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MUHHCTEPCTBO 3JIPABOOXPAHEHHSI POCCHICKON ®EJEPAIIAA

BuumareabHo npouurtaiite 3ty UHCTpyKIMIO, nepea TeM Kak
HAYaATh NPUEM 3TOro JeKapcTBa.

» Coxpanume Hucmpykyuio, ona mModicem nompebdosamscsl 6HOBb.

« Ecau y Bac 6o3nuxiu 60npocsl, oopamumecs K 8payy.

« Dmo nexapcmeo mnasmwaieno 1uyHo Bam, u e2o me credyem
nepeoasams Opyeum Juyam, NOCKOIbKY OHO MOJCEM NPUYUHUMb UM

8[)8() oaoice npu HAu4uu mex sice CUMnMoOMO8, Hmo uy Bac.

WHCTPYKIAS
10 MEAAIIMHCKOMY ITPUMEHEHWIO JEKAPCTBEHHOT O TIPEITAPATA

Bapakmon®

PETMCTPAIIMOHHBIA HOMEP: JICP-000035

TOPI'OBOE HAMMEHOBAHME: bapakmon®

MEX/JYHAPO/IHOE HEITATEHTOBAHHOE NI I'PYIIIIUPOBOYHOE
HAUMEHOBAHMUE: DHTekaBup

JEKAPCTBEHHAS ®OPMA: Ta0ieTKH, MOKPHIThIE MJICHOYHOW 0007I0YKOM.

COCTAB

Kaxas Tabnerka, MOKphITas TMJICHOYHOH OOONIOUKOH, COHNEPIKUT Oelcmeyloujee 6eujecmeso:
sHTekaBup 0,5 mr unm 1,0 mr.

Benomozamenvuvle  sewjecmsa: naktoswl MoHorwapatr 120,5 mr wmm 241,0 Mr, nemnonosa
Mukpokpuctaumyeckas Avicel® PH 102 65,0 mr umu 130,0 Mr, kpocrioBuon 8,0 mr umu 16,0 mr,
nosujon K30 5,0 mr umm 10,0 mr, maruus creapart 1,0 mr wiam 2,0 Mr, onajpaid 6enslii 6,0 Mr —
maobnemru 0,5 me wii onajipait po3oBelid 12,0 Mr - madnemxu 1 me.

Cocmae Onaodpaii 6enwrii: Tutana guokeus (31,25%), runpomeniosa 3 cP (29,875 %), runpomeniosa
6 cP (29,875 %), makporon 400 (8%), nomucopdat 80 (1,0 %).

Cocmas Onaopaii pososwrii: Tutana auokeu (31,04 %), runpomeniosa 6 cP (62,5%), maxkporon 400

(6,250 %), kpacuTerp xenesa okena kpacubiii (E172, CFR21) (0,210%).



OIIMCAHHUE

Tabnemku 0,5 me: TpeyrojbHble TaOJIETKH, MOKPBITHIE TJIEHOYHOH 000J0UKOM Oe0ro WiM moyTH
6enoro 1BeTa, ¢ rpaBupoBkoi «BMSy» Ha ojHO# cTopone u «1611» Ha apyro# cropoHe.

Tabnemxu 1 me: TpeyrojibHbie TabIETKH, MOKPHITHIC UICHOUHON 000JI0YKOH pO30BOro 1BeTa, ¢

rpaBupoBkoii «BMS» Ha oj1Hoi#i cTopone u «1612» Ha apyroi cropoHe.

OAPMAKOTEPAITEBTHYECKAS I'PYIIITA
[IpOTHBOBUPYCHOE CPEICTBO.

Kon ATX: JOSAF10

®APMAKOJIOTMUYECKHAE CBOMCTBA

dDapMaKoIHHAMHKA

DHTEKaBUp SABIISETCS aHAJOrOM HYKJIEO3W/a TYaHO3MHA C MOUIHOM M CEJIEKTUBHON aKTUBHOCTBIO B
OTHOLIEHMH nojumepassl Bupyca remarura B (HBV). DurekaBup dochopunupyercs ¢
ob6pasoBanueM aktuBHOro Tprdocdara (TD), UMerONIEr0 BHYTPUKIIETOUHBIN IEPHO/] MOTYKHU3HU 15
yacoB. BHyTpukiieTouHas KoHueHTpauus Td npsamo cBsi3aHa ¢ BHEKIETOYHBIM YPOBHEM SHTEKABUPA,
MpUYEM He OTMEYAeTCs 3HAUUTEILHOr0 HAKOIUIEHUS NIpernapara rnociie Ha4ajibHoro ypoBHs «I11atoy.
ITyreM KOHKYpEHLMM C €CTECTBEHHBIM cybcTpatom, JjeokcuryaHosuna-Td, osurekasupa-Td
MHrHOUpyeT Bce 3 (YHKUMOHAIBHbIE aKTUBHOCTH BUpYCHOW mnonumepasbi: (1) npadimuur HBV
noJauMepassl, (2) 00paTHYIO TPAHCKPHIILMIO HEraTUBHOM HUTH U3 npereHoMuoi uPHK u (3) cunres
nosutusHoi wuth HBV JIHK. DurekaBup-Td sensercs cnabbiv uHruouTopoM kieroyneix JIHK
nosumepas o, B u d ¢ Ki 1840 mxM. Kpome Toro, npu BHICOKUX KOHIEHTpalUsaX sHTekaBupa-Td u
SHTEKABMpa HE OTMedeHbl 11000uHble A((PeKThl B OTHOMIEHUM Y nojmmepasel U cuntesa JIHK B
mutoxonapusx kietok HepG2 (Ki >160 MxM).

Anmusupycnas axmuenocmso

Dutekasup uHruouposan cuutes JIHK Bupyca rematuta B (cmkenue Ha 50%, ECso) B
konuentparin 0,004 MkM B kietkax HepG2 yenoeka, TpaHcHUIIMPOBAHHBIX BUPYCOM renarura B
JUMKOro Tuna. 3Hadenue Memamanbl ECso s 3HTEKaBUpa MPOTHB PE3HUCTEHTHOrO K JIAMHMBYJIMHY
Bupyca renatuta B (LVDr HBV) (rtL180M u rtM204V) cocraensino 0,026 mxM (nmanason 0,010-
0,059 MkM). PeKOMOMHAHTHBIE BUPYCHI, KOJUPYIOIIHE Pe3UCTEHTHbIE K a1epOBUpPY 3aMeHbl, MO0 B

rtN236T, nubo B rtA181V, ocTapanucek NOJHOCTHIO YYBCTBUTEIBHBIMHU K DHTEKABUPY.



AHau3 MHrHOMpYIOLEH AaKTHBHOCTH HHTEKaBMpPa B OTHOLIEHHM TPYNIbl JadOpaTOPHBIX KU
KIUHUYecKUX M30i9ToB BUY-1 ¢ ucnonbp3oBaHWEM pa3IUYHbIX KIETOK M YCIOBWI aHaiu3a Jajl
snavyenus ECso B auanasone ot 0,026 10> 10 MkM; Gonee nuskue 3nadenus ECso Habmoaanuce,
KOT/Ia B aHaJIK3€ UCTOb30BATMCH MOHUIKEHHBIE YPOBHU BUpYca. B KII€TOUHON KyJIbType SHTEKABUP
BRIOpaH Juis  3ameieHdss M1841 B MHUKPOMONSpPHBIX KOHLEHTpAUMAX, 4YTO TOJATBEPXK/IAET
MHIUOMpYyIOLIlee J1aBjieHHe MPH BBICOKUX KOHLEHTpalMsAX sHTeKkaBupa. Bapuantel BUY, conepxariune
3amMeny M 184V, nokasaiiu noTepro 4yBCTBUTEIILHOCTH K SHTEKABUPY.

