBIBEJEHMS TeHO(OBMpa
BO3MOJKHOCTb B3aUMOJEWCTBH, onocpenoBanHubix CYP450, npu y4yactuu teHodOBHpa U APYruX
JIEKapCTBEHHBIX CPEACTB HU3Ka.

OIHOBPEMEHHOE NMPUMEHEHUE HE PEKOMEHIOBAHO

Bupean” He clleiyeT NpPUMEHSTh C APYFMMH JIEKAPCTBEHHBIMH CPEJCTBAMH, COAEPIKAIUMH
TeHo(dOoBHUP.

Bupean® He clieflyeT NIPUMEHSTb OJHOBPEMEHHO ¢ afe(OBHPOM.

Juoanoszun

OxHOBpeMEHHOE NMpUMeHeHHe TeHO(hOBHpa U AWJaHO3MHA He pekoMeHayeTces (cM. pasaen «Ocobbie
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yKasaHusa» ¥ Tabauuy 2).

Jlexapcmeennvie cpedcmea, Komopuie 6b1600MCs NOYKAMU

[TockonbKy TE€HO(GOBHP BBIBOAMTCS MPEMMYIIECTBEHHO MMOYKAMM, OJHOBPEMEHHOE MpPUMEHEHHE
TEHO(OBUpPA C JIEKAPCTBEHHBIMM TpenapaTtamu, CHWKAIOWMMHU TOYEYHYI0 (QYHKLMIO WM
KOHKYPUPYIOLIMMH 32 aKTUBHYIO KaHaJbLEBYIO CEKpEUMIO MyTeM TpaHCnopTHeIX 6enkoB hOAT 1,
hOAT 3 unn MRP 4 (nanpumep, ¢ uuaohoBUPOM), MOKET MOBBILIATH KOHLEHTPALHMIO TeHOPOBHpa
B CHIBOPOTKE KPOBH U (MJIM) JIEKAPCTBEHHBIX MPENapaToB, IPUHMUMAEMBIX OJIHOBPEMEHHO.
Heobxoaumo uzberats npuMeHeHns: TEHOPOBKMpPA C OJHOBPEMEHHBIM WM HEJABHUM MPUMEHEHHEM
He(pPOTOKCHYECKHMX JIEKAPCTBEHHBIX CPEACTB (HAaNpMMep, aMHHOTIMKO3MIOB, amdoTepuuyHa B,
(ockapHeTa, raHUMKIOBHpA, NEHTAMUINHA, BAHKOMULMHA, UMI0DOBUpA U MHTepJeiiKuHa-2) (CM.
pazaen «Ocobble yka3aHus»).

V4uTbIBasA, YTO TAKPOJIMMYC MOXET BIHATh HA (YHKLMIO MOYEK, PEKOMEHIYETCsS TIIATEeIbHOE
HaOIOIEHHE NTPU €ro OZHOBPEMEHHOM MPUMEHEHHH C TEHOPOBUPOM.

Lpyaue 63aumooeticmeusi

Bsaumozeiicteus mexay TeHOQOBHPOM, HHrHOMTOpaMH MpOTeasbl ¥ AHTHPETPOBHUPYCHBLIMH
CPEICTBAMH, HE ABJAIOLIMMHMCA WHrHOMTOpaMM MpoTeasbl, MpeAcTaBieHbl Huwke B Tabnuue 2
(yBennueHne 00603HAYEHO «T», YMEHbLIEHHE — «|», OTCYTCTBHE M3MEHEHWH — «<>», [Ba pasa B

CYTKM — «b.1.d.» ¥ OIMH pa3 B CyTKH — «q.d.»).

Tabauna 2

BzaumopeiicTBus Mexkay TeHO(GOBHPOM H APYTHMH JIeKAPCTBEHHBIMH NpenapaTamMu

JlexapcTBeHHbIH Bansinue Ha ypoBHHM npenapara, PexomMeHIauHs1 OTHOCHTEILHO
npenapar no OJIHOBPEMEHHOI0
TepaneBTHYECKUM Cpeanec: MPONEATHOE HIMCHCHUE npuMeHeHHus ¢ TeHo(oBHpa
HaMpaBJIeHUSIM AU30MpPOKCHIAa pyMapaTom

(103a B Mr)

AUCs Cmax’ Cmin

300 mr

NNPOTUBOUH®EKIIMOHHBIE

AHTHPETPOBHPYCHBIE

HNuruduropsr nporeasbl
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JlexapcTBeHHbIH
npenapar no

BausiHne HA YPOBHH Npenapara,

PexoMeHaanust OTHOCHTEJILHO
OJHOBPEMEHHOIo

TepaneBTHYECKHM cpexHee NPOLEHTHOE H3MEHEeHHe NpHMeHeHNs ¢ TeHO(OBUPA
HanpaBJIeHUsIM AU30MpoKCcHIA (hymMapaTom
AUC,; Coriazy Cui
9 maxs min 300 Mr
(no3a B Mr)
Atasanasup/PuTonasnp ATazaHaBup: Koppekunu 1036l He TpebyeTcs.
: VBenuueHHas 3KCMo3uLUs
300 q.d./100 q.d./300 q. . 0
El ) 9 9 9 | AUC: 1 25% TeHO(OBHpPA MOXKET YCHUIINBATD
: Conct | 28 % CBSI3aHHBIE C TEHOGOBUPOM
o 0
X HeKeNaTeNIbHBIE SBICHUS,
Cin: | 26 % BKJIIOUAs MAaTOJIOTMIO MOYeK.
Heo6xoaumo TiaTeabHO
Tenodorup: KOHTPOJIMPOBaTh (hyHKLIHMIO
MoueK.
AUC: 137 %
Crmax: T34 %
Cain: 129%
Jlonunasup/Purtonasup | JlonunaBup/PuToHaBup. Koppekunu 1036l He TpebyeTcs.

(400 b.i.d./100 b.i.d./300
q.d.)

Her cymectBeHHoOro Bo3neicTaus Ha napamerpsl ®K
JIOTIMHABUPa/pUTOHABHPA.

Tenodosup:

AUC: 132 %

VBenuueHHas dKCro3uums
TeHO(OBUPA MOXKET YCHIIMBATD
CBSI3aHHBIE C TEHO(POBUPOM
HeXXenaTesbHble ABJICHMUS,
BKJIKOYAs MATOJIOTHIO MOYEK.
Heo6x0anumo TaTenbHO
KOHTPOJMPOBaTh QYHKLHIO

Cmax; = MOYeK.
Canu151 %
Japynasup/PuroHasup | [lapyHaBup. Koppekuuu 1036l He TpedyeTcs.

(300 /100 b.i.d./300 q.d.)

Her cymmecTBeHHOro Bo3aeicTBus Ha napamerpsl ®K
JapyHaBHpa/pUTOHABHPA.

