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MHCTPYKLIUA
[10 MEJITMIIMHCKOMY TTPUMEHEHMUIO JIEKAPCTBEHHOI'O ITPETIAPATA

Bupdorten

Perucrpaunonublii Homep:

Toprosoe naumenoBauune: Bupdoren

MexayHapoaHoe HeNaTeHTOBAHHOE WJIN IPYNNHPOBOYHOE HAUMEHOBaHHe: TeHO(DOBUP
JlekaperBennasi popma: TabneTku, NOKPLITHIE MIEHOUYHON 060104 KOM

Cocras

JeiicTBylouiee BelecTBo:

Tenodosupa ausonpokeun pymapar 150 mr, 300 mr

BenomorareiibHbie BeliecTBa:

Kaxnas tabnetka, nokpbiTas nieHOYHON 060104KOMH, COAEPKHUT:

Aopo: kapbokcumeTuiakpaxman Hartpus (npumorens) — 16,5 mr/ 33,0 mr, Hatpus creapun
dymapat — 5,9 mr/ 11,8 mr, kpockapmennosa Hatpus — 21,0 mr/ 42,0 Mr, 1aKT03bl MOHOTMApAT —
36,0 mr/ 72,0 mr, runpomennosa E-15 — 4,8 mr/ 9,6 mr, uenniono3a MUKpOKpUCTalaMuecKas
(tun 101)— 65,8 mr/ 131,6 mr.

Lomoeas 6odopacmeopumas naenoynas oooroyxa — 9,0 mr/ 18,0 mr.

(CoctaB obonouku: runpomennosa — 74,2 %, makporon 6000 — 14,3 %, TuraHa amokeua — 3.5
%, Tanbk — 2,3 %, KpacuTenb Kene3za OKCHI KpacHblit — 1.4 %, Kpacurenb Keineza OKCHJ
xentoit — 4,3 %).

Onucanue

Jns nozupoBku 150 mr:

Kpyrabie 1BOSKOBBIMYK/ble TabNeTKH, TNOKPBITbIE [JIEHOYHOM 0007104KOi OT cBeTnO-
KOPUUYHEBOI0 ¢ OPaHIKEBbIM OTTEHKOM /10 KOPHYHEBOIO L[BETA.

Jns no3uposku 300 mr:

OBajibHble ¢ 3a0CTPEHHBIMM KOHLAMU JIBOAKOBBINYK/IbIe TaOMETKH, MOKPBITbIE MJIEHOYHOM
060/104KO# OT CBET/IO-KOPUYHEBOIO C OPaHIKEBBIM OTTEHKOM /10 KOPUYHEBOrO 11BETA.

Ha nonepeunom pazpese sapo 6enoro uiaum 6e10ro ¢ KeaToBaTbiM OTTEHKOM LIBETA.
dapmakoTepaneBTHYeCKasi rpynna:

[TpoTHBOBUPYCHOE CPEACTBO

Koa ATX: JOSAF07

®apmako/I0rHyecKue cBoicTBa

PapmakoaHHAMHKA
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MexaHu3M JeHCTBUS

Tenoposupa ausonpokcuia (ymapar — 310 (ymapaTHas COjb [pPOJAEKapCTBa TEHO(OBHUPA
ausonpokcuna. TeHohoBrpa AM30NPOKCHIT BCAChIBAETCS U NpeodpasyeTcs B aKTUBHOE BELLECTBO
TeHO(OBUP, KOTOPOE SABIAETCH AHAIONOM HYK/I€03MA MoHodocdara (HykneoTuaa). 3atem
TeHo(oBUp npeobpasyeTcs B akTUBHbINH MeTabouT, TeHodoBupa audocdat, KoTopbli ABsETCS
06/MraTHbIM ~ TEPMUHATOPOM  LIEMM, C TMOMOLUBLIO KOHCTPYKTUBHO — 3KCIPECCHPOBAHHbIX
knetouHbix  ¢epmeHtoB. TeHodoBupa audocdar uUMeeT BHYTPUKIETOUHBIH  NEpPUOA
nonysbiBeeHuss 10 4acoB B aKTUBMPOBAHHBIX MOHOHYK/IEAPHBIX KieTkax nepudepuueckoi
kpoBu M 50 wyacoB B coctosHuu nokos. Tenodoupa aupochar uHrubupyer obpaTHyHO
tpanckpuntazdy BUY-1 u nonumepasy supyca renatuta B (BI'B) nyrem KOHKypeHunH 3a
MpsAMOe CBsS3bIBAHWE C AKTUBHBIM y4acTKOM (epMeHTa C MNpUPOHBIM  CyOCTpaToM
ne3okcupubonykieornaa u obpsiBom uenu JIHK nocne BerpauBanusi B Hee. Tenodosupa
audocdar seasercs caabbiM MHFHOUTOPOM KJIETOUHBIX Moanumepas o, B u y. B ananusax in vitro
TeHO(OBUP npH KOHUeHTpauusx A0 300 MKMOIB/1 TaKKe MoKasal OTCYTCTBHE BJMAHHA Ha
cUHTe3 MUTOXOHApHanbHOM JIHK unn Ha npoayKumio MOJIOYHOH KUCIOTHI.

Axmusnocmo npomue BHY

Axmuenocms npomue BHY in vitro

Kouuenrpauus TteHodoBupa, HeoOxoaumas ans SO0 % wuurubuposanus (ECso — 50 %
3¢ dexTuBHas KoHueHTpauus) naboparoproro wramma BUY-1is ankoro tuna cocrasaser 1-6
MKMOJIB/J1 B JIMHUM JTUM(OUAHBIX KIETOK U 1,1 MKMOMIB/N - TPOTHB nepBUYHbIX M3oasToB BUY-1
noaruna B B MOHOHYK/eapHbIX KieTkax nepudepuueckoit kpoBu. TeHODOBUP TaKiKe aKTHBEH
npotus BUY-1 noatunos A, C, D, E, F, G u O, a rakke npotus BHUYpa B nepBuuHbIX
MoHouuTax/Makpodarax. TenodoBup Takke nposBiaseT akTUBHOCTb in vitro npotus BHUY-2 ¢
50% s¢pdextuBHoit koHuentpauueit ECso B 4,9 mxmonb/n B kieTkax auHnu MT-4.
Pesucmenmuocms BUY

[Ltammbel BUY-1 cO CHMIKEHHOM 4yBCTBUTEILHOCTBIO K TeHOGOBUPY U MyTauueit K65R B rexe
obpaTHON TpaHCKpHNTa3bl ObliK BbLACNEHbI i1 VitFo W Y HEKOTOpbiX nauueHTtoB. Caeayer
u3beratb npuMeHeHHs TeHO(OBUpPa AW3ONPOKCHIa (ymapara y NalMeHTOB, PaHEe MojyyaBLIMX
AHTUPETPOBUPYCHYIO Tepamnuio, y KOTOpbIX OoOHapyKeHbl wTammbl ¢ myTtauueid K65R (cm.
pazaen «Ocobble yKazaHUs»).

Kpowme Toro, noa Bo3aeicTBueM TeHO(OBHPA NPOMCXOAUT celeKuus wraMmoB ¢ 3ameHoit K70E
B reHe obpatHoit TpaHckpuntassl BHUY-1, 4TO NpMBOAMT K HE3HAUUTEILHOMY CHHIKEHMIO
4yBCTBUTEIBHOCTH K TEHODOBUPY.

Axmuenocms npomue BI'B

Axmusnocms npomus BI'B in vitro
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AHTUBHUPYCHYIO aKTUBHOCTb TeHOGOBHpa npoTuB BI'B in vitro oueHuBanyu Ha KIETOUHON TMHUU
HepG2 2.2.15. 3unauenuss ECso ans teHodoBupa Haxoauauch B npegenax ot 0,14 o 1,5
mMkmonb/n, a 3HayeHuss CCsp (50 % uMTOTOKCMYHAs KOHUeHTpauus) npesbiwanu 100
MKMOAb/N.Pezucmenmuocme BI'B

He Obu10 oOHapyxeHo MyTauuit B nonumepase BI'B, cBfizaHHbIX € PE3UCTEHTHOCTBIO K
TeHodoBUpa aAu3onpokcuna  (ymapary. B kieTouHblX  Mojensx, Bapuantel BB
skcnpeccupytowmme  3amewenus  rtV173L, rtL180M wu  rtM2041/V, cBs3aHHble C
PE3UCTEHTHOCTBIO K JIAMUBYMHY M TeNOMBYAMHY, NPOAEMOHCTPUPOBAIM UYBCTBUTEIbHOCTb K
TeHodosupy B 0,7 - 3,4 pasa npeBbILLIAIOLLYIO Y4YBCTBUTEIbHOCTb BUPYCA AXKOIO THMA.

Lrammbr BI'B, skcnpeccupytoune 3amewenns rtL180M, rtT184G, rtS202G/I, rtM204V u
rtM250V,  cBsizaHHble ¢  PE3UCTEHTHOCTBIO K  JHTEKaBUpY,  [POAEMOHCTPUPOBAIIH
4yBCTBUTENLHOCTb K TeHO(oBHpY B 0,6-6,9 paza Gonbluyto, yem BUpyc ankoro tuna. [ltammel
BI'B, skcnpeccupytowme 3amewtenus rtAl81V u rtN236T, cBsazaHHble ¢ yCTOHYHMBOCTBIO K
anedoBupy, NPOAEMOHCTPUPOBAIN 4YBCTBUTEIBHOCTh K TeHOGoBUpY B 2,9 - 10 pa3 Gonbliuyio,
yeM BMpyc aukoro Tuna. Bupycwel, coaepxkawme 3amenHy rtAl81T, ocrasanuch
4yBCTBUTEIbHBIMU K TeHO(oBUpY, BennunHbl ECsp Obuin B 1,5 pa3za Gonblue, uem y Bupyca
«JMKOTro» THMa.

PapMaKOKHHETHKA

Tenodosupa au3onpokcuna pymapar — 310 pacTBOPHMBbI B Boje 3P npoekapeTBa, KOTOPbIi
ObicTpo npeobpasyercs in vivo B TeHOGOBUP U hopMasbaeru.

Tenodosup mnpeobpasyercs BHYTPUKIETOYHO B TeHodoBupa MoHOodocdaT M aKTUBHBLIN
KOMMOHEHT — TeHodosupa andocdar.

Beacwisariue

[Tocne npuema BHyTpb BHUY-uHbMUMpOBaHHBIMM MauMeHTaMH TEHO(DOBUPA AM3ONPOKCHIA
(ymapat ObicTpo BcackiBaercsi M npeoGpasyercsi B TeHodosup. [lpuem MHOrokpaTHbiX 7103
TeHopoBupa auzonpokcuiaa ¢ymapata ¢ nuwedr BHUY-uHpuuMpoBaHHBIMM naLMeHTaAMH
NpUBOAMAO K cpeaHnm (koadduunent Bapuaunn, % [CV, %]) 3nauenusam ans teHodosupa
Cmax, AUC u Cmin 326 (36,6%) ur/mn, 3324 (41,2%) ur*u/ma u 64.4 (39,4 %) ur/mna,
COOTBETCTBEHHO. MakcuManbHble KOHLEHTpaluu TeHodoBupa HaGMIOAAOTCS B CbIBOPOTKE
KpoBM B mpejaenax | yaca mocie npuema HaTollaK M B Mpeaenax 2 4acoB MPH €ro npueme ¢
nawei. [lpu npueme TeHodoBupa au3onpokcuia (dymapara nauUMEHTAaMHW  HATOLIAK
OMONOCTYMHOCTL cocTaBisia npubausuressHo 25 %. [lpuem TtenodoBupa AM30NPOKCHIIA
dymapara ¢ Goraroil )upamu Muliel NoBbian GHOAOCTYNHOCTb, Npu 3ToM 3HaueHne AUC
TeHo(oBUpa yBeNM4KUBanIoch npubnusutensHo Ha 40 %, a Cpax — npubansurensHo Ha 14 %.

[Tocne nepsoit 036l TeHo(OBMpa AM30MpPOKCHaa (ymapara, MOMYYEHHOH nocie rnpuema
3
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boraroit xkupamu nuim, MeanaxHoe 3HaueHue Cmax B CHIBOPOTKE GbLIO B AMANA30HE 3HAYCH Hil
or 213 po 375 wur/ma. Opuako, npuem TeHodoBHpa AU30MpoKcHaa (Gymapara ¢
HM3KOKATOPHAHON MHIIEH HE OKa3biBACT CYIIECTBEHHOIO BIMAHMA Ha (DapMaKOKUHETHKY
TeHO(OoBHUpa.

Pacnpeoenenue

[Tocnie BHYTPUBEHHOrO NMPUMEHEHUS PABHOBECHAs KOHLEHTPALMs pacrpeieneHus TeHOogoBHpa
oueHusanach, npubausntensto, B 800 ma/kr. IMocne npuema TeHodoBupa AM3OMpPOKCHIA
(ymapara BHYTpb, TEHODOBMp pacripeienseTcs BO MHOFME TKaHM, MPH TOM HaubOblMe
KOHLEHTpaLMK HabMIOAAIOTCS B MOYKAX, MEYEHH M B JMUTEIHH KMIIEUHMKA B PAasHbIX €ro
yyacTKax (IOKJIMHWYECKHE MCCeA0BaHus). In vilro cBs3biBaHue TeHO(OBHpa ¢ Genkamu
Mia3mMbl WM CHIBOPOTKH KpOBH coctasnsano menee 0,7 u 7,2 %, COOTBETCTBEHHO, B JMANa3OHe
KOHLIeHTpauuii TeHoposupa ot 0,01 10 25 MKr/mi.

Memabonusm

Mccnenosanus in vitro nokasan, 4to Hu TeHO(GOBHUPA AU30MPOKCHAA hymapat, HiH TeHODOBHp
He sBastoTes  cyberpatamu  pepmentoB  CYP450. bBonee Toro, npu  KOHUEHTpPAUMSX,
CYLIECTBEHHO npeBbliluatonx (npumepo B 300 pa3) Te, uto HabmoaaloTCs in vivo, TeHOHOBUP
He WHrUOMpoOBan in vilro neKapcTBEHHbI MeTabo/M3M, OMOCPEAOBAHHbIH KakoH-1160 M3
ocHOBHbIX Hn30(opm CYP450 uyenoseka, yuactBywouwux B Guorpanchopmaunu (CYP3A4,
CYP2D6, CYP2C9, CYP2El unu CYPIAI1/2). Tenodosupa auzonpokcuna ¢ymapar npu
KoHueHTpauuu 100 MKMOAB/N He OKa3biBan BIMSHWS HM Ha oaHy u3 uzopopm CYP450 3a
uckmoyennem CYP1A1/2, rae Habnoaanocs HeGonabiioe (6 %), HO CTATUCTHYECKH 3HAYUMOE
cHibkeHue Mmertabonusma cyberpata CYPIA1/2. Ha ocHoBanuu 310M MHpOpPMALMM MOKHO
c/ienarb BbIBOJ O Majioi BEPOATHOCTH BOZHMKHOBEHUS KIIMHUYECKH 3HAYMMBIX B3aUMO/EHCTBHI
MeX/1y TeHodoBMpa Au3onpokcuia dymapaTtoMm M JIeKapCTBEHHBLIMM CPEACTBAMM, METab0aM3M
KoTopbix onocpenosad CYP450.

Buigeoenue

Tenodosup BbIBOANTCA FIaBHBIM 00pa3soM MOYKAMH, KaK MyTeM (QUIbTPALUM, TaK M aKTHBHOM
KaHa/lbLUEBOH TPAHCMOPTHOM CHCTEMOi, MpM I3TOM MOC/He BHYTPUBEHHOrO BBEJEHHS
npubnsutensHo 70 - 80 % n03bl BBIBOAUTCS B HEM3MEHEHHOM BHJE ¢ MOYOi. OBuiunii Kanmpene
oueHupancs npubauzutensHo B 230 mua/u/kr (npubauzurensuo 300 mua/mun). TMoueynslit
KIIMpEHC oueHuBajcs npubausutensHo B 160 mu/u/kr (okono 210 mMa/MHUH), YTO npeBbilLaeT
CKOpOCTb KilyOO4YKOBOH (uibTpaunu. DTO yKa3biBaeT HA TO, YTO CEKPELMs KaHalbllamu
ABJIAETCHA BaXKHOM 4acTbiO BbiBeAeHMS TeHodoBupa. [locsne rpuema BHYTpb OKOHYATEIbHbIMN

MepUO/ 1nonyBbiBeAEHMS TeHO(oBUpa cocTassieT oT 12 10 18 yacos.
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HUccnenoBanusamu ObIO YCTAaHOBIEHO, YTO AKTMBHAs KaHalblieBas TPaHCMOPTHas cuUcTeMa
CeKpeLMH BKJIIOHAET [MOraoleHue TeHoGoBHpa MNPOKCUMAIbHBIMU KIETKAMM KaHajbleB
MOCPEJICTBOM OPraHUYeCKUX aHMOHHBIX TpaHcnopTepoB yenoBeka (hOAT) | u 3, u BbiBeaeHHE
€ro B MO4Yy ¢ nomouubio Oenka-mapkepa My/nbTUleKapcTBeHHOM pesucreHTHocTH 4 (MRP 4).
Junetinocmo-Heauneunocnme

[Tokazatenu papMakOKMHETUKM TEHO(DOBMpA HE 3aBUCEM OT 103bl TEHO(GOBUpPA AU30NPOKCHIA
¢ymapata B auanazoHe ot 75 g0 600 Mr M He M3MEHAAUCH MPU MOBTOPHOM BBEACHWH IPU
1000M ypOBHE J103.

Dapmakoxunemurda y 0coowix 2pynn nayueHmos

Jlemu

BHY-1

MdapmMakoKHHETHYECKHEe MapaMeTpbl TeHOGOBHpa B PaBHOBECHOM COCTOSHMM OLEHMBaAM y 8
aeteit (Bo3pact ot 12 no 18 net) ¢ maccoii Tena > 35 kr, unpuuuposanubix BUY-1. Cpeanue
(SD) 3Hauenuss Cmax ¥ AUCy coctaBasau 0,38 £ 0,13 mkr/ma u 3,39 = 1,22 mkr*u/mn,
COOTBETCTBEHHO. DKCro3uuus TeHodoBupa, KoTopas Obuia J0CTMrHyTa Yy MOAPOCTKOB,
Mnoay4aBIUMX cyTouHble 1036l 300 mr TenodoBupa au3onpokcuna Qymapata BHYTpPb,
COOTBETCTBOBA/IA IKCMO3ULIMAM, KOTOPbIE ObIIM JOCTUTHYThI Y B3POCIIbIX, MOJy4aBIIUX Pa3oBbie
cytounbie 103bl 300 Mr TeHO(OBHMpa AM30NpoKcHaa Gpymapara.