B KOMOMHHPOBAHHBIX aHAIK3axX BUpyca renatuta B B Ki1eTOYHON KyabType abakaBup, IUIaHO3HH,
JIAMHBYJIMH, CTABYIMH, TEHODOBUP WK 3U/JOBY/IMH He ObLIN aHTaronuctamMu aHTu-HBV-aktusnocTr
HHTEKABMpPA B LIMPOKOM JHana3oHe KOHLEHTpaluii. B anTuBupycHbIx anannsax na BUY surekaBup
B MHUKPOMOJISIPHBIX KOHLEHTpAlMsX He Obll aHTaroHucToM aHTU-BUY-akTUBHOCTH B KyNbType
KJIETOK YKa3aHHbBIX BBILIE MPEnapaToB WK SMTPULIMTAOUHA.

Kunemounasa pezucmenmuocme.

[Tpu Hasmmuuu 3amed rtM2041/V + rtLL180M (LLVDr), BbI3bIBalOIIMX YCTOHYMBOCTD K JIAMUBYIMHY H
TeJIOMBY/IMHY, B MCCIEIOBAHUSX C MCIOB30BAaHHEM KJIETOUYHBIX KYJIbTYp Halutojaercs 8-kpatHoe
CHW)KEHHE YYBCTBUTEJIILHOCTH K SHTEKABUPY, B CPAaBHEHWM C aKTUBHOCTHIO B OTHomenuu HBV
(Bupyc rematuta B) aukoro Ttuna. BxiodyeHue JIOTOJHMUTENBHBIX AMHHOKHCIOTHBIX 3aMEH,
ACCOLMMPOBAHHBIX C PE3UCTEHTHOCTBIO K SHTeKaBupy (ETVr), rtT184, rtS202 unu rtM250 cHmxaer
BOCTIPUUMYHMBOCTL K DHTEKABUPY B KJIETOUHOMN KyJbType. 3aMeHbl, HaOmo1aeMble B KIMHHYECKUX
usonsatax (rtT184A, C, F, G, I, L, M v S; rtS202 C, G wiu | u / unu rtM2501, L unu V),
JIOTIOJIHUTENILHO CHMYKAJIW BOCTIPHUMUMBOCTD K 3HTEKaBUpY B 16-741 pa3 1o cpaBHEHHIO ¢ BUPYCOM
JIMKOTO THIIA.

Pe3ncTeHTHBIE K JIAMUBYIMHY [ITAMMBI, Hecylre 3ameHsl rtl 180M mmoc tM204V B koMOuHaLMK
¢ aMUHOKHCIOTHOMU 3amMeHOM rtA 181C, BbI3BIBAIOT CHUKEHUE (EHOTUITHUECKON YYBCTBUTEILHOCTH K
3HTEKaBUpY B 16 — 122 paza.

3amennsl ETVr va ocratku rtT184, rtS202 u rtM250 To/IbKO OKa3bIBalOT yMEPEHHOE BIIMSHUE Ha
BOCIPMUMYHMBOCTDL K SHTEKABUPY U He Habmoaanuck B otcyreteue 3ameH LVDr B Gosiee yem 1000
CEKBEHMPOBAHHBIX 00pa3zliax MaiueHToB. Pe3UCTEHTHOCTHL OMOCPENOBAHA CHUIKEHUEM CBSI3bIBAHUS
MHIMOMTOpA ¢ M3MEHEHHOM 06paTHOM TpaHCKPUNTa30i BUpyca renatuta B, a pe3ucTeHTHBIN BUpYC
renaruta B mposiBasieT NOHMKEHHYIO CITOCOOHOCTD K PEMIMKALMK B KJIETOYHOH KyJIbTYpe.

Knunuueckas pesucmenmuocms. O0vbeOuHeHHblll aHanus KIUHUYeCKUx ucciedosanuil 2-u u 3-i

Paszvl.



[TocTperucTpatMoOHHBIH 00beIMHEHHBIM aHAIM3 ITAHHBIX 110 PE3UCTEHTHOCTH K SHTEKaBUPY U3 17-TH
KJIMHUYECKUX MCClleloBaHMi 2-i 1 3-i dasbl, nmokaszas, 4toy 5 u3 1461 ucneITyeMoro B Xo/ie Tepaniu
SHTEKABUPOM BO3HMKIIA 3aMeHa rtA181C, BbI3bIBalOmAs PE3MCTEHTHOCTh K HHTEKaBUpy. [JlanHas
3amMeHa OOHapyXUBajgach TOJIBKO 1pu Hanuuuu 3aMed rtL180M numoc rtM204V, Bei3piBarOIux
PE3UCTEHTHOCTH K JIAMUBYIUHY.

DapMaKOKHHETHKA

Abcopoyus.

VY 3/10pOBBIX JHO/Iel SHTEKaBUpP OBICTPO BCACHIBACTCS, U MaKCUMallbHas KOHLEHTPALMUS B Iasme
onpenensercs  4epes 0,5-1,5 waca. AOconioTHas OWOJOCTYITHOCTH  HE  OMNpeJIelisiach.
Mcxo/1s M3 SKCKpPELMM ¢ MOYOi HEM3MEHEHHOro rnperapara, OMOJOCTYITHOCTL Obljla OlleHEHa Kak
muaumyMm B 70%. Ilpu norTopHOM mpueme sHTekaBupa B jpo3e ot 0,1 no 1 Mr ormeuaercs
NPONOPLMOHATBHOE JI03¢ YBEJIMYEHHE MaKCHMalbHON KoHieHTpaiuu (Cmax) v miomaid Ioj
KpuBO# «koHueHTpauus — Bpemsi» (AUC). PaBHoBecHOe cocTosiHUE jlocTUraercs nocie 6-10 anei
npremMa BHYTPb OJIMH pa3 B I€Hb, [IPH ITOM KOHI[EHTPALHs B TJIa3Me BO3pacTaeT NPUMEPHO B 2 pa3a.
Makcumainbhas (Cmax) u MuHuMabHas (Cmin) KOHIEHTPALKK B [1J1a3Me B PABHOBECHOM COCTOAHHMH
cocrassiid 4,2 u 0,3 Hr/mit, cooTBETCTBEHHO, IpH nipreme 0,5 mr, u 8,2 1 0,5 HIr/Mi1, COOTBETCTBEHHO,
npu npueme 1 mr. ITpu npueme BHyTpE 0,5 MI 9HTEKaBUpA C MUILEH ¢ BBICOKMM COJIEpKaHHEM HKHpa
(945 xkan, 54,6 r xupa) unu ¢ jerkoi nuueit (379 kkan, 8,2 r xMpa) 0TMEYaAIOCh MUHUMaJIbHAS
3ajiepkka BcacbiBanus (1-1,5 waca npu npueme ¢ numed u 0,75 vaca mpu npueMe HaToOLIAK),
camkenne Cmax Ha 44-46% u camkenne AUC Ha 18-20%. Chwkenrie Cmax u AUC nipu npueme ¢
NUILLER He CUUTAEeTCS KITMHWUYECKH 3HAYUMBIM Y MALIMEHTOR, HE MOJYYaBIIUX HYKIT€O3UIbI, HO MOXKET
MOBJIUATH HA 3)(HEKTUBHOCTD Y MALMEHTOB, PE3UCTEHTHBIX K JIAMUBY/IUHY.

Pacnpeoenenue.

OrenrBaeMbiii 00beM pacrpejiesieHns JHTeKaBUpa NpeBbila 001 00beM BOJIbl B OPraHU3Me, YTO
CBUJIETEILCTBYET O XOPOIIEM MIPOHMKHOBEHUH TIperapara B TKaHW. DHTEKaBUp NpuMmepHo Ha 13%
CBsI3BIBAETCS ¢ HETKaMU CHIBOPOTKH YeJIOBEKa in Vilro.

Memabonusm.

DHTEKABUP HE SBJISETCS CyOCTPaTOM, HHTHOMTOPOM Ml HHAYKTOPOM (epmenToB cuctemsl CYP450.
ITocnie BBeienus MedeHHOro 14C-3HTeKaBUpPa JIIOJIIM U KPbICaM He OMPEJIENIuCh OKMCIIEHHBIC HITH
aleTH/IMPOBAHHbIE METaBOIUTEI, @ MeTaboMThI (hazel 11 (rroKypoHU/IBI U CyabdaThl) ONpe/essiiuch
B HEOOJIBILIOM KOJIMYECTRE.