Tenodosup:
AUC: 122 %

Cmin: T 37 %

VBenuueHHas 3KCMO3HLHs
TeHO(hOBHpPA MOXKET YCHIIMBATh
CBAi3aHHbIE C TEHO(OBUPOM
HeXXenaTeJIbHbIe SBJICHUS,
BKJIKOYAsi MATOJIOTHIO MOYEK .
Heo6xoaumo TaTenbHo
KOHTPOJIMPOBATh (PYHKLHIO
novex.
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JlekapcTBeHHbIH
npenapar no
TepaneBTHYeCKHM
HanpaBJIeHHSIM

(no3a B mMr)

Biusinue Ha ypoBHH npenapara,
CpeHee NPOLEHTHOe H3MEHeHHe

AUC9 Cmnxa Cmin

PexomMeHaauust OTHOCHTEILHO
OJHOBPEMEHHOI0
npHMeHeHHs ¢ TeHo(hOBHPA
AH30MPOKCHIA hymapaTom
300 mr

Hyxieo3uaHble HHFHOHTOPBI 00PATHOM TPAHCKPHNTA3BI

JnpaHo3uH OnHOBpEMEHHOE NPUMEHEHHE TeHODOBHUPA U AWJAHO3UHA OnHOBpeMEHHOE NPUMEHEHHE
npuBoAMT K 40—60 % MOBBILLEHHIO CHCTEMHOM 3KCMO3ULIMH TEHO(OBHpA U IUIAHO3MHA HE
IMIAHO3MHA, YTO MOXKET YBETMYHMBATh PUCK CBSI3@HHBIX C PEKOMEHyeTCsl.
[AMIAHO3UHOM HexenaTenbHbIX sBneHuil. Coobianock o
HEYacCThIX, MHOTJ1a JIETAJIbHBIX, CITy4asX MaHKpeaTuTa 1
nakroaumaosa. OMHOBpEMEHHOE BBEleHHE TEHODOBHMPA U
nunanosvHa B 103e 400 Mr B cyTkH GBLJIO CBS3aHO CO
3HAYMTE/ILHBIM YMEHbLIEHHEM KonnuecTBa kinetok CD4,
BO3MOJKHO, B CBA3H C MEXKJIETOYHBIM B3aUMOAEHCTBUEM, YTO
noBelaeT hochHOpHIUPOBAHHBIH (TO €CTh AKTHBHBIN)
IMIAaHO3KH. YMEHbLIEHNE J03UPOBKH AWAaHO3KHa 10 250 mr,
KOTOpasi BBOAMTCS BMECTE C TEHOPOBUPOM, ObIJIO CBA3AHO C
COOOILEHUAMH O BBICOKO# YaCTOTE BUPYCOJOTHYECKOTO
HEYJ1a4yHOTrO JIEYEHHs TP HECKOJBbKHUX MCCIIEI0BaHHbBIX
KoMOMHauusX ans nedenuss BUY-1 undexumu.
Anedorup AUC: « Tenodosup He cnemyer
NPUMEHATH OZIHOBPEMEHHO C
Crnaxt aneoBUpOM.
DHTEKaBUp AUC: « He Gb110 KIMHUYECKH
3HAYUMBIX
Crnax: (hapMaKOKMHETHYECKHUX

B3aWMOIEHCTBUH NpH
OJHOBPEMEHHOM MPUMEHEHHH
TeHO(OBHPA C IHTEKABUPOM.

Hccneooeanus, nposedeHHvie ¢ Opy2umu 1eKapCmEeHHbIMU CPedCmeamu

He wabnromanock

KIIMHUYECKHU

3HAa4YUMBIX (bapMaKOKMHCTM'-IeCKI/IX

B3aUMOJEUCTBUNA  MpH

OJHOBPEMEHHOM IMPUMEHEHHUHU TeHO(bOBldpa C 3MTpl/lI_lI/lTa6HHOM, JJAaMUBYIMHOM, HWHIWHABUPOM,

a¢haBUpeH30M,

prbaBUPHHOM,

HeJ(UHABUPOM,

pudaMnuLKUHOM,

CaKBMHaBHpOM

TaKpoOJUMYCOM U

HOpFCCTI/lMaTOM/STMHI/l.HSCTpaIIl/IOJ'IOM .

Tenodosup cnenyer npuHMMaTh OJHOBPEMEHHO C THILEH,

610 I0CTYIMHOCTEL TeHO(OBUPA.

(YCUJIEHHBIM  PUTOHABUPOM),

rOpMOHaJIbHbIM

METaJOHOM,

KOHTpaUuenTHBOM

ITIOCKOJIBKY ITHIIA T[IOBBIIIACT
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OCOBBIE YKA3AHUS

OO6wue

[Tepen Tem, kak Hauath Tepanuio TeHOGOBMPOM, CleyeT NPELTOKHUTh aHANIN3 Ha aHTUTena k BUY
BCEM MalMeHTaM, UHQULIMPOBAHHBIM BUPYCOM renaTtuTa B.

BHUY-1

Hecmotpsi Ha To, uTo cTabunbHas aHTHPETPOBMpYCHas Tepamus, NPUBOAAWAT K YCTOWYHBOI
CyNMpeccHy BMpYCa, B 3HAYMTENbHOM CTENEHM CHWXKAET PUCK MepeJayd BUpyca MpH TMOJIOBBIX
KOHTAKTax, TEM HE MEHEee, PUCK HE MOXKET ObITh MCKIIOUEH MOJHOCTBIO. Mephl Mpei0CTOPOKHOCTH
10 NMPEeJOTBPALUCHHIO Nepesayu HHOEKUNH ClielyeT IPUHUMATh B COOTBETCTBHM C HALIMOHATLHBIMU
PYKOBOJCTBaMH.

Xponuyeckuii 2enamum B

[TaunenTs! 10/KHBI GBITH MPEYNMPEeRAEHE O TOM, YTO COCOGHOCTH TeHO(OBMPA NPeJOTBPAILATH
puck nepenaun BI'B npyrum nuuam nosnoBbIM MyTem WM 4epe3 KpoBb He JoKaszaHa. Cremyer
NPUACPIKMBATLCS COOTBETCTBYIOLIMX MEP MPEJOCTOPOIKHOCTH.

OZIHOBpeMEHHOEe NPUMEHEHUE ¢ APYIrUMHU JICKAPCTBEHHBIMU CPEACTBAMHU

- Bupean® ne ClIelyeT MPHUMEHATb C JPYrMMHM JIEKAPCTBEHHBIMU CPEACTBAMH, COAEPKAIMMU
TeHO(OBHUP.

- Bupean® ne crenyer MPUMEHSATH OJIHOBPEMEHHO C aie()OBHPOM.