Xponuueckuu zenamum B: PaBHoBecHas 3kcno3uuus TeHodosupa y aereit (Bospact ot 12 g0 18
neT), UHGUUMPOBAHHBIX BUpYcoM renatuta B, xoTopbie nosy4anu cytounyio aozy 300 mr
TeHodoBupa auzonpokcuna ymapara BHYTpPb COOTBETCTBOBAIA 3KCMO3ULMAM, KOTOpbIE ObLIH
JAOCTHUTHYTBI Y B3pOCIbIX, MOJy4YaBIIMX pa3oBbie cyTouHble a03bl 300 Mr TteHodosupa
AM3OMpPOKCHIa ymapara.

VY pereit mmaawe 12 netr wam y aeteid ¢ HapyuwieHueM QYHKUMM MOYEK MCCieA0BaHUs
¢dapmakokuneTuku 300 Mr TeHooBHpa aAu30NpoKcHIa hymapara He NPOBOAUIHUC.

ITayuenmuor noscuno2o 6o3pacma

DdapmakoKkHHETHKa TEHODOBUPA Y NOKHUIBIX MALMEHTOB (cTapiue 65 eT) He u3yuanacs.

[lon

OrpaHuyeHHble JaHHble 10 (apMakOKMHETHKE TeHOGOBMpa Y IKEHIIMH YKa3blBalOT Ha
OTCYTCTBHE CYLLECTBEHHOH 3aBUCUMOCTH OT r10J1a.

Paca

He npoBoaunock crneuuduueckux uccneoBaHuit GapMakOKMHETHKH Y pa3iuyHbIX STHHYECKUX
rpyrm.

Hauueumbz C Hapyutenuem qbymcuuu no4exk
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[TapameTpbl papMaKOKHHETHKH TeHO(OBMPA ONpeesInCh Nocae BBEAeHUs pa3oBoit 103kl 300
Mr TeHodoBupa au3onpokcuiaa pymapara 40 B3pocabIM NALMEHTAM, HE UMEIOLWNUM WHPEKLHMH
BUY u BI'B ¢ HapyweHueM (yHKUMM TOYEK pa3IMYHOW CTErMEHH, KOTOpbIE ONpeiessinch
COOTBETCTBEHHO MCXOAHOMY 3HaueHuio kiaupeHca kpearuHuHa (KK) (dynkums nouexk He
HapyuweHna, eciu KK > 80 mi/mun, nerkoe napywenue — ecan KK cocrasaser 50-79 ma/mun,
yMEpeHHO BblpakeHHoe HapyiueHnue — npu KK 30-49 ma/mMun 1 Tskenoe napywenue — npu KK
10-29 man/mu). [To cpaBHEHHMIO ¢ NaLKMeHTaMu ¢ HopMaibHOM GyHKuUMei noyek cpeanss (% CV)
3Kcno3uums TeHodosupa yBenuumnacs ¢ 2 185 (12 %) ur*u/ma y nuu ¢ KK > 80 ma/muu no,
cootBeTcTBeHHO, 3 064 (30 %) Hru/miu, 6 009 (42 %) ur*u/mn u 15 985 (45%) ur*u/mn y
MaLMEHTOB C JIEFKMM, CPEAHUM W TsHKeNbiM HapylieHueMm GyHKUMM nouek. Oxujaercs, uTo
yBEJIMUEHHE WHTEpBaa MEXJy BBEJICHMEM rpenapara npuseieT K 60jee BbICOKHM MHKOBbIM
KOHLEHTPALMAM B MJja3Me KPOBM WU MEHbLIMM YPOBHAM Cmin Y NalLMEHTOB C HapyllEHWEM
(GYHKUMM MOYEK MO CPaBHEHWIO C MAaLMEHTaMH, WMEIOLMMH HOPMalbHYIO (QYHKLMIO MOYeK.
KinuHuyeckoe 3HaueHHue 3TOro HeM3BECTHO.

V nauueHToB ¢ TepMHMHANbHOM craauei nodyeyHoi HepocratoyHoctH (KK < 10 mi/mun),
KOTOpbIM OblT HEOOXOAMM TIeMOIMAIN3, KOHLEHTpaLMun TeHOGOBMpa MEKIy AWanu3amu
3HAUMTEBLHO YBEIHYMBAIUCH B TeueHue 48 uyacos, nocturas cpeaHero 3HaueHust Cmax | 032
Hr/mn u cpearero 3HadeHust AUC o.4g 42 857 ur*u/ma.

Pexomenayercs, 4toObl uHTepBan Mmexay npuemamu 300 mMr teHodoBupa AM30MPOKCHIA
dymapara Obi1 u3meHeH y B3pocibix nauueHtoB ¢ KK < 50 Ma/MuH uau y nauMeHTos ¢
TEepMHHAILHOM CTa/ineli MOYeyHOH HEe10CTAaTOYHOCTH U HYKAAKOLIMXCS B AHau3e.
dapmakokuHeTHka TeHodoBupa y nauueHtoB 6e3 remoamanuza ¢ KK < 10 ma/mun Ges
reMo/iMaiu3a M y nalMeHTOB ¢ TePMHUHAILHOM CTaaMel noueuHoW HEAOCTATOYHOCTH, KOHTPO/Ib
COCTOSIHMS KOTOPBIX OCYLLUECTBIISETCS MyTeM MepUTOHEANbHOro MM Apyrux Gopm jauanusa, He
MCClIe10BaAaCh.

UccnenoBanus (apMakOKMHETHKH TeHO(DOBUpa y AeTed C MOYEYHOH HEJ0CTATOUHOCTBIO HE
‘npoBOAMINCH.  JlaHHbie [/ MPeOCTaBIeHNst PEKOMEHAAUUH [0 PexHUMy J103UpPOBaHHs
OTCYTCTBYIOT.

ITayuenmol ¢ napywernuem yHkyuu neveHu

Pazosas no3a 300 mr teHodoBupa aAu3onpokcuna ¢ymapara nNpuHUManach nalMeHTaMH, He
unpuumpoBanisiMu BHUY u BI'B, ¢ HapyuwieHueM (yHKUHMM MNMEYEHH pPa3IMUHONW CTENEHH,
onpezaesnsembim no kaaccupukaun Yaitna-ITsto. Y naumeHTos ¢ HapyleHuem QyHKUMH NeYeHHU
CYLIECTBEHHBIX M3MEHEHMIT napamMeTpoB (hapMakOKMHETHKM TEHO(OBMpA HE OTMEYANOCh, YTO
npeanonaraeT OTcyTcTBUE HeobxoaumocTu B Koppekuuu 103bl. Cpeanue (% CV) 3nauenus Cmax

U AUCow TeHo(poBupa cocraBisan 223 (34,8 %) ur/ma u 2 050 (50,8 %) ur*u/ma,
6
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COOTBETCTBEHHO, y Null 6e3 HapyieHus GpyHkumun nedern, 289 (46,0 %) ur/ma u 2 310 (43,5 %)
Hr*u/M y JMLL ¢ yMEpPEHHBIM HapylieHneM ¢QyHkuun nevenun 305 (24,8 %) ur/ma, u 2 740
(44,0 %) Hr*u/Mn y Jull C TSKEIBIM HapyleHHeM QYHKLUHUHU MEYEHH.

Buympuxaemounas gpapmakoxurnemura

Bbi10 06HApYKEHO, YTO B HEJAENSLINXCS MOHOHYKJEApHbIX KJETKaX nepupepuyeckoi KpoBu
yenoseka (MKIIK) nepuoa nosnyssiBeseHusi TeHopoBupa audocdara cocrapaser npumepto 50

yacoB, Toraa kak B MKIITK, cTuMy/iupoBaHHbIX GUTOreMarrioTHHUHHOM, — npuMepHo 10 yacos.

IMokazanusi K NPpUMEHEHHIO
Hugpexyus BUY-1
Jleuenne BUY-1 undexumu y B3pocibiX B KOMOMHAUMM C JAPYTMMH aHTHPETPOBMPYCHbIMH
npenapaTamu.
Jleuenne BUY-1 undekuun y nereit B Bozpacte ot 12 10 18 neT ¢ HaIMUMEM PE3UCTEHTHOCTH K
HYKJI€03AHbIM MHrHOMTOpaM 0OpaTHON TpaHCKPUNTa3bl, MM TOKCHYHOCTH HCKIIOUAIOLIEH
BO3MOYKHOCTb MCIOJIb30BaHUS AHTUPETPOBUPYCHBIX MPENapaToB MepBoi JIMHUK,
I'enamum B
JleyeHnue XxpoHuyeckoro renatura B y B3pocibix c:
® KOMIEHCUPOBAaHHBIM 3a00jeBaHMEM [EYEHW, MNpPU3HAKAMU AaKTUBHOW periMKauuu
BMpYca,  MOCTOSHHOW  MOBBILIEHHOM  AKTUBHOCTBIO B CbIBOPOTKE  KPOBM
anaHuHamuHoTtpaHcdepassl (AJIT) M rHCTONOrMYECKH TMOATBEPIKAEHHBIM aKTUBHBIM
BOCTAIUTENbHBIM Npoueccom u/uinu Gudbposom;
® JIOKa3aHHbIM HaluuueM pesucTeHTHOCTH BI'B Kk namuByauny (cM. pasaen «llobounoe
JIEUCTBUER);
® JIeKOMMNEHCUpOBaHHbIM 3aboseBaHueM nevyeHun (cm. paszzgensl «llobouHoe neicTBue» M
«Ocobble yKazaHus»).
Jleyenue xponuueckoro renatuta B y nereii B Bo3pacte ot 12 a0 18 sner c:
® KOMIEHCHPOBaHHbLIM 3a00/1€BaAHHUEM MEYEHHU C NPU3HAKAMHM aKTUBHOIO BOCMAIMTEILHOIO
npouecca M aKTHBHOW peruiMKauuMM BHUpyca, 4YTO T[OATBEPKAAETCA MOCTOAHHOM
noBbilIEeHHOW  akTMBHOCTBO  AJIT B CHIBOPOTKE KPOBM M I'MCTOJOTMMYECKH
MOATBEPIKAEHHBIM AaKTUBHBIM BOCMAIUTEAbHBIM rpoueccom u/uau  ¢ubpozom (cM.

pazaenst «ITobouHoe aeiicTBue» n «Ocobble yKazaHUS»).

IIporuBonokasanus

o [loBbilleHHAs YYBCTBMTEIBLHOCTb K JEHCTBYIOLIEMY BELIECTBY HAM J00omy apyromy

KOMIIOHEHTY Mnpernapara.
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e Jlerckuit Bo3pact a0 12 ner u macca tena < 35 kr (3ddekTuBHOCT U GE30MacHOCTh He
YCTaHOBJIEHbI).

e Jlern B Bospacte ot 12 po 18 ner ¢ HapywenueM QyHKUMM nouyek (OTCYTCTBYHOT
PEeKOMEHAaLMH MO PEKUMY A03UPOBAHUSA).

e [loyeunas HepocrtatouHocTh Tskeno crenenn (KK < 30 ma/mun) wam XITH, koraa
HeoOXOAMMO MnpoBeaeHHEe remoauanusa (06e30MmacHOCTb HE YCTAHOBAEHA Yy JIaHHOM
MOMyJis LMK NaLMEHTOB).

e [lepuon nakrauu.

e OJHOBpPEMEHHbIH MpPHEM C APYrUMHU MpenapaTtamMmu, CoAepKalluMu TeHODOBUP (CM. pas3iesbl
«B3aumozeicTBre C APYrUMHU I€KapCTBEHHBIMU cpeacTBaMu» U «Ocobble yKazaHUs»).

e OpHoBpeMeHHbIH npuem ¢ azgedoBupoM (cM. paszaenst «B3aumoneiicTBue ¢ Apyrumu
JleKapCTBeHHbIMU cpeacTBaMu» U «Ocobbie yKazaHus»).

e VY nauueHToB ¢ Ae(GUUMTOM J1aKTa3bl, HEMEPEHOCUMOCTBIO J1aKTO3bl, IIHOK030-rajJaKTo3HOM

manbabcopbumeii.

C 0CTOPOKHOCTBIO

- Y NMalMEeHTOB C caxapHbIM JuabeTom;

- Y NMOXKH/BIX MAaLMEHTOB (B Bo3pacre crapiue 65 ser);

- y NalUMEHTOB ¢ HapylleHHeM GyHKUMK rnoyek (cm. pasgen «Ocobble yKazaHus»);

- COBMECTHBIH mMpHMeM C JpYrMMH JIEKapCTBEHHbIMM  rnpenaparamu, obnanatouumMu
HEe(POTOKCHUECKUM JEHCTBUEM, Hamnpumep, aMUHOIIMKO3UAbL, amdoTepuunt B, dockapuer,
FaHUMKJIOBUP, TMNEHTAMMIMH, BAHKOMUUMH, HWHTEpIEeHKUH-2, UMAODOBUP, TAKPOIMMYC,
HECTEPOM/IHbIE  MPOTUBOBOCHAJIMTE/IbHbIE  Mpenaparbl, MHruburopsl nporeassi BUY,
OycTHpOBaHHbIE PUTOHABUPOM MM KOOMUMCTATOM (CM. pasjenbl «B3aumoaencTsue ¢ apyrumu
JIEKapCTBEHHbIMU cpeicTBaMu» U «Ocolble yKazaHus»);

- COBMECTHbI mnpuem TeHo(oBHpa aM30MpoKcHia ¢ JeaunacBupom/codocbyBupom,
BeJnaracBupom/coocbyBsupom UK BE/IMAaTacBMpPOM/BOKCHAANpeBUpoM/codochyBHpOM
0COOEHHO, MPHU MPUMEHEHUH OJIHOBPEMEHHO CO cXeMoi ieuenusi BUU-undekuuu, conepxariei
TeHo(oBupa ausonpokcuia pymapar u hapMakoOKHHETHUECKHH ycuauTenb (OycTep, Hanpumep,
puTOHaBMp MM Kobuumcrtar) (cM. paszaenst «B3aumopeiicTBHe ¢ APYrHMM J€KAPCTBEHHBIMU
cpeacrBamu» U «Ocobble yKazaHus»);

- Yy NauMeHTOB C yKazaHueMm Ha 3abo/ieBaHMe MevyeHH B aHaMHe3se, BKJIKOYAs renatuThbi (CM.
pazaen «Ocobble yKazaHus»);

- COBMECTHBIH npuem TeHodoBUpa AM30MpoKcHaa (Gymapata ¥ AMaaHO3MHA HE PEKOMEHIOBAH
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(cM. passensl «B3auMmoaeicTBHE C JPYrMMM JIEKAPCTBEHHBIMU CPEACTBAMH» M «Ocobble

yKa3aHus»).

[pumenenne npu GepeMEeHHOCTH U B NIEPHO/ FPYAHOI0 BCKAPMJINBAHUS

bepeMeHHOCTh

OGuiMpHble JaHHble, noiy4eHHbie y Oepemenubix (Gonee 1000 ncxonos OepeMEeHHOCTH),
yKaspiBalOT Ha OTCYTCTBUE [OPOKOB Pa3BMTHS WM TOKCHYECKOrO BO3JEHCTBHA Ha
M101/HOBOPOKAEHHOTO, KOTOpble Oblii Obl CBA3aHbI C MPHEMOM TEHODOBHUPA AM30MPOKCHIA
dymapara. MccnenoBanus Ha KMBOTHBIX HE YKa3blBalM Ha TOKCH4YECKOe BO3JEHCTBHE Ha
penpoayKTHBHYIO dyHKUMIO. Takum 06paszom, npu HeOOXOAMMOCTH, MOXKET ObITh paccMOTpeHa
BO3MOKHOCTb NIPUMEHEHHUs TeHodoBMpa AM30NpPOKCHia (hymapata BO Bpems GepeMeHHOCTH.
[Tepuoa rpyAHOro BCKApMJIHBaHUS

McenenoBanus nokasanm, 4to TeHo(QOBUp BbIAEASETCS B IPyAHOE MONOKO. [laHHbie O BAUAHUH
TeHO(OBMpa HA HOBOPOXKAEHHBIX/AETEH MJIajliero Bo3pacta HeaocTatouHbl. [lodTomy
BupdoTteH He cneayeT npUMEHATh B MEPHO/L KOPMIIEHHS TPYAbIO.

B uenom, xeHuuuam, nuduuupoBanibim BUY n BI'B, He peKOMeHAyeTCs KOPMUThL MPYyAbO BO
uzbexanue nepeaaun BUY u BI'B pebenky.

DepTUabHOCTD

He uMeeTcss KIMHMYECKMX JaHHBIX O BAMAHHM TeHO(pOBHMpa AM30MpOKcHia (ymapara Ha
deprunbHocTh. MccnenoBanns y JKMBOTHBIX HE YKasblBalOT Ha BpPEAHOE BO3/EHCTBHE

TeHo(oBUpa AM30MpoKcHaa ymapaTa Ha GepTHIBHOCTb.

Cnocob npuMeHeHHs H 103bl

BHytpb ¢ enoil. Tabnerky HeOOXOAMMO MpPOraThiBaTh LEJINUKOM, 3anuBas BoAoH. Tabnerku
HeJb3s Pa3)KeBbIBaTh MJIM Pa3jiaMblBaTh.

Jleuenue J0/5KHO HAYMHATBLCH W KOHTPOJMPOBATBHCSA BPa4yoM, MMEIOLIMM onbiT neyenus BUY-
uH(pEeKLnH W/1in XpoHHyeckoro renatura B.

BuiGop npenapara Bupdoren ans nedenns BUY-1-MHQUUMPOBAHHBIX MALMEHTOB, KOTOpbIE
paHee TMOJiyyaau JieueHue, JO0JKEH OCHOBBIBATHCA Ha MPOBEPKE HAIMYMS MHAMBHYalbHOM
BUPYCHOM PE3UCTEHTHOCTH M/WJIK UCTOPHUM JIEYEHHUS MaLMEHTA.

Bspocavie

PexomeHni0oBaHHas j103a npenapara Bupgoren ans nevenus BUY u xponuueckoro renatura B —
| Tabnerka | pa3 B CyTKH BHYTpb, C €10#.

Xponuveckuu 2cenamum B
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OnTuManbHas NpOJO/KUTENBHOCTb JIeYeHUsl Heu3BecTHa. Borpoc o mpekpalieHuy JeHeHus
MOJKET PacCMaTpUBaThCs Cleayolum 00pasom:

o Jleyenne HBeAg-nosoxuTeabHbIX MalMeHTOB 63 UHppo3a A0MKHO NpPOLOJKATHCS HE
MmeHee 6-12 mecsueB nocie MNoaTBepiaeHUs cepokonsepcuu HBe (ucuesHoBenue
HBeAg n JIHK BI'B ¢ nosisnennem antu-HBe) nam no cepokonsepenn HBs, aubo a0
notepu 3¢dekTuBHocTH. [locne mnpeKpaileHus JeyeHus HeoOXOAMMO  pery/spHO
nposepaTh aktuBHocTh AJIT 1 yposenb JIHK Bupyca renaruta B B CbIBOPOTKE KPOBH C
LIE/IBIO BbISIBJIEHHSI BO3MOXKHbBIX MO3JAHUX PELIMIAWBOB BUPEMHUH.

e Jleuenue naumentoB ¢ HBeAg-veratuBHbiM renatutom B 6e3 uMpposa 10/KHO
NpOAOJIKATECH, KaK MHUHUMYM, 10 cepokoHBepcun HBs wian nosiBieHus npu3Hakos
Hea(pekTHBHOCTH JIeYEeHUs. B ciyuae MPOJIOHTMPOBAHHOIO  JICUEHHUH,
npojosKaolerocs 6osnee 2 JeT, PEKOMEHIYETCS PeryaspHO MPOBOAWTL MOBTOPHbIH
NepecMoTp JieyeHus, YToObl MOATBEPANTL NMPUEMIIEMOCTb /UIS MALUEHTa MPOAOIKEHHUS
BbIOpaHHOM Tepanuu.