Buiseoenue.



ITocsie  TOCTHIKEHHS MAKCUMAJILHOTO YPOBHS KOHLIEHTPALMsl DHTEKaBUpa B IUIa3ME CHHKAlach
OMOIKCIIOHEHLIMAIBHO, TP 3TOM MEPHOJ MOMyBbiBeaAeHUs coctapisi 128-149 wacos. Ilpu npueme
OJIMH pa3 B JIeHb IPOUCXOJIUIIO YBETHYeHHEe KOHIIEHTPALMHU (KyMyJIs11s) npenapara B 2 pasa, T0 €CThb
3¢ PeKTHBHBIIN MEPUOJL OITYBBIBEICHHS COCTaBUII IIPUMEPHO 24 yaca.

DHTEKaBUpP BBIIEISIETCS TIaBHBIM 00pa3oM MOYKaMM, NpPUYEM B PABHOBECHOM COCTOSIHHH B
HEM3MEHEHHOM BHJIe B MOYe ornpejensercs 0kono 75 % no3bl. [loueuHblii KIMPEHC HE 3aBUCHT OT
JI03bI ¥ Konebiercest B auanasone ot 360 10 471 MI/MHH, UTO CBUJETEILCTBYET O IJIOMEPYJIAPHOM
(bunbpTpaMK U KaHAJILLEBOM CEKpelMU Ipernapara.

Teyenounas nedocmamoyHocms.

DapMaKOKHHETHYECKHE TapaMeTpbl Yy TNALMEHTOB C YMEPEHHOH WM THKENOW NeYeHOYHOM
HEJIOCTATOYHOCTBIO OBbLIM aHAJIOTHYHBI TAKOBBIM Y MAIHEHTOR ¢ HOPMaTbHON (PyHKUMEN NEUeHH.
Houeunas neoocmamoynocme.

Knupenc sHTeKaBMpa yMEHbIIAETCs ¢ YMEHbIIEHUEM KIIMpeHca KpeaTHHUHA. B Teuenne 4-X 4acoBOro
nepuojia reMo/iMain3a BeIBOAMTCS OKoo 13 % oT 1o3bl dHTekaBupa, M okojo 0,3 % - mpu
MPOBEJICHUU TEepPUTOHEealTbHOro Jinaiu3a. KoppekTupoBka [J03bl 3HTEKaBHpPAa PEKOMEHYETCs
MalMeHTam ¢ KJIMPEHCOM KpeaTMHUHA MeHee 50 MIJI/MUH.

IHayuenmer nocne nepecaoku neveHu.

JleiicTBHe SHTEKaBMpa Yy TMALMEHTOB C BUPYCOM rernatuta B nocie mepecajkd IedeHW TpH
CTaOMITbHOM J103€ LMKJIOCTOpHHA A WM Takposumyca (n = 9) B 2 pa3sa npesblliano JAeHcTBrE Y
3J10POBBIX JTFO/IEl ¢ HOpMaTbHOM (GyHKIMel nmovek. HapyumeHust GyHKIMS MoYeK crocoOCTBOBAIIN
YBEJMYEHUIO BO3JIEHCTBUS SHTEKABUPA Y ITUX MALUEHTOB.

Ion.

AUC sntekaBupa 0Obiia Ha 14% BbIle y JKEHIMH, YeM Yy MYXYMH, H3-3a pasiMuuil B MOYEYHOM
dynxuuu u Bece. Iloce monpagku Ha pasiuyuus B KIMPEHCE KpeaTMHMHA M Macce Tena He ObLio
pasjinumii B BO3AEHCTBUHM SHTEKABUPA MEXKTY CYOBEKTAMU MYMKCKOI'O U KEHCKOIO MoJIa.

Toowcunvie nayuenmel.

Bnusuue Bospacra Ha (papMaKOKHHETHKY SHTEKABHUpPA OLEHUBAIM, CPABHHMBAS TMOXKHUIIBIX JIFOJIEH B
Bo3pacte 65-83 roja (cpeHuil BO3pacT JKEHIMH 69 neT, My:K4uH 74 roaa) ¢ MOJIOBIMH JIFObMU B
pospacte 20-40 net (cpeHuii Bospact skeHuwmH 29 ner), mysxuns 25 ser). AUC 6bina Ha 29% Beiie
Y NOKMITBIX JIFOIEH, YeM Y MOJIOJBIX JIFO/ICH, B OCHOBHOM H3-3a Pa3jiMuuii B MoyeyHoH QyHKUMU 1
Bece. [Tocsie monpaBky Ha pasiuums B KIMPEHCE KpeaTHHHHA U Macce Tena y noxkuibix mojaed AUC

Ha 12,5% Bbilie, ueM y MOJIoAbIX. [TomynsiuoHHbIi hapMaKOKMHETUYECKNH aHalIU3, OXBATHIBAIOLIUN
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MalMeHToB B Bo3pacte OT 16 10 75 fer, He BBISBUI BIMSHHE BO3pacTa Ha (apMaKOKHHETHKY
SHTEKaBUpA KAK CYUIECTBEHHOE.

Paca.

[TonynsunMoHHbBIA (apMaKOKMHETHYECKMI aHalli3 He BBISBUI BIMsHHE packl Ha apMaKOKWHETHKY
SHTEKaBUpa Kak cyllecTBeHHoe. OAHAKO BBIBOIABI ObUIM CAENaHbl TOJBLKO IS [PEACTaBUTENEH
KaBKA3CKUX M a3WaTCKUX TPYIIM, BBUIY CIMIIKOM Majoro KOJUYecTBa cyObEKTOB HabIIOJeHUs B

JIPYrUX KaTeropusx.

ITOKA3AHUSA K IPUMEHEHUWIO

XpoHuueckuit renatut B y B3pocnbix c:

- KOMIIEHCHPOBAHHBIM TIOPAKEHUEM [€YEHU W HAJIMYMEM BUPYCHOHM pENUIMKALMHU, TOBBIIIEHHS
YPOBHSI aKTHBHOCTH CHIBOPOTOYHBIX TpaHcamMMHa3 (anaHuHamuHOTpaHcdepasza, AJIT; wnm
acriaprataMuHoTpaHcdepaza, ACT) U r'HCTOJIOrHYECKUX MPU3HAKOB BOCTIAIMTEIBHOIO Tpolecca B
neyeHu w/umm Gubposa,

= J€CKOMITIEHCHUPOBAHHBIM IMOPAKEHUEM TTEHCHHU.

ITPOTUBOIIOKA3AHUS

- [ToBbIlIeHHAS YYBCTBUTENLHOCTD K SHTEKABUPY WIIM JIFOOOMY ApYyroMy KOMIIOHEHTY Ipernapara.

- Jlerckwuii Bo3pacTt 710 18 net (3¢ dpekTHBHOCTL M GE30MaCHOCTh HE U3YYEHBI).

- Penikast Hacie/ICTBEHHAsl HEMEPEHOCUMOCTD JIAKTO3bI, Ae(QULIMT J1aKTa3bl WM IIIOKO30-TalaKTO3Hast
MaJibabcopOIus.

= Hepnon I'PYyAHOTO BCKapMJIMBAHMUS.

NPUMEHEHUE IIPM  BEPEMEHHOCTH W B DEPUOJ  I'PYJIHOI'O
BCKAPMJIMBAHUS

bepemennocmy

AJIEKBATHBIX M XOPOLIO KOHTPOJIMPYEMBIX UCCIIE0BaHUIT y GepeMEHHBIX JKEHIIMH HE POBOJIMIIOCE.
McenenoBanus Ha JXMBOTHBIX MOKa3alu PErpoyKTHBHYIO TOKCUYHOCTb NPU NPUEME IHTEKaBHpa B
BBLICOKMX f103aX. [ToTeHuManb I pUCK Juis denoBeka HewspecteH. IIpenapar Bapakmon® nomken
NPUHAMATBCS BO BpeMsi OEpeMEHHOCTH, TOJIBKO €CIHM [OTeHIMalbHas I10Jb3a TPUMEHEHHUS

TIPEBBIIAET MOTEHIMANBHBIH PUCK Ui 11oja. HeT naHHbIX 0 BAMAHMM SHTEKaBHpa Ha repepavy



BUpYyca rernatuta B oT Matepu K HOBOPOXKJIEHHOMY, BBUJY 3TOr0 HEOOXOJMMBI COOTBETCTBYIOLIHE
JICMCTBUS JUIs NIPeIOTBpallleHHs HEOHATalIbHOW Mepeiauu BUpyca renatura B.

I'pyonoe sckapmnusanue

JIaHHBIX O MPOHUKHOBEHWM SHTEKaBUPa B MKEHCKOE MOJIOKO HeT. J[aHHble TOKCHKOJIOIMYECKUX
WCCIIeIOBaHMI Ha JKMBOTHBIX MOKA3aJld IKCKPEIMIO 3HTEKaBupa ¢ MoJIOKoM. Puck nis peGeHka He
MOXeT GbiITh MckmoueH. IIpu npumenennn npenapata Bapakmoa® KopmieHHE Tpybio CleayeT
NPEKpPaTUTE.

VyuThIBas TO, YTO MOTEHUMUAIbHBIE PUCKHU JUIS Pa3BUBAIOIIEroCs I1J101a HEU3BECTHBI, JKEHIMHBI
JIETOPOTHOTO BO3pacTa JIOJKHBI HCITOJIb30BaTh 3DGEKTHBHYIO KOHTPALIETILHMIO.

TOKCHKOJIOrHYECKUE UCCIIEIOBAHMUS HA )KMBOTHBIX, MOJTYYaBIIUX IHTEKABHUP, HE BBIABUIIM TIPU3HAKOB

HapyiieHust GepTUILHOCTH.

CIIOCOBb IPUMEHEHMUS U 103bI
Tepanuio 10/KEH NPOBOAUTL Bpay, UMEIOLIUMI ONBIT B JICYEHUH XPOHUYECKOrO remnatura B.

ITareHThl ¢ KOMIEHCUPOBAHHBIMU ITOPAXKEHUEM TTEYEHHU

layuenmel, panee e noiyyasuiue mepanuio Hyk1eo3uoamu:

pekoMeHyeMas Jjio3a mnpenapata bapakmon® cocrapnser 0,5 Mr ojMH pas B JieHb BHYTPb,
HE3aBUCUMO OT IIPUEMa IMULIH.

Hayuenmel, pezucmenmuvle K J1amMu8yoOuny (mo ecmv, nayuenmsl 6 aHamMHese ¢ Gupemuell 6Upycom
eenamuma B, coxpausioweilics Ha ¢howe mepanuu  1AMUSYOUHOM, UIU  NAYUeHmMam  C
HOOMBEPHCOEHHOU Pe3UCTNEHINHOCMBIO K NIAMUBYOUHY):

pekoMen ryemas j103a npenapara bapakmon® coctaiser 1 Mr oM pa3 B IeHb BHYTPb HATOLIAK (TO
ecTh, HE MeHee 4eM Yepe3 2 yaca rociie eJibl MU He 103/1Hee, YeM 3a 2 yaca JI0 CJIeyroUlero npuemMa
TTUIIH).

ITpu Hammuuu LVDr myraumit cieayer paccMoTpeTs KOMOMHMPOBAHHOE NMPUMEHEHHWE SHTEKaBUpPa U
BTOPOTrO IPOTHBOBUPYCHOTO TMpenapata (K KOTOPOMY HET PE3UCTEHTHOCTH, MEPEKPECTHOH ¢
JAMHUBYJIMHOM MJIM DHTEKaBMpPOM) Kak Oojiee MpeANoYTUTENbHBIH BapuaHT B CPaBHEHHH C
MOHOTepanueit S3HTeKaBUpoM (cM. pazjelt «Ocobble yKazaHUusa»).

TlanuueHThl ¢ JEKOMIIEHCUPOBAHHBIM MOPAXKEHUEM MTEYEHU

Pexomenjtyemast 103a npenapata bapakmon® cocrapisier | Mr ojiun pas B ieHb BHYTPb HATOLIAK (TO
€cTh, HE MEHee 4eM Yepe3 2 yaca rociie eJibl U He M03J/IHee, YeM 3a 2 yaca JI0 CIIeyIoUIero npuemMa

TTUIIH).



IIpoJ1I0IDKUTENIbHOCTD TEPAuU

OnTuManbHas MpoJIOJDKUTENILHOCTL JieueHus HeusBecTHA. IlpekpatlieHue jedeHUs MOKET ObITh
PaccMOTPEHO cleyIOUMUM 00pa3oM:

-V B3pocibix HBeAg-no3uTHBHBIX MALMEHTOB TEPAIUIO CIEAYET MPOI0JDKATh M0 KpaiHe# Mepe J10
12 mecsaues nocie joctiwkenus cepokonsepcun HBe (nmoteps HBeAg u noreps JIHK Bupyca
renatuta B ¢ ob6Hapyxkenuem antH-HBe Ha JByX mociiejioBaTe/IbHBIX 00pas3lax ChIBOPOTKH C
MHTEPBAJIOM He MeHee 3-6 MecsIeB) WiH 10 cepokoHBepcur HBs min 10 notepu apdexTuBHOCTH.
-V B3pocnbix HBeAg-HeraTuBHBIX MAIMEHTOB TEPAINUIO CIIELYET NPOI0IDKATE, 110 KpaliHel Mepe, 110
cepokonBepcud HBs unmu 10 mosiBneHus: npusHakoB notepu sddextusHocTd. [Ipu ummrensHoM
neyeHun Oonee 2 JIET PEKOMEHJYETCS pPEryJisspHO [POBOAMTH IOBTOPHYIO OLEHKY, YTOOBI
HOJTBEP/IUTh, YTO MPOJIOJKEHHE BEIOPAHHOM Tepaniu 0CTaeTes MOAXOAAIIMM JUIS MMAlMeHTa.

VY nanueHToR ¢ JJeKOMIIEHCUPOBAHHBIM 3a00JIeBAaHUEM MEUEHH WITM LIMPPO30M [IPEKPALECHUE JICUCHUS -
HE PEKOMEHIyeTCsl.

ITaumMeHThl ¢ MOYEYHOU HEAOCTATOYHOCThIO.

Knupenc sHTeKaBMpa YMEHBINAETCS TPU CHWKEHMM KIMpeHca KpeaTuHuMHa. Pekomenjyercs
KOPpEKIMs JI03bl IHTEKaBHpa MAalMEHTaM C KIMPEHCOM KpeaTuHWHa <350 MJI/MUH, B TOM 4HCIIE
HaXOJAILIMUMCs Ha reMOJIMalIi3e U JUTMTEbHOM aMOyJIaTOPHOM MEepUTOHEATbHOM JHalIM3e, COrJIaCHO
Tabmune 1.

[IpesioxkeHHble PEKOMEHIALMU 10 KOPPEKIMH 03kl SHTEKABUpa OCHOBAHBI HA HKCTPAroJIALMH
OrpaHMYEeHHBIX JIaHHbBIX, UX 3()HEeKTUBHOCTL U O€30MacHOCTh HE OlleHUBaNach KIMHUYECKH. BBuy
3TOTO BUPYCOIIOTHYECKUH OTBET CIIeIyeT TIATeIbHO KOHTPOJIUPOBATS.

Ta6auua 1: PeKOMeH}IyeMbIe JI03bI 3HTEKABHPA Y NAHEHTOB C MOYEYHOH HEeIOCTATOYHOCTHIO

Pe3ucreHTHBIE K JJAMUBY/IHHY
ITanuedTsl, paHee He
Kaupenc kpeaTHHHHA NANHEHTHI H NANHEHTHI ¢
moJIy4aBlIHe

(MJ1/MuH) JIEKOMIEHCHPOBAHHbBIM
HYKJICO3H/IHBIE TIPenaparhbl
NOPAKCHHEM MeYeHH

> 50 0,5 Mr oiMH pa3 B JIEHb 1 Mr ofiuH pa3 B JI€Hb
30-<50 0,5 Mr kaxjpie 48 yacon 1 Mr kaxpie 48 yacos
10 - <30 0,5 Mr kax;ipie 72 yaca 1 Mr kaxjpie 72 yaca
<10 0,5 Mr Kaxpie 5-7 JiHel I Mr kaxaplie 5-7 jaHel

lemopmanus™ wim

JUIUTEIIbHBIA aMOyJ1aTOpHBIN

NEepUTOHEAIIbHBIN JIUaJIN3




* SHTCKaBVIp CJIEAYET IPUHUMATH ITOCJIE C€aHCa rEMO/IhalIu3a.