- He pexomenayetcs oaHOBpeMeHHOE NpuMeHeHHe TeHo(oBKpa U AuaaHo3kHa. OJHOBPEMEHHOE
npUMeHeHue TeHo(poBUpa M AuAaHO3WHA NpuUBOAMT K 40-60 % MNOBBILEHUIO CHCTEMHO
9KCMO3MUMHM JMAAHO3MHA, 4YTO MOXKET YBEIMYMBATh PHUCK CBA3aHHBIX C JWJaHO3MHOM
HeXenaTe/bHbIX sBJCHMH (CM. pasnen «B3aumopelcTBHE € ApYyrMMHM JIEKApCTBEHHBIMH
cpeacTsamMu»). Penko coollianock o maHKpeaTHTe W JIaKTOAUMIO3€, MHOTAA C JETalbHbIM
ucxoaoM. OHOBpeMEHHOE NpHUMeHeHHe TeHodoBHUpa W auaaHo3uHa B o3e 400 Mr B CyTKu
ObLJIO CBA33HO CO 3HAYMTEIbHBIM YMEHbLIEHHEM KoimuecTBa KieTok CD4, BO3MOXHO M3-3a
MEXKKJIETOYHOr0 B3aWMOJIEHCTBUS, YTO MOBbILIAET (HOochHOpPUIMPOBAHHBINH (TO €CTh AKTHBHBIN)
AupaHosuH. [IpiMeHeHne 111aHO3MHA B YMEHBLIEHHOM J031upoBKe 250 Mr BMecTe ¢ Tepanuei
TeHO(POBUPOM, ObLIIO CBA3aHO C COOOILEHNSIMHU O BHICOKOH YaCTOTE BUPYCOIOMMUECKON HEeyaaum
NpH HECKOJIbKHX MCCIIEI0OBAHHBIX KOMOMHaLMaAX 1uist nedyenust BUU-1 nndexkuum.

TpoiiHast Tepanusi ¢ HYKJIE03UAaMHW/HYKIEOTUAAM U

[Toctynanu cooOiieHnss O BBICOKOM 4YacTOTe BHMPYCOJIOTHYECKONW HEyJauyd M O MOABIEHHH

PE3MCTEHTHOCTH Ha paHHe# cTaaum y nauveHtos ¢ BUY nndexumeii, ecan TeHooBHUp coyeTascs ¢
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JJAMUBYIHWHOM U a6aKaBup0M, a TaKXKe C JJaMHMBYIAWHOM U JUIAHO3WHOM I10 CXEME BBEIAECHUS 1 pa3 B

CYTKH.

BausiHue Ha GYHKUMIO TOYEK U KOCTHYIO TKaHb Y B3POCJbIX

Bnusanue na gpynkyuio nouex

Tenodosup, rnaBHeIM 00pa3oM, BBIBOAMTCSA MoYkamu. [locTynany COOOIIEHMS O TOYEYHOl
HE/IOCTATOYHOCTH,  HapylWleHMAX (yHKUMM TI0YeK, TMOBBILIEHHOM YPOBHE KpeaTHHHHA,
runoochareMud M NPOKCHMAbHOW TyOynomatuu (Bkiouas cuHapoM DaHKOHM) npw
NpUMEHEHUH TeHOHOBMPA B KIMHUYECKO npakTuke (cM. paszaen «[1o6ouHoe aeicTBrEY).
Koumpone ¢hynxyuu novex

Pexomenayercs ompenenenve KK y Bcex mnauveHTOB [0 Hayana JiedeHus TeHODOBUPOM M
Habmonenue 3a pynkuuer mouek (KK u ypoeHb doctara B ceiBopoTke) mocne 2 - 4 Henensb
JeyeHus, uepes 3 MecALa JiedeHust U Kak/able 3 - 6 MecALeB rocne y nauueHTtoB 6e3 dakTopos
pucka HapyweHus (QYHKUMM mouek. JIis MauMeHTOB C TMOBBILEHHBIM PHUCKOM TOYEUHOM
HEJO0CTaTOYHOCTH, CJIEAYET PacCMOTPETh HEOOXOAMMOCTh MPOBEAEHHs 0oJiee 4acTOro KOHTPOJIs
(GYHKLUY MOYeK.

Beoenue nayuenmos ¢ napyuwenuem @ynxyuu nouex

Ecau yposenb ¢ocdata B coiBoporke kpoBu < 1,5 mr/an (0,48 mmons/n) umu KK cHuxeH 10
<50 MJ/MHH y nanuMeHTa, Nojy4aromero TeHoHOBHUpP, HEOOXOAUMO TPOBECTH MOBTOPHYKO OLEHKY
GyHKuMM moyek B TeueHHe | HenenM, BKIIOYAs ONpeje/ieHHe YPOBHS TIFOKO3bI B KPOBH, Kajus B
KpPOBH W KOHLEHTPaUWM IIHOKO3bl B Moue. ClieyeT Takke paccCMOTPeTh HEOOXOAMMOCTh OTMEHHI
Jie4eHust TeHOQOBUPOM y mauueHToB co cHikeHreM KK 1o < 50 MI/MHUH WM CHHIKEHHEM YPOBHS
(ocdara B ceiBopotke kpou 10 < 1,0 mr/mn (0,32 mmoss/n). OtmeHa jedeHus TEHO(GOBUPOM
TaKoKe JI0JDKHA OBITh PACCMOTpPEHA B Cilydyae MpOrpecCHPYIOLIEro CHIKEHUS QYHKLMHU NOYEK, eciu
HM OJIHA Apyras npu4urHa He Obljia onpeeneHa.

CosmecmHoe npumenenue ¢ Opy2umu npenapamamu u pUck He@pomoKCuYHOCmu

Heobxonumo usberate npuMeHeHUs: TEHODOBHUPA C OJJHOBPEMEHHBIM MJIM HEIABHUM MPUMEHEHHEM
HE(QPOTOKCUYECKUX JIEKAPCTBEHHBIX CPEACTB (HANpUMeEp, aMHUHOTJIMKO3WAOB, amdorepuumnHa B,
¢dockapHeTa, raHUMKJIOBUpPA, MEHTAMUIMHA, BAHKOMULIMHA, UMA0(OBHUpa U HHTepIielikuHa-2). Ecnu
OJIHOBPEMEHHOIO NMPUMEHEHHs TEHO(OBHPA U HEPPOTOKCUUYECKUX CPEACTB U30eXkKaTh HEBO3MOXKHO,
HEO0OXOAMMO €XKEHEAEIbHO KOHTPOJIMPOBATH QYHKUHIO MOYEK.

Beiiv 3aperucTpupoBaHbl Cllydad OCTPOM MOYEYHOM HEZOCTATOYHOCTHM MOCNE Hayala Teparuu

BbICOKOW [1030M HJM HECKOJIbKHMH HECTECPOHUAHBIMHU TNPOTHUBOBOCIAJIWUTECIIbBHBIMHA IIp€riaparaMmu
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(HIIBIT) y naumenToB, nomyyaBlIMX TeHOGOBHP M MMEIOWMX (GAKTOPLl pPHCKA TOYEUHOM
auchyukunn. Iloueunas QyHKUMA JODKHA KOHTPOJMPOBATHCS HAUIEXKALMM 00pasoM Mpu
COBMECTHOM mpuMeHeHud TeHodoBupa W HIIBII. Bricokuii pHCK mnopaxkeHHs TMOYeK Ob
3aperucTpypoBaH y MalMeHTOB, MOJYyYaloUuX TeHO(YOBUP B COYETAHUU C UHTMOMTOPOM MpOTEa3bl
YCHJICHHBIM DHUTOHAaBMPOM WM KOOMLMCTaTOM. ODTHUM TNauMeHTaM TpeOyeTcs TInaTeNbHbIMH
MOHHTOPMHI (QyHKLUMM Touek (cM. pasien «Bs3aumojeicTBHe ¢ JpPyrHMM J€KapCTBEHHBIMM
CpPeACTBaMK»). Y MaLMEHTOB ¢ (aKTopaMu pucKa HapyieHus QYHKLMHU NOYEK, COBMECTHBIN Npuem
TEHO(OBHMPA C YCUIIEHHBIM MHIHOMTOPOM NPOTEaskl A0JDKEH ObITh TIIATENBHO NPOAHATM3MPOBAH.
Knunnyeckas oueHka npuMeHeHHs TeHO(OBHpa He MPOBOAMIACH y MALMEHTOB, MPUHAMABIIMX
JIEKapCTBEHHbIE Mpernaparel, KOTOPbIE BBIBOJAATCSA TAKOKe MOYKAMM, 4Yepe3 TPaHCIOPTHbIE Oenku
TpaHCnopTepoB opranuyeckux aHuoHoB uesnoBeka (hOAT) 1 u 3 unu MRP4 (Hampumep,
uMa0(oBUp, M3BECTHBIH HE(PPOTOKCHUECKHMM JIEKAPCTBEHHBIM Mpemapar). OTH MOYeuHble
TPAHCMOPTHBIE OEIKM MOryT OTBEYaTb 3a TYOY/SPHYIO CEKPELMIO W, YacTHUYHO, BbIBEJEHHE
TeHooBupa ¥ umaodoBupa uepe3s mouykk. [loaTOMY (apMaKOKMHETHMKA JE€KAPCTBEHHBIX
npenapaToB, KOTOPbIE BBIBOAATCS TAKXKE NMOYKaMH, BKItoYas TpaHcnoptHele 6enku hOAT 1 1 3 unm
MRP 4, MOXkeT M3MEHATbCA B Clydae OJHOBPEMEHHOro MpuUMeHeHus. [Ipu OTCyTCTBMM KpaiiHeit
HEOOXOMMOCTH, OJHOBPEMEHHOE TMpPUMEHEHHE JIEKAPCTBEHHBIX CPECTB, KOTOPbIE BBIBOIATCS
OJHHUMH U TEMH XK€ MYTAMM YEpe3 MOUKU, He peKoMeHayeTcs. Eciu takoro npuMeHeHus u3bexarhb
HEBO3MOXKHO, CleIyeT eXeHeJenbHO HabmozaTb 3a (QyHKuMeir mnouek (cM. pasjen
«B3aumopeiicTBue ¢ qpyrumMu I'IEKapCTBeHHbIMM CpEACTBaAMMY).

Hapywenue ¢ynxyuu novex

beszonacnocTh TeHODOBMpPaA B OTHOILIEHUH MOYEK UCCIIEJOBANACch B 04€Hb OFPAHUYEHHON CTENEHH Y
nauxeHToB ¢ HapyweHueM pyHkuuu novek (KK < 80 mi/Mun).

Bspocivie nayuenmor ¢ KK < 50 mn/mum, 6 mom uucne nayuenmui, KOMOpoiM He06X00uM
cemoouanus

Januele 0 Ge3onacHOCTH M 3P (eKTUBHOCTH ASHCTBUS TeHO(OBHUPA Ul MALMEHTOB C HAPYIUEHHOM
GyHkuuel nouex orpaHuyeHsl. [To 3TOM mpuuuHe TEHOPOBHP HEOOXOAMMO MPUMEHSTH, TOJILKO
€C/IM TOTEHUHalbHas MOoJb3a OT JIEUEHHMs TMpEBBbIIACT MOTeHLMaNbHble PUCKU. [IpuMeHeHne
TeHo(OBMpa MNaLMEHTaM C TsKeNbIMU HapyweHusmu ¢yHkuuu noyek (KK <30 ma/muu) u

NnaueHTaMm, KOTOPbIM Heo0X0 UM réMoanains, NpoTUBOIIOKa3aHo.
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Bo3zoeticmeue na kocmHyo mkamo

B koHTposupyeMoM 144-He/ieIbHOM KIMHMYECKOM MCCIIeJOBAHUH N0 CPaBHEHHIO TeHODOBHUPA CO
CTaBYJMHOM B KOMOMHALMH C JIaMUBYAMHOM U ddaBupensom cpear BUY-nnduumpoBanHbIX
B3pOCIIbIX NALMEHTOB, HE MOJYYaBIIMX paHee aHTUPETPOBUPYCHOTO JIeUeHHUsl, B 00eHX rpymnnax
Habmoaanuch Hebonbue cHwkenns MITK B o6nactu 6eapeHHOM KOCTH M MO3BOHOYHHKA.
Cumxenne MITK no3BoHOUHMKA M M3MEHEHHMs OT UCXOIHBIX TNOKa3aTenel 6uoMapKepoB
MeTabo/1M3Ma KOCTHOM TKaHHM OBl JIOCTOBEPHO 60Jiee BBIPAXKEHHBIMH B IpyIne TeHO(OBKMpPa Ha
144 nenene. Cumkenne MITK GeapeHHOlM KOCTH OBLIO JOCTOBEPHO 00see BHIPAXKEHHBIM B 9TOM
rpynne a0 96 Hepenb. OnHako yepes 144 Heneny NOBHILIEHKS PUCKA NEPEIOMOB MW NTPHU3HAKOB
KJIMHHYECKH 3HAYUMBbIX MATOJIOTUI KOCTHOM TKaHHU He HabJr01anoch.

[laTosorMyeckye M3MEHEHMs KOCTHOM TKaHM (M3peaka BeAyllMe K MeperoMam) MOryT
00yCIOBIMBATLCA TMOPAKEHMEM [POKCHMANbHBIX KaHaibLeB mnoyek (cm. paszen «[lobovHoe
JIEHCTBUEY).

[Ipy 1MOJO3pEHMH WIM BBISBICHWM TMATOJOTMUECKMX M3MEHEHWH KOCTHOM TKaHM ClieayeT
00paTUThCs 32 KOHCYJIbTALMEN K COOTBETCTBYIOLIEMY CIIELIMANIUCTY.

Bausinue Ha HYHKLMIO MOYEK U KOCTHYIO TKaHb v aeteii ¢ 12 no 18 ner

OtznaneHHble MOCENCTBUS BIMSHUS HA KOCTHYK TKaHb M TOKCMYECKOE BO3JEHCTBHE Ha TMOYKH Y
JeTeil OKOHYATENbHO He YCTaHOBJEHBl. Kpome TOro, He 10 KOHLA YCTaHOBJeHa O0OpaTUMOCTb
TOKCHYECKOTO BO3ZEHCTBUSA Ha MOYKM. [103TOMY peKOMEHIyeTCsi MCMOJb30BaTh MHOIOCTOPOHHHMH
MOAXOA /IS aJeKBATHOrO OMpEJENeHHUs B KaKIOM OTHEIBHOM CIyyae COOTHOLIEHHMs TOJb3a/pUCK
NieYeHHs, TNPUHATUA DEIIEHUs O COOTBETCTBYIOLIEM HAOMIONEHMH B XOZAe JeueHus (BKirodas
NMPUHATHE peLIeHHs 00 OTMEHe Tepanuu) M PacCMOTPEHHMS LENECOOOPasHOCTH MPUMEHEHUS
JIOTIOJIHUTENIBHBIX MIPEnaparos.

Konmpons ¢hyrxkyuu novex

[Tepen HauanoM JieyeHus: HeoOX0AUMO NpoBecTH oueHKy GyHkumuu noyex (KK u yposeHb docdatos
B CbIBOPOTKE KPOBH), & TaK)Ke HEOOXOAMMO OCYIIECTBIIATh HaOIOAEHHE B XOJI€ JICUCHUS, KaK U JUId
B3pOC/bIX (CM. BBILIE).

Bedenue nayuenmog ¢ HapyuieHuem QyHKyuu no4ex

Ecau y mo6oro nauueHTa A€TCKOrO BO3pacTa, MONMy4Yalollero TeHodosup, yposeHb docharos B
ceiBopoTke KpoBu < 3,0 mr/mn (0,96 mmonb/1), HEOOXOAMMO TPOBECTH MOBTOPHYKO OLEHKY
(GyHKLMKM NOYeK B TeueHue | Helesnu, BKIouas ONpe/e/ieHne YPOBHs IIIIOKO3bl B KPOBH, Kanus B

KPOBH ¥ KOHLUEHTpaurH riroKo3bl B MO4C. l'Ipu NOJO3PEHHUH Ha HapyLIEHUs CO CTOPOHBI MOYCK HUJIH
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MX BBIABJEHUM HEOOXOJMMO TMPOKOHCYJIBTUPOBATHCSA € HEPPOIOroM C LENbI0 PacCMOTPEHHs
HEOOXOAMMOCTH OTMEHBI JIeYeHHUs: TEHOYOBUPOM. OTMeHa NedeHns TeHO(OBHPOM TaKXKe J0JDKHA
OBITH pacCMOTpEHa B Cilyyae MPOrpecCUpYIOIIEero CHMWKEeHUs (DYHKUMM MOYeK, KOorja HHU OJiHa
Apyras puuuHa He Oblia onpeseneHa.

CosemecmHoe npumeHeHue U pUck HeghpomoKCUYHOCMU

Heo6Xx0auMo clieioBaTh TeM e peKOMEHAALHUSM, KOTOpbIe PUMEHUMBI 1715 B3pOCIBIX (CM. BBILLIE).
Hapywenue ¢ynxyuu novex

He pexomeHayeTcsi MpUMEHsATh TEHODOBHD y HeTel ¢ HapylueHueM (QYHKUMH rouek (cM. paszien
«Cnoco6 npuMeHeHHMst ¥ 103b»). He crnemyer HaunMHaTh Tepanuio TeHO(GOBMpOM y JeTeil C
HapylieHueM QYHKLUMH MOYeK, a Talkoke He0OX0UMO OTMEHHUTD JIEYEHHE Y TeX MALMEHTOB IETCKOro
BO3DACTa, y KOTOPBIX HapylIeHHEe PYHKLMH [0YEK PA3BUIIOCH B TEYCHHE TEparnuu TEHO(POBUPOM.
Bo3zoeticmeue na kocmHyio mkans

Bupean® moxer craTh npuuuHoi cHwkenus MITK. Bimsuue nsmenenus MIIK, ceszanHoro ¢
TeHO(OBUPOM Ha KOCTHYIO TKaHb B OTJAJEHHOM NMEPCNeKTHBE M Ha PUCK MEPENOoMOB B Oyayliem B
HACTOSILEE BPEMs HEU3BECTHO (CM. pazaen «DapMaKoIMHAMUKAY).

[lpy OOHApYXEHMM WIM TOJO3PEHMM HAa KOCTHYIO TMaTOJOTMIO Y JeTel Heo6Xoanmo
MPOKOHCYJILTUPOBATHCS C SHAOKPHHONOTOM H/UiIH HepOJIOroM.

3abonesanus neyeHu

JlaHHBIE OTHOCUTENIBHO Ge30NMacHOCTH U 3P (PEKTUBHOCTH Ul MALIMEHTOB MOC/E NMEPECAIKH NEYCHH
OYEeHb MaJIOYUCIIEHHBI.

JlaHHbBIE OTHOCHTENBHO 6Ge30macHOCTH ¥ 3(EKTUBHOCTH Npuema TeHo(hoBHMpa JUIs MALKEHTOB C
XPOHHYECKMM TenaTuToM B, C J1eKOMIMEHCHPOBAHHBIM LMPPO3OM MEYEHH M CTeneHbio > 9 mo
knaccuukauuu Yaiina-Tlsto, orpaHnyeHsl. Takie NalMEHTbl MOTYT WMETh Gojiee BBICOKMH pHCK
Cepbe3HbIX MOGOYHBIX Peakuuil cO CTOPOHBI MeYeHHM M nouek. Beneactsue 3TOro HEOOX0AMMO
TIIATEIbHO KOHTPOIMPOBATH NapaMeTphl renaToOUINAapHON CHCTEMBI M TIOYEK y JaHHOH KaTeropuu
MalMeHTOB.

Obocmpenue cenamuma

ObocmpeHue 60 6pems Ne4eHUs

CrioHTaHHblEe O0GOCTPEHMs XPOHHMYECKOro rematuta B ABISIOTCA OTHOCHTENBHO YacThIMU M
XapaKTepU3ylOTCS BPEMEHHBIM TMIOBBILIEHHEM YPOBHA alaHMHAMHUHOTpaHCc(epasbl (AJIT) B
chIBOpPOTKe KpoBW. [lociie Havyana aHTMBMPYCHOIO JIEYCHWsS Y HEKOTOPBIX MALMEHTOB MOXKET

nosbiwathes yposenb AJIT B cbiBopoTke KpoBH (cM. pasaen «[ToGounoe necTBre). ¥V MauuMeHTOB
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C KOMIMEHCHPOBaHHBIM 3abosieBaHueM MeyeHH nosbliieHne ypoBHA AJIT B CBIBOPOTKE KpOBH
0OBIYHO HE COMPOBOXK/IAETCS MOBBILIEHHEM KOHLEHTpaLUu OMIMpyOMHA B ChIBOPOTKE KPOBH MM
JeKommeHcauueil GyHKuuM neyeHy. [1auMeHTbl ¢ LMPPO30M MEYEHW MOTYT MMETh MOBbILICHHbIH
pMCK JeKOMIeHcauuu (YHKUMK Me4eHH rocie OOOCTpeHHsl TreraTuTa, MOo3TOMY 3a HHUMH
Heo0X0IMMO TLIaTeNbHOE HAabI0IEHUE BO BPEMSI JICUEHHS.

Obocmpenue nocne npekpawjeHus 1e4eHus

Taoke coo6wwanocs 06 06OCTPEHHH renaTuTa y MauMeHToB, NMPEeKPaTHBLIMX JeuyeHue renatura B.
OG6ocTpeHus nocjie OTMEHBI Tepanuu 00BIYHO CBA3aHbI C NoBbIeHHeM koHueHnTpauun JIHK Bupyca
renatuta B, U GONBLUIMHCTBO M3 HUX pa3pemaloTcsi 6e3 HOMONHUTENBHBIX BMemarenbeTs. OHaKo
co061anoch 0 TAXKEbIX 000CTPEHHMSX, BKIIOUAs JeTalbHble ciyyan. B Teuenue 6 mecsues rnocie
MpeKpalleH1s JedeHus renatuta B HEoGXOAMMO peryispHO KOHTPONMPOBaTh (GyHKLMOHAIbHOE
COCTOSIHME MEeYEeHH MO KIMHMUYECKMM M nabopaTopHbiM MokasarensM. B ciydae neob6xoammocTH
MOXeT ObITh LenecooOpa3HbiM BO30OHOBIEHHWe JleueHus renartura B. Jlns mnauueHToB C
nporpeccupyromum 3abojeBaHMEM T€YEHM MJIM C LMPPO30OM MPEKpalleHHE JIEUYCHUs He
PEKOMEH/YeTCs, MOCKOJIbKY OOOCTpEHHME remaTuTa MOoC/ie OTMEHBI TEeparnvu MOMKET MPUBECTH K
JeKoMIieHcauu QyHKLUMH NEYEHH.

VY NauueHToB ¢ AEKOMIEHCHPOBAHHBIM LIMPPO30M OOGOCTPEHHE IenaTMTa MPOTEKAeT OCOOEHHO
Cepbe3HO, HHOra C NeTalbHbIM HCXOIOM.

Conymemeyiowasn ungexyus eupycamu 2enamuma C uiu D

JlaHHble OTHOCHTEIBHO 3((PEKTUBHOCTH TeHODOBUpPA y MALMEHTOB C COMYTCTBYIOLUIEH MHpEKLMEH
Bupycom renatura C unu D oTCyTCTBYIOT.

Conymcmeyrowas ungpexyus BUY-1 u eupycom 2enamuma B

B cBA3M C PUCKOM pa3BUTHs pe3ucTeHTHOCTH BMY y nauueHToB € COMyTCTBYIOLISH uHpexkume
BUU/BI'B  TeHodoBMp HEOOXOAMMO MPMMEHSTh TOJNBKO KaK 4acTh COOTBETCTBYIOLICH
AHTHPETPOBUPYCHOM KOMOGMHMPOBaHHOW cXeMbl. [TalMeHTEl, y KOTOpBIX paHee Oblia OoTMEueHa
MaToJIOrUs MEYEHM, BKIKOUYAs XPOHMYECKHH aKTMBHBIA TeMaTUT, WUMEIOT MOBBIEHHYK 4YacToTy
OTKJIOHEHHIl ToKasaTenell (DYHKUMH Te4eHH BO BpeMsi KOMOMHMPOBaHHOM AHTUPETPOBUPYCHOM
Tepanuu, ¥ 3a HUMM HEOOXOAMMO HAbIK0JaTh B COOTBETCTBUM CO CTAHAAPTHOH MPAKTHKOM. [Tpm
YXY/JLIEHWH TeyeHus 3a00JIeBaHUs MEYEHH Y TakuX MNaLMEeHTOB, CJELyeT pacCMOTPETb BOMPOC O
HEOOXOAMMOCTH TepepbiBa B JICYEHWH UM OTMeHe JiedeHus. OIHaKO HEOOXOAUMO OTMETHTD, YTO

nosbieHre ypoBHs AJIT MoxeT ObITb YacTbiO MOJIOKWTEIBHOrO MPOTHMBOBMPYCHOrO OTBETA B

otHoweHun BI'B Ha Tepanuio TeHOGOBUPOM, CM. Bbille «Obocmpenue 2enamuma.
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Jlakmoayuoos

[Ipy  npUMEHEHMHM aHaJOroB HYKJIEO3MIOB COOOIIAIOCH O  JIAKTOAUMAO3e, OOBIYHO
COMNpOBOKAAOLIEMCS KUPOBOW aucTpodueii neyenu. J[OKIMHHUECKHE M KIMHUYECKHME JaHHbIE
yKa3bIBaKOT Ha TO, YTO PUCK BOZHMKHOBEHHMS JIaKTOALMAO03a, kak 3ddekra BiIMsHUS npenapaTtoB
M3 KJlacca aHajloroB HyKJIeo3uaa, Ui TeHodoBupa siBiseTcs HU3kuM. Ho, nockosnbky TeHohoBHp
CTPYKTYPHO OJIM30K K aHajoraM HyKJIEO3WIOB, 3TOT PUCK HE MOXKET ObITh MCKJKOUeH. PaHHue
MpU3HaKK (CMMNTOMAaTHYeCKas TUMepJakTaTeMus) BKIIOYAKOT JIEFKOM CTENEHM CHMITOMBI CO
CTOPOHBI CHCTEMbI MWILEBApEHHs (TOLIHOTY, PBOTY M 00Jb B JKMBOTE), Hecneuupuyeckoe
HEJIOMOraHue, MOTEepI0 amnmneTuTa, NMOTEPK MAacChl Tesla, CUMITOMBI CO CTOPOHBI JbIXaTeJbHON
cucTeMbl (4actoe W (MaM) riaybokoe AbIXaHWE) WM HEBPOJOTHYECKHME CHMITOMBI (BKIJIHOYas
ABHUraTtelibHyo ¢1abocTs). JIakToaum103 MMEET BHICOKYIO JIETABHOCTD W MOXKET COMPOBOXKIATHCS
NaHKpPeaTUTOM, T[E€YEHOYHOW MM T[I0YEeYHOM HeAoCTaTOYHOCThI. OOBIYHO, JAKTOAUMI03
Habro1aeTcs nocyie HECKOJIBKUX MECSLIEB JIEYEHHS.

Jleuenve aHaoraMu HyKJI€03U0B JO/DKHO OBITh NPEKPALIEHO TMPU HAJIMUMK CUMIITOMATHYECKOM
rUnepiaKraTeMuu M MeTaboNM4yeckoro/MOJOYHOKHMCIIONO  aluao3a,  MpOrpeccUpyroLei
rernaToMeraivy Uiu GbICTPOro MoBBILIEHHUS YPOBHS aMUHOTpaHCchepas.

Heobxonumo cobmonaTh OCTOPOXKHOCTH MpPHU HA3HAYEHHH aHAJIOTOB HYKIIEO3MIOB JIHOOOMY
nauMeHTy (OCOOEHHO KEHLIMHAM C O)XKMPEHWEM) C rernaTtoMerajiuei, renaTiToM WM APYTrUMH
M3BECTHBIMU (paKTOpaMu pHucka 3a00JieBaHUs MEYEHH U JKUPOBOM AUCTpOdUM rnedeHH (BKIoYas
OMpeJe/ieHHbIE JIEKADCTBEHHbIE CpEACTBA M ankoronb). JleyeHue wuHTepdepoHOM-anbdha |
p1OaBUPHHOM MaLMEHTOB, UMEIOLIMX COMYTCTBYIOLLYIO HH(DEKLHIO BUpycom renatuta C, MOXeT
NpeACTaBIATL OCOObIH PUCK.

3a naluMeHTaMu C MOBBIIIEHHBIM PUCKOM HeoOX0AMMO TLIATebHOE HAOIIOIEHHE.

Jlunooucmpoghus

VY naunentos ¢ BUY-undexumeit komOMHMpOBaHHAs aHTUPETPOBUPYCHAs Teparus Oblia CBA3aHa ¢
nepepacrnpeieieHMeM JKUPOBOH TKaHU B opraHusMe (nunoguctpodus). OTaaneHHsle NOCAeACTBUS
3TUX SBJIEHMH Ha CEroAHAIUHUNA NeHb HEU3BECTHbl. J[aHHbIE O MeXaHW3Me pPa3BUTHUS HETMOJIHbIE.
CyuiecTByeT runoresa O CBA3M pPa3BUTHS BUCLIEPAJIBLHOrO JIUMIOMATO3a C MPUEMOM MHIHOMTOPOB
npoTeasbl M Ppa3BUTHA JMNOATPOPUM C TMPUEMOM HYKJICO3MIHBIX HMHIMOMTOPOB 0OpaTHOM

TpaHckpunTaspl. [loBbilIEHHBIH pUCK aunoaucTpoduu Obin1 00YCNOBIEH WHAMBHAYATbHBIMH

dakTopaMu, TaKMMM KaK TMOXHIOW BO3pacT MNaLMEHTOB, M (aKropamu, CBA3aHHBIMH C
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JIeKapCTBEHHBIM MpPENapaToM, TaKMMM Kak OoJbluas MpOJOKHTENbHOCTL aHTHPETPOBHUPYCHOH
Tepanu¥ M BbI3BAHHBIE OTHM HapylueHus merabonusma. Kinumnuueckoe obcienoBaHue NOJDKHO
BKJIIOYaTh OLEHKY (M3MYECKUX MNPHU3HAKOB Tepepacrnpesie/ieHus KMpPOBOW TKaHW B OpraHu3Mme.
Cneayer obpaiiaTh BHUMaHHE Ha MOKa3aTe/lM JIMIIMIOB CHIBOPOTKH KPOBM HATOLIAK ¥ HA YPOBCHDL
PIFOKO3bl B KPOBH. JIMCIMITMIEMHIO CIEYEeT KOPPEKTMPOBAaTh B COOTBETCTBMM C KIMHMYECKHUMH
peKOMEHALUAMM.

TeHodoBHp CTPYKTYPHO OTHOCHMTCS K aHAloraM HyKJIE€03WIOB, MO3TOMY HEJb3s MCKIKOYaTh PHCK
pasgutus aunoauctpoduu. Opanako 144-HenenbHble  JAHHBIC, TOJIy4E€HHBIE Y BHUY-
MH(GUUMPOBAHHBIX MALIMEHTOB, KOTOPbIE PaHEe HE JIEYMJIHCh AHTHPETPOBUPYCHBIMH CPEACTBAMH,
yKa3bIBAIOT Ha TO, YTO PHUCK JIMMOAMCTPOdHH B Clyyae npuemMa TeHO(poBHpa Obll MEHbILE, YEM MpH
MpHMeMe CTaByMHa, KOT/1a OHHM MCTIONb30BATMCH B KOMOMHALIMH C TAMHBYAMHOM 1 3()aBUPEH30M.
Mumoxonopuanvnvie HapyuieHus.

Invitro ¥ invivo ObIIO MOKa3aHO, YTO HYKJIECO3WIHBIE M HYKJICOTHIHbIC aHAJIOrW NPHUBOMAT K
MOPaKEHMIO MMTOXOHApWiIi  pasnuuHoit  crenend. [loctymanu —coobuweHus O  pasBUTHH
MUTOXOHApHANbHBIX HapyweHuid y BHWY-orpuuaresnbHbIX HOBOPOXIEHHBIX, MOABEPriINXCA
BHYTPUYTPOOHOMY W/WIIM TNOCTHATAJbHOMY BO3/ACHCTBHUIO aHAJIOrOB HYKJICO3HIOB. OCHOBHBIMH
He)KeJaTeIbHBIMU  ABJIEHUAMM, O KOTOPBIX COOOIIANOCh, ObUIM reMaToJOrHYecKHe HapyLIeHHs
(aHemus, HelfTporieHust) ¥ MeTaboMueckue HapylueHus (runepiaKraTeMus, runepunaseMus). T
SBIEHMS 4YacTO HOCAT KpaTKOBpEMEHHbIH XapakTep. IlocTynanu cOOOLIEHHS O HEKOTOPBIX
HEBPOJIOFMYECKMX ~HApYLIEHWsAX, KOTOpble HAYMHANIMCh MO31Hee (PMMEPTOHMSA, CYIOpOTH,
aHOMasibHOe TMoBejaeHMe). Ha cerofHsAIWHUN J€Hb HEWU3BECTHO, SBIAIOTCA JIM HEBPOJOrHYECKHE
HapylIEHUs BPEMEHHBIMM WM TOCTOAHHbIMM. Bce nerH, mnoasepriiuecs BHYTPUYTpPOOHOMY
BO3JEHCTBUIO  HYKJEO3MIAHBIX WM  HYKJIECOTHIHBIX aHanoros, aaxe BHY-ueratvshbie
HOBOPOJKJIEHHBIE, B CIIyyae MPOABJEHWs COOTBETCTBYIOLIMX NMPHU3HAKOB MM CHMITOMOB J0JUKHBI
HAXOMUTHCS MOJ TLIATENBHBIM KIMHHUKO-1a00paTOPHbIM HAOMIOJEHUEM W TMPOMTH TLIATENbHOE
06C/e0BaHME HA MPEIMET BO3MOXKHOIO HAIM4Ms MHTOXOHIPHAJbHBIX M3MEHEHHH. Hmerowmecs
JaHHble He BJMAIOT Ha TEKyIlHe HalMOHATbHble PEKOMEHIAlMH, COriacHo KoropbiM BHY-
[00KHUTENbHBIM GEpeMEHHBIM JKEHLIMHAM HEOOXO0IMMO NMPOBEIEHHE aHTHPETPOBUPYCHON Tepanuu
C Le/bio NpodUIaKTUKK BepTHKaNbHOM nepeaayn BUY.

CuHOpom 60CCMAHOGNCHUSL UMMYHUMEMa

B Hauane aHTMpeTpoBMpYcHOM Tepanun y BHY-MHOUUMPOBAHHBIX MNALMEHTOB C TSKE/IBIM

MMMYHOJEDULIMTOM  MOXKET  BO3HMKHYTh  BOCMAlWTeNbHas  peakuus  Ha BO30yauTENEeH
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OECCUMNTOMHBIX MM OCTATOYHBIX OMNMOPTYHUCTUYECKUX HHd)eKL[Plﬁ U TIPUBECTU K TAKEIIBIM

KJIMHUYECKUM COCTOSIHUAM HWJIM YCHJIEHHIO BbIP@KEHHOCTH CUMNTOMOB. OOBIYHO TakKue peakuuu
HaOJIIOIal0TC B TEYEHHE MEPBBIX HeleNb MMOcje Hayana jedeHus. [IpuMepaMu MOTYT CIY)KHTh
LUMTOMEraJlOBUPYCHBI PETUHHUT, TEeHepalu30BaHHbIE W/WIKM OdYaroBble MHKOOaKTepHaabHbIE
uHdekunu 1 nHeBMouucTHas (Pneumocystis jirovecii) niHeBMOHUs. ClieyeT OTCIEXUBATH JHOObIE
CUMIITOMBI BOCTAJIEHHS U, B Cllyyae HEOOXOAMMOCTH, CBOEBPEMEHHO HA3HAYUTh JIEYEHHE.

Take coobwanoce 00 ayToMMMyHHBIX 3a0ojeBaHuMsAX (Takux Kak Oone3Hb [ 'peiiBca),
COTPOBOJKAABIIMX PEAKTHUBALIMIO UMMYHUTETA; OJJHAKO JaHHbIE O BPEMEHM Hayalla TaKuX sIBJICHU

CHJIbHO PAasHATCA, U 3TU Clly4yah MOTIJIM UMEThb MECTO CITyCTsS HECKOJIbKO MECSALEB MOCje Hayaja

NeYeHus.

Ocmeonexpos

XOoTsi 3THONIOrMS  OCTEOHEKpPO3a CYMTAeTCs MHOroakTopHOM (BKJIKOYAs —HCIMOJb30BaHHE
FIIOKOKOPTHKOCTEPOUIOB, YNOTpEOIeHHEe alKorois, Halu4yue TSKEeNOoW WMMYyHocynpeccuu, Gonee
BBICOKMHM HMHJIEKC MacChl Teja), cilyyau OCTEOHEKpO3a peruMCTPpUpOBAIUCh OCOOEHHO Yacto y
nauMeHToB ¢ nporpeccupyoweit BUY-undexkumedn w/uaum  npu  UIMTENBHOM  NpUeMe
KOMOMHMUPOBAHHOW  AHTHPETPOBUPYCHOW  Tepanuu. [lauueHtam criefyeT peKOMEHJ0BaTh
obpawiarbcsi 3a KOHCyIbTaUMed K Bpayy IpM TMOSBICHHM JOMOTHI MiIM Oonu B cCycraBax,
CKOBAHHOCTH B CyCTaBaX WJIM 3aTPYAHEHUSX B JBMIKEHHH.

Ilayuenmur nodicunozo eo3pacma

TenodoBup He OblT WccnenoOBaH y MauuMeHTOB crapiue 65 ner. [TaumeHTsl cTapiuero Bo3pacra
MMEIOT OOJIbLIYIO BEPOSITHOCTb YXYJIIEHHS (QYHKUMM TMOYEK, MOITOMY HeoOXoaumo cobnoaaTh

OCTOPOJKHOCTD IMPHU JICYHEHHUH TeHO(bOBHpOM MNAUUEHTOB ITOXKHUJIOro BO3pacTa.

BJIUSAHUE HA CIIOCOBHOCTbD YIIPABJIEHUSI ABTOMOBHMJIEM U PABOTBI C
MEXAHHU3MAMHU

VccnenoBaHust OTHOCUTENBHO BIMSAHHMS TeHO(GOBMPA Ha CMIOCOOHOCTH YNpPaB/ATh ABTOTPAHCIIOPTOM
M MCIMOJIb30BaTh MEXAHU3MbI HE MPOBOAUIKCE. [1aLMeHTOB crieayeT npoMH(GOPMHUPOBaTh O HAIMYUH
COOOLLEHHI O TOJIOBOKPYIKEHHUH TMpPU JieueHUH TeHO(POBUPOM. [IpH MOSBIEHHH TOJOBOKPYKEHUS

CJIEAYET BO3ACPIKATHCA OT BbIMOJHECHHUA YKa3aHHbIX BUAOB ACATEIIBHOCTH.

®OPMA BBIITYCKA

TabneTku, NOKPBIThIE MUIEHOYHOM 0601m04KO#, 300 Mmr.
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o 30 Tabnetok BO (IAKOH M3 MOJMITHIEHA BBICOKOH MJIOTHOCTH, 3amasHHbIA aTOMHHHEBOI

($obroi, ¢ KphILKOM € 3alMTON OT BCKPBITHS JIE€TbMH.

BHyTpb (h1akOHa MOMELIAOT MOrIOTUTeNb Biarn (cuaukaresns). CBo6GOAHOE MPOCTPAHCTBO BO

(hnakoHe 3arnoJIHAKT BaTOM U3 MOJMICTEpa.
[To 1 dpnakoHy BMECTE C HHCTPYKLHMEH MO NPUMEHEHHUIO B NAUKE KAPTOHHOM.
YCJIOBUSI XPAHEHUA

Xpanuts npu Temneparype He Boite 30 °C.

XpaHUTb B HEAOCTYITHOM [ AETEH MECTe.

CPOK I'OJHOCTH
5 ner.

He MPUMEHSATD 10 UCTEYEHUHN CPOKaA FOAHOCTH, YKa3aHHOTO Ha yrakoBKe.

YCJIOBHUSA OTITY CKA

[To peuenty.

BJIAJIEJIEIL PETUCTPAIIMOHHOI'O YIOCTOBEPEHUS
I'unean Caiiencus MnrepHewnn JIta., BenukoGpuranus
Gilead Sciences International Ltd., United Kingdom

Cambridge, CB21 6GT, United Kingdom

NMPOU3BOJAUTEJIb

IIpou3600cmeo 20moeoti 1eKapCmEeHHOU Hopmbl:
Takena I'mM6X, 'epmanus / Takeda GmbH, Germany
Lehnitzstrasse 70-98, D-16515, Oranienburg, Germany

unean Caiiencus Aitenana FOCu, Upnanaus / Gilead Sciences Ireland UC, Ireland

IDA Business and Technology Park, Carrigtohill, County Cork, Ireland

[Tateon UHk., Kanana / Patheon Inc., Canada
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2100 Syntex Court, Mississauga, Ontario, L5N 7K9, Canada

[Tareon Uuk., Kanana / Patheon Inc., Canada

111 Consumer Drive, Whitby, Ontario, LIN 5Z5, Canada

Ilepsuunas ynaxoexa:
Takena 'm6X, I'epmanus / Takeda GmbH, Germany
Lehnitzstrasse 70-98, D-16515, Oranienburg, Germany

Karanent I'epmanus lopumopd I'm6X, [epmanusi / Catalent Germany Schorndorf GmbH,
Germany, Steinbeisstrasse 2, 73614 Schorndorf, Germany

['unean Caiiencus Muk., CILIA / Gilead Sciences Inc., USA
650 Cliffside Drive, San Dimas, California, 91773, USA

[Tateon Unk., Kanana / Patheon Inc., Canada

2100 Syntex Court, Mississauga, Ontario, LSN 7K9, Canada

['unean Caiencus Aitenann KOCu, MUpnanaus / Gilead Sciences Ireland UC, Ireland
IDA Business and Technology Park, Carrigtohill, County Cork, Ireland
Buinycraiowuii konmpons kayecmea:

['unean Caimiencus Aienana FOCu, Upnanaus / Gilead Sciences Ireland UC, Ireland

IDA Business and Technology Park, Carrigtohill, County Cork, Ireland

Honyuums OononnumensvHyio uHopmayuio o npenapame, a MaKxHCce HANPAGUMb CE0U
npemeH3uU U UHPOPMAUUIO O HEHCENAMENbHBIX ABNCHUAX MONHCHO NO aopecy:

00O «I'uneapn Caitencus Pawa»

Poccus, 115035 Mocksa, yn. CagoBHuueckas, 82/2

Ten.: +7 (495) 641 18 04

E-mail: drugsafety.russia@gilead.com

Crapuuit MmeHemkep no peructpauuu JIC
00O «I'unean Caiiencus Paway
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