Jlemu om 12 oo 18 rem

BHUY-1: B Bo3pacte ot 12 10 18 et u ¢ Maccoii Tena > 35 Kr peKkoMeH/10BaHHas [103a npenapara
Bupdoren cocraBaser | Tabnetka | pa3s B cyTku BHYTpb, ¢ enoit (cm. pasnen «IloGouHoe
neiicTue»). TabneTky HEOOXOAMMO MpPOr/IaThiBaTh LEJTUKOM, 3anuBas BoaoH. TabneTkn Henb3s
pa3KeBbIBATh WM Pa3jiaMbIBaTh.

B uckmounTenbHbIX ciyuasx tabnetky npenapata BupdopeH MOXKHO NpUHATH cpasy rocie ee
pacTBopeHus B npubausutenbHo 100 mi BOAbI, anebCHHOBOIO UM BUHOTPAJHOTO COKa.
Xponuveckuii 2enamum B: B Bo3pacte or 12 no 18 ner u ¢ maccod Tena 2 35 Kr
pekoMeH0BaHHas jo03a npenaparta Bupdorten cocrasaser | tabnerka 1 pas B CyTKH BHYTPb, €
enoit (cm. paszen «IloGounoe aeiicTeue).

OnTumanbHas MpoAOIKUTEIbHOCTD JIGUEHHS MOKa HE YCTAHOBJIEHA.

BezonacHocTh ¥ 3 heKTUBHOCTD TeHODOBHMpa An30npoKkcuna Gymapara y aAeTeH ¢ XPOHHUECKUM
renatutom B B Bo3zpacTe oT 2 10 12 71€T M ¢ Maccoii Tena < 35 Kr He YCTaHOB/IEHBI.
[Iponywennas 0oza

Ecau npuem 10361 Obi1 NPONyILLIEH, U NPOLLTO MeHee 12 4acoB OT 0ObIMHOrO BPEMEHH IpHema
J103bl, TO NALMEHTY CJIEAYET KaK MOXKHO CKopee NpuHATb BupdoTten BmecTe ¢ €/10ii u BEpHYThCS
K 0ObIYHOMY peXMMY rpuema npenapara. Ecau B ciyyae npornyeHHOro npuema a03bl npoiio
Gonee 12 yacoB u npubnurkaercs Bpems npueMa cieayioLlei 103bl fpenapara, To NauMeHTy He
clielyeT MPUHUMATHL TMPOMYyLUIEHHYIO 103y, a NMPUHATb OYEPEAHYIO 103y B COOTBETCTBHM C

0ObIUHBIM PEKUMOM MpHEMa Mpenapara.
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Ecau B Teyenue | yaca nocne npuema npenapara BupdoreH y nauueHta BO3HMKIA pBOTa,
caeayer npuHaTh ewe | Tabnerky. Ecin pBoTa y nauuenta Bo3HMKiaa Oonee uem udepe3s | uac
nocse npuema npenapata Bupdoren, To ewe | 103y NpUHUMATh HE CAEAYET.

OcoOble rpyrnnbl NauMeHTOB

Iayuenmer noscunozo 6ospacma

Ha ceroaHsiliHMi JeHb HET JaHHBIX, Ha OCHOBAaHMM KOTOPbIX MOXHO JaTh PEKOMEHAALWH
OTHOCHMTEJIBHO JI03MPOBAHMs /Ul MALUMEHTOB B Bo3pacte crapiie 65 ner (cM. pasaen «Ocobbie
yYKazaHus»).

Hapywenus ¢pynrkyuu novex

TeHodoBHpP BBIBOAWTCSA M3 OpraH13Ma ¢ MOYO#M, MOITOMY Y NaLUMEHTOB ¢ HapylIeHHeM (QyHKLUNH
noyek ormevaercs 6osee AUTENbHBIA NEPUO BbIBEAEHUS TEHO(DOBUPA U3 OpraHU3Ma.
B3spocnvie

Jlanuble 0 6e3onacHocTH M 3hPeKTUBHOCTH NpuMeHeHUs TeHo(hOoBUpa An3onpokcuia Gymapara
y B3pPOCIIbIX MALMEHTOB ¢ HapyleHuem QyHKuMu noyek cpeaeit u tsokenon crenenn (KK <50
Ma/MuH) orpaindensl. OueHka nokasaresei 6€30nacHOCTH y MaUMEHTOB C JIEFKMM HapylUeHUEM
byunkumu novek (KK 50-80 ma/muH) B 1onarocpouHoit nepernektuse He nposoauiack. [1o atoit
NMpUYMHE MalLMEHTaM ¢ HapylleHusMM (GyHKUMM noyek TeHopoBMpa AM30MpoKcuaa (ymapar
HeoOX0AMMO NMPUMEHATH B TeX Cly4asX, KOraa noTeHuuanbHas 1ojib3a oT JeYeHUs NpeBblllaeT
NOTEHUMaNbHbIN PUCK HaHeceHus Bpena. Koppekuus MHTEpBasa J03MPOBAHUS PEKOMEHIYETCs
s nauuneHToB ¢ KK < 50 Ma/MUH, B TOM YUC/ie y MAUMEHTOB HA reMOMAIU3E.

Hapywenue ¢hynxkyuu novex nezkoit cmenenu (KK 50-80 ma/mun)

OrpaHu4eHHblE  JaHHbIE, [OJyY€HHblE B  pe3y/ibTaTe KIMHUYECKUX  HCCIEJOBaHMUA,
CBUJIETEJLCTBYIOT B [M0JIb3Yy COXPAHEHMS JUIS MAUMEHTOB C HE3HAYMTEIbHBIM HapyLIEHHEM
(byHKUMM NOYeK pexxkuma 103upoBaHus TeHodoBupa ausonpokcuna gymapara 300 mr oauH pa3s
B CYTKH.

Hapywenue ¢pynkyuu novex cpedneu cmenenu (KK 30-49 ma/mun)

Pexomenayercs npuem | Tabnerku npenapara Bupdoren xaxavie 48 uyacoB Ha OCHOBaHWH
pe3y/ibTaToB MOAEAMPOBAHUA (papMaKOKMHETHYECKMX JAHHBIX Pa3oBO# [103bl y 100POBOJIBLLEB,
He umeroinx uHdexunun BUY u BI'B, ¢ pa3noii cTeneHbio HapyleHus QyHKUMH MOYEK, B TOM
YMClie € TEPMMHAJILHOM CTajMell MOYe4yHOM HeAOCTaTOYHOCTH, Tpedylollel remMoananusa.
Onnako Takoe 103MpoBaHME He ObLIO MOATBEPIKAEHO B paMKax KIMHMYECKMX MCCIIEI0BaHMM.
[loaTOoMy y TakMX nauMeHTOB HEOOXOAMMO BHUMATEIbHO KOHTPOIMPOBATh KIMHUYECKHH OTBET
Ha Je4eHue u QyHKUHIO noyek (cM. paszaensl «DapmakokuHeTuka» u «Ocobble yKazaHus»).
Hapywenue gpynkyuu novex masxicenou cmenenu (KK < 30 ma/mun) u nayuenmeol, naxoosuyuecs

Ha eemoouanuze

11



JITI-Ne(000581)-(PI'-RU)-160222

[Ipy OTCYTCTBUHM albTEPHATHUBHOIO JIEYEHUS MOXKHO YUTMHATH WHTEPBA/Ibl MEKIY MpHEMaMu
npenapara BupdoTeH, Kak yKazaHO HHIKe.

Tskensie Hapyuwienus QyHKuuM nodek: no | Tabnerke Kamabie 72-96 4acoB (aABaxibl B
HEAe10).

[Mauuentsl Ha remoauanuse: no | TabneTke Kaxable 7 CyTOK [0C/€ 3aBeplLUCHHUs CeaHca
reMoauannza*.

VKa3aHHbI€ BapMaHThl KOPPEKLHM MHTEPBAJIOB NpHeMa npenapara He ObliM MOATBEPXKIECHbI B
KIMHUYECKUX MCClIeloBaHMAX. MoJenMpoBaHUe JlaeT OCHOBAHWE NPEAINON0KHTb, HYTO
JUIMTENbHBIA MHTEPBA MeXIy npuemamu npenapara Bupdoren He sBiseTCs ONTUMATIbHBIM H
MOJKET MPUBECTH K MOBbILIEHNIO TOKCHYHOCTH M, BO3MOJKHO, K HeajlekBaTHOMY otseTy. [1o 3Toit
NpUUNHE HEOOXOANUM TIUATENbHBIH MOHUTOPUHT 3D(PEKTUBHOCTH Tepanuu ¥ (PYHKUHH MMOYEK
(cm. paszaensl «DapmakokuHeTHKa» U «Ocobble yKa3zaHUs»).

*Kak npaBuio, | pa3s B Heleql0, MCXOAS M3 MPEANONOKEHWS O TMpPOBEJEHWM 3 CEaHcoB
reMOAMAIN3a B HEAEII0 MPOAOIKUTENLHOCTBIO NMPUOAM3UTENbHO 4 Kaxabli, uan nocie 12
4acoB CyMMAapHOro nepuoja reMoa1anusa.

PexoMeHaaUMK OTHOCHTEIBHO J03MPOBAHMS /IS NMAUMEHTOB C KJAMpeHcoM KpeaTuHuHa < 10
MJI/MUH ©€e3 remoamnanu3a OTCyTCTBYIOT.

Jemu

He pekomenayeTcs npumeHsTh TeHOGOBUP y JieTeil ¢ HapyleHreM QyHKUMK noyek (cM. paszen
«Ocolble yKazaHus»).

Hapywenue ¢hynkyuu nevenu

JIns nauMeHToB ¢ HapylieHneM (YHKLUHU NeYeHn HeT HeoOXOAUMOCTH B KOPPEKLMH 103bl (CM.
pasaensl «PapmakokuHeTHKa» U «Ocobble yKazaHUA»).

Heobxoaumo TuiatenbHoe HabniOAeHME 3a MalMEHTaMHM € XpoHM4YeckuM renatutom B (¢
conytcTBytowed uHpexkuneit BHUY wunm 6e3) ecaum OHM npekpaTuiM NpUEM Mpenapara
BupdorteH, Tak kak mocie OTMEHbI Mpenapara ecTb puck obocTpeHus renatuta (cM. pasjesn

«Ocobbie ykazaHUs»).

IToGounoe aeiicrBue
Kpartkue gansbie o npoduie 6e30nacHoOCTH

BUY-1 u 2enamum B

Peznko coofuanock 0 cayyasx HapyleHust GyHKUMHM NOYEK, MOYEYHOH HEA0CTAaTOYHOCTH M
NnpoKcUManbHoi TyOynonatuu (B TOM uuciae cuHapoma DaHKOHM), KOTOpble HHOraa

NpUBOAMUIN K TAaTOJOIHN KOCTHOW TKaHH (pem(o - K ﬂepe.HOMaM). Y MNauMuCHTOB,

12
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NnpMHUMABLWIKMX TeHO(OBUp. [ NaUMEHTOB, NMPUHUMAIOLIUX TEHODOBUP, PEKOMEHIyeTCs
Habmoaenune 3a pyHkumeit novek (cMm. pazaen «Ocobble yKazaHus»).

BUY-1

[TobouHble peakuMu MpH  JeYeHUH TEHOGOBMUPOM B COYETAHMM C  APYTHMH
AQHTHPETPOBUPYCHBIMH TpEnapaTaMu MOrYT OXKHAATbCA MOYTH y OJHOW TPETH MALUUEHTOB.
Takue peakuuu, KaK MpaBuIo, NPeACTaBAAIOT cOOOH HapylIEHHUs CO CTOPOHbBI JKejlyaA0UHO-
KMIIEYHOrO TpaKTa OT JIErKOW [0 cpejaHei crteneHu TsokecTw. [IpubGamsurensho 1 %
MalMeHToB, MOJAYyUYaBUMUX JeuyeHUe TeHOGOBUPOM, NPEKPATHIIM JIEYEHUE HU3-3a peaKlHi co
CTOPOHbI KE1YJ04HO-KHILEYHOr0 TpaKTa.

C npuemom TeHO(OBMpa CBs3aHbl TaKMe SBIEHMWS, KaK JaKTaTauua03, renaroMmeraius c
XKupoBoi auctpodueit u nunoauctpodus (cm. pazaen «Ocobbie ykazaHum»).

He pekomeHayeTcsi OHOBpeMEHHOE NMpUMeHeHHe TeHOGOBHpa M AMAAHO3MHA, MOCKOJbKY
3TO MOXET TPUBECTH K TMOBbLILEHUIO pHUcKa noOo4YHbIX peakuud (cMm. pasjaen
«B3aumopeiicTBMe ¢ ApYyrMMd JleKapCTBEHHbIMH cpeiacTBamu»). Peako coobuwanoch o
cllyyasX TMaHKpeaTHTa M J1IaKTOAlWA03a, MHOrAa C JeTalbHbIM MCXOAOM (CM. pasael
«Ocobble ykazaHus»).

I'enamum B

[ToGouHble peakuuu npu npueme TeHO(GOBMpPAa MOTYT OKMAATHCH MOYTH Y OAHOH YETBEPTH
MaluMeHTOB, B OCHOBHOM He3HauuTelbHble. B KIMHUYECKMX HMCCIEJ0BaHUAX C ydyacTHEM
naunmeHToB, MHGuuKMpoBanHbix BI'B, HanbGonee yactoit nobouHoit peakuuneit Ha TeHODOBUP
Obina TowHoTa (5,4 %).

Coobwanock 0 cayvasx o6ocTpenus renaruta B y nauueHToB Ha oHe Tepanuu, TaKKe Kak
M y MaLMEHTOB, MPEKPAaTUBLUMX jeyeHue renatura B (em. pémen «Ocobble yKazaHusi»).
OueHka noGOYHBIX peakUui Ha TeHO(GOBUP OCHOBBLIBAETCH HAa AaHHBLIX MO 6€30MacHOCTH,
MOJYYEHHbIX B XO/1€ KJIMHUYECKHUX MCCIIEIOBAHMI M MOCTPErucTpalMoOHHOro aHanusa. Bee
noboyHble peakUnu yKasaHbl B Tabnuue .

Knunuvecxue uceneoosanun BHY-1

Ouenka noGoYHbIX peakuuii M0 JaHHbIM KIUHUUYECKUX uccaeaoBanunit BUY-1 ocHoBbiBaeTcs
Ha pe3yabTaTax ABYX MCCIEL0BaHMil, B paMKax KOoTopbiX 653 nauueHTta, paHee rnojsyyaslume
neyeHue, npuHuManu teHodosup (n = 443) uau naauedo (n = 210) B coueTaHum ¢ APyrumMu
AHTUPETPOBUPYCHBIMM TpenapaTamMu B TeyeHue 24 Hejlelb, a TAKXKe Ha JAaHHBIX JABOWHOrO
CJIENOr0 CPaBHUTEIILHOIO KOHTPOJMPYEMOTO MCCIEA0BaHUsA, B pamkax kortoporo 600
MalMEeHTOB, paHee He MnojydyaBliue JedeHue, npuHumaan 300 wmr TteHodoBupa
ansonpokcuna pymapara (n = 299) uau crapyand (n = 301) B coueTaHuu ¢ 1aMUBYANHOM U

s¢aBupeH3oM Ha npoTskeHun 144 Henens.
13
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Knunuveckue ucciedosanus cenamuma B

Ouenka noOOYHBIX peakuuit Mo JaHHbIM KIMHUYECKUX MCClIeloBaHMit renaTtuTa B, rnaBHbiM
o6pa3oM, OCHOBBIBAEeTCS Ha pe3yjbTaTax ABYX [BOHHBIX CJEMNbIX CPaBHUTEIbHBIX
KOHTPOJIMPYEMbIX HCC/Ie[0BaHMi, B paMkax KOTOpbIX 641 mnauMeHT ¢ XPOHHYECKUM
renatuToM B M ¢ komneHcupoBaHHOi ¢(yHkuuerd neuenu noayvan 300 Mr teHodoBupa
auzonpokcuna ¢dymapara exeaHeBHo (n = 426) wau aaedosupa aunuBokcua 10 wmr
exenHeBHo (n = 215) B Teyenue 48 nenenn. [Tobounble peakuuu, KOTOpble HabNtOANUCH B
teuenune 288-HenenbHoro OGecnpepbiBHOTO  JieYeHUS, COOTBETCTBOBAJIM  M3BECTHOMY
npo¢puato 6e3onacHocTn TeHohOBHUPA.

ITayuenmor ¢ Oekomnencuposantvim 3a601e6aHuemM neveHu

[Tpodunb 6e3onacHocTu TeHoGOBUpa Y NALUMEHTOB C AEKOMIEHCUPOBaHHbIM 3ab0/1eBaHHEM
MEe4YeHW OLEHMBAJICA B JBOWHOM CJE€NOM AKTHMBHOM KOHTPOJIMUPYEMOM HCC/IEAOBAaHMH, B
KOTOPOM B3pOC/ble NauueHTbl B TeyeHue 48 Heaenb nonyvanu teHodoBup (n= 45) unu
smTpuunTadbun + reHodosup (n = 45), uau suTekaBup (n = 22).

B rpynne teHodoBupa 7 % nauMeHTOB NpPEKpaTHIM JIEYEHHWE B CBA3M C NOOOYHBIMH
peakuusMu; 9 % nauMeHTOB Ha nNpoTskeHWHn 48 Hemenb HMMeNM MNOATBEPHKACHHbIM
MOBBILIEHHbIH  CBIBOPOTOYHBIM  kpearuHuH > 0,5 Mr/an  uaM  NOATBEPKACHHYIO
KOHUEHTPALHIO CbIBOPOTOYHOro ¢ocdara < 2 Mr/an; CTaTUCTUYECKH 3HAYMMbBIX OTIWYMM
MEXAy rpynnoil KOMOMHMPOBAHHOrO JleUYEeHUS HAa OCHOBe TeHO(OBUpa M rpynmnoi
sHTeKaBupa He Obi10. Yepes 168 nenenn y 16 % (7/45) nauneHtoB u3 rpynnsl TeHodoBHUpa,
4 % (2/45) w3 rpynnsl sMTpuuuTabun + teHodoBup u 14 % (3/22) u3 rpynnsl IHTEKaBUpa
HaOaronanock HapylieHue nepeHocumoctH. Y 13 % (6/45) naumeHToB W3 rpyMiibl
tenodosupa 13 % (6/45) n3 rpynnei sMTpuuuTabun + TeHodoBup u 9 % (2/22) u3 rpynnsl
3HTEKaBUpa Hab/101aCcs MOATBEPIKACHHbIN MOBbILIEHHbIH CbIBOPOTOUHBIH KpeaTuHuH > 0,5
MI/1 UJIM NOATBEPXKAEHHAs KOHUEHTpaUUs CbiBOpoTOYHOro Gocdara < 2 mr/a.

Ha 168-ii Henene B naHHOI nonyasuuu MauMeHTOB C JEKOMIEHCHMPOBAHHOW MeYeHOUHOM
HEAOCTATOYHOCTBIO YPOBEHb CMEPTHOCTH cocTaBun 13 % (6/45) B rpynne tenodosupa, 11
% (5/45) B rpynne amTpuuntabuu + tenodosup u 14 % (3/22) B rpynne surekasupa. Jlons
MEeYeHOYHOK/IETOYHOro paka cocrasuna 18 % (8/45) B rpynne texodosupa, 7 % (3/45) B
rpynne smMTpuunTabun + teHodosup u 9 % (9/22) B rpynne sHTeKaBupa.

[Taunentsl ¢ ucxoano GonbluuM KonuyecTBOM OamioB mno knaccuduxaunu Yaiiaa-Ilsio
uMenn OObIIMIA PUCK Pa3sBUTHUS Cepbe3HbIX MOOOYHBIX peakuuit (cm. pasgen «Ocobbie
yKazaHua»).

ITayuenmur ¢ naruyuem pesucmenmuocmu BI'B k ramueyouny
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B panaoMu3upoBaHHOM 1BOMHOM CIENOM MCCE0BaHUM, B X0j1e KoToporo 280 jaMUBY/IMH-
PE3UCTEHTHBIX MAalLMEHTOB B TeueHue 96 Heaenb noayuvanu teHodorup (n = 141) wuau
sMTpuLnTabun/TeHodoBup (n = 139), HOBbIX MOOOYHBIX peakL it BbIABIEHO He Oblj0.
[ToGouHble peakuMn ¢ MNOTEHUMANbHOH (MM, KaK MHHHMYM, BO3MOXKHONM) CBA3bIO C
JIeYEHUEM TPHUBOAATCS HMXKE MO KjaccaM CHCTEM OpraHoB WM vactore. B pamkax kaxaoi
rpynnsl M0 4acToTe NOGOYHbIE peaKUWu NPUBEAEHBI B MOPSAKE YMEHbILEHHUS CEPbE3HOCTH.
[To6ouHble peakuMKU MO 4acTOTe ONpeaestoTcs Kak: ovyeHb 4acto (>1/10), yacto (>1/100 u
<1/10), newacrto (=1/1000 u <1/100), peaxo (>1/10000 u <1/1000), ouens peako (< 1/10000) u
4acTOTa HEU3BECTHA (HEBO3MOXKHO OLIEHUTh YaCTOTY MCXO/S U3 JAOCTYMHbIX AaHHbIX)

Tabauua 1.
KpaTrkune nanubie 0 moGouHBIX peakuUusiX, CBS3aHHBIX ¢ npuemMom TeHodoBHpa, HA

OCHOBAHUHM KJIHHHYECKHX MCCIe0BAHUIH H NOCTPErucTpalluoOHHOr0 aHaJ/Jiu3a

Kaacest cucrem opranos m yactora  [loGounbie peakumn

Hapywenus co cmoponsl obmena sewjecme u numarnust

OueHb 4acTo I'unodocparemus'
HeuacTto "unokanuemus'
Peako Jlakrarauumos’

Hapywenusn co cmoponvt Hepenoil cucmemol

Ouenb yacTo ["on0BOKpYKEHHE

Yacto ["oniosHas 601b

Hapywienus co cmoponsi Jceny0ouHO-KUUe H020 mpakma

OueHb 4acTo Jluapes, pBoTa, TOLIHOTA
Yacto Bob B KMBOTE, B3JlyTHE, METEOPU3M
Heuacto IMankpearut’

Hapywenus co cmoponst neveHu u Jceniesvl8o0auux nymei

YacTo [ToBbIlIEHME AKTUBHOCTH «IEYEHOYHbBIX» TpaHCaMHWHas

3

Peaxo DKupoBas aucTpodus neyeHu °, renarur

Hapywenust co cmoponbl KoJiCU U NOOKOJICHIX MKAHEl

OyeHb 4acTo KoskHas chirnb

Peaxo AHIMOHEBPOTHUYECKHUIT OTeK

Hapymenuﬂ CO CMOPOHbBL CKeNeMHO-MbIULEYHOU U COCOUHUMENbHOU MKAHU

15




JITT-Ne(000581)-(PI'-RU)-160222

Heyacro Pa6aomuonus', Mpiteunas ciabocts’

Penko Octeomansuus (nposisastowascs 6015MU B KOCTAX U
nepesoMaMu KOoCcTed B OTAEJbHBIX cyvasnx) ',
MuonaTus'

Hapywenus co cmoponbst nouek u Moueableo0suyux nymei

Heuacto [ToBbllLIEHHE KpeaTHHMHA

Peako OcTpas rnouyeyHas HeJ0CTaTOYHOCTb, MOYEUHas
HE0CTaTOYHOCTb, OCTPbIH TYOY IS pPHbIA HEKPO3,
NpoKcHMalbHas noyeyHas TyGynonarus (B ToM yucie
cuHapom DaHKoHM), HeGpUT (B TOM HHCIIE OCTPbIH
UHTEpCTHLHANbHUIT HedpHT)?, HedporeHHblil
HecaxapHblii quabet

Obwue paccmpoiicmea u HapywieHUs 6 Mecme 66€0eHUs.

OueHb 4acTo AcCTeHus

YacTto Yeranocts

'Tlo6ouHas peakLus MOKET BO3HUKHYTh KaK CJIeACTBHE NMPOKCHMANbHOI TyOynonatuu, He cunraercs, uto

OHa NPHYHUHHO CBA3aHA C TCHOQ)OBHPOM NMpH OTCYTCTBUH 3TOr0 3aboneBaHus.

*[To6ouHas peakuus 6bina YCTAHOBJIEHA BO BpeMS TOCTPErUCTPAUMOHHOIO HCCEA0BaHUA, HO He
Habnopanacs BO BpeMA PaHAOMHU3HPOBAHHBIX KOHTPOJIMPYEMbIX KIHHHYECKUX MCCNEI0BAHHIT WU
nporpaMmsbl  pacliMpeHHOro Jaocrtyna K TCHO¢OBpr. KaTCI‘OpHﬂ yacToTel Obina yCTAHOBJIEHA [0
CTaTUCTHYECKHM pacyeTaM Ha OCHOBE 001l1ero KoIMYECTBA NALLMEHTOB, MPUHHUMABLUIMUX TEHOCbOBHp B paMKax

PaH0MH3MPOBAHHBIX KOHTPOJIMPYEMbIX HCC/IEIOBAHMIT M TPOrpaMMbl pacliMpeHHoro goctyna (n = 7319).

318 nony4eHus AONMOMHUTENbHON MHPOPMAUNH, OGPATUTECH K NPEACTABICHHOMY HUXE pa3jeny.

Onucanue omoenvuvix nodoounsix peakyuu BHY-1 u 2enamum B

Hapywenue ynxyuu novex

[Tockonbky TEHO(GOBHUP MOMKET NMPUBECTH K HapylleHWIo paboTbl MOYeK, peKOMEeHIyeTcs
KoquonupoaaTb' ux ¢yukuuto (em. pazagen «Ocobbie yKa3anm»j. [IpokcumanbHas
TyOynonatus, Kak nNpaBMIO, McHe3ana MM OTMEYanoCh YJydlleHHWE TM0C/He OTMEHbI
TeHopoBupa. Tem He MeHee, y HEKOTOPBIX MALMEHTOB, OTMEHA TEHO()OBUPA HE TMOJIHOCTHIO
NpUBOJMIA K BOCCTAHOBIEHUIO CHHMKEHHOro ypoBHs KK. [MTauveHTbl ¢ pUCKOM pa3zBUTHS
MOYEYHOM HEAOCTATOYHOCTH (HANpUMep, NALUMEHTbl € MCXOAHBIM PHCKOM MOYEeYHOM
HeloCTaTo4YHOCTH,  conyTerBytowas BHWY  uHbekuns, conyrcTBytouass  tepanus

HEeQPOTOKCHMUHBIMM NpenapaTaMu) HaXOAATCS B TPYMNMe MOBbILEHHOrO PUCKA HEMNOIHOIO
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BOCCTAHOBJIEHUS (PYHKUMM NMOYEK, HECMOTPS HAa OTMeHY TeHodoBupa (cM. pazaen «Ocobbie
yKazaHusa»).

BHY-1

Bzaumooeiicmesue ¢ Oudano3uHom

OnHoBpeMeHHOe NMpuMeHeHue TeHOGOBUpa U AMJaHO3MHA HE PEKOMEHIYeTCsl, TaK Kak 3TO
MPUBOAUT K TMOBBILIEHHUID CUCTEMHOrO BO3AeHCTBHMA AuaaHo3uHa Ha 40-60 %, uTo MOXKET
YBEJIMYHUTb PUCK BO3HMKHOBEHMS MNOOOYHBIX peaklMil, CBA3AHHBIX C AMAAHO3ZUHOM (CM.
paszen «B3aumojeiicTBME C ApYrMMH JieKapCTBEHHBIMM cpeacTBaMu»). Peako coobianocs
0 cly4asix NnaHKpeaTuTa M JaKTaTalua03a, MHOT/1a C IETallbHbIM UCXO0M.

JTunuowl, aunoducmpoghus u memaboruveckue HapyuteHus

KomOuHupoBaHHAas aHTUPETPOBUpPYCHAs Tepanus Oblja cBsizaHa ¢ MeTaboIMuecKUMH
HapylEHUIMH, TAKUMH KaK FMNEPTPUTITULEPHUACMHUSA, THITEPXOJIECTEPUHEMUS, UHCYTMHOBAS
PE3UCTEHTHOCTb, TMNEPIIIMKEMHUS U TUIEPIAKTATEM UK.

KombunupoBaHHas aHTHpeTpoBHpycHas Tepanus Oblla cBsi3aHa C nepepacrpejaeneHuem
KUpoBo#t Tkauu B oprauuzme BHY-unduumpoBaHHbIX mnauueHToB (MnoaucTpodus),
BKJIHOYAs MOTEPHO MOAKOKHOMH KMUPOBOM KJETYATKM HA KOHEYHOCTAX M JIMLE, YBEIHYEHUE
o0bema BHYTPHOPIOWIMHHOIO M BUCLEPANbHOIO KHpa, rUnepTpodHio MOJOUHBIX Kejaed U
HaKOMJEHHUE )KUpa B AopcoLiepBUKanibHON obnacTu («ropb GyitBosar).

B pamkax 144-HeaenbHOTO KOHTPOJAMPYEMOro KJIMHHYECKOrO HCClIE]0BaHUS Cpeau
MalLMEeHTOB, paHee He JIEYMBIUIMXCH AHTUPETPOBUPYCHBIMM  CPEACTBAMH, KOTOpOE
MPOBOAMIOCH /U CPaBHEHHUS TEHO(OBHMpA CO CTABYJAMHOM B COYETAHWUHW C JIAMUBYAMHOM H
3(aBupeH3oM, ObUIO 3aME4YeHO, YTO PUCK JUMOAMUCTPOGUHU B cilyuyae npuema TeHodoBupa
Obll 3HAaYMTENbHO MEHbLUE, YeMm Mpu npueMe craByaumHa. ['pynna npuema TeHodosupa
TaKXK€ MMeJla 3HAaYMTEIbHO MEHbLIMI CPelHUI nokasaTelb YBEIUUYEHUS TPUIIIHUEPUIOB U
o611ero ypoBHs X0J1€CTeprHa HATOLLAK, YeM rpyrna cpaBHeH us.

Cunopom soccmanoBreHUs UMMYHUMema

YV BUY-unduumpoBanHbX NauMeHToB ¢ TsKEN0H GopmMoil MMMYyHOLEDUIIUTA HA MOMEHT
Hayaja  KOMOMHMPOBAaHHOW  AHTUPETPOBUPYCHOM  Tepanmuu  MOXKET  BO3ZHUKHYTb
BOCHAJIUTE/IbHASA PEaKlUMUs HA aCHMNTOMATHYECKME WJIM OCTATOYHbIE OMNMOPTYHUCTUUYECKHE
uHpekuuu. Takxke coobuanock 06 ayTOMMMYHHBIX HapylleHMsX (Takux Kak 00Je3Hb
['peiiBca) oaHAako JaHHBIE O BpeMeHM Hayaja TAKWUX SBICHUI CHABHO PasHATCA, W 3TH
Cjly4au MOIJIM MMETh MECTO CIYCTS HECKOJbKO MECALEB M0C/1e Hayalla JeyeHus.
Ocmeonexkpos

Coobumanoce 0 ciyyasx OCTEOHEKPO3a, B HACTHOCTH Y MAUMEHTOB C OOLIEH3BECTHBIMU

dakropamu pucka, nosaveit cragueit BUYU-uHdexkuMM MAM  AIMTENbHBIM  TIPUEMOM
17
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KOMOMHUPOBAHHON aHTUPETPOBUPYCHOM Tepanuu. YacToTa BO3ZHMKHOBEHMS YKa3aHHOrO
ABJeHUs Heu3BecTHa (cM. pazaen «Ocobble yKazaHus» ).

Jlakmamayuoo3s u 2enamome2anus MANCeI0U CMeneHu ¢ HCUPo8ol Oucmpoguei

[Tpu npMMeHEeHUH aHAIOrOB HYK/I€03M/0B co001Ianoch O JaKkTaTauuao3e, KOTopbli 0ObIYHO
COMpOBOXKJAETCS JKUPOBOM aucTpoduer mneyeHu. JleueHwe aHanoramu HyKJI€03M10B
HEOOXOAMMO MpPEeKpaTUTb MPU  HAJIMYUM  CUMITOMATHYECKOW  rUMeplakTeMUU U
mMeTab0/JMYeCcKOro JaKTarauuao3a, Mporpeccupyrolleil renatomeraaiuu uiaum  ObicTporo
MOBbILIEHUs YPOBHS aMuHOTpaHcdepasbl (M. pazaen «Ocobblie yKazaHUs»).

I'enamum B

Obocmperue eenamuma 80 8pems nev4eHus

B pamkax uccrneaoBaHuit cpeiid NaLMEHTOB, KOTOPbIE paHee HEe MPUHUMAIHU HYKJICO3UAHbIE
aHanoru, nosbiieHue ypoBHs AJIT BO BpeMs neueHHs C MPEBbILIEHUEM BEPXHEr0 rnpeaena
HopMmbl Gonee yem B 10 pa3, u npesbilleHUEM HayaabHOro ypoBHs Gosnee uyem B 2 pas3a,
Habnoaanoch y 2,6 % nauveHTOB, noJiyyaBliux jevenue teHoposupom. [loavem AJIT,
MEJMaHHOE BpeMs 10 MOABJIEHHUS KOTOPOro cocTaBiano 8 Heaenb, B AajbHEHIIEM Mcue3al
Ha (oHe npoaoskarolierocs sedeHus. B GonbluuHcTBe ciyyaeB Takue nosbiweHus AJIT
ObUin  CBSi3aHbl C yMEHbIIEHHMEM BUPYCHOH Harpy3ku >2 logio Komnuit/mia, Kotopoe
MpejIecTBOBANO WK coBnajano ¢ nosbiweHuem AJIT. Bo Bpems neyeHus pekomeHayetcs
NepHoOaMUECKH KOHTPOIMPOBATh YHKLUMIO MEUEHH.

Obocmpenue 2enamuma nocie OmmeHsl 1e4YeH s

VY nauueHToB, MHGUUMpoBaHHbIX BI'B, nocne npekpaileHus npuema npenapaTos, aKTHBHbIX
B oTHoweHuu BI'B, Bo3HMKanu KiuHuuyeckue M sabopaTopHble NpusHakun oOocCTpeHus
renaTura.

Xponuveckuu cenamum B

Ouenka nobOOUYHBIX peakluii OCHOBbLIBAETCS HAa OJHOM PaHAOMH3UPOBAHHOM KIMHHYECKOM
uceaenoBanuu ¢ yuacruem 106 aereit (Bozpact ot 12 10 18 1€T) ¢ XpOHUYECKUM renaTuToM
B, xoropsim nposoaunu tepanuto-300 mr renodosupa auszonpokcuna ¢gymapara (n = 52)
unu nnauebo (n = 54) B Teuenue 72 Heaenb. [ToGouHble peakuMu, KOTOpbie HabaKOAAMUCH Y
JeTei, nojyyaBlluX TEHOPOBUP, COOTBETCTBOBAIM TEM, UTO HabNIOAANUCh B KIMHUYECKUX
Mcce10BaHUAX TeHO(GOBUpPa Y B3POCIbIX.

Ymenbwenne MIIK nHabmopanoce y aereil, uHGUUMpPOBaHHBIX BUpycoMm rematuta B. Z-
kputepuit MIIK, nabntonaemblit y nauMeHTOB, KOTOpbIE MOayyanu TeHOhOBUp, OblT HUXKeE,
4eM TaKOBOH Yy MauMEeHTOB, KOTOpbIE rnojyvanu niaauedo.

Jpyzue ocobsie epynnovl nayuenmos

Hauueumbz noJKcui1oco 6o3pacma
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WcecnenoBanue TeHooBMpa Cpein MaLMEHTOB B BO3pacTe crapiue 65 jeT He NpoBOAHIOCE.
[TaumenTbl NOXUAOro Bo3pacta B Oosiblieil cTeneHW CKIOHHbI WMEThb MOHWKEHHYIO
noveunyto (GyHKLUMIO, MOITOMY BO Bpems JieueHWs TEHODOBMUPOM MALMEHTOB JaHHOH
BO3pACTHO# KaTeropuu Heo6XxoanMo cob1101ath 0C00YI0 OCTOPOKHOCTD.

ITayuenmvl ¢ Hapyutenuem GyHKyuu noyex

[TockonibKy mpueM TeHO(GOBMpPAa MOXKET MPHUBECTH K MOPAXKEHHUIO MOYEK, PEKOMEHAyeTcs
BHUMATEIbHO KOHTPOJMUPOBATL (YHKUMIO MOYEK y B3pPOC/bIX MALMEHTOB C HapylICEHUEM
GyHKUMM MOueK, MpUHMMAIOWMX fpenapat. [IpoTHBOMOKA3aHO NMPUMEHSTH TEHOPOBHp Y
aereit ot 12 10 18 net ¢ Hapywenuem GyHkunu noyek (cMm. pasaenst «Crnocod npuMeHeHMs

1 103b1» U «Ocobble yKa3zaHus»).

ITepeno3upoBka

Cumnmompl: B Cly4ae Mepeflo3MpOBKM MALMEHT J0JKEH HAXOAMTbCS MoA HabioaeHHeM
OTHOCHTEIBHO  MPU3HAKOB  TOKCMYHOCTH,  MpU  HEOOXOAMMOCTH  Ha3HauaeTcs
cUMNOTOMAaTHYeCKas M NojjiepKuBaloLlas Tepanus.

Jleuenue: TeHOGOBUP MOXKET BbIBOAMTHCS C MOMOLIBIO FEMOAMANN3a, MEJAMAHHOE 3Ha4YCHUE
knupeHca teHodoBupa coctaBaser 134 ma/muH. HeusBecTHO, BO3MOXKHO /I BbIBECTH

TCHOd)OBHp C MOMOUIBIO MEPUTOHEATBHOTO AHalIn3a.

B3zaumosneiicTBHe ¢ APYrUMHU JIeKAPCTBEHHBIMHU NpenapaTaMmu

MccnenoBanus B3aMMOACHCTBUS MPOBOAUINCH TONBKO y B3POCIIbIX.

Ha ocHOBaHMM pe3y/ibTaTOB IKCIEPUMEHTOB in Vilro W W3BECTHOrO MYTH BbIBEACHUS
TeHOGOBHUPa BO3MOXKHOCTbH B3aumojeicTBuii, onocpenoanHbix CYP450, npu yuactuu
TeHO(GOBHUPA U APYTUX JEKAPCTBEHHbBIX CPEACTB HU3Kas.

OAHOBpEeMEHHOE NPUMEHEHUE HE PEKOMEH/10BAHO

Bupdorten He ciieayeT NpUMEHATb ¢ APYTMMHU JIEKaPCTBEHHBIMHU CPEACTBAMM, COAEPIKALIMMHU
tTeHodoBHpa An30NpoKcHIa pymapar win TeHopoBupa anadeHaMm.

Jluoanozun

OnHOBpeMeHHOE MNpuMeHeHHe TeHodoBMpa Au3onpokcuna dymapara M AMAAHO3ZUHA HE
pekomenayetcs (cm. paszaen «Ocobble ykazaHus» u Tabnuuy 2).

Jlexapcmeernnvie cpedcmed, KOMopbvie 6b1B00AMCI NOYKAMU

[TockonbKy TEHOGOBHMP BBIBOAMTCH MPEUMYLIECTBEHHO MOYKAMM, OJHOBPEMEHHOE
npumeHeHue TeHOohOBUpa AM30MpoKcHIa ¢ymapara € JIeKapCTBEHHBIMH TMpenapaTam,
CHWKAIOLMMHU TOYEUHYI0 (DYHKUHMIO WAM KOHKYPUPYIOLWIMMH 32 aKTHUBHYK KaHAIbLEBYIO

cekpeuuto nyrem TtpaHcnoptHbeix GenkoB hOAT 1, hOAT 3 uau MRP 4 (nanpumep, ¢
19
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UUA0(pOBUPOM), MOXKET MOBbILLIATL KOHUEHTPALXIO TEHODOBHPA B ChIBOPOTKE KPOBH M (unn)
JIeKapCTBEHHBIX MpPenapaTos, NPUHAMAEMbIX OJTHOBPEMEHHO.
Heobxoaumo  u3berath  npumeHenus  TeHodoBMpa  auzonpokcuna  dymapara ¢
OJHOBPEMEHHBIM MM HEJAABHMM TPUMEHEHUEM HEPPOTOKCHYECKUX JIEKAPCTBEHHDIX
CpeacTB (HampuMep, aMMHOrIMKO3MA0B, amporepuunna B, ¢ockapHera, raHUMKIOBMPA,
NeHTAMUAMHA, BAHKOMHLMHA, uuaodoBupa M uHTepreiikuna-2) (cM. paszgen «Ocobbie
yKa3aHUA»).
VuuTbiBas, YTO TAKPOJIMMYC MOXET BIMATb Ha QYHKUMIO [04YEK, PEKOMEHAYEeTCs
TwATeNbHOE HAOIIOAEHWE [NpPH  €ro  OAHOBPEMEHHOM MPUMEHEHWH ¢ TeHOopoBHpa
AM30MpoKcuna ¢ymaparom.
Hpyeue e3aumooeicmeus
B3aumoneiicTBus  mexay — TeHopoBMpa  aAu3onpokcuna  dymapatom M ApYruMH
NeKapCTBEHHBIMU CPEACTBAMMU NpeAcTaBieHbl Huke B Tabnuue 2 (yBenuueHne 0603HaueHO
«1», YMEHBIIEHHE — «|», OTCYTCTBHE M3MEHEHHI — ««>», JiBa pa3a B CyTKH — «b.i.d» u
O/JIMH pa3 B CyTKH — «q.d.»).

Tabaunua 2.
BiaumoneiictBus  mexay TeHogoBupa aAu3onpokcuaa dymapatom M APYTrHMH

JEeKAPCTBEHHBIMH MpenapaTamm

JlekapceTBeHHbI Bausinue na PekoMeHaaumsi OTHOCHTEIbHO
npenapar 1no YPOBeHb O/IHOBPEMEHHOI 0
TepaneBTHYECKUM npenaparTos B npuMeHeHuns ¢ TeHoosupa
HaNnpaBJeHHIM niasme, auzonpokceunaa pymaparom 300 mr
(103a B M) cpeaHee M3MEHEHHe
AUC, Cmnx, CminB
NnpoueHTax

NMPOTUBOUH®EKIIMOHHBIE
AHTHPETPOBHPYCHbBIE
Hueubumopsl npomeassi

ATtazanasup/PutoHaBup ATazaHaBup: Koppekuuu 103l He Tpedyercs.
(300 q.d./100 q.d.) AUC: | 25 % VYBeauyeHHas IKCrno3numns
Cmax: | 28 % TeHO(OBUpPA MOXKET YCUIMBATD
Cmin: | 26 % cBsi3aHHbIe ¢ TEHO(GOBUPOM
HeXenaTejlbHble sIBIEHUS,
Tenodosup: BKJIKOYAsi MaTOJOTHIO MOYeK.
AUC: 137 % Heobxoaumo TwarenbHo
Cmax: 134 % KOHTPOAMPOBATh QYHKLMIO MOYEK
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Cnin: 129 % (cMm. pazznen «Ocobble yKazaHus).
JlonunaBup/Putonasup Jlonunasup/Putona | Koppekuuu 103sl He TpebyeTcs.
(400 b.i.d./ 100 b.i.d.) BUD: VBesuueHHas 3KCno3uLus
Her TeHO(OBHUPA MOXKET YCHIUBATH
CYLLECTBEHHOTO CBSI3aHHbIE C TEHOYOBUPOM
BO3/eiCTBUSA Ha | HeXenaTe/bHble ABICHUS,
napamerpbl OK BKJIHOYAs MaTo/0OrHIO MoYeK.
nonuHaBupa/puton | Heobxoammo tuiarenbHo
aBMpa. KOHTPOJIUPOBATh QyHKLHMIO MOYEK
(cm. pazaen «OcoObie yKkazaHUsa»).
TenodoBup:
AUC: 132 %
Crmax: «
Cmin: T 51 %
JlapyHnaBup/ PutonaBup HapyHnaBup: Koppekuuu 10361 He Tpebyercs.
(300 /100 b.i.d.) Her YBesimyeHHas IKCo3uLius
CYLIECTBEHHOr 0 TeHO(OBUPA MOXKET YCHINBATH
BO3/1€HCTBHUSA Ha CBS3aHHbIE C TEHOGOBUPOM
napamerpbl @K HeKe/laTeNbHbIC SBACHHUS, BKIOYas
JapyHaBUpa/puTOHA | MAaTONOrHIO MOYEK.
BHpa. Heobxoaumo TwarenbHo
KOHTPOJUPOBATh QyHKLHIO
Tenodosup: noyek (cM. pazaen «Ocobble
AUC: 122 % yKazaHus»).
Cmin: 137 %
Hykneozuonsie unzubumoput 006pamnoit mpanckpunmasol
Junano3uu OnHoBpemeHHOE OnHOBpeMEHHOE MPUMEHEHHE
MpUMEHEHHE TeHO(OBUpPA U JMAHO3MHA HE
TeHodoBUpa U pekoMeHayeTcs (cM. pasjen
JIM/1aHO3MHa «Ocobble yKazaHus»).

npuoaut Kk 40-60
% MOBBILIEHUIO
CUCTEMHOM
IKCIO3U LMK
JIM1aHO3MHA, YTO
MOXKET
YBEJIHYUBATbH PUCK
CBSA3aHHBIX C
JILIAHO3HHOM
He)KeaTesbHbIX
SABIICHUH.
Coobuanoch 0
He4yacThblX, HHOT/1a
NeTanbHbIX,
cayuasx
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naHKpeaTruTa u
JaKToauMa03a.
OnHoBpeMeHHOE
BBEJICHUE
TeHopOBHpPa U
JIHJIaHO3MWHA B J103€
400 mr B CyTKH
ObIJIO CBA3AHO CO
3HAYUTEbHBIM
yMEHbLIEHHEM
KOJIMYECTBA KIETOK
CD4, BO3MOMXKHO, B
CBAA3M C
MEXKKIIETOUHbBIM
B3aUMO/IEHCTBUEM,
YTO MOBBILIAET
dochopunupoBanH
blit (TO ecThb
aKTUBHBIN)
JIMIaHO3MH,
YMeHblUIeHUE
JI0O3UPOBKH
auaadosuHa a0 250
MT, KOTOpas
BBOJMTCS BMECTE C
TeHo(oBUpOM,
ObI1O CBSA3AHO C
CO00UIEHUAMHU O
BbICOKOM YacToTe
BUPYCOJIOIMYECKOTr0
Hey/1a4yHoro
JIeYEHHUS NpH
HECKOJIbKHUX
MCCle10BaHHbIX
KOMOMHaUMUAX 118
neyenuss BUY-1

MH(pEKLUH.
Anedosup AUC: & TenodoBup npoTHBONOKa3aHO
Crmax: < MPUMEHATb OJIHOBPEMEHHO C
anedoBupom (cm. pasaen «Ocobbie
yKazaHusa»).
DHTEKaBUP AUC: & He Ob110 KIMHUYECKH 3HAYUMbIX
Ciax: < (bapMaKOKHHETHYECKUX

B3aUMOAEHCTBUH NpH
OJIHOBPEMEHHOM MPUMEHEHHUH
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|

l TeHO(bOBMpa C DH3CKaBHUpOM.

[IpoTuBOBHpYCHbIe npenapathbl s jJeyenus XI'C

Jleaunaceup/Cocdocbysup Jleaunacsup: [ToBbllIeHME KOHLEHTpALIMH
(90 Mr/400 mr q.d.) + AUC: 196 % TeHohoBUpa B 11a3me npu
Ata3zanaBup/PutoHaBup Cmax: 1 68 % COBMECTHOM TMPUMEHEHUH
(300 mr q.d./100 mr q.d.) + Cmin: T 118% TeHodoBHpa Au3ONpOKcHa (ymapara,
TenodoBupa AM30MpoKcHIa npenapaToB jeaunacsup/copocdysup
bymapat/ImTpunuTabuH Codocbysup: ¥ aTa3zaHaBUP/PUTOHABUP MOXKET
(300 mMr/200 mr q.d.)' AUC: & YCUIIUTD HE)XKeNaTeIbHble peakLuu Ha
Cimax: < TeHodoBUpa AM30MpoKeHIa pymapar, B
TOM YHCJIE HapYIUEHUS CO CTOPOHDI
GS-331007%: MOYeK U MOYEBbLIBOASLUMX MyTEH.
AUC: & be3onachocTh TeHodoBHpa
Crmax: < au3onpokcuia hymapara npu
Chin: 142 % COBMECTHOM MPUMEHEHHH C
npenapaTom seaunacsup/codocdysup
ATtazaHaBup: 1 (papMaKOKMHETHYECKUM YCHIIMTE/IEM
AUC: & (6yctepom) (Hanpumep, pUTOHaBUPOM
Cmax: < MM KOOMLIMCTATOM) HE YyCTaHOBIIEHA.
Cmin: 163 %
DTO coyeTaHHe CiieayeT UCNOIb30BaTh
Putonasup: C OCTOPOMHOCTBIO MPU HACTOM
AUC: & KOHTpOJIe hYHKUHH MOYEK, ECIH
Cmax: < OTCYTCTBYIOT APYTrHe BapHAHTBI
Chmin: 145 % neyenus (cM. pasaen «Ocobble
yKazaHus).
OMTpUUMTAOUH:
AUC: &
Chax: «
Chin: &
Tenodosup:
AUC: &
Cmax: 147 %
Chmin: 1 47 %
Jlenunacsup/CodocObysup Jleaunacsup: [ToBbllIeHME KOHUEHTpPALMK
(90 mr/400 mr q.d.) + AUC: & TeHo(oBUpa B naa3me npu
Hapynasup/Putonasup (800 | Chax: < COBMECTHOM MPUMEHEHUH
mr q.d./100 mr q.d.) + Crmin: < TeHo(oBHpa Au30onpoKkcuaa hymapara,
Tenodorupa auzonpokcuia npenaparos JeaunacBup
bymapat/ImTpunurabuH CodocOysup: codocOyBup U 1apyHaBUP/pUTOHABUP
(300 mr/200 mr q.d.)’ AUC: | 27% MOXET YCH/IUTb HeXKejaTe/IbHbIe

Crnax: l 37%

peakuuu Ha TeHodoBHpa
JIM30MpoKcHIa pymapar, B TOM Yucie
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GS-3310072: HapylLEHUs CO CTOPOHbI MOYEK U
AUC: & MOYEBBIBOAALIMX NyTei. besonacHocTh
Cmax: & TeHo(hoBMpa Anu30Npokcuna ymapara
Cmin: & TpU COBMECTHOM NPUMEHEHHH C
npenapartom seaunacsup/copocdysup
JHapyHasup: u OycTepoM (Harpumep, pUTOHaBHPOM
AUC: & MK KOOMIIMCTATOM) HE YCTaHOB/IEHA.
Crmax: «
Chmin: < DTO coyeTaHHe CielyeT UCIO/b30BaTh
C OCTOPOXKHOCTBIO TPH HACTOM
PutoHaBup: KOHTpOJ€ (PYHKILMH MOUEK, ECH
AUC: & OTCYTCTBYIOT JIpYTH€ BapUAHTBI
Cmax: < nevenus (cM. pazaen «Ocobbie
Cmin: 1748 % yKazaHua»).
OMTpUUUTAOUH:
AUC: &
Crmax: <
Chin: «
Tenodosup:
AUC: 150 %
Cmax: 1 64 %
Cmin: 159 %
Jleaunaceup/CocdocOysup Jleaunacsup: Koppekuus 103bl He peKOMEHAYETCH.
(90 mr/400 mr q.d.) + AUC: | 34% [ToBbIlLIEHHE IKCTTO3H LIKK
Tenodosupa auzonpokcuna | Cpax: | 34% TeHOhOBUPA MOKET YCHIIUTD
bymapat/IMTpUUHTabuH/Dd | Cmin: | 34% HeXenaTejlbHble peakunu Ha
asupen3 (300 mr/200 mr/600 TeHodoBUpa AU30NpoKcHa Gpymapar, B
mrq.d.) CodocbyBup: TOM YMCJIE€ HAPYLLEHHUS CO CTOPOH bl
AUC: & MOYEK U MOUYEBBIBOASLUMX IMyTEM.
Crax: < Crnenyer Twiare/bHO ClIeAUTb 3a
byHxume novek (cm. pazaen «Ocobble
GS-3310072: yKazaHus»).
AUC: &
Crax: ©
Chmin: <
DdaBupens:
AUC: &
Cmax: ©
Chmin: «
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DOMTpULHUTAOUH:

AUC: &
Cmax: <

Chmin: <

Tenodosup:

AUC: 198 %
Cmax: 179 %
Cmin: T 163 %

Jleaunacsup/CodocOyBup
(90 Mr/400 mr q.d.) +
Punnusupun/ Tenodosupa
JM30MPOKCHA
bymapat/IMTpuuUTabuH (25
mr/300 mr/200 mr q.d.)

Jleaunaceup:
AUC: &
Cmax: <

Chmin: <

CodocbyBup:
AUC: &

Cmax: >

GS-331007%
AUC: &
Chmax: <

Chin: &

OMTpUUHUTAOUH:

AUC: &
Chmax: <

Chin: «

PunnuBupuH:
AUC: &
Cmax: <

Chmin: «

‘| Tenogosup:

AUC: 1 40 %
Cmax: ©

Cmin: 191 %

Koppekuus 103bl He peKOMEHAYETCH.
[ToBbILIEHUE IKCTIO3U LUK
TeHO(POBUPA MOXKET YCHIUTH
HeXenaTe/lbHble PeaKlu Ha
TeHogoBMpa AU30NpOKcHaa Gymapar, B
TOM YMCJI€ HAPYLLIEHHUS CO CTOPOHbI
MOYEK ¥ MOYEBBIBOASLUMX My TEM.
CrienyeT TLIATEIBHO CIEAMUTD 32
¢byHkumeit nouek (cm. pazaen «Ocobble
yKazaHua»).

Jleaunaceup/CococOysup
(90 Mr/400 mr q.d.) +
HonyTterpasup (50 mr q.d.) +
Tenodosupa auzonpokcuia
bymapat/OMTpuumnTabun
(300 Mr/200 mr q.d.)

Codocbysup:
AUC: «
Cmax: <

Cmin: &

GS-331007%

Koppekiius 103bl HE peKOMEHAyeTCs.
[ToBbllLIEHHE IKCTTOZU LMK
TeHO(OBUpPA MOKET YCHIIUTD
Hex)enaTe/bHble peaklnu Ha
TeHogoBMpa AU30NpoKcuna Gymapar, B
TOM YHUCJIe HAPYLLEHUS CO CTOPOH b
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AUC: & MOYEK ¥ MOYEBBIBOASLIMX MyTEH.
Cmax: < Cneayer TwATebHO CIEAUTD 3a
Chmin: dyHkuuei nouek (cm. pasaen «Ocobble
yKazaHua»).
Jleaunacsup:
AUC: &
Cmax: ©
Chin: «
JlonyterpaBup:
AUC: &
Cax: <
Chin: <
DMTpULHUTAOUH:
AUC: &
Crmax:
Chmin: &
Tenodosup:
AUC: 165 %
Cmax: 1 61 %
Chin: 1115 %
Bennaracsup/Codocbysup CodocOysup: [ToBbllIEHUE KOHLEHTPALIMH
(100 mr/400 mr q.d.) + AUC: &« TeHooBHMpa B Mnjaazme npu
AtazanaBup/PutoHaBup (300 | Cpax: < COBMECTHOM NMPUMEHEHUH
mr q.d./100 mr q.d.) + TeHodoBUpa Au3onpokeuia dymapara,
Tenoposupa anzonpokeuna | GS-331007% npenapartoB Besnnaracsup/codocOysup
(bymapat/OMTpULHTAOUH AUC: & M aTa3aHaBUP/PUTOHABUP MOKET
(300 mr/200 mr q.d.) Chmax: < YCHIIUTh HEXKelaTebHbIE peakLMu Ha
Cmin: 142 % TeHogoBUpa Au3onpokeuna Gymapar, B
TOM YHCJIEe HAPYLUIEHUS CO CTOPOHbI
Bennaracsup: MOYeK U MOUYEBBIBOASALLMX TTyTEH.
AUC: 1142 % Be3onacHocTs TeHodoBHpa

Cmax: 155 %
Cmin: 1301 %

ATazaHaBup:
AUC: &
Chax: <

Cmin: 139 %

PutonaBup:

JuM3onpokcuna pymapara npu
COBMECTHOM MPUMEHEHUH C
npenapaTtom Besnaracsup/codocOyBup
u 6ycTepom (Harnpumep, pUTOHaABUPOM
MM KOOMLMCTATOM) HE yCTaHOBJIEHA.

DTO coyeTaHue CiIeAyeT UCMONb30BaATh
C OCTOPOXNHOCTbIO MPU HACTOM
KOHTpOse GyHKUMH royek (cMm. pasaen
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AUC: & «Ocobble yKazaHus»).
Chax: <
Cmin: 129 %
DOMTpULUTAOUH:
AUC: &
Cmax: <
Chin: «
Tenodosup:
AUC: &
Cmax: 155 %
Cmin: T 39 %
Beanaracsup/CodocOysup CodocOyBup: [ToBbILLIEHNE KOHLUEHTPALIMK
(100 mMr/400 mr q.d.) AUC: | 28% TeHo(OBUpaA B M1a3Me MPHU
+J1apyHaBup/Putonasup (800 | Cmax: | 38% COBMECTHOM MPUMEHEHUHU
mr q.d./100 mr q.d.) + Chmin: © TeHooBHpa AU30MpPoKcUia Gymapara,
Tenodosupa auzonpokcuia rpenapaToB BeanatacBup/copocoyBup
bymapat/IMTpuumuTabuu GS-3310072: ¥ JlapyHaBUp/pUTOHABUP MOXKET
(300 mr/200 mr q.d.) AUC: & YCHJIUTDb HEXKeNaTebHbIE peakLMH Ha
Ciax: < TeHoOoBMpa AM30MPOKCHIa pymapar, B
Chin: < TOM YHCJIE HAPYILEHHS CO CTOPOHbI
MOYEeK U MOUYEBLIBOASALLNAX MyTEH.
Bennaracsup: BesonacHocTb TeHodoBHpa
AUC: & AU30MpoKcHia ymapara npu
Cmax: | 24% COBMECTHOM NMPUMEHEHHUH C
Chmin: « npenapaToM Besinaracsup/codocOysup
1 6ycTepom (Hanpumep, pUTOHaABUPOM
JapyHasup: MM KOOMLIMCTATOM) HE YCTAHOBJIEHA.
AUC: &
Cmax: « DTO coyeTaHue CleAyeT UCIONb30BaTh
Cmin: © C OCTOPOKHOCTBIO MPH HACTOM
KOHTpOJE PYHKUMH NMOYeEK (CM. paszen
Puronasup: «Ocobble yKkazaHus»).
AUC: &
Crmax: ©
Cmin: «
OMTpUUMTAOUH:
AUC: &
Cmax: <
Chin: &
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Tenodosup:
AUC: 139 %
Cmax: 155 %
Chmin: T 52 %
Bennaracsup/Codocbysup Codocbysup: [ToBbIlIEHME KOHLEHTpALIMH
(400 mr/100 mr q.d.) + AUC: | 29% TeHodoBHpa B MJ1a3mMe Npu
Jlonunasup/Puronasup (800 | Cmax: | 41% COBMECTHOM MPHUMEHEHUH
mr q.d./200 mr q.d.) + TeHodoBUpa AU30NpPOKCcHia dymapara,
Tenogosupa muzonpokeuna | GS-3310072: npenapaTtos Beanaracsup/copocOyBup
bymapat/ DMTpULUTAOUH AUC: & 1 JIONUHABHP/PUTOHABHP MOXKET
(300 mr/200 mr q.d.) Chax: « YCUJIUTH HEXKENlaTe/IbHbIE PeaKLMU Ha
Crmin: « TeHogoBMpa AU30NpPOKcHaa Gymapar, B
TOM YHCJIE HApYLLEHUs CO CTOPOHDI
Bennaracsup: MOYEK U MOUYEBLIBOASLLMX MyTEH.
AUC: & besonacHocTs TeHodoBHpa
Crmax: | 30% ausonpokcuiaa pymapara npu
Chmin: 163 % COBMECTHOM MPUMEHEHHUH C
npenapatoMm BenanaracBup/copocOyBup
Jlonuuaeup: 1 GycTepoM (Harnpumep, pUTOHaBUPOM
AUC: & MM KOOMUMCTATOM) HE YCTaHOBJIEHA.
Ciax: ©
Cmin: < DTO coyeTaHue cieayeT UCNob30BaTh
C OCTOPOIKHOCTBIO MPH HACTOM
Putonasup: KOHTpoJ1e PyHKLMH noyek (cM. pasaen
AUC: & «Ocobble yKazaHus»).
Cmax: ©
Chin: ©
OMTPULHUTAOUH:
AUC: &
Cmax: «
Chin: «
Tenodosup:
AUC: &
Cmax: 142 %
Chin: &
Bennaraceup/Cooctysup CodocOyBup: Koppekuus 1036l He pEKOMEHYeTCH.
(100 mr/400 mr q.d.) + AUC: & [ToBbllIeHHE IKCNO3U LUK
Panterpasup Chmax: < TeHO(hOBHUPA MOXKET YCHIUTH

Bennatacsup/Coctocbysup

HEKEJIATC/IbHBIE PEAKUUUN HA
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(400 mr b.i.d.) + Tenodosupa | GS-331007% TeHodoBHUpa AU30NpoKcHia Gymapar, B
au3zonpokceuna ¢pymapar/ AUC: & TOM YMCJI€ HAPYLUEHHUs CO CTOPOHbI
OmTpuunTabuH (300 Mr/200 | Cpax: < MOYEK U MOYEBbIBOASLLIMX MYTEH.
mr q.d.) Cmin: © Crnenyer TLWATEbHO CAEANTh 3a
(byHkumeit nouex (cm. pazaen «Ocobbie

Bennaraceup: yKazaHHUs»).

AUC: &

Cmax: «

Cmin: &

Panterpasup:

AUC: &

Cmax: «

Cmin: | 21%

OMTpUUUTAOUH:

AUC: &

Cmax: ©

Chin:

Tenodosup:

AUC: 140 %

Cmax: T 46 %

Cmin: 170 %
Bennaraceup/Codocbysup CococbyBup: OaHOBpeMEHHbIH npuMeM
(100 mr/400 mr q.d.) + AUC: « npenapaTos

Tenodosupa auzonpokcuna
thymapat/

OmtpuunTabun/ddasupers
(300 Mr/200 Mr/600 mr q.d.)

Cmax: T 38 %

GS-331007%
AUC: &
Cmax: <

Chin: &

Bennaracsup:
AUC: | 53%
Chmax: ! 47%
Cmint | 57%

D¢aBupens:
AUC: &
Crmax: &

Chmin: &

OMTpUUUTAOUH:

Bennaracsup/codocdyBup u
aaBUpPEH3 MOKET CHU3UTD
KOHLUEHTpaL 1K1 Belnaracsupa B
nnazme. OIHOBPEMEHHbIH NpUeM
npenapata Beanartacsup/codocbysup
C peKMMamMH Tepanuu,
BKJIHOYAKOLMMHU 3(haBUPEH3, He
pPEKOMEH1yeTcs.
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AUC: &

Crmax: <

Chmin: ©

Tenodoup:

AUC: 1 81 %

Cmax: 177 %

Cmin: 1121 %
Bennaraceup/Codocbysup Codocbysup: Koppekiius 103bl HE PEKOMEHAYETCS.
(100 mr/400 mr q.d.) + AUC: « [ToBbIlLIEHHE IKCTTO3U LUK
Punnusupun/ Crax: < TeHOhOBHUPA MOKET YCHIUTh
Tenodoupa au3onpokcuia He)enaTe/lbHbIe peakuuy Ha
dymapat/ Imtpuumnrabun (25 | GS-3310072: TeHo(oBHpa AU30Npokcuna Gpymapar, B
mr/300 mr/200 mr q.d.) AUC: & TOM YHUCJI€ HApYLIEHUS CO CTOPOHDI

Cmax: < MoYeK U MOUYEBBIBOASLUMX MyTEH.

Cmin: © Cneayet TwaresbHO CAEAMTH 32

¢yHkumei noyek (cm. pazaen «Ocobble

Bennaracsup: yKazaHusa»).

AUC: &

Ciax: ©

Chin: <

OMTpULHUTAOUH:

AUC: &

Cmax: <

Chmin: &

PunnuBupuH:

AUC: &

Cmax: ©

Chmin: ©

TenodoBup:

AUC: 140 %

Cmax: 144 %

Chmin: T 84 %
Bennartaceup/Bokcunanpesu | CodocOysup: [ToBbllIEHME KOHLEHTPALMUH
p/Codocbysup (100 mr/100 | AUC: « TeHodoBHpa B na3Me npu
mr/400 Mr+100 mr q.d.)* + Cmax: | 30% COBMECTHOM IMPUMEHEHUH
Japynasup (800 mr q.d.) + Cmin: N/A TeHogoBMpa An3onpokcuia ¢pymapara,
Purtonasup (100 mr q.d.) + npenaparos
Tenodosupa auzonpokcuna | GS-331007% BeJinaTacBup/BokcHaanpesup/codocly
(bymapat/ DMTpUUMTAOUH AUC: & BUP W JlapyHaBUP/PUTOHABUP MOXKET
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(300 mr/200 mr q.d.)

Cmax: ©

Chmin: N/A

Bennaraceup:
AUC: &
Cmax: «

Chmin: &

Bokcunanpesup:

AUC: 1 143 %
Cmax: T 72 %
Cmin: 1 300 %

JlapyHaBup:
AUC: &
Cmax: <

Crmin: | 34%

Putonasup:
AUC: 145 %
Ciax: T 60 %

Chin: <

OMTpHUHUTAOUH:
AUC: &
Crmax: ©

Chin: ©

Tenodosup:
AUC: 139 %
Cmax: T 48 %
Cmin: 147 %

YCHIINTb HEXeNaTe/bHble PeakLnH,
CBSI3aHHbIE ¢ TeHO(DOBUpA
Au3onpokcuia Gymapatom, B TOM
YMCIle HapyLIEHHUS CO CTOPOHbI MOYEK U
MOYEBbIBOASILLMX NyTei. besonacHocThb
TeHogoBHpa Au30NpoKcuia Gpymapara
1 COBMECTHOM MPUMEHEHUHU C
BeJINATacBUPOM/BOKCHIIANpeBUpOM/codh
ocOyBupom u Oyctepom (Hanpumep,
PHUTOHABUPOM MJIM KOOMLIMCTATOM) HE
YCTaHOBJIEHA.

KomOuHauus a01KHa HCNOab30BaThCS
€ OCTOPOXKHOCTBIO, € 4aCThIM
MOHMTOPUHIOM (QYHKLMH NoYeK (CM.
pazzien «C 0CTOPOIKHOCTBIO» U
«Ocobble yKazaHus»).

CodocOyerup (400 mr q.d.) +
TenodoBupa 1u3onpokcuia
tbymapat/
OMTpuunTabun/ddarupens
(300 mr/200 mr/600 mr q.d.)

CodocbyBup:
AUC: &
Chmax: l 19%

GS-331007%
AUC: &
Crmax: | 23%

DdaBupeHs:
AUC: &
Cmax: <

Chin: ©

Koppexkuus 103b1 He Tpebyercs.

31




JITT-Ne(000581)-(PI'-RU)-160222

OMTpUUMTAOHH:
AUC: &
Crmax: ©

Chin: &

Tenodosup:
AUC: &
Cmax: 125 %

Chmin: «

! JlaHHbie nojyueHsl MPH 0AHOBPEMEHHOM BBeAeHHM ¢ aeaunacsupom/codocbysupom. Heoanospemennoe Beeaenue (¢
HHTEpBanoMm |2 4acoB) JAaeT Te ke pe3y/bTaThl.

2 OcHoBHOI uMpKyAMpytowHit Metabonut codocyBupa.

3 Uccnenosanue MPOBEJICHO C pobasaenmem 100 mr BOKCHIIANIpEBUpaA IS AOCTHXKEHHS IKCMO3HUHH BOKCHIAnNpesupa,

0M1aeMoit y nauueHToB, uuduunposanHbix BIC.

N/A — ne npumeHumo.

Hceeneoosanus, npoeedennvie ¢ Opyeumu 1eKapcmeeHHbiMu cpedcmeamu

He nabnionanoch KJIMHMYECKHM 3HAYUMbIX (apMaKOKMHETHYECKMX B3aWMOJEHCTBHH MNpH
OJIHOBPEMEHHOM MpPUMEHEHUU TeHODOBHMpa AU3OMpPOKCHIa (ymapara ¢ IMTPULUTAOUHOM,
NaMUBYHHOM, MHAMHABUPOM, 3haBupeH3OM, HeJa(dUHABUPOM, CaKkBMHABUPOM
(BycTHpOBaHHBIM PUTOHABUPOM), MeTaZoHOM,  pubaBUpUHOM,  pudaMIULUUHOM,
TAKpOJIMMYCOM M FOPMOHAJIbHBIM KOHTPALENTHBOM HOPreCTUMATOM/3THHUIICTPAAHOIOM.
Tenodosupa nausonpokcuna Qymapar cieayer MNPUHUMATL OJHOBPEMEHHO C MHLIEH,

MOCKOJbKY MHUILA MOBbILIAET GUOAOCTYHOCTL TEHO(DOBHPA.

Ocobbie ykazanus

Of6wue

[lepen Ttem, Kkak HauaTh Tepanuio TeHOGOBMpa AM3OMpOKcHa (ymapatom, cieayer
NpeoKUTh aHanu3 Ha aHtutena Kk BUY Bcem naumentam, MHQUUMPOBAHHBIM BHUPYCOM
renarura B.

BHY-]

HecMmoTps Ha TO, 4TO cTabuIbHAS AaHTUPETPOBUPYCHAS TepaNus, MPUBOAAILAS K YCTOHUMBO
CYNpeccHu BUpYycCa, B 3HAYMUTE/IbHON CTENEHU CHUIKACT PUCK Mepeaayu BUpyca NMpu nojaoBbiX
KOHTAaKTax, TEM HE MEeHee, PUCK He MOXKET ObITh HMCKIIOYEH T[0JHOCTHIO. Mepsl
MPe0CTOPOIKHOCTH [0 MNPEAOTBPALLEHHUIO Mepeaaun WHPEKUHUU cleyeT NpUHUMATh B

COOTBETCTBUU C HALLMOHAJ/IBHBIMU PYKOBOACTBAMM.
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Xponuveckuit 2cenamum B

[TaumeHTbl AOMKHBI ObITH NpeaynpexaeHbl 0 TOM, 4TO crnocobHocTh TeHOodOBUpPa
Au3onpokcuaa (ymapara npeaoTBpallath puck nepeaayu BI'B apyrum nuuam nojosbiM
MnyTeM WM Yepe3 KpoBb He jokazaHa. CieayeT MpUAEpPKHUBATHLCA COOTBETCTBYHOLIMX MEp
MpeoCTOPOKHOCTH.

OHOBpEMEHHOE NPUMEHEHHUE C APYTUMH JEeKAPCTBEHHbIMU CPEACTBAMM

- Bupdoren He cineayer npUMEHATb C JAPYTMMH  JIEKAPCTBEHHBIMM  CPEICTBAMM,
coaepkallumMu TeHopoBHMpa Au3onpokcuaa pymapar uian teHodosupa anapeHamu.

- BupdoTen npoTuBonokaszaHo NpuMeHsITh OHOBPEMEHHO ¢ a1eOBUPOM.

- He pekomeHayeTcs OJHOBpEMEHHOE TMpUMEHEHHWE TeHO(GOBUpa W AMAAHO3MHA.
OpHoBpeMeHHOe npuMeHeHue TeHodoBUpa au3onpokcuaa ¢ymapata M JAWAaHO3MHA
npuBoaAUT K 40-60 % nOBLIWIEHUIO CUCTEMHOHW IKCMO3MUMM [AMAAHO3UHA, UYTO MOXKET
yBEIHWYMBATH PUCK CBA3aHHBIX C JAMAAHO3MHOM HEXKENaTeJbHbIX HABIACHUHA (CM. pa3zjen
«B3aumoneiicTBue C ApyrMMH JleKapcTBEHHbIMM cpeiacTBamu»). Peako coobwanoch o
MaHKpeaTMTe M JlaKToauua03e, MHOrAa C JeTaabHbIM  HcxoaoM. OaHOBpeMEHHOE
npuMeHeHue TeHopoBUpa au3onpokcuna pymapara u auaaHosuHa B aose 400 mr B cyTKH
ObIIO CBA3aHO CO 3HAYMTE/IbHBIM YMEHblLIeHHEM KoauuecTBa knetok CD4, BO3MOKHO H3-32
ME@XK/IETOYHOro B3auMOAEHCTBMS, uTO rmoBblwaetT (ochopuanpoBaHHbli (TO ecThb
aKTUBHbIH) AMAAHO3WH. [IpuMeHeHHe AMAaHO3MHA B YMEHbIUEHHON a03upoBke 250 mr
COBMECTHO ¢ TeHodoBHMpa Au3oNpoKcuaa GpymapaToMm, ObLIO CBA3AHO C COOOIIEHUAMH O
BBICOKOM 4acTOTe BHUPYCOJIOMMYECKOH HeyJlauu [pPU  HECKOJbKHX  HCCIIE0BAHHbBIX
komMOuHauuax ang neuenns BUY-1 undexumnn.

TpoiiHas Tepanus ¢ HYKJI€03UAaMU/HYKIECOTHIaMH

[Toctynanu coobuieHus O BBICOKOH 4HacTOTE BUPYCOJOrMYECKOW Heydayh U O MOSABIEHUM
PEe3UCTEHTHOCTH Ha paHHel craauu y nauveHtoB ¢ BUY undekuueit, ecan tenodosupa
ausonpokcuaa (Gymapar couerajscs ¢ JaMHBYJAMHOM M abakaBMUpoMm, a TakKke C
TaMUBYAMHOM M IHJAHO3WHOM TIO CXeMe BBEAEHHUS | pa3 B CyTKH.

Bausinue na GyHKUMIO MOYEK U KOCTHYIO TKaHb Y B3POC/bIX

Brusnue na ynkyuio nouex

TenodoBup, rnaBHbiM o6pazom, BeiBoAUTCA noukamu. [loctynanu coobuueHus o noyeqHoM
HEJ0CTaTOYHOCTH, HapyleHUsX GYHKUMM T[O4YeK, MOBBILIEHHOM YPOBHE KpeaTHHUHA,
runodochareMun M npokcumaabHoi TyOynonatuu (Bkato4as cuHApom DaHKOHM) Npu
NpUMEHEHUHU TeHo(OBHUpa AM30NpOKCcHIa GymapaTa B KIMHMYECKOH npakTuke (CM. pasaen
«[TobouHoe neitcTBue»).

Koumponws ghynxyuu novex
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Pekomenayercs onpeaenenne KK y Bcex nmauueHTOB 10 Havana jedeHus TeHodosupa
ausonpokcuna gymapatom u Habmopenune 3a pynkuueit novyek (KK u yposens docdara B
CBHIBOpPOTKE) rocie 2-4 Heaelb JieYeHus, yepe3 3 Mecsla Je4eHUs U Kaxable 3-6 mecsues
nocjie y naudeHToB 6e3 (GakToOpoB pucka HapylleHus GyHKUMM mouek. [lna mauMeHToB ¢
MOBbILIEHHBIM PUCKOM MOYEYHOMH HEJLOCTATOYHOCTH, CIEAYET PacCMOTPeTh HEOOXOAMMOCTD
nposeaeHus 60Jiee 4acTOro KOHTPO.Is GYHKLUMHU MOYEK.

Beoenue nayuenmog ¢ napyuienuem yHkyuu novex

Ecnn yposens ¢ocdara B coiBopoTke kpoBu <1,5 mr/an (0,48 mmons/n) uan KK cHuxen 10
< 50 wma/MMH y nauMeHTa, noaydawouero TeHopoBMpa AM30Npokcuiaa Qymapar,
HEOOXOIMMO NMPOBECTH MOBTOPHYIO OLEHKY (PYHKUMM NoyeKk B TeueHue | Heaenu, BKIouas
onpejeneHne ypoBHS IIIOKO3bl B KPOBH, Kajusi B KPOBU U KOHUEHTPALLMK TJIHOKO3bl B MOYE
(cm. pasnen «Ilob6oyHoe aeitcTBue»). Crneayer Takke paccMOTpeTb HEOOXOAUMOCTb OTMEHbI
neyeHus TeHodoBupa au3zonpokcuaa hymapatoMm y nauueHToB co cHuxkenuem KK no < 50
MJI/MHH WK CHUXKeHMeMm YpoBHs ¢ocdata B cbiBopoTke KpoBu ao < 1,0 mr/an (0,32
mMMosb/n). OTMeHna nevyeHus TeHodoBupa AM30NpPOKcUIa GyMapaToM Takke A0KHA ObITh
paccMOTpeHa B Cly4yae MNPOrpeccHpyiollero CHUKEHUs (YHKUMM MNOYEK, €C/M HHU OJHa
Apyras npuyuHa He Oblia onpeaenexa.

CoemecmHoe npumeneHue ¢ OpyeumMu npenapamamu U puck HegppomorcuvHocmu
Heobxoaumo  u3beratb npumeHeHus TeHodoBHMpa  au3onpokcuna  ¢ymapara ¢
O/IHOBPEMEHHbIM WJIM  HEJJaBHUM [pUMEHEHUWEM HeDPOTOKCHYECKUX JIeKapCTBEHHBIX
cpeacTB (Hanmpumep, aMMHOrJIMKO3MAOB, amdpoTtepuunHa B, dockapHera, raHUMKI0BHUpA,
neHTaMuAMHa, BAaHKOMUUMHA, uUMAO(OBUpa W MHTepaeikuHa-2). Ecaum oaHOBpeMEHHOro
npUMeHeHuss TeHodoBUpa au3onpokcuina ¢dymapara M HeQPOTOKCHYECKUX CPEACTB
u306exaTh HEBO3MOKHO, HEOOXOMMO eKEHEIeIbHO KOHTPOJIMPOBATh (YHKIHUIO MOYEK.
Bbiav 3aperucTpupoBaHbl Cly4au OCTPOH MOYEHHON HEAOCTATOHHOCTH [O0C]AE€ Hauyana
Tepanuu BbICOKOW 1030 MM HECKOJbKHUMH HECTEPOMIHBIMH MPOTHBOBOCMNATUTEIbHBIMH
npenapatamu (HIIBIT) y nauunentos, nonyuaswux reHopoBupa ausonpokcuia pymapar u
umerownx Gaxktopel pucka mnoyeuyHo aAuchyHkumu. [loyeyHas GyHKUMA AOKHA
KOHTPONIMPOBATbCA HajnexkalwuM oOpa3oM npu COBMECTHOM MNpPUMEHEHMM TeHOPOBHUpa
ausonpokcuna ¢ymapata wu  HIIBIL. Bbicokuit puck nopaxkeHnuss rnovek Obin
3aperucTpUpoBaH y MNAalMEHTOB, NONyualolKX TeHodoBUpa AM3onpokcuaa dymapar B
COYETaHUM C MHIMOMTOpPOM MpoTeasbl OYCTUPOBAHHBLIM PUTOHABMPOM MM KOOMUMCTATOM.
OtuM nauueHtam TpebyeTcs TIIATEbHbI MOHMTOPUHI (QYHKUMM noyek (cM. pasjen
«B3anmoneiicTBue ¢ APYrMMH JI€KapCTBEHHBIMU CpEeACTBAMMY»). Y NaLMEHTOB ¢ (hakTopamu

pucka HapyuwieHus (QYHKUMM TOYEK, COBMECTHbI mnpuem TeHODOBUpa AM3OMPOKCHIA
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¢ymapata ¢ OycTMPOBAHHBIM MHFMOMTOPOM MpoTeasbl AO/KEH ObITb TIIATEIBHO
NMpoaHaIu3upOBaH.

Knunuyeckas oueHka npumeHeHus teHodoBupa an3onpokcuaa gymapara He NMpoBOAKIACH
y TMalMUEeHTOB, TMPUHUMABLIUX JIEKAPCTBEHHbIE TMpenaparbi, KOTOPbIE BLIBOAATCH TaKKe
MOYKaMHu, 4epe3 TpaHCMopTHblie OelKH TPaHCMOPTEPOB OPraHMYECKMX aHMOHOB HYeJOBEKa
(hOAT) 1 n 3 unn MRP4 (nanpumep, uuaopoBUp, M3BECTHbIH HEPPOTOKCHUYECKUH
NeKapcTBEHHBIH mpenapar). DTH MOYEYHbIE TPAHCMOPTHbIE OENKM MOryT OTBE4aTb 3a
TyOyasipHYIO CeKpeuuio U, YaCTUYHO, BbiBeJeHHe TeHO(hOoBUpPa U LMA0(DOBHUpPA YEPE3 MOUKH.
[TosTomy ¢GapMaKOKMHETHUKA JIEKAPCTBEHHBIX [PENnapaToB, KOTOPbLIE BLIBOAATCS TaKxke
noykamu, Bkatouyas tpaHcrnoptHbeie 6enku hOAT 1 u 3 uan MRP4, MOXeT U3MEHSTbCA B
cllyyae OJHOBPEMEHHOro mnpuMeHeHus. [lpu oTcyTcTBMM KpaiiHeidt HeoOXoAMMOCTH,
OJHOBPEMEHHOE MPUMEHEHHWE JIEKAPCTBEHHBIX CPEJACTB, KOTOpbI€ BBLIBOAATCS OAHHUMH H
TEMH K€ MYTAMHU 4Yepe3 Mo4yku, He pekomeHayercs. Ecau Takoro npumeHeHus usbexartb
HEBO3MOJKHO, CleayeT exeHeaenbHO Habawoaars 3a QyHkumeir noyek (cM. paszgen
«B3aumoeicTBre ¢ ApYrUMH JIEKapCTBEHHBIMH CPEIACTBAMMUY ).

Hapywenue ¢pynxyuu novex

besonachocTe TeHO(OBUpaA AM30NpoKcHaa pymapaTta B OTHOLIEHMM NMOYEK MCCleI0Banach B
OYE€Hb OrpaHUYEHHON CTEMNEeHW y nauueHToB ¢ HapywenueM ¢yHkuuu novek (KK < 80
MII/MHUH).

Bspocavie nayuenmor ¢ KK < 50 ma/mun, 6 mom uucie nayuenmoi, Komopwvim HeodXooum
eemoouanus

Hanubie o OGezonacHocTH M ddeKTUBHOCTH AeHcTBUS TeHodoBHpa AM30MpPOKCUIA
¢Gymapara 118 nauMEHTOB ¢ HapyleHHONH QyHKUMEH moyek orpaHuyeHbl. [1o 3TON npuynHe
TeHodoBupa  au3onpokcuna  Gymapar  HeoOXOAMMO  MPUMEHSTb, TOJLKO  €CJu
NOTEHIMAlIbHAS M0Jb3a OT J€YEHHUS MpeBbILIACT MOTEHUHaNbHble pUCKHU. [IpumeHeHue
TeHodoBUpa aAM3onNpokcuna ¢Gymapara He peKOMEHAYETCA MalMeHTaM C TKelbIMH
HapyweHnuamn ¢yuxkuun nouek (KK <30 ma/muH) v naumeHTtam, KOTOPbIM HEOOXOAMM
remoauanus. Ecniu HeAOCTYNMHO Apyroe JjeuyeHue, MOXKHO M3MEHHTb MHTEPBal MEKIy
J103aMH W TILIATENbHO CAEAUTb 3a (QyHKUMEeH movek (cM. paszenbl «DapMakOKMHETHKa» M
Cnocob npuMeHEeHUs U 103b1»).

Bo3zoeiicmeue na kocmuyio mxars

B konTtpoaupyemom 144-HenenbHOM  KJIMHMUYECKOM  HCCIEJOBAHMM 1O  CPaBHEHMIO
TeHooBMpa Au3onpokcuaa (Gymapata co CTaByAMHOM B KOMOMHAUMM C JNaMUBYJAMHOM M
3¢aBupenzom cpean BUY-uHGULUHPOBAHHBIX B3pOC/bIX MALMEHTOB, HE MOJYYaBUIMX paHee

AHTUPETPOBUPYCHOIO JICHCHUA, B obeux rpynnax HaOM0aIuch HebOoJIbIME CHUIKEHHUS
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MIIK 6Genpennoit kocTu 1 no3soHounnka. Cuukenne MITK no3BoHOYHMKA M U3MEHEHHUS OT
HCXOHBIX ToOKasaTeleii GuomapkepoB merabonM3Ma KOCTHOHW TKaHM OblIM JOCTOBEPHO
Gollee BbIpAXEHHBIMH B rpynne TeHooBupa aAuzonpokcuna dymapara Ha 144 Henene.
Cumxenne MITK 6eapennoii kocTn Gb110 gocToBepHO Gonee BbIpaKeHHLIM B 9TOM rpynne
10 96 nenenb. Oanako uyepe3 144 Heaenu MOBbILIEHUS PUCKA MEPESOMOB WM MPU3HAKOB
KIMHUYECKH 3HAYMMBIX NATOJOrHH KOCTHOM TKaHM HE Hab1101a/10Ch.

B apyrux HccneaoBaHMsX (MPOCMEKTHBHBIX M MNEPEKPECTHbIX) Haubonee BbIPaXEHHbIE
uamenenuss MITK 6ot oOHapyseHbl y [AUMEHTOB, MOJy4aBlWIMX TeHO(oOBMpa
AM30MpOKCHaa (ymMapaT B COCTaBe CXeMbl, cojpepikaBiueii GycTupoBaHHblii HHIMOUTOP
npoteasbl. [lauWeHTaM ¢ OCTEONOPO3OM, MMEIOLIMM BBICOKMH PUCK MEPEIOMOB, CIEAyeT
noabMpaTh APyrue METOAbI JIEHEHUS.

[laToNOrMyeckne M3MEHEHHMs KOCTHOI TKaHW (M3peaka BeldyllMEe K MepejomMam) MoryT
06yCI0BINBATLCA MOPAKEHUEM MPOKCHMAbHBIX KaHanbles nouek (cm. pasaen «IloGounoe
JIeHCTBUEY).

[Ipy MOAO3PEHMN W/ BbIABIEHWM NATONOrMYECKUX M3MEHEHHH KOCTHOH TKAaHW CleayeT
06paTUTLCA 3@ KOHCY/IbTALMEH K COOTBETCTBYHOLIEMY CTIELHAIUCTY.

Bausuue Ha HYHKLUMIO MOYEK M KOCTHYIO TKaHb v jerei ¢ 12 no 18 ner

OTnaneHHble MOCIAEACTBUS BIMAHWSA HAa KOCTHYIO TKaHb M TOKCHYECKOE BO3JEHCTBME Ha
MOYKM Yy JIeTe OKOHYATeIbHO He YCTaHOBIEHbl. Kpome TOro, He 10 KOHUA yCTaHOBJEHA
o6paTUMOCTh  TOKCHYECKOTO  BO3jeiicTBMA Ha  mouku. [loaTomMy  pekomeHayercs
MCIOJb30BaTh MHOTOCTOPOHHMM MOAXOA [AAf AJEKBATHOrO ONpeAesNeHHUs B KaXa0M
OT[EJIbHOM  Cly4yae COOTHOLUEHUS MOAb3a/pUCK JICUEHHHA, TMPUHATHUS  pELICHUS O
COOTBETCTBYIOIEM HAOTIONEHNUH B XO/€ JleueHus (BKIOYas NpUHATHE pelieHus o6 oTmeHe
Tepanuu) U paccCMOTPEHHS 11e1ecO00Pa3HOCTH NPUMEHEHUS J0TOJHUTENNbHBIX [PernapaTos.
Konmponws ¢pynkyuu novex

[lepen Hauanom jeveHus HeoOXoanmo mnposecTH oueHKy dyHkuuu novexk (KK n yposeHb
docdaTos B CHIBOPOTKE KPOBH), @ TAKKE HEOOXOAMMO OCYIIECTBAATH HabnoAeHHE B X0
JIeYeHMs, KaK M JUIsl B3pOCbIX (CM. BBILIE).

Beoenue nayuenmos ¢ HapyuteHuem (GyHKyuu novex

Ecan y mo6oro nauueHTa A€TCKOro BO3pacTa, nojydarouero TeHoGoBupa AM30MpOKCHIIa
dymapar, yposenb Gocdaros B coiBopoTke Kposu < 3,0 mr/an (0,96 mmone/n), HeoOX0aMMO
MPOBECTH MOBTOPHYIO OLUEHKY (YHKLMHM NMOYeK B TeueHue | Heaeau, BKIOUYas onpeaeieHue
YPOBHA F/IIOKO3bl B KPOBM, Kainsi B KPOBH M KOHLUEHTpaUMM TaioKo3bl B Moue. [lpu
MOJ0O3PEHNH HA HAPYLIEHHWS CO CTOPOHbI MOYEK MM WX BbIIBJEHUH HEOOXOAUMO

NPOKOHCYIBTUPOBATLCH C HquPOJ'IOFOM C LECIbIO pacCMOTPEHHS HEOOXO0/AMMOCTH OTMEHBI
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neyenus TeHopoBupa auzonpokcuna dymaparom. OTmeHa neueHus TeHooBupa
aAuM3onpokcuia Gymaparom Takke 10KHa ObITh pacCMOTpPeHa B Cilyyae nporpeccupyrouiero
cHKeHUs QYHKLMMU NMOYEK, KOT/a HU OJIHA Apyras npuuuHa He Oblia onpeaesieHa.
Coemecmnoe npuMeHeHue U PUCK HePHPOMOKCUYHOCMU

Heo6X0AMMO ClIE0BaTh TEM JKe PEKOMEHIALMsSM, KOTOPble MPUMEHNUMbI /IS B3POCJbIX (CM.
BblLLE).

Hapywenue ¢hynrkyuu novex

He pekomenayercs mnpuMeHsTh TeHodoBMpa auzonpokcuna ¢ymapar y aereit ¢
HapywenueMm GyHKuuM nouek (cm. pasaen «Cnocob npumeneHus v 103bi»). He caeayer
HauMHATL Tepanuio TeHodoBHpa AM3OMPOKcHIa (ymapaTtom y JeTeil ¢ HapylleHHUEM
GyHKUMHK TOYeK, a Takke HeoOXOAMMO OTMEHMThb JIEYEHWE y TeX MalMEeHTOB JETCKOro
BO3pacTa, y KOTOPbIX HapylieHue (GYHKUMHM T[OYEK pa3BHJIOCh B Te4YeHHWE Tepanuu
TeHO(POBUPOM.

Bo3zoeiicmsue na kocmuyio mxans

Bupdoten moxer crarh npuuuHoit cHmwkenus MIIK. Bausuue usmenenus MIIK,
CBA3aHHOro ¢ TeHodoBUpa AM30Npokcuna GymapaTom Ha KOCTHYH TKaHb B OTAa/l€HHOM
nepernekTUBe U Ha PUCK NMepesoMoB B OyAylIEM B HACTOALIEE BPEMS HEM3BECTHO.

[pu o6HapyKeHMH MM MOJAO3PEHHWM HA KOCTHYIO MaToNOrHi0 y aeTeil HeobX0auMMo
MPOKOHCYJIbTHPOBATHCS € IHAOKPUHOIOTOM H/UIK HEYPOIOTrOM.

3aboneBaHus neyeHu

JlaHHble OTHOCHTENbHO Ge3onacHOCTH U 3G HEeKTUBHOCTH /18 MALMEHTOB M0C/E Nepecaiku
Me4YeHW OUEHb MATOUYUCIICHHBI.

Jlauuble  oTHOCUTENbHO GeszomacHocth ¥ 3G eKTHUBHOCTH  npuema  TeHodosUpa
AM30ompokcuiaa  (ymapara s MalUMEHTOB € XpOHMYecKum  rematutom B, ¢
JIEKOMITIEHCHMPOBAHHBIM LIMPPO30OM TeUeHH U cTeneHbio > 9 no knaccudukauun Yaiiaa-Ieto,
orpaHuyeHbl. Takue MauMeHTbl MOTYT UMeTb Go/iee BBHICOKMH PHCK Cepbe3HbIX MOOOYHBIX
peaKkuuii Cco CTOPOHBI TMe4yeHu W novek. BeneacTsue 3TOoro HeoOXOAMMO TLIATENLHO
KOHTPOJIMPOBaTh MapaMmeTpbl renatobuauapHoit cucrtemMbl U (QYHKUMH TMOYEK y JIaHHOM
KaTeropuu nauMeHToB.

Obocmpenue cenamuma

Obocmperue 80 pems nedeHust

CrnoHTaHHble 060CTPEHUSI XPOHUYECKOr0 renatuta B ABAfIOTCA OTHOCHTENILHO YacTbIMU M
XapakKTepU3ylOTCs BPEMEHHBIM [MOBbILIEHMEM AaKTMBHOCTH ajJaHWHAMHMHOTpaHchepasbl
(AJIT) B cbiBopoTke KpoBu. [locne Havyana aHTUBUPYCHOrO JIEYEHHMS Y HEKOTOPbIX

NalMeHTOB MOXKET NoBbiAaThes ypoBeHb AJIT B cbiBOpoTKe KpoBH (cM. pasaen «[Tobounoe
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aeiictBue»). Y MaLUMEHTOB C KOMIMEHCHPOBAaHHbIM 3a00/€BaHHEM TMEYEHU MOBBILICHHE
aktuBHoctn AJIT B CbIBOPOTKE KpOBM OOBIYHO HE COMPOBOXKAACTCS MOBBILICHHEM
KOHUEHTpaluKu GuaupyGuHa B CbIBOPOTKE KPOBH WM J€KOMMEHCAUHEeH QYHKLUUU MEYCHH.
[TalMeHThbl C LMPPO3OM MEUEHU MOTYT MMETh MOBBILIEHHbIH PUCK Ae€KOMNEHCAUWH QYHKUUHA
neyeHu mnocie OBOCTPeHMs remaTtuTa, MOITOMY 3a HMUMM HEOOXOAMMO TIUATEIbHOE
HabI0leHHEe BO BpEMS JeUEHHS.

Obocmpenue nocie npekpawjenus a1eyeHus

Takxke coobuanocs 06 00OCTpeHMM remaTuTa y MALMEHTOB, MPEKPATHBLIMX JICUCHUE
renatuta B. OGocTpeHus mocjie OTMEHbl Tepanuu OObIYHO CBSi3aHbl C TOBbILIEHHEM
konuentpauuu JIHK Bupyca remaruta B, u GonbLIMHCTBO M3 HUX paspewaiorcs Ge3
J0MOJHUTENbHBIX BMewaTebeTB. OaHako cooblanock o TaxKenblX 000CcTpeHUaX, BKIOYAS
netanbHble cayuau. B Tedyenuwe 6 MecsiueB mnocie npekpauleHus neueHus renaturta B
HEOOXOAMMO PperyjspHO KOHTPOJIMpOBaTh (YHKLUMOHAJIbHOE COCTOSHME MEYEHH 110
KIMHMYECKUM M 1abopaTopHbIM roKa3atenasm. B ciayyae HEoOXOAMMOCTH MOXKET ObiTh
uenecoobpasHbiM  Bo3oOHOBJAEHMe  jedeHuss renaruta B.  Jlna  nmauueHToB €
nporpeccupyronm 3aboneBaHUeM [MEYEHU MM C LUMPPO30OM MpeKpalleHHe JeHEeHUs He
PEKOMEHYeTCs, MOCKOIbKY 000CTpeHHe renaTuTa nocjie OTMEHbl TEPANUKW MOXKET NPUBECTH
K JIeKomMreHcaunuu GyHKUKUN NeyeHH.

V nauMeHToB C JIEKOMIEHCHMPOBAHHBIM LMPPO30OM OOOCTPEHHE renaruta MpoTeKaeT
0cOBEHHO Cepbe3HO, HHOTAA C JIeTalbHbIM HCXO0M.

Conymcemeyowasn ungexyus eupycamu cenamuma C uru D

JlaHHble OTHOCHTENBLHO 3G PEKTUBHOCTH TeHOGOBMpPA AU30ONPOKCHIA ymapara y nauMeHTOB
¢ conyTcTBytoueit undekuueit Bupycom renatuta C uau D oTCyTCTBYIOT.

Conymemeyrowasn ungexyus BHY-1 u eupycom cenamuma B

B cBa3M ¢ puUCKOM pazBuTHs pesucTeHTHOCTH BHUY y naumeHtoB ¢ conmyTCTBYHOLIEH
undpekuuein BUUY/BI'B teHodosupa aumsonpokcuna ¢Gymapat HEOOXOAUMO TMPUMEHATDH
TO/NLKO KAaK 4YacCThb COOTBETCTBYIOLIEH aHTHUPETPOBUPYCHONH KOMOMHHPOBAHHOM CXEMbI.
[TauueHThbl, y KOTOPbIX paHee Oblla OTMEYEHA MaTONOrMS MEYEHH, BKJIIOYAs XPOHHUYECKHI
aKTMBHBI TENaTuT, MMEIOT [MOBLIWEHHYI YacTOTy OTKJIOHEHWH mnoka3ateneil (yHKUWM
rMevyeHu BO BpeMsi KOMOMHUPOBAHHOM aHTUPETPOBUPYCHOM Tepanuu, 1 3a HUMU HEOOX0AUMO
HabnoaaTh B COOTBETCTBMM CO CTaHAAapTHOM mnpakTukoi. [lpum yXyaleHun TedeHus
3ab0/ieBaHMA MEYeHH Y TaKUX NalMEeHTOB, ClleyeT PacCMOTPETb BOMPOC O HEOOXOAUMOCTH
nepepbiBa B JIeYEHWHM WAM OTMeHe JseveHus. OJHAKO HeoOXOAMMO OTMETUTh, HTO

noBsbilieHHe akTUBHOCTH AJIT MokKeT ObITh HACTbIO MOJOKUTEIBHOrO MPOTUBOBUPYCHOIO
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oTBeta B oTHOlEeHUK BI'B Ha Tepanuio TeHodoBupa Au30npokcuaa GymapaTom, cM. Bbille
«Obocmpenue cenamuman.

[IprMeHeHHUE C HEKOTOPLIMM NpenapaTaMu, AeHCTBYIOLMMH Ha BUPYC renaTuTa (&

[TokazaHo, YTO COBMECTHOE TMpuUMeHeHHe TeHOodoBUpa AM3ONpoKcuaa (ymapara ¢
npenapaTamu neaunacup/codocbysup, BesnnaracBup/codocOysup UK
BesnaracBup/Bokcunanpesup/ codocOyBUp TMOBBILAET KOHUEHTPALUMIO TeHO(DOBMpA B
niasMe KpoBH, OCOOEHHO MpW co4yeraHuu co cxemoit nevyenus BHUU-undekunn,
coaepxkailieit TeHodosupa ausonpokcuna pymapar u 6ycrep (pUTOHABUpP MM KOOMUMCTAT).
BesonacHocTh TeHodoBMpa aM30MNpoKcuna ¢ymapata B COYETaHMM C [npenaparamu
neaunacsup/copocoOyBup, Besnnaracsup/codocbyBup MU
BeJnaTtacBup/Bokcunanpesup/copocbyBup u OGyctepom (pUTOHABUP MM KOOMUMCTAT) HE
ycraHoBieHa. HeoOXoammo aHaauM3MpoBaTh MNOTEHUMANbHbIA PUCK M NPEUMYLIECTBA,
CBA3aHHbIE C COBMECTHbIM  Ha3HayeHWeM npenapatoB jeaunacsup/codocbysup,
Bennaracsup/copocOyBup uiau BennatacBup/Bokcunanpesup/codocbyBup u TeHoposupa
AU30MpoKcHaa ¢gymapara B coueTaHun ¢ OycTpupoBaHHbIM MHrMOuTOpOoM npoTeasnl BUY
(Hampumep, aTazaHaBUPOM WJIM JapyHABUPOM), 0COOEHHO /s MALUEHTOB C MOBBILEHHBIM
puckom  Hapywenus  GyHkuuu  nouvek. [laumeHTbl, mosyuvallMe  npenapartbl
neaunacsup/codocbyBup, BennaracBup/codocOyBup MU
Be/naTtacBup/BoKcuianpeBup/copocOyBUp OAHOBPEMEHHO ¢ TeHO(GOBUpPA AU3ONPOKCHIA
thymaparom u OycTpupoBaHHbIM MHrHOUTOpOM nporteazbl BUY, 10/KHBI HAXOAMTHCS MMOA
HabnoaeHueM Ui BbISBJIEHUS HEeXKejaTe/lbHbIX peakuuil, CBA3aHHbIX ¢ TeHodoBHUpa
AU30MpoKcUaa pymaparom.

Macca mena u napamempuol mMemaboauzma

Bo BpeMs aHTUpPETPOBMPYCHOM Tepanuu BO3MOIKHO YBEITHUYEHHWE MACChl T€la M MOBbILIEHHUE
YPOBHEH JMNUAOB M TJIIOKO3bl B MMja3mMe KPOBU. DTH H3MEHEHMUS YAaCTHYHO MOTYT ObITh
ofycioBieHbl KOHTposnem 3aboseBaHMs M CTHAEM JKM3HM. YTO Kacaercs JMNUAOB, B
HEKOTOPBIX CyyasX MOBBIIEHUE UX YPOBHS CBUAETENLCTBYET 00 s dexTuBHOCTH NeveHns;
B TO BpeMs Kak yOeauTeNbHbIX J0Ka3aTelbCTB, CBA3bIBAIOILMX YBEJMUYEHHE Macchl Tesna ¢
KaKoi-1M60 KOHKpeTHO#H cxemol nevyeHus HeT. KOHTpO/ib ypOBHS JMNUAOB M IJIKOKO3bI
KPOBM NPOBOAMTCS B COOTBETCTBMM C OOLIENPUHATBIMM TNPOTOKONAaMu jedenus BHY-
uHpekunu. PaccrpoiicTBa nunuaHoro obmeHa cieayeT KOHTPOJIMPOBATh MPUHATHIMU B
KJIMHUYECKOM MpaKkTUKE METOJaMHU.

Mumoxonopuanvuvie napywenus nocie sHympuympooHo20 6030eucmeus

Hykneo3uaHbie M HYKJICOTH]HbIE aHAJOrM MOTYT B pa3jMYHOM CTENneHu BIWUATh Ha

¢yHkumio mMuToxoHaApuit. OcoOeHHO BbipakeHHble 3((EeKTbl BbI3LIBAIOT CTAaBY/MH,
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AuAaHO3MH M 3uaoByauH. Cooluianoch O pa3BUTHM MUTOXOHAPHUANbHBIX HapylIEHHH y
BHY-HeratuBHbIX AeTeil nepBoro rogaa *W3HW, MOABEPriIUXCS BHYTPUYTPOOHOMY M (MJIH)
MOCTHATAJIbHOMY BO3AEHCTBHIO aHAJIONOB HYKJIEO3UW10B, B OCHOBHOM IPH CXEMaX JICHEHHS C
NMpUMEHEHHEM 3ua0ByAMHA. Cpeau OCHOBHBIX 3aperucTPUPOBAHHBIX HEXKenaTe/lbHbIX
peakuUMi OTMEYalOTCAs [remMaTo/JIOrMYecKue HapylweHus (aHeMus, HeHTponeHus)
metabosiMuecKkue HapylleHus (runepiakraTeMus, runepaunazeMus). T4 U3MEHEHUs 4acTo
MMENU npexoaswuit xapakrep. B peakux ciayuyasx OblIM 3aperucTpupoBaHbl MO3AHUE
HEBPOJIOrHYECKHE HapyleHus (FUNepToHUs, CyAOpOrd, MOBeJeHYeCKUe HapyueHus). B
HacTOsILlee BPEMS HEU3BECTHO, SBJISIOTCS JIM HEBPOJOrMUYECKHE HapyLIEHUS MPEeXOaslUMHU
MM NMOCTOSAHHBIMU. BO3MOXKHOCTb TaKMX HapylIEHUH HEeBbISCHEHHON 3THONOrMH, 0COOEHHO
HEBPOJIOTMYECKUX HApyWEHWH, Cleayer YyuuTbiBaTh Mpu HaONOJEHMH 3a J1eTbMH,
NOABEPriIMMHUCA BHYTPUYTPOOHOMY BO3AEHCTBHUIO HYKJICOTHAHBIX MM HYKJICO3HAHBIX
aHanoroB. MmMetoluecs AaHHble HE BIMAIOT Ha TEKyLUME HALMOHAJIbHbIE PEKOMEHAALNHU,
cornacHo  kotopbiM  BWY-nonoxutenbHbiM  GepeMEeHHbIM  KEHLMHAM  HeoOX0aAMMO
MpoBeAeHHE AHTUPETPOBUPYCHOM Tepanuu ¢ Uenbio MNpopHIAKTHKKH BEPTUKAIbHOM
nepeaauu BUY.

Cunopom goccmanosaenus UMMyHumema

B Hauane aHtuperpoBupycHoit Tepanuu y BUY-uHGUUMPOBAHHBIX MALMEHTOB C THMKEbIM
MMMYHOZeDULIMTOM MOXKET BO3HMUKHYTh BOCMaluTe/lbHas peakuus Ha Bo3OyauTenei
OecCMMNTOMHBIX MJIM OCTATOYHBIX ONMOPTYHUCTHUECKUX UH(EKLMIA U NMPUBECTH K THIKEIbIM
KJIMHUYECKUM COCTOSSHUAM MJIM YCHJIEHMIO BbIpaXKEHHOCTH cuUMNTOMOB. OObIYHO Takue
peakuuu HabnooaarOTCs B TeUeHUE MEepBbIX HeAeNb nocjie Havana neuveHus. [Ipumepamu
MOTYT CIIYKHUTb LMTOMErajJlOBUPYCHbI PETUHUT, TrEHEpalu30BaHHbIE W/MJIM OvaroBble
MuKoOaKTepUanbHble MHPEKUMH W NMHEBMOUMCTHas (Prneumocystis jirovecii) NMHEBMOHMS.
Cnenyer orciexuBarbh J00ble CHMNTOMbI BOCHAJEHUSs M, B cilyyae HEOOXOAMMOCTH,
CBOEBPEMEHHO HA3HAYUTD JICUEHHUE.

Taxxe coobwanocs 06 ayroummyHHbIX 3aboneBanusx (Takux kak Oonesns [peiiBca M
ayTOMMMYHHBIH renaTuT), CONnpoBOXKAABLUIMX PEAKTUBALIMIO UMMYHHUTETA; OJHAKO [aHHbIE O
BPEMEHM Hauajlla TAKWUX SBJIEHUH CHUIIBHO pa3HATCHA, M ITH Cllydyalh MOIJIM UMETb MECTO
CIYCTSl HECKOJIbKO MECALIEB M0C/I€ HaYalla JIeueHHs.

OcmeoHekpo3s

XoTa 3THOJOrMS OCTEOHEKpO3a cuuTaeTcs MHOroakTopHO# (BKIOYas MCMOIb30BaHUE
FIOKOKOPTHKOCTEPOUI0B, ynoTpedieHne ankoros, Haauuyme TAKEN0iH UMMYHOCYNPECCHHU,
Gosiee BBICOKMII MHAEKC MaccChl Tejla), Cllydyad OCTEOHEKpO3a PerucTpupoBaiuch 0COOEHHO

4acTo y MaLUMEHTOB ¢ nporpeccupytouteit BUU-undexumein u/uim npu AIuTebHOM NpUEMeE
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KOMOMHUPOBAHHOW AHTHPETPOBUPYCHOI Tepanuu. [lauueHTam ciaeayer peKOMEeHI0BaTh
obpawarscs 3a KOHCy/JbTalMell K Bpady NMpH MOSBIEHUM JOMOTHbI Mau Gonn B cycTaBsax,
CKOBaHHOCTH B CYCTaBax WM 3aTpPy/HEHUSX B ABHIKEHHUH.

Ilayuenmur nodxxcunozo 6ozpacma

Tenodosupa auszonpokcuaa ¢pymapar He Obl1 MCCIENOBAH y MALMEHTOB crapiue 65 Jier.
[TauueHThbl CTApIIEro BO3pacTa UMEOT BO0JIbUIYIO BEPOSTHOCTb YXYALIEHNH GYHKUHHU NOYEK,
Mo3TOMY HeoOX0AMMO cO0I04aTh OCTOPOKHOCTL NPH JeYEeHUH TeHOOBUpPaA JAU30MPOKCHIIA

(bymapaTOM MatueHTOB MOXKHUJIOro Bo3pacra.

Bausinue Ha crniocoGHOCTb YNPABAATH TPAHCIOPTHBIMY CPEACTBAMH, MeXaHH3IMAMHU

He npoBoaunoch creuuanbHbIX MCCAEAOBAHMN MO M3YYEHHIO BIMSHHMS TeHO(pOBMpPA Ha
CnocoGHOCTh yMNpaBjisTh ABTOTPAHCHIOPTOM M HMCMOAB30BaTh MeXaHW3Mbl. [lauueHToB
cienyer npoMHGOpPMUPOBATL O HAJIMYUM COOOLUEHHUH O TrOJIOBOKPYIKEHMM MpPU JIEYEHHH
TeHo(oBupoM. [IpH MOSBIEHUH TONOBOKPYKEHUSA CIEAYeT BO3AEPKATHCS OT BbIMNOJIHEHHS

YKasaHHbIX BUAOB ACATCIIbHOCTH.

®opma BbINyCcKa

TabneTku, noKkpbiThiE reHoUYHOU 060a04uKOM, 150 Mru 300 mr

[To 10 TabaeToK, MOKPBITHIX MIEHOYHON 000J04KOH, B KOHTYPHYIO SIYEHKOBYIO YIaKOBKY M3
MJAEHKH NOJTUBUHHUIXIOPUAHON U HOIbIU aTIOMUHHEBOMN NEYaTHOM JIaKUPOBAHHOM.

[To 30, 60, 100, 500 mau 1000 TabreTok, MOKPHITHIX MJIEHOUHOH 000104KONH B OGaHKy
MOJIMMEPHYIO C KPBILIKOH HATArMBaeMoi ¢ KOHTpoJjeMm rnepBoro BCKpbiTus. Csoboanoe
NPOCTPAHCTBO 3AMOJIHAIOT BATOH MEAMLIMHCKOM.

[To 3, 6 uamn 10 KOHTYPHBIX SSYEHKOBBIX YNaKOBOK BMECTE C UHCTPYKLMEN MO NMPUMEHEHUIO
MOMELLAKT B MayKy M3 KapToHa. [Tauku noMewaroT B TpaHCMOPTHYIO Tapy.

[To 1 GaHke BMecTe ¢ MHCTPYKLMI MO NPUMEHEHHUIO NOMELLAIOT B NayKy M3 kapToHa. [1auku

MOMEIAIOT B TPAHCMOPTHYIO Tapy.

YcaoBus XpaHEHHUH

XpaHHUTb B OPUTMHAJIBHOM BTOPMUYHOI ynakoBKe npousBoauTens npu temnepatype Huxe 25 0C.

XpaHUTb B HEJIOCTYITHOM /IS JIeTei MecTe.

Cpok roasocTu

4 ropna. He MPUMEHATH MO UCTECHEHUN CPOKA rOJAHOCTH.
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YciaoBus OTNYCKa U3 anTekK

OTnycKaroT 1Mo peuenty.

IIpousBoauTenn

AO «Dapmacunres»

IOpuamnuecknii agpec: Poccus, 664007, Mpkyrtckas o6a., r. UpkyTtek, ya. KpacHorsapaeiickas,
a. 23, oduc 3.

AJlpec npon3BOACTBEHHO# muiouaaku: Poceus, r. Upkytek, yi. P. JliokcemOypr, a. 184

000 «®apmacunTe3-TroMeHb»

AJipec Npou3BOACTBEHHOM Muowaakiu: r. TromeHb, 7-0it kM Besnkanckoro Tpakra, 1. 2

Baajenen perucTpaunoHHOro yjaocrosepenusi/Opranusauusi, NpUHHMAKOIWAs NPETEH3NH
norpeburenei

AO "®apmacunres"

Poccus, 664040, r. UpkyTck, ya. P. JliokcemOypr, 1. 184.

Ten.: 8-800-100-15-50

AJpec 31eKTPOHHOM mouThi: www.pharmasyntez.com

Buue-npe3naeHT no Ka4yecTBy M peryasTOPHbIM Mansix H.IO.
Bonpocam AO «DapmacHHTE3»
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