TTanueHTh! ¢ I€YEHOYHON HEAOCTATOYHOCTHIO

V nauueHToB ¢ NeYEHOYHOM HEJ0CTATOYHOCTHIO KOppPEKLHM JI0O3bI DHTEKaBHUpa HE Tpe6yeTca.

Tloxunble nalueHThbl

V NOKHUIBIX MALMEHTOB KOPPEKIMs JI03bl SHTeKaBHpa He Tpedyercs. Koppekumio 103bl cienyer
MPOU3BOIMTH COrTACHO (YHKIIMM MOYEK MALMEHTA (CM. PEKOMEH/IALIMHU JUIsl TALMEHTOB ¢ MOYEYHOM

HEJIOCTaTOYHOCTBIO).

IMMOBOYHOE JIEVUCTBUE

B KJIMHUUECKUX UCCIIEIOBAHUSAX Y NTALMEHTOB ¢ KOMIIEHCHPOBAHHBIM MOPAXKEHUEM NeYeHH HauboJiee
YacTO BCTPEHAOIUMHUCS TTOOOYHBIMU JICHCTBUAMH JIFO00H CTENEHH TAKECTH, BEPOATHO BbI3BAHHBIMU
IPUEMOM SHTEKaBHMpa, ObUIM OTMedeHbl: rosioBHas Ooub (9 %), yromasemocts (6 %),
rojioBokpyxenue (4 %) u tomnota (3 %). Coobmanock Takke 06 000CTPEHHH TenaTuTa BO BpeMs U
1ocsie npeKpaLieH s Teparnu 3HTeKaBupoM (cM. Onucanue 0moeIbHbIX HeHCeNAMeNbHbIX PeaKyull).
Ouenka HexesnaTelbHbIX peakiMii OCHOBaHA Ha [OCTPErMCTPALMOHHOM HaOmoaeHnu w4
KJIMHUYECKUX HMCCIIEN0BaHUAX, B KOTOPBIX 1720 nmauMeHTOB ¢ XPOHMYECKUM renatutoM B u
KOMIIEHCMPOBAHHBIM MMOPAKEHHEM TEYeHH MOJIydald Tepanuio 3HTeKaBupoM (n=862) wiu
namuByMHOM (n=858) no JBOMHOM crenoii cxeme B TeueHue nepuozaa ao 107 wemens. B stux
uceseoBaHuaX npoduau  Ge30macHOCTH, B TOM 4ucie NabopaTopHble OTKJIOHEHMs, OblIH
COMOCTABUMBI TPH NPUMEHEHHH HTeKaBupa B jio3e 0,5 Mr B cyTku (679 HBeAg-no3uTHBHBIX Wi
HBeAg-HeraTHBHBIX MAalMEHTOB, paHee He MOTyYaBIINX HYKIICO3HUIbI, T0JIyYalu JIEYeHHE B CPeIHEM
B TeueHue 53 Hezlelb), SHTeKaBupa B 03¢ | Mr B cyTkH (183 pe3sucTeHTHBIX K JJAMUBYIMHY TAllMEHTa
TIOJTy4alty JiedeHUe B CPe/IHEM B TeueHue 69 Hejlenb) ¥ TaMUBYIMHA.

[ToGouHbIe peakiuu, KOTOpble, BO3MOXHO CBs3aHbIE C JIEUEHUEM DHTEKABUPOM, IMEPEHHUCIICHBI 10
KITacCy OpPraHoOB CHCTEMBI OPraHU3Ma U MPEJICTABICHBI MO YaCTOTE UX PErHCTPALIMM: OYEHD YacTo (=
1/10); yacto (> 1/100 o <1/10); newacto (> 1/1000 1o <1/100); pexako (= 1/10000 no <1/1000); ouenn
peako (<1/10000). B kaxnoit rpynne noGo4YHbie peakiMu MpeacTaBieHbl B MOPSAKE YMEHbIICHUA

CEPLE3HOCTH.

Co cTOPOHBI HMMYHHO# CHCTEMBbI
Peoxo: anadunakrouaHas peakims.

Co cTOPOHBI ICHXHKH



Yacmo: GeccoHHULIA.

Co cTOPOHBI HEHTPAJIBLHONH HEPBHOMN CHCTEMBbI

Yacmo: ronoHas 00J1b, TOJIOBOKPYKEHHE, COHITUBOCTD.

Co cTOpPOHBI NHIIEBAPUTEIBHOMH CHCTEMBI

Yacmo: pBOTa, AMapest, TOLIHOTA, TUCIIETICHSI.

Co cTopoHBI NeYeHH

Yacmo: NOBbILIIEHAE aAKTUBHOCTH TPAaHCAMUHA3.

Co CTOPOHBI KOKH H NMOJKOKHOH KJIETHYATKH

Heuacmo: chinb, anornenus.

OO0umue HapymeHnust

Yacmo: yTOMISEMOCTb.

Co croponsl o6MeHa BelecTB

CoobInanoch 0 ciiydasx JiakToaiuao3a (o0ias ycTajocTh, TOLUIHOTA, pBOTA, 0OMbL B OprOIIHON
MOJIOCTH, BHE3AITHOE CHIDKEHUE MAcChl TeJa, OJIbIIIKA, yYalleHHOe JbIXaHUe, MbllleuHas c1aboCcTh),
4acTO B COYETAHWH C JIEKOMIIEHCAllMeil re4yeHOYHOH (YHKUMH, APYrUMHU  CEpPhEe3HBIMU
3200JICBAaHUSIMU UJTU IPUMEHEHHUEM JIPYTUX NpernapaToB.

Jleuenue B TeueHue nepuojia 6omnee 48 HeseNb: MPH JTUTEILHOM JICYEHHH DHTEKABUPOM C MEIHAHOM
NPOJIOIDKUTELHOCTH 96 Heflesib HOBBIX 3HAYUMBIX CUTHAJIOB MO O€30aCHOCTH BbIsBJICHO HE ObLIO.
Onucanue omoenbHbIX HedceaamelbHblX PeaKyul

JlabopaTopHble OTKJIOHEHMS: B KIIMHUYECKHUX MCCIIEIOBAHUAX Yy UALMEHTOB, paHEE HE MMOJTy4aBIIUX

JiedeHre HyKlieo3uaamu, y S % otMmevanoch noesitenue aktuBHocTd AJIT Gosee yem B 3 pasa ot
MCXO/IHBIX 3HaYeHuH U y < | % nariueHToB oTMeuanoch nopbiienne aktueHoctd AJIT Gonee yeMm B
2 pasa OT UCXO/IHBIX 3HAUYCHHUIT Haps/y C MOBBILIEHHEM KOHLEHTpauuu obiero dunmmpyoduna > 2 BI'H
(BepxHsisl rpaHuMIia HOPMBbI) U GoJiee YyeM B 2 pasa 0T HCXOJHOro 3HayeHus. KonuenTpaius an,0ymMmuHa
< 2,5 v/nn orMeuanack y < 1 % maiMeHToB, MOBbIIIEHHEe aKTUBHOCTH aMMJ1a3bl 0oJiee YyeM B 3 pasa oT
HCXO/IHOIO 3Ha4YeHus - y 2 % MalueHToB, MOBbIICHHE aKTUBHOCTH JIMNasbl Gosiee 4eM B 3 pasa oT
MCXOHOTO 3HaueHus - y 11 % nanueHToB v KomdecTBo TpombouuToB < 50 000/mMm3 -y < 1 %
NalUeHTOR.

B KJIMHMYECKUX MCCIIEIOBAHUAX Y PE3UCTEHTHBIX K JIAMHUBY/IMHY MauueHToB y 4 % ormevanoch
nosbiienue aktuBHocTH AJIT Gosiee yeM B 3 pasza OT UCXOJHBIX 3HAUeHUH Uy < 1 % manueHToB
oTMeyasioch nopbiienye aktuBHocTH AJIT Gosee yeM B 2 pa3a OT UCXOJIHBIX 3HAYEHUH Hapsny ¢

MOBBILIEHHEM KOHLIEHTpalu obiiero 6umpyouna > 2 BI'H u Gosee yem B 2 pasza oT MCXOJHOTO
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3HayeHus. [ToBbIlIEHHE aKTHBHOCTH aMMJjiasbl Oojiee 4eM B 3 pasa OT MCXOJHOrO 3HAYeHHs
oTMeyanock y 2 % MalueHTOoB, MOBbIIeHHEe aKTUBHOCTH JIMMa3bl Oosiee 4eM B 3 pas3a OT HCXOJHOro
3Hauenus - y 18 % mauueHToB ¥ KosrdectBo TpomMboruToB < 50 000/Mm3 -y < 1 % nanueHTos.

O0ocTpeHus B IIPOIECCE JICYCHMS: B UCCIIEOBAHUAX Yy NAalMEHTOB, paHEE HE MOJYy4aBIIUX JICYCHUEC

HYKJIe03u/1aMu, noBbinenue aktusHocTH AJIT Bo Bpems sievenns > 10 BI'H u Gosee yem B 2 pasa
OT MCXOJHBIX 3HAYEHWU oTMeuasnoch y 2 % MNalMeHTOB, MOJIYYaBIIMX JIEYEHHE HSHTEKaBUPOM, I10
cpaBHEHHIO ¢ 4 % MalMeHTOR, MOIy4YaBIINX JIeYeHHUE ITAMUBYIMHOM. B Mcciie10BaHUAX Y MALIHEHTOB,
paHee He MoJIyYaBIIMX JieYeHHe TaMUBYIMHOM, TOBbIIIeHUE akTUBHOCTH AJIT BO Bpems JiedeHus >
10 BI'H u Gosiee yeM B 2 pa3za OT HCXOJIHBIX 3HAYEHHUH 0TMeUanoch y 2 % MalUeHTOoB, NOoJIy4aBIinX
JieYeHHEe IHTEKABUPOM, 10 cpaBHeHHUIO ¢ 11 % nanueHToB, NOJyYaBIIMX JICYEHUE JIAMUBY/IMHOM.
Cpesid MalMEHTOB, TOMYYaBIUWX JIEYEHHE HHTEKABUPOM, MeEJMaHa BPEMEHH JIO TMOBBIIICHHUS
-aktuBHocTH AJIT BO BpeMs nedenus cocrasuna 4-5 nenelns. B nenom, akrusnocts AJIT cHmxkanach
NPH MPOJODKCHUM JiedeHHss M B OONBIIMHCTBE CIyyacB OblIa CBA3aHA CO CHMIKEHHEM BHUPYCHOM
Harpy3ku Ha > 2 logio/MI1, 4TO NpeIIecTBOBANO NOBbIIeHHIO akTuBHOCTH AJIT niv coBriagano ¢
HUM. B X0j1€ NieueHns peKOMEH/IYeTCs IPOBOANTE MEPUOANUECKUI MOHUTOPUHT (YHKIIMH MEUEHH.

.OGOCTDCHl/lﬂ [10CJI€ IIPEKpameHus JICYCHUS! O6OCTp€HHC rernardra  ONnMcCaHoO Yy IMalUCHTOB,

NpEKpATUBILKX JIeYEHHE BUPYCHOTO renatuTa B, BKItOUas Teparnuio sHTeKaBupoM. B ncceieioBanusax
y MalMeHTOB, paHee He MOJIy4aBLIMX JIeYeHHe HyKJeos3uaaMu, y 6 % MauMeHToB, NOJy4aBIIMX
sHTeKaBUp, U y 10 % mMaiueHToB, Moiy4yaBIIuX JaMHUBYIUH, OTMEYAIOCh MOBBIIIEHUE aKTUHBHOCTH
AJIT> 10 BI'H u B> 2 pa3a ot pedpepeHCHOr0 3Ha4eHUsl (MUHUMAJIbHOIO HCXOAHOIO UJIK MOCIIE/IHEr 0
M3MEPEHHOTO MOCIIE OKOHYAHKS JIeYeH s ) BO BpeMs HabmoieHus noce jiedenus. Cpeid nauueHToB,
MOJIyYaBIINX JIEYEHHUE SHTEKABUPOM, paHee He TMOJIyYaBIIMX HYKIICO3M/Ibl, ME/IdaHa BPEMEHH JI10
nobienust aktupHoct AJIT cocrasuna 23-24 nenenu, a B 86 % ciyuaes (24 u3 28) noesiieHue
axktusHocTd AJIT Bosnukano B HBeAg-nerarupHbix narimeHToB. B uecine1oBaHusixX y pe3HCTEHTHBIX
K JIAMHBYJIMHY T[AIMEHTOB (C MOCIEAYIOUM HaOIOJEHUEM TOJIbKO OrpaHM4YeHHOTro HHCIa
narpenToB) v 11 % nauueHToB, MOJIy4YaBIIUX JI€YEHUE SHTEKAaBUPOM (M HU Y OJHOIrO IallMeHTa,
MOJy4aBIIEro JieyeHHe JIaMUBYIMHOM) HaOIofanock noelnenue aktuBHocTd AJIT BO Bpems
JlanbHeiero HabMoAeH s Noce JeUeHHUs.

B KJIMHUYECKHUX MCCIIEIOBAHUSAX JIeYeHHe SHTEKaBUPOM TPEKPaIaioch, €CIH MALMEHThI JJOCTHT AU
TNpe/IBAPUTENIBLHO 3a/JaHHOr0 oTBeTa. Eciu Tepanus mnpekpamanach 6e3 y4yera oTBeTa Ha JieueHHe,

yactoTa ciiy4aes nopbimenus aktusHoctH AJIT nocie sieuenus moria OBITH BEILIE.



JIOTIOJHUTENIBHO Y TAIMEHTOB ¢ XpoHW4eckoi uHbekuueil Bupycom rematuta B wu
JIEKOMIIEHCUPOBAHHLIM [MOPAKEHUEM TI€YeHH OTMEYallCh clieytolmue nobounsie 3hdexToi:

CHMIKCHUE KOHIIEHTPALIUHU 6m<ap60HaTa B KPOBH, IMoY€YHasA HEJOCTATOYHOCTD.

INEPEJO3UPOBKA

MMeroTes orpaHMyeHHbIe JaHHBIE O CIIydasx Mepeo3MpoBKH Mpernapara y nauueHToB. Y 310pOBbIX
J00pOBOJIBLIEB, TTOMyYaBIIKX J10 20 MI ripenapara B JIeHb B TeueHue 10 14 aHel UM oHOKpaTHbIE

210361 10 40 Mr, He OBLIIO HUKAKHX HEOXKHUAAHHBIX MOOOYHBIX IBIEHU. B cilyuae nepeio3upoBKu 3a
MALUEHTOM JIOJDKHO MPOBOIUTLCS TIATEIbHOE METULIMHCKOE HAOII01eHUE U TIPH HEOOXOIMMOCTH

CTaHaapTHas NnoICpIKUBaroLas Teparus.

B3AMMOJAENCTBHUE C JIPYTUMHA JEKAPCTBEHHBIMHM CPEJICTBAMUA

TTocKOIbKY SHTEKABUP BBIBOAMTCS NMPEUMYILIECTBEHHO MOYKAMH, MTPU OJJHOBPEMEHHOM IPUMECHECHHH
SHTEKABUpPA M JIEKAPCTBEHHBIX CPEJCTB, CHIKAOMMUX (DYHKIMIO TMOYEK WIIM KOHKYPUPYIOIIMX Ha
YypOBHE KaHAJIbIIEBOW CEKPELUH, BO3MOXKHO YBEJIMUEHHUE KOHLIEHTPALMKM B CBIBOPOTKE IHTEKABHpPA
WJTH 9THX JIEKapPCTBEHHBIX CPE/ICTB.

[ToMuMo JnamMuByaMHa, ajzedoBHpa JWINMBOKCHIA W TeHooOBHpa AM30NpOKcHI (ymapara,
B3aUMOJICHCTBMS SHTEKABUPA C JIPYTHMHU MpernapaTtamMmu, BEIBOASLIIMMUCS MOYKAMHU WITH BIUMAIOLIMMU
Ha QYHKIMIO MOYeK, He U3Y4alIuCh. 3a MALMEHTAMH JIOJDKHO IPOBOUTHLCS THIATEIBHOE METUIIMHCKOE
HaOJIIO/ICHUE Ha MPEAMET Pa3sBUTHs MOOOYHBIX PeaKlMii PU COBMECTHOM NPUMEHEHHH SHTEKaBUpPa
C TaKMMH JIEKapCTBEHHBIMHM CpeJCTBAaMM. 3a TAlMEHTaMM JIOJDKHO TIPOBOAMTBLCS TIIATEIBHOE
MeMIIMHCKOE HAOJII0JIeHHE MPH OJTHOBPEMEHHOM Ha3HAYEHUHU SHTEKaBMpa ¢ TAKUMMU TperapaTamu.
IIpy 0OTHOBPEMEHHOM Ha3HAYEHHH HHTEKABMPA C JIAMUBYIMHOM, aJIeOBUPOM MITH TEHOPOBUPOM He
BBISIBJIEHO (hapMaKOKMHETHUECKUX B3aUMO/IEHCTBHIA.

DHTEKABUP HE ABIISETCS CyOCTPATOM, HHIYKTOPOM MIIH HHTHOUTOpOM depMeHToB tuToxpoma P450
(CYP450), nosromy omnocpegoanusie CYP450 siekapcTBeHHbIE B3aUMOJICHCTBHS C SHTEKABUPOM

MaJio BEPOATHEI.

OCOBBIE YKA3AHUSA
JlakToanuma03 U BIpaXKeHHAsi IeNaTOMErajiusl Co CTeaTo30M
ITpu npUMEHEHUH aHAIOTOB HYKJIEO3U/IOB OITUCAHO BO3HMKHOBEHHUE JIAKTOAIM 1034 (O€3 I'HITOKCEMHUH)

HHOrjga ¢ JICTaJlbHBIM HCXO/I0OM, 00OBIYHO ACCOMUPOBAHHOIO C Bblp&)KCHHOﬁ rernaroMerajived u
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creato3oM TeyeHH. [TOCKOJIbKY SHTEKAaBUp SIBISETCS aHAJIOrOM HYKIIEO3MJOB, TaKOW PHCK He
uckmoveH. JleyeHue aHaloraMM HYKJICO3MJOB CIEIyeT IMPEKpaTUTh IPH PE3KOM TOBBIICHUH
aKTUBHOCTH aMMHOpaHcepas, pa3BUTHH IIPOTrPECCHPYIOLIEH renaToMeralin il MeTaboInYecKoro
aru/103a/IaKToalm/103a HEU3BEeCTHOM 3THONOruU. JloOpoKayeCcTBEHHbIE CHMITOMBI CO CTOPOHBI
MUIIEBAPUTENILHOM CHCTEMBI, TaKMe KaK TOLIHOTA, pBOTa M 0O0Jb B JKMBOTE MOIYT yKa3blBaTh Ha
pa3BUTHE JIAKTOAIM/103a. TspKenble cilyyad, MHOT/Ja C JIETalbHBIM HMCXOJ(OM, aCCOLMMPOBAIUCH C
MaHKPEaTUTOM, MEYEHOUHOH HEJI0CTaATOUHOCTBIO/CTEATO30M MEUEHH, NMOYEYHON HEN0CTATOUHOCTHIO
Y MOBBINIEHHEM KOHIEHTPALIMK JTaKTaTa B CbIBOPOTKE KPOBU.

Crniesryer co6I10/1aTh OCTOPOXKHOCTH MPH HA3HAYEHHH aHAJIOTOB HYKJIEO3UIOB JIFOOBIM NalnueHTam (B
0COOEHHOCTH, JKEHIIUHAM C OXKMPEHUEM) € rernaToMerajiei, renaTtuToM WM JIPYTHMH M3BECTHBIMU
(daxkTopamMu pucka pa3BuTHa 3aboseBaHuit nedenu. HeoOXoauMo MpOBOAMTH —THIATEIbHOE
HaOJII0IeHHEe 32 TAKUMH MTallUEHTAMH.

Yrobel auddepeHnupoBaTh MOBBIIEHHE AKTMBHOCTH aMUHOTpaHcdepas BCIENCTBHE OTBETa Ha
JIEYEHHE U MOBBIIIEHUE, BEPOATHO CBA3AHHOE C TAKTOALIU/1030M, Bpay JOJDKEH YOeJUThCs B TOM, 4TO
usmenenuss AJIT accOUMMPOBaHBI ¢ YIyYIIEHHEM JPYruX J1abopaTOPHBIX MapKepOB XPOHHUYECKOIO
reratuta B.

Ob6ocTpenue renarura

CriontaHHble ODOCTpEHMs MPU XPOHUYECKOM renatute B BCTpeuaroTcs CpaBHUTEIBHO 4acTO M
XapakTepu3yioTes MpexojsiuM noseiienneM aktuBHoctd AJIT B ceiBopoTke kposu. Ilocrne
Ha4YaJlbHOM MPOTHBOBUPYCHOM TEparuu y HEKOTOPBIX MAIMEHTOB MOJKET IMOBBICUThCS aKTHBHOCTD
AJIT B ceiBOpOTKE KPOBH, B TO BpeMs Kak nokaszatenu JIHK HBV cumxkatores. Cpein mauueHTos,
M0JIy4aBLUIMX JIEYeHUE DHTEKABUPOM, MeJHaHa BPEMEHH [0 BO3HMKHOBEHHMS OOOCTpPEHMS B XOJI€
JieueHus coctaBuiia 4-5 Heelb. Y MalMeHTOB ¢ KOMITEHCUPOBAHHBIM MOPAXKEHHEM TE€YEHH JIaHHOe
noseiiieHde aktuBHocti AJIT B 1enoM He CONMpPOBOXKAAIOCH IOBBILIEHHEM KOHLEHTPAIIUH
OunupyOrHa MM ieKomiencauueit Gpynkiyn nevenu. [lanuenTsr ¢ UMppo3oM NeYeHH MOTYT HMETD
0oJiee BBICOKHI PUCK JIEKOMIIEHCAMU (YHKLMU 11€YEHU Mocjie 000CTPEHHMs Ienarura, ¥, TaKum
06pasoM, BO BpeMsl JieYeHHs 38 HUMH CIIE/IyeT BECTH TIIATEIbHOE MEJAMIIMHCKOE HAOIIOICHHE.
O6ocTpenue renaTuTa TaKKe OMUCAHO y MALMEHTOB, KOTOPhIE NMPEKPaTHIIM Tepanuio renatura B.
O6ocTpenus nocsie JiedeHus 00buHO cBsi3anbl ¢ noeeimennem JIHK HBV, u GonbmmieTBO M3 HUX
paspernaiTes caMocTosATeNbHO. OJ{HAKO ONMUCaHBI TSKeble 000CTPEHUS, B TOM YUCIIE € JIeTAIbHLIM

HCXOJIOM.
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Cpejd NMAaUMEHTOB, TIOJYYaBUIMX JIEUEHUE ODHTEKABUPOM M paHee He TOJIy4aBIIMX Teparuio
HYKJIEO3M/IaMH, MEJIMaHa BPEMEHHM JI0 BOSHUKHOBEHHs 000CTPEHHs 110CIIe JleyeHus cocTapua 23-24
Hejlen, U OOJIBIIMHCTBO 0bocTpenuii Gputi onmcanbl y HBeAg-HeratuBHbIX nanueHToB. Crenyer
KOHTPOJIMPOBaTh (DYHKLMIO MEYSHH, KIMHUYECKHE CUMITTOMBI U Ta00paTOpHbIE MMOKa3aTe/lk Yepes
onpe/jieieHHbIe HHTEPBAJIBI BRPEMEHH 10 MEHBIIEH Mepe B TeUeHUE 6 MeCAIEB Noc/e MpeKpaiieHus
nedenus renatuta B. Moxer norpe6oBaThcst BO30OHOBJIEHHE TEPAITHH.

IMauuenTts! ¢ coyerannoi renatut B/BUY-undexuuei

DHTEKaBUp HE OLEHUBAJICH y manueHToB ¢ coveranHoi HBV/BUY undekumei, He momydarommx
onHoBpeMeHHO 3ddekTrBHoe seuenne BUY-undexkumu. Bo3MoXKeH pUCK pasBUTHs YCTOWYHMBBIX
nrraMmoB BUY, eciiu sHTeKaBUp NpUMEHSIETCS JUlsl JIeUEHHMs XPOHUUECKOr0 BUPYCHOro reatura By
narvenTos ¢ BUU-uHdexume, He noiyyaommux BbICOKOAKTUBHYIO aHTUPETPOBUPYCHYIO TEPATMIo
(BAAPT). Takum o00pa3om Tepanui SHTEKAaBUPOM HE CJEIyeT TNPUMEHSTH Yy MalHeHTOB C
couerannoi HBV/BUY-undekuueii, He nomyyaromux tepanuio BAAPT. DnTekaBup He usydasics
kak npenapat s jgedenus BUY-undexumn u He peKoMeHJI0BaH Ul IPUMCHEHHS 0 JaHHOMY
IIOKa3aHHIO.

DHTeKaBUp u3ydascs y 68 B3pociisix naiueHTos ¢ couerannoit HBV/BUY undexuueit, nomyyarommx
cxemy BAAPT, cosiepkaniyio aMupyina. OTCyTCTBYIOT JlaHHbIe 110 3)PEXTUBHOCTH SHTEKaBUpA Yy
HBeAg-HeratusHbIX nanueHToB ¢ coueranHo BUY-undekuuen. CymecTByroT OrpaHuyeHHbIE
JIaHHBIE TI0 MPUMEHEHMIO Tperapara y naiuueHToB ¢ couderanHoi BHU-undekuueit, y koTtopeix
CHIDKEHO KomdecTBo CD4-umponutos (< 200 knetok/Mm?).

IMauuenTs! ¢ couerannoii renatut B/rematut C/renatur D unpexnuei

Jlannbie 06 3(hPEKTUBHOCTH SHTEKABMpa y IMALMEHTOB C COMyTCTRYIOLlEH MHpeKMeH BUpycOM
rernatuta C u D OTCYTCTBYIOT.

IManueHTHI ¢ IEKOMIIEHCHPOBAHHBIM IIOPAKEHHEM NIeYeHH

V NauMeHToB ¢ JIEKOMIIEHCHPOBAHHBIM TMMOpPAXKEHUEM IeYeHH (HEe3aBUCHMMO OT TIPUYMHBI), B
ocobennoctu knacca C no knaccudukanuu Yaina-ITeto, Habmonanack 6onee BbICOKas 4acToTa
CEepbEe3HBIX HEXKEIATebHBIX SBICHUNH €O CTOPOHBI TEYEHH M0 CPaBHEHHIO C TALMEHTaMH C
KOMIIEHCHpOBaHHOM (yHkimeit nedenu. Kpome TOro, y manueHToB ¢ JACKOMIIEHCHPOBAHHBIM
MOopakeHHeM Te4eHH BO3MOJXKEH OoJiee BBICOKMI PUCK Pa3sBUTHS JIAKTOALMI03a M OTJACHBHBIX
HE)KeNaTeNbHbIX SIBJIEHHH CO CTOPOHBI MOYEK, TAKUX KaK TrernaTopeHalbHbIH cuHApoM. Takum
06pa3oM, y TaKMX MALMEHTOB ClIEYeT TIATEIbHO KOHTPOIMPOBATL KIMHUYECKHE M J1adopaTopHble

napameTpbl.
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JlaMHBY/IHH-pe3UCTEHTHbIE NAUHEHTHI

Myrtaiun B nonumepaze HBYV, oOycnoiuBaiomue 3aMeHbl  HYKJICOTH/IOB, CBSI3aHHBIX C
PE3UCTEHTHOCTHIO K JIAMUBY/IMHY, MOTYT TPHBECTH K TOCHEAYIOLIEMY BTOPHYHOMY 3aMELICHUIO,
BK/TIOYAs 3aMEIIEHHE, aCCOLMUPOBAHHOE ¢ PE3UCTEHTHOCTHIO K AHTeKaBupy (ETVr). ¥V nebosbimoi
JI0JIM PE3UCTEHTHBIX K JIAMUBY/IMHY naieHToB 3amenbl ETVr B ocrarkax rtT184, rtS202 wim rtM250
MMEJMCh MCXOHO. [TaliMeHTHI ¢ pe3ucTeHTHBIM K IaMuByIMHy HBV nmetoT 6osibiumii puck pa3BUuTHs
NOCIEAYIONEH YCTOMYMBOCTH K 3HTEKABHPY, YeM MalMeHThl 0e3 pe3sHCTEHTHOCTH K JIAMMBYJIMHY.
CoBOKyITHasi BEPOATHOCTH HOBOM F€HOTUITMYECKOM PE3HCTEHTHOCTH K HTeKaBupy vepes 1, 2, 3,4 u
5 JIeT B UCCIIEIOBAHUAX PE3UCTEHTHOCTH K JIAMUBYTHHY coctaBuia 6 %, 15 %, 36 %, 47 % u 51 %
coorBeTcTBeHHO. Clie/lyeT 4YacTo OTCIIEKHUBATh BUPYCOJOIMYECKUHA OTBET Yy PE3UCTEHTHBIX K
JJAMHBYJIMHY TAIMEHTOB W MPOBOJIUTH COOTBETCTBYIOILUE TECTHI HA BHISBIEHHE PE3UCTEHTHOCTH.

V nanmeHtoB ¢ CyOONTHMAIbHBIM BUPYCOJIOTHUECKUM OTBETOM uepe3 24 HeJlenu JieYeHus
AHTEKABHUPOM CJIEJIyeT PaCCMOTPETh U3MEHEHUE CXEMBI JiedeHus. B Hauasie Tepanuu y nanueHToB ¢
JOKYMEHTHPOBAHHOM PE3UCTEHTHOCTBHIO K JIaMUBY/JMHY B aHaMHeE3€ CIEIyeT pacCMOTPETh
KOMOWHMPOBAHHOE MPUMEHEHUE SHTEKABUPA U BTOPOTIO MPOTUBOBUPYCHOIO Tpenapata (K KoTopomy
HET PE3UCTEHTHOCTH, TIEPEKPECTHOW ¢ JAMHUBYJMHOM WM SHTEKaBUpPOM) Kak Ooiee
HPeJIMOYTHTE ILHBINH BAPUAHT B CPABHEHUH C MOHOTEPAITUEH SHTEKABUPOM.

Vike uMeroluiics pe3ucTeHTHbIN K samuByauny HBV acconuupyetcs ¢ NMOBBILIEHHBIM PHCKOM
HOCIEYIONIEH PE3UCTEHTHOCTH K SHTEKABUPY, HE3aBUCHMO BBIPAXKEHHOCTH 3a00JIEBAHUA T1EUYEHHU; Y
NALMEHTOB C JICKOMIIEHCHPOBAHHBIM MMOPAKEHUEM TE€UEHH BUPYCONOTHMYECKHH IPOPHIB MOXKET
ACCOLMMPOBATELCS C CEPhE3HBIMU KIIMHUYECKUMH OCIIOKHEHUSIMU UMEIOLIErocs 3a00JIeBaHuUs MEYEHH.
Takum 00pa3oM, y MalMEHTOB ¢ JEKOMIICHCUPOBAHHBIM 3a00JI€BAaHUEM T1EYEHH M PE3UCTEHTHBIM K
namuByuHy HBV criