NHCTpyKuMAa K npenapaTy Bupean Tabnetku
) Mo 245mr Ne30

Y3HaTb UeHy >>>

CocTtaB u popMa BbiNnyckKa

TabneTkun, NOKPbITbIE MAEHOYHON 060N0YKON.

1 TabneTka, nokpbiTas obonoyvkon, cogepxmnt 300 Mr TeHooBMP AM30MNPOKCKAa hymapaTa, 4To
3KBUBAJIEHTHO 245 Mr TeHo(oBMpa AN30MPOKCUNG;

BcriomoraTesibHble BeLecTBa: KpaxMasn KYKYpPY3HbIA; HaTpUs KpoCKapMensosa; JlakTosa
MOHOIrMApaT, LUessltofo3a MUKPOKpUCTanandyeckaa marHusa cteapat Opadry Il White 32K18425
(nakTo3a MoHoOrugparT, runpomMennosa 2910, TutaHa gunokeng (E 171) TpruaueTunH).

dapMaKkoJsiormyeckoe neucrteume

TeHogoBMpa gusonpokcunaa pymapaT in vivo npeBpallaeTcs B TEHOQOBUP, aHanor
HyKneo3ngmoHogochaTa (HykneoTrnaa) ageHosnHa MoHodocgaTa. TeHooBMpP B NOC/EAYOLWEM
npeBpallaeTCcs B akTUBHbIN MeTabonuT - TeHodoBupa andocdaT. TeHOPOBMP - HYKNEOTUAHbIN
NHrnbuTop obpaTHOM TpaHCKpunTasbl obnagaeT cneynnyHONn akTUBHOCTbLIO MO OTHOLWIEHUIO K
BUpYCY MMMYHoaeduumnTa Yenoseka (BNY-1 n BUY-2), n Bupycy renatmuta B. TeHodoBupa
angochaTt nHrmbupytoT obpaTHyO TpaHCcKpunTasy BNY-1 n nonmmepasy Bupyca renatuTa 8 no
KOHKYPEHTHOMY MeXaHU3My, pe3ysibTaTOM Yero ABAfeTCa TepMmHauusa cuHTesa uenun OHK.

TeHogoBMpa gudocdat asnaeTcs cnabbiMm nHrnbntTopom OHK-noammepas MaeKonmTatoWmx.

B TecTax in vitro TeHodoBMP B KOHUEHTpaumnsax 4o 300 MKMOIb/N HE OKa3biBa BAMSHUSA Ha
CUHTE3 MUTOoXoHApuanbHon OHK n obpa3zoBaHMe MONOYHOW KUCIOThI.

MpoTnBOBMpPYCHas aKTUBHOCTb
llpoTnBOBUPYCHAS aKTUBHOCTb B OTHOLUeHun BUY

MpoTNBOBMPYCHasA aKTUBHOCTb TeHOMOBMpPA B OTHOLEHUN NabopaTOPHbIX 1 AOHOPCKUX LUTaMMOB
BWY-1 oueHmBanacb Ha AMHUAX NTMMEPOBNACTONOHbBIX KEeTOK, NePBUYHbIX
MOHOUMTax/Makpodarax n nuMmepountax nepugepmndeckon Kposun. NokasaTtenb 3hhpeKTUBHON
KOHLeHTpauun TeHohoBMpa Haxoamsnca B ananasoHe oT 0.04 no 8.5 MKMoJb.

B KynbType KNneTok TeHOOoBUP NOKa3an NPOTUBOBMPYCHOE AEeNCTBUE B OTHOWeEHUN BUY-1
noatunoB A, B, C, D, E, F, G, O (3hhekTnBHas KOHLEHTpaUnsa Haxoannace B guanasoHe ot 0.5 go
2.2 MKMOJ1b), @ TaK>Xe yrHeTalollee AeNCTBMUE Ha HEKOTOopbIe WTaMMbl BUY-2 (adhdhekTmnBHas
KOHLEeHTpauma Haxoannaacb B AnanasoHe oT 1.6 MKMOJIb A0 5.5 MKMOb).

Mpun ncnonb3oBaHUM TeHOoMOBMPa in vitro oTMeYancs CUHepPrm3M NPOTUBOBUPYCHON aKTUBHOCTM
npenapaToB. B nccnenoBaHnsix KOMOUHMPOBAHHOIO NMPYMEHEHUSA NpernapaTa C UHrMbnTopamm
npoTeas BUY 1 c HyKNeo3nAHbIMU N HEHYK1IE03UAHbBIMM aHaloraMy UHIrM6MTOPOB 06paTHOW
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TpaHcKkpunTasbl BUY-1 oTMevanncb agonTUBHbLIE NN CUHEeprn4yeckue apgekThbl.
lpoTuBOBUPYCHasA aKTUBHOCTb B OTHOLLUEHUN BUPYyCa renatuta B

MPpOTUBOBUNPYCHYIO aKTUBHOCTb TEHO(OBMPA B OTHOLLEHW BUpYyCa renatnuta B oueHnsann Ha
NHMM Knetok HepG2 2.2.15. MNoka3aTenb 3pPpeKTNBHON KOHLEHTPaLK TeHOodOoBMpPa Haxoanacs
B Anana3oHe 0.14 no 1.5 MKkMOJIb NMpu 3(PHEeKTUBHON LLUTOTOKCUYECKOW KOHUeHTpauuu >100
MKMOJb. B KynbTypax KNeToK ncciefoBaHna NpOTUBOBMPYCHON aKTUBHOCTM KOMBUHaL M
TeHo(oBMpPa C HYKNEO3UAHLIMN NHITMBUTOpaMn obpaTHbLIX TPAHCKPUNTAa3, OENCTBYOWMNX Ha BUPYC
renatnta B (amTpnunTabuH, aHTEeKaBnp, J1aMUBYANH N TenbuByanH) He oBHapy>XeHo
aHTaroHM3Ma aKTMBHOCTEN npenapaTos.

Pe3ncrteHTHOCTb
Pe3sucteHTHOCTb rnipuv BUY-1

LLTammbl BUY-1, CO CHMXKEHHON YyBCTBUTENIbHOCTLIO KTeHodoBupy U K65R MmyTaunm B obpaTHON
TpaHcKkpunTase bblan NoayyeHsbl in vitro n y HEKOTOPbIX NaLMEHTOB.

MpumeHeHne TeHoOBMPa ON30MPOKCUIIa hyMapaTa cnenyeT nsberaTb NaunMeHTaM CoO WTaMMaMu
MyTauun K65R, paHee nonyyaBLlUNM aHTUPETPOBUPYCHYIO Tepanuto.

Pe3ncTteHTHOCTb npu renatnte B

MyTauuii BUpyca renaTuTa B, CBA3aHHbIX C PE3UCTEHTHOCTbIO KTEHOMOBUPY, BbIABAEHO HE ObisO.

dapMaKOKMHETHUKa

BcacbiBaHue

MNocne nepopanbHoro npuema y BUY-nHpnumposaHHbiX 6051bHbLIX TEHOGOBMPaA AN30MNPOKCMAA
ymMapaT 6bICTPO BCACbIBAaeTCA U NpeBpaLLaeTcsa B TeHOOBMP. Cmax TeHo(oBMpPa B CbIBOPOTKE
KpoBM Habnogannceb Yyepes Yyac nocjie NnpneMa HaTolwak 1 Yyepes 2 4 nocse npmemMa C rnuLLen.
BrnomocTynHoCcTb TeHO(oBUpPa 13 TeHOOBMPA AN30NPOKCKMIa hyMapaTa nocse rnpuemMa BHyTPb
HaToLWaK cocTasnsana npnbnnsntenoHo 25%.

B pe3ynbTaTe npmema TeHooBMpPa AN30NPOKCUIa hyMapaTa C NULLEN yBenn4mBanach
OnoaoCTYNHOCTL NpU NepopaibHOM Npueme, npu 3Tom AUC 1 cpeaHsas Cmax TeHOo)oBMpPa
Bo3pacTanu npmnbnunsntensHo Ha 40% n 14%.

Mocne nepBoro npuemMa TeHooBMpa AN30NPOKCUNa hyMapaTa C NULLER Cmax B CbIBOPOTKE
KpoBu cocTasnsaeT oT 213 no 375 mr/mn.

PacnpepeneHune

Vd npu paBHOBECHOM COCTOSAHUW NOCJSIe BHYTPUBEHHOIO BBeAEHUA TeHodoBupa npubnnsnTtesbHO
oueHmancsa B 800 mn/kr. MNpu KoHUeHTpaunax TeHodosupa ot 0,01 go 25 MKr/mMn ces3biBaHWe
TeHodoBMpa ¢ benkamum naasMbl U CbIBOPOTKM in vitro 6b110 meHbwe 0.7% n 7.2%,
COOTBETCTBEHHO.



MeTaboansm

B nccneposaHusax in vitro 66110 yCTaHOBIEHO, YTO HXU TEHO(OBMPA AN30NPOKCUIa pyMapaT, HK
TeHodoBUp He ABNAITCA cybcTpaTamum nsodepmeHToB unToxpoma P450. bonee Toro, npu
KOHUEHTpaumnax, sHa4nTenbHo (npnbnmsutensHo B 300 pa3) npesblWaBLUNX KOHLLEHTpauun
npenapaTa, Habnogaswmecs in vivo, TEHOOBMP B YC/I0BUAX in vitro He nHrnbmposan
MeTabosn3M, KOTOPbIA MPOTEKAET C y4acTMeM OCHOBHbIX U30(hepMeHTOB UnToxpoma P450
yenoeka (CYP3A4, CYP2D6, CYP2C9, CYP2E1 nnn CYP1A1/2). TeHotdhoBMpa AN30NPOKCUNA
dyMapaT He BAMAN Ha Kakue-nnbo nsogepmeHTbl uutoxpoma P450, 3a nckntodeHmem CYP1AL/2
(oTmevanocb HebonbLwoe (6%), HO CTaTUCTUYECKN 3HAYNMOE YMeHblLUeHne meTabonmama
cybcTpaTta untoxpoma CYP1A1/2).

BbiBegeHune

BbiBegeHne TeHodoBMpPa rnaBHbIM 06pa3oM NpPoMcxoauT Yepes NoYKM NocpeacTBOM (UIbTpaLmn
N CUCTEMbI aKTMBHOIO KaHabLLEBOr0 TPAHCMNopPTa.

JINHEVIHOCTb/HEe/INHENHOCTb

dapMakKoKUHeTNKa TeHOOoBMpPa He 3aBucesa OT A03bl TeHOOBUpPaA ON30MPOoKCHaa pyMapaTa
(npn no3e ot 75 no 600 Mr); MHOroOKpaTHbIN NpueM nNpenapaTa B JIIo6oM N03e Tak)xe He BAUS Ha
dapMaKOKUHETUKY TeHodoBuMpa.

®PapMaKOKMHETUKA B 0COBbIX MOMyAsUmsaxX

OrpaHunYeHHble faHHble Mo (hapMaKOKUHETMKE TEHO(OBMPA Y XKEHLLMH YKa3bliBaloT Ha
OTCYTCTBME CYLLECTBEHHbIX MOJIOBbIX Pa3/IMYMA.

He npoBoannocbk nccnenoBaHnn papMakoKMHETUKM C y4aCcTueM AeTen, NoapoCTKOB 40 18 neTt u
MOXWUNbIX Nl0Aen cTaple 6S ner.

CneunanbHbIX UCCNeaoBaHUI (hapMaKOKUHETUKN B Pa3HbIX 3THUYECKNX Fpynrnax He NpoBOANIOCh.

Noka3zaHua npenapaTta Bupeap,

* nevyeHue BUY-1 nHpekunmn y B3poCabiXx B KOMOUHaUUN C APYrMMU aHTUPETPOBUPYCHBLIMUN
npenapaTamu;

® fle4yeHne XPOHMYEeCKOro BUPYCHOro renatnTa B y B3poC/abIX € KOMNEHCUPOBAHHOM
Nne4YeHOYHOM HeOCTaTOYHOCTbIO, MPU3HAKaMN aKTUBHOW pernnkaunm Bmpyca, NoCTOAHHHOWN
MOBbILLUEHHON aKTUBHOCTbLIO B CbIBOPOTKE KPOBW aslaHNHaMUHOTpaHgepa3sbl (AJIT),
rMCTONIOrMYECKNMN CBUAETENbCTBaMN aKTUBHOMO BOCMAAMTENIbHOMO npouecca n/mam
hunbpo3a.

Pe>xuMm po3upoBaHUA

B3pocabiM no 1 Tab./cyT, BHYTpPb BO BpemMsa nNpuemMa nNuLm Ui HaTollak.

ONna nauneHToB C NerkKMMmM HapyLleHUsaMn YHKLUMK NoYek (KanpeHc KkpeaTuHuHa 50-80
MJI/MUH) NpueM npenapaTta Bupean 1 pas/cyT ansetca 6e3onacHbIM U 3PEKTUBHbBIM, MO3TOMY



HeT HeobXo04MMOCTN KOPPEKTMPOBATbL A03Y, Y 3TUX NaLMEHTOB HeobxoaMMo NMPoBOAUTL
NOCTOSIHHbIA KOHTPOJIb KIMPEHCa KpeaTUHMHA U YPOBHSA hoCcaToB B CbIBOPOTKE KPOBMU.

Y NaymMeHToB C KIMPEHCOM KpeaTuHnHa oT 30 Ao 49 MA/MUH NHTEepPBaN MeXAy NpuemMamm 4o3
npenapaTa cfiefyeT KOPPEKTUPOBaTb B COOTBETCTBUM C PEKOMEHAALUNAMMN, NPUBEAEHHBIMA B
Tabnunue 1.

Tabnuua 1. KOppeKLI,VIFI A03bl Yy NauyneHToB C UBMEHEHHbLIM KJIMPEHCOM KpeaTMHWHa

Knup

KpeaTnHUHa

(mn/m

npu

<30 (BKJItOYas NaLUNeHToB,

NH)* = 50 30-49
KOTOpPbIM HeobxoanMM remoamnanns)

PekoMeHoyeMbIl MHTepBan Kaxnable 24 | Kaxnble 48 |lpenapaT Bupeas Ha3Ha4vaTb He
MeXay npuemMamm Y Y pekoMeHayeTCcA.

MNMauneHTaM C HapyLweHneM PYHKLNK NevyeHn He TpebyeTcs KoppekLuum fo3bl NpenapaTa.
AHTMPETPOBMPYCHaA Tepanus NokasaHa, Kak NpaBuo, B TeYEHNE BCEN XKU3HW.

noncyedxieYeHUN XpPOHNYECKoro rernaturta B:

ncrnosib3oBajin

'my HBeAg-nonoxxuntenbHbIX NaumeHToB 6e3 LuMppo3a NevYeHn nevyeHmne ciengyeT Npoao/IKaTh,

:g:?;bHy Mo KpanHewn Mepe, B Te4eHue 6-12 MecsueB nocse noaTBep>XX4eHnsa cepokoHBepcum no HBe
Tena (ucyesHoBeHne HBeAg nnu ncyesHoseHne OHK Bupyca renatuta B, C BbIIBNE€HMEM aHTU-
(6e3 HBe), nnn no cepokoHesepcun no HBs, n 0o MmomeHTa yTpaTbl ahhekTUBHOCTN. N4

yyeTa BbIIBJIEHUS KaKMX-IMOO OTCPOYEHHbIX BUPYCOSIOMMYECKNX peLngnBoB Nocje OKOHYaHus
KUPOBOI nevyeHns HeobxoaAMMo perynapHo namepsaTtb yposHu AJIT n OHK Bupyca renaTtuTa B, B
TKaHM) CbIBOPOTKE KPOBWU.

* y HBeAg-oTpuuaTenbHbIX MNauneHToB 6e3 Lumppo3a NevyeHn nevyeHmne cnegyeT Npoaos/KaTh,
Mo KpanHenm mepe, 0o cepokoHBepcum no HBs nnm oo MmoMmeHTa yTpaThl 3PHEKTUBHOCTHN.
Mpun NPOAO/HKNTENIBHOM Jsie4eHUn B TedeHne bonee 2-x neT peKkoMeHAyeTCa peryasapHo
obcnepnoBaTb HONLHOMO C LEb0 NOATBEPXKAEHNSA TOr0, 4TO BbibpaHHOE A/19 KOHKPETHOrr o
60NbHOro fIeYyeHne oCcTaeTCs afleKBaTHbIM.

OnnTenbHOCTb Tepanun npernapaTtom Bmpeau onpeaendaeTca nHonsmnayasjabHo nev4YalluMm Bpay4omMm.

MobouyHoOe pencreue

Co CTOPOHBbI >KeJlyJOHYHO-KNLLIEYHOIO TpaKTa.: Anaped, pBoTa, TOWHOTa, METEOPUN3M, NMaHKPEATUT,
MoBbILLEHNE aKTUBHOCTW aMunasbl, 60/1b B XKMBOTE, B3AyTune.

Co CTOPOHBbI HepBHOl7I CUCTEMBbI. TOJTIOBOKPYXeHne, rosoBHad 6onb, nenpeccus.

Co CTOPOHBbI I/IMMyHHOVvI CNCTEMBI. anneprmn4eckmne peakumn, B T.4. aHFVIOHeBpOTI/I‘-IeCKI/IIZ OTEK.




Co CTOpOHbI 0bMeHa BelecTB: runodocdaTeMns, NakTaunaos, rmnokaIneMms.
CO CTOPOHbI AbIXaTe/IbHOV CUCTEMBbI: OAbILLIKA.

CO CTOPOHbI MEYEHU W XKEeSTHEBLIBOAALUMNX MYy TEN: XNPoBaa ANCTPOdUA nedeHn, NnoBbileHne
aKTUBHOCTM NeYeHO4YHbIX hepmeHTOB (Yawe Bcero ACT, AJIT, I'TT), renaTuT.

Co CTOPOHbI KOXUN N I'IO,HKO)KHO—)KMPOBOI;I KJ/ieT4aTKN. CbilNb.

CO CTOPOHbI OMOPHO-ABUraTeIbHOW CUCTEMbI N COEANHUTE/IbHOW TKaHn: paboomMmmonns,
ocTeoManaumsa (dawe npoasnseTca 60/bl0 B KOCTSAX, N3pedka NpMBoanT K nepesioMmam),
MblLLeYyHas cnabocTb, MyuonaTus.

CO CTOPOHbI MOYEK N MOYEBbLIBOASLUMX MYy TEW: HAPYLUEHUS PYHKLMN NOYEK, B T.4. OCTpble,
rnovyeyHast HeAOCTAaTOYHOCTb, OCTPbIA HEKPO3 KaHasbLEeB NoYeK, CMHAPOM PaHKOHU, MOoYeYHas
Tybynonatusa NpoKCMMaibHOro TUMNa, MHTEPCTULNANbHbLIN HEQPUT (BK/IOYas Cilyvyanm oCTpPOro
HedpuTa), NOBbILLUEHNE KOHLEHTPALMN KpeaTUHNHA, NPOTEeNnHYypurs, Noanypus, HeporeHHbIh
HecaxapHbln gnaber.

lMpoyme: yTOMNAEMOCTb, aCTEeHUS.

npOTMBOﬂOKaBaHMﬂ K TPUME@HEeHMIO

® OeTCKun Bo3pacT Ao 18 ner;

® NayMneHTbl C NOYEeYHOW HEQOCTATOYHOCTbLIO C KJIMPEHCOM KpeaTuHUHa <30 MJI/MUH, a TakxXe
MauneHTbl, KOTOPbIM HEOOXOAMM remoananmns;

® nepuopn nakTauum;

® MOBbILLEHHAdA YYBCTBUTENbHOCTb K JIIOBOMY 13 KOMMOHEHTOB NpenapaTa.

C OCTOPOXXHOCTbH: BO3PACT CTaplue 65 neT, novyeyHasa HeAOCTAaTOYHOCTb C KJIMPEHCOM
KpeaTuHuHa 6onblie 30 MA/MUH U MeHbLue 50 MJI/MUH, 0AHOBPEMEHHbIN MPUEM C ANAAHO3UHOM.

He pekoMHegyeTCs NPUHMMATb NauMeHTaM ¢ AeddULNTOM JlakTasbl, HENEPEHOCUMOCTbIO JIaKTO3bl,
FNI0KO30-raslakTo3HON Masib-abcopbument, Tak Kak npenapaT COAEpPXUT NaKTo3y.

NMpuMmeHeHue npm 6epeMeHHOCTU U KOPMJIEHUM TPy A bIo

Bupeapg crnenyeT ncnosib3oBaThb BO BpeMs ﬁepeMeHHOCTVI TOJIbKO B TOM CJly4dae, eC/in OXngaemMas
MnoJib3a OT JiIedeHUnd Asda MaTePU NpeEBbLILLAET noTeHUWanbHbIN PnCK on4a niaoaa.

B xone nccnenoBaHmim Ha XXMUBOTHbLIX BbIN10 MOKa3aHo, 4TO TEHO(OBMP BbIAENAETCA C FPYyAHbIM
MOJIOKOM. HensBecCTHO, BblgenseTcs n TeHohoBUP C rpyAHbIM MOJIOKOM YenoBeka. He
pekoMeHAyeTCHa KOPMUTb Fpyabio MaTepamM nHpunumposaHHslM BUY nan snpycom renatuTta B,
noJly4daBLlMM Tepanuio npenapaTtoM Bupeas ¢ uenbio npenynpexneHns pucka NnocTHaTaIbHOMN
rnepepna4dn BNY vnm Bupyca renatmuta B.

NMpuMeHeHUe Npu HapyweHuaX PYHKLUN NeYeHn



MaumeHTaM C HapyweHneM PyHKUNN NeYeHn He Tpe6yeTc;| KOoppeKunn A03bl NnpenapaTa.
AHTMpeTpoBMPYCHaa Tepannsa NokasaHa, Kak NpaBusio, B Te4eHune BCEWN XXU3HW.

lMpn nevyeHUN XpPoOHN4YEeCKoro rernatnTa B:

®* y HBeAg-nonoXunTesibHbIX MauneHToB 6e3 Luppo3a nevyeHu sedeHme crienyeT nponoKaTb,
Mo KpanHenm Mmepe, B TeyeHne 6-12 mecsaueB nocae NoATBEPXKAEHNSA CEPOKOHBepcuK no HBe
(ucyesHoseHne HBeAg nnu ncyesHoseHne OHK Bupyca renatuta B, C BbIIBNeHNEM aHTU-
HBe), nnn no cepokoHesepcun no HBs, n 0o MoMeHTa yTpaTbl aphekTUBHOCTN. N4
BbIABNIEHNS KaKMX-TNBO OTCPOYEHHbIX BUPYCOIOMMYECKUX PeLnanNBOB NOCie OKOHYaHMS
neyeHns HeobxoaAnMMO peryasapHo nsmepaTtb yposHu AJIT n OHK Bupyca renatuta B, B

CbIBOPOTKE KPOBMU.

* y HBeAg-oTpuuaTenbHbIX NauneHToB 6e3 Lumppo3a NnevyeHn nevyeHme cnegyeT Npoaos/KaTh,
Mo KpalHewn Mepe, 00 CepoKoHBepcum No HBs nan 0o MoMeHTa yTpaTbl 3PPEKTUBHOCTMN.
Mpu NPOAO/IKUTENIBHOM Ne4eHUn B TedeHne 6onee 2-X IeT peKOMEeHAYEeTCSA perynsapHo
obcnepoBaTb 60LHOIO C LEbIO MOATBEPXKAEHUSA TOrO, YTO BbibpaHHOE 4191 KOHKPETHOro
60NbHOro fleyeHne ocTaeTCs afleKBaTHbIM.

ONnTenbHOCTb Tepanun npenapaToM Bupean onpenenseTcs UHAMBMAYaAbHO JieYallM BpPayoM.

NMpuMeHeHMe Npu HapyLweHUAX (PYHKLUMN noYyek

Ons naumeHToB C NEerKMMm HapyLeHnaMn pyHKLNM novek (KnmpeHc KkpeaTmHuHa 50-80
MJ/MUH) NpueM npenapaTta Bupean 1 pas/cyT AnseTca 6e3onacHbIM U 3PEKTUBHbBIM, MO3TOMY
HeT HeobX0AMMOCTN KOPPEKTUPOBATbL A03Y, Y 3TUX NaLMeHTOB Heob6xoaAMmMo NpoBOANTL
NOCTOAHHBIA KOHTPOJIb KJIMPEHCa KpeaTUHMHA U YPOBHSA (POoCthaToB B CbIBOPOTKE KPOBW.

Y nauneHTOoB C KJIMPEeHCOM KpeaTuHMHa oT 30 8o 49 Ma1/MUH MHTEPBaN Mexay npueMmamm o3
npenapaTa crefyeT KOPPEKTUPOBaTb B COOTBETCTBUN C peKoMeHJaunaMun, npuBegeHHbIMN B

Tabnnue 1.

Tabnunua 1. Koppekuns 0o3bl y NAUMEHTOB C U3MEHEHHbIM KIMPEHCOM KpeaTUHMHA

KnupeHe
KpeaTnuHuHa
<30 (BKJItOHas NaLUNEeHTOoB,
(MA/MUH)* = 50 30-49
KOTOpbLIM HeobXxoanM remoananns)
PekomeHayeMbI MHTEpBanN Kaxgble 24 | Kaxxgble 48 |lpenapaT Bupeaa Ha3Ha4aTb He
Mexay npuemMmamu Y Y pekoMeHayeTCs.




*

. NMpuMeHeHMe y peTen

npwu
noﬂcqgggymsonom3aH neTtam go 18 ner.

ncnosab3oBanun

naeaOCO0ObIE YKa3aHus
Maccy

Tena Obwme

(6e3
quaI'IpenapaT He cnenyeT 0QHOBPEMEHHO MPUMEHATL C npenapaTamu TpyBaaa
ZKMDOI(BBQMHO(I)OBVIp/3MTpI/ILI,VIT36I/IH), ATtpunna (3cdaBupeH3/smTpuunTabuH/TeHodoBMp), Nan C

npenapaTtoMm encepa (agedosup).
xany/Jpenap pa (anecosup)

MauneHToB cnenyeT MHPOPMUPOBATL O TOM, HYTO JIeHEeHNE aHTUPETPOBUPYCHLIMU NMpenapaTamm
He npegoTBpallaeT puck nepenayn BUY n renatuta B gpyrum nogsm. MNpu nonoBbIX KOHTAKTax
cnepyeT cobnogaTh COOTBETCTBYOLWMNE Mepbl NPeAOCTOPOXKHOCTH.

JlakTaumaos, Bblpa)kKeHHasi reriaToMerasns C XnpoBow ANCTPOGnel

Mpwv ncnonbsosaHun y BUY-mMHpMUUPOBaHHbLIX UL, HYK1€03NOHbIX aHasloros, BKAOYas
TeHogoBMpa OM30NpoKCcKIa hyMmapaT, B COYETaHUN C APYrMMN aHTUPETPOBUPYCHBLIMN
npenapatamu, coobLianocb 0 CyYyasax fakTaT-auMao3a v Bbipa)KeHHOro yBem4yeHnsa pasMmepos
nevyeHu C ee XUPOBOW AnUCTpoduren, NHorpa C seTasbHbIM UCXOL40M. B ciydae pa3sutua y
00/IbHOr0 KNNMHNYECKNX (CO CTOPOHbI MULLLEBAPUTESIbHOW CUCTEMBI - TOWHOTA, pBOTa, 601K B
XnBOTe; obulee HegoMoraHue, noTeps anneTuTa, NOTepPs BeCa; HapyLleHne AbIXaHus;
HEBPOJIOrnYeCcKmMe CUMMTOMbI - HapyLleHne aBuraTenbHbIX PYHKUUA, MbllleYyHas cnabocTb) nan
nabopaTopHbIX NPM3HaKOB (CoaepXaHne MOJIOYHON KUCNOThl B CbIBOPOTKE KPOBU Bbille 5
MMOJ1b/N), YKa3blBaOLWMX Ha NaKTaunLo3 NN BblIPa>keHHYI0 renaToOTOKCMYHOCTb, Tepanus
npenapaTtoM Bupeapn nosKHa ObiTb NPUOCTaHOBIEHA.

lMauneHTbl ¢ HapyLeHneM hyHKUNN MoYeK

BbiBefeHne TeHO(OBMPa B OCHOBHOM MPOUCXOAMT Yyepe3 NoYvku. MNpu ncnonb3oBaHUM
TeHo(oBMpa B KJIMHNYECKOW MPakKTUKe COo0bLLLanoch 0 Clyyanx BbiiBNEHUS NOYEYHOW
HeLOCTaTOYHOCTW, NOBbLILEHNA KOHLLEHTPaUUK KpeaTUHUHA, runogocdatemMmun, a Takxe
cnHapome ®aHKOHM. Y Bcex 60bHbIX A0 Hayasla Tepanuun 1, ecsiv Ha TO UMETCS KJIMHUYeCcKne
nokasaHus, BO BpeMsi Tepanuu npenapaTomMm Bupean pekoMeHayeTCsi pacCinUTbIBaTb KIUPEHC
KpeaTuMHUHA.

Y 60/IbHbIX C PUCKOM Pa3BUTUSA HapyLUeHUSA (PYHKLMN NOYEK, BK/OYaa NaLMeHTOB, Y KOTOPbIX
paHee 6blNK BbISABNEHbI HAapyLLUEeHNA NoYeK Npu Tepanum ageoBmMpomM, cnegyeT NpoBoAnTb
perynspHbIn MOHUTOPUHI PpacYeTHOro KJIMpeHca KpeaTUHUHA U KoHUeHTpauun gocdopa B
CbIBOPOTKE KpoBu. [NpenapaT He cnefyeT UCnosb3oBaTb O4HOBPEMEHHO C HE(PPOTOKCUYECKUMU
NeKapCTBEHHbLIMU CpencTBaMm NN B Clly4ae HeJaBHEro UCrnosb3oBaHNs npenapaTtoB nogobHoro

poaa.

be3onacHOCTb M 3PPEeKTUBHOCTb NpUMeHeHna npenapaTta Yy 60/bHbIX C KIMPEHCOM KpeaTuHUHa
oT 30 0o 49 MI/MUH He onpefesieHbl, 1 NO3TOMY c/iefyeT OUueHMBaTb COOTHOLLEeHne



NOTEeHUMaNbHOM NOMb3bl OT TEPANUN NpenapaToM 1 BO3SMOXKHOI0 pUCKa TOKCUYECKOro
BO34ENCTBMS Ha NOYKU. ECnm BCe xe eCTb HeobX0AMMOCTb UCMOJIb30BaHMS NpenapaTa, To
TpebyeTcsl KOppeKuns UHTEPBaNOB MEXAY NpueMamun npenapaTa. Y Taknx 6onbHbIX cneayeT
BECTU TWaTesbHoe HabnoaeHne 3a PyHKLNEN NOYeK.

HexxenaTesbHble peakumn, KOTOpble NepevyncnstoTcs B pasaene NobovyHoe nencreue,
npeacTaB/ieHHbI Bbllle, MOryT BO3HMKHYTb BC/IeACTBUE MOYEeYHOM Tybynonatumn
NPOKCMManbHOro Tuna: pabaommonns, octeoMansaums (NposiensieTcs 60sb0 B KOCTAX, U3penka
NPMBOAUT K NMepesioMam), rmnokaanemMums, MmbillevyHas ciabocTb, MMonaTus, runodoctaTeMus.
CunTaeTcs, 4TO NMPUYNHA PA3BUTUSA YKA3aHHbIX SIBJIEHUIA He CBA3aHa C Tepanuei TeHOHOBNUPOM B
OTCYTCTBME NoYeyHon TybyionaTumn NPOKCUMaibHOro Tuna.

GonbHble, uHpnunposaHHsbie BUY n Bupycom renatuta B

Y 6011bHbIX, NHOUUNPOBaHHbLIX BUY 1 BUpycom renaTtmnTa B, nocne npekpaweHnsa Tepanmm
npenapaTtom Bupeapn MoryT Bo3HMKaATb Ta>XKenble 060CcTpeHns renatuTa. 3a 60abHbIMN,
NHpUUMpoBaHHbIMKM BUY 1 BUpycoM renatuTa B, 40J>KHO BECTUCHL TWaTenbHoe HabawgeHne, Kak
KJIMHNYeCcKoe, Tak 1 nabopaTopHOe, N0 MeHbLUEeN Mepe, B TeYeHNe HEeCKOJIbKUX MecsLeB nocne
npekpalieHus Tepanun. B page cnyvyaes MoxxeT notpeboBaTbcs BO30O6HOBEHNE Tepanuun
BUpPYyCHOro renatuta B. Y 60nbHbIX C TSXenbiM 3aboneBaHneM nevyeHn (LMppo3e) He
pekoMeHAyeTCa NpeKpalwaTh 1evyeHne, NoCKoJIbKY BO3HUKaloLLee rnocjie 0OTMeHbl Tepanuu
obocTpeHne renaTnTa MoOXXeT NPUBECTU K AeKOMMEHCaUUN PYHKLNN NeYeHn.

TecTupoBaHMe Ha aHTUTeNa K BUY gon>kHo 6biTb 4OCTYMHBLIM OJ18 BCEX MAaLIMEHTOB,
MH(PUUMPOBaHHbBIX BUPYCOM renatuTta B 0o Havasna Tepanuu npenapaTtom Bupeag.

B CBA3M C pUCKOM pa3BUTUA PE3NUCTEHTHOCTU Bupean cnefyeTt ncnoib30BaTh Kak 4acTb
COOTBETCTBYIOLLEN aHTUPETPOBUPYCHON Tepanun B Ne4eHUN NauneHToB, MHPULUUPOBAHHLIX
ofHoBpeMeHHO BUY v renaTtntom B.

JinnoancTpoguns

Y 60/1bHbIX, KOTOPbLIM MPOBOAUTCS aHTUPETPOBUPYCHaA Tepanus, Habnoganoch
nepepacnpeneneHmne/HakonaeHne XXnMpoBon TKaH B OpraHn3Me, BKJAYasa 0XXKMpeHne
LLeHTPasIbHOro TuMna, yCUaeHHoe OTNOXKEHNE XXNPOBOMN TKaHW Ha cnuHe n wee (\\"ropb
6n3oHa\\\"), yMeHblUueHne obbemMa Nepuepnyeckon XXNMpPoBon TKaHU N NOOKOXHOI0 Xnpa B
obnacTu nuua, rMNepTpPomnio MOJIOYHLIX XKee3 U TaK Ha3biBaeMyto KYLUMHIOUAHYO BHELWHOCTb.
MexaHU3Mbl U OTOAJIEHHblIE NOCNEeACTBUS 3TUX ABJIEHUI NMOKa HEW3BECTHbI, HE YCTaHOB/IEHA WX
NPUYNHHO-CNEACTBEHHANA CBA3b C MPUMEHEHNEM TEX UIN UHbIX NpenapaToB.

BnvisiHne Ha KOCTHYI CUcTemMy

Y )KNBOTHbIX NOCne BBeAeHNa TeHooBMpa Habnio4anocb TOKCMYECKOE BO3AENCTBME HA KOCTHYIO
TKaHb, BKJII0YaA CHMXKEHME MUHEpPabHON MJOTHOCTUN KOCTHOW TKaHW. OQHAKO B KJIMHNYECKUNX
NccnenoBaHUAX AOJITOBPEMEHHOMO NPUMEHeHMA npenapaTa (cBbiwe 3 neT) He 6bl10 0TMEeYeHOo
KJIMHNYECKN 3HAa4YUMbIX MaTONOrMYECKMX USMEHEHUIN KOCTHOM TKaHN. TeM He MeHee,
naToNoOrnyeckmne N3MeHeHNs KOCTHOM TKaHW (n3penka NnpueosLine K nepesaomam) MoryT
HabnoaTbCa NPU NPOKCUMaANbLHOM NoYevyHon Tybynonatuu. Mpn Nnogo3peHnn Ha HapyLeHWs Co
CTOPOHbI KOCTHOW CUCTEMbI cieayeT 0b6paTUTbCA 3a KOHCYbTalMen K COOTBETCTBYOLWEMY



crneuvanncry.
PaHHsAA BUpycosiornyeckass HesgpeKTUBHOCTb

B KNMHMYecknx nccnenoBaHmsax ¢ ydactmem BUY-nHbmumpoBaHHbIX 60bHbIX BbIJ10 MOKa3aHo, 4To
pAL TepaneBTUYECKUX PEXUMOB, Mpeanosaralolnx NCrMosib30BaHNE TONIbKO TPEX HYKNE03UAHbIX
NHrMbuTopos obpaTHOM TPaAaHCKPUNTAa3bl, B LLeJIOM MeHee 3(D(PEeKTUBHbI, HEM TPONHbIE PEXUMBbI,
npeanonaratoLlmne NCrnonb3oBaHMe OBYX HYKIE03NAHbIX MHIMbuTopoB 06paTHOM TpaHCKpUNTa3bl
B coveTaHnm nmbo C HeHYKNeo3naHbIM MHIrMbTopoM obpaTHOM TpaHCKpunTa3sbl, MMbo C
nHrnbntTopom npoteasbl BUY-1. B yacTHOCTK, coobLLianocb 0 paHHEN BUPYCONOrN4eCcKom
HE3((PEKTNBHOCTN 1 BbICOKOW HYaCTOTe NOSIBJIEHUS MyTauui (Mo TUMNy 3aMeHbl),
obycnaBnmBaloLWNX pa3BUTUE PE3NCTEHTHOCTU. ICXoaa 13 3TOro, pexxnmsl, Nnpegnonaratowme
npUMeHeHne Tpex HYKNeo3naHbIX MHFMONTOpPOB, cneayeT UCMOIb30BaTb C OCTOPOXKHOCTbIO. 3a
60bHBIMUK, PEXMM TEpanun KOTOPbLIX NpeayCcMaTpUBaeT UCMOJIb30BaHNE TONIbKO Tpex
HYK1I€03UAHbIX MHIMOBUTOPOB, CnefgyeT BeCTW TwaTenbHoe HabnogeHne; B TaKnUxX Cayvasax Takxe
PEKOMEHAYEeTCHA PacCMOTPETb BO3MOXXHOCTb U3MEHEHUS CXEMbI JIeHEeHUS.

CI/IH,ﬂpOM BOCCTaHOBJIEHNA UMMYHUTETA

Y BUY-nHpUUMpoBaHHbIX NAUMNEHTOB, MOJyYatloWnX KOMBMHNPOBAHHYIO0 aHTUPETPOBUPYCHYIO
Tepanuio Habnganocb pa3BuTUE CMHAPOMA BOCCTAHOB/IEHNA UMMYHUTETA.

Y 60/1bHbIX C TSXKENION CTENEHbI0 UMMYHOAEMULMTA B HaYale aHTUPETPOBUPYCHOM Tepanumn
MO>XEeT BO3HMKATb BOCNA/IMTENIbHAs peakLns B OTBET Ha 6eCcCMMNTOMHbIE UK pe3nayasibHble
OnNMNoOpPTYHUCTNYECKME UHDEKLMN, YTO MOXKET NPUBOANTL K PA3BUTUIO CEPbE3HbIX KIMHNYECKUX
COCTOSIHUIN NN YBENIMYEHUIO BbIPA>XEHHOCTU CMMNTOMATUKKN. Takne peakuun HabnogaoTcs, Kak
npaBuJo, B NepBble HECKOIbKO HeAelb NN MecsiueB NPUMeHeHNa aHTUPEeTPOBUPYCHOW Tepanuu.
MpuMepamMmm MOryT CNYXXUTb LLUTOMEranoBMPYCHbIA PETUHUT, FeHepasIn3oBaHHAsA U/UNK o4aroBas
MUKoBaKTepuasibHaa MHEKLNS U MHEBMOHUS, Bbi3biBaeMasi Pneumocystis jiroveci. Jltobas
CUMNTOMATUMKA BOCMANNTENIbHOr0 XapakTepa TpebyeT COOTBETCTBYHOLLEN OLEHKN U, MPU
HeobxoAMMOCTN, Havyana sievyeHus. NauneHTbl A40SXKHbI HAXOAUTLCA MO TULATebHbIM
KJIMHNYECKUM HabnoaeHneM crneumnanncTos, MUMeLKMX onbIT evyeHus naymeHTos ¢ BUY
3aboneBaHnaMuU.

BaunsiHne Ha criocObHOCTb K BOXAEHWIO aBToOTpaHCcriopTa v yripaBJieHNO MexXaHWU3MaMu

He npoBoannock nccnenosaHuin No N3y4eHU0 BO3AENCTBUA TeHOMOoBMpPa AN30MPoKCuIa
¢ymapaTa Ha cnocobHOCTb K yrnpassieHUto asTomobunem n paborte ¢ mexaHnsmamum. Bmecte
TeM, 6osIbHbIX CriegyeT yBeOMUTb O TOM, YTO BO BPeMS JieHeHUss TeHodoBMpa AM30MPoKCcKIa
pymapaToM Habno[anNCh ClydYan FONOBOKPYKEHUS.

MNaymeHTam, NpUHUMaOWMM nNpenapaT Bupean, Heobxognmo cobnogats Mepbl
npenocTopoXXHOCTN, NMbo n3beraTb ynpaBaeHNa TPAHCMOPTHLIMU CPpeaCcTBaMN U 3aHATUN
APYrMMU NOTEHLUMaNbHO ONACHLIMY BUOAMW AeATeNbHOCTHN, TpebyowmMMmn NoBbILLEHHON
KOHUEHTpaunum BHUMaHNA N BbICTPOTbI MCUXOMOTOPHbIX peakuuin ¢ y4eToM npodunna noboYHbIX
3pheKTOoB.



Nepepno3unpoBKa

Mpu nepenosnpoBke Heobxoanmo HabnaaTh 3a COCTOSHUEM MaLueHTa 01 BbiSB/IEHUS
MPU3HAKOB TOKCUYHOCTU; Npn HEOBXOANUMOCTM - MPOBOANTbL CTaHAAPTHOE NoAAepXKXMBaKOLWee
neyeHne, TeHOOBUP MOXKHO BbIBECTU N3 OpPraHW3Ma Npu NOMOLLM reMoanannsa; MegnaHa
KNnpeHca TeHodoBMpa cocTaBnsaeT 134 MJ/MUH.

NmeeTcsa orpaHNYeHHbIV KIMHUYECKUIN ONbIT Npuema rnpenapaTa Bupeagn, B fo3ax,
rnpesbliWwaowmx TepanesTnydeckyto - 300 mr. B uccnegosaHum 901 nauneHToB npuHuMmanm 600 Mr
TeHogoBMpa AM30NpoKCMIa hyMapaTa B TedeHne 28 AHeRn, Npu 3ToM TaxXKeNblX Mo60YHbIX
peakumn He Habntoganocb. CUMNTOMbI Nepeno3npoBKU NMpu npmneme bonee BbICOKNX 003 He
N3BECTHBbI.

JleKapcTBeHHOe B3auMogeucTeme

B pe3ysabTaTe COBMECTHOro NnpMMeHeHnsa TeHodoBupa n gngaHosnHa 400 mr/cyT (B BUAe
KUwe4yHopacTBOpUMbIX TabneTok) Habnoganocb yBennyeHme coaep)xaHmsa angaHosnHa B
opraHusme. 3a TakKMMK MaunmeHTaMn crnegyeT BeCTn TwaTesibHoe HabnaeHne Ha NnpegmeT
Pa3BMUTUSA CBA3AHHbLIX C AUOAHO3MHOM HeXXenaTesibHbIX ABJIeHU, HanpuMep NaHkpeaTuTa u
NnakTauuposa. CoBMecTHoe npuMmeHeHne TeHodosMpa 1 gungaHosmHa 400 mr/cyT,
COMPOBOXXAAEeTCHA YMeHbLUeHneM Koandectea CD4+nmumdbounToB. Y 60nbHbIX, Macca Tena
KOTOpPbIX NpeBbillaeT 60 Kr, CYTOYHYIO 003UPOBKY ONAAHO3MHa chefyeT YMeHbLNTb A0 250 Mmr.
Ona npenocTaBaeHUsa Kakux-nMbo pekoMmeHgaumm no onpegeneHmnio 4o3NpoBKN npenapaTa y
00JIbHbLIX C Maccon Tena MmeHee 60 Kr OTCYTCTBYIOT HeEOBXOANUMbIE AaHHbIE.

TeHopOBUP N3MeHAeT (papMaKOKNHETUKY aTa3aHaBupa. TeHo(poBUp MOXKHO OAHOBPEMEHHO
NCMosb30BaTb TOJIbKO C aTa3aHaBMPOM B KOMBUHaUUM C puToHaBupoMm (aTasaHasup 300
Mr/putoHasup 100 mr).

B nccnepoBaHusx Ha 340poBbiX 406poBOJibLAX HE BblJI0 0TMEYEHO KJIMHUYECKN 3HAYMMOro
B3aMMOAENCTBUA NPN 0AHOBPEMEHHOM UCMOJIb30BaHNN TeHOo(oBMpPa C abakaBnpom,
3(haBUPEH30M, SMTPULNTAOMHOM, NaMUBYANHOM, UHOVHABUPOM, JIONUHABMPOM/PUTOHABNPOM,
HeNUHABUPOM, NepopaibHbIMU KOHTPaLENTUBAaMKN, pUbaBMPUHOM, CAaKBMHABUPOM/PUTOHABNPOM.

TeHoOBUP B OCHOBHOM BbIBOAUTCS U3 OpraHM3Ma Yyepes NoYvku, COBMECTHOE NpUMeHeHne
TeHogoBMpa C NpenapaTamm, KOTOpbIe BAUAIOT Ha YHKLMIO MOYEK 1N
YMEHbLLUAKT/MPEeKpaLLaoT aKTUBHYIO KaHaJIbLIEBYIO CEKPELMIO, MOXXET YBEJINYNTb KOHLEHTpPaLNuto
TeHO(OBMpPaA B CbIBOPOTKE KPOBU U /MNIN YBENNYNTb KOHUEHTPALMIO COBMECTHO NPUMEHSIEMbIX
npenapaToB, BbIBOAUMbIX Yepe3 MoYKMU.

YcnoBusa XxpaHeHUsa npenapaTta Bupeap,

B cyxom, 3alyMLLeHHOM OT cBeTa MecTe npu TemnepaTtype He Bbiwe 30 °C. XpaHUTb B
HeOOoCTYNHOM ONA AeTen MecTe.



CpoOK rogHOCTH

3 roaa.

YcnoBua peanusauum

MpenapaT oTNycKaeTcs No peuenTy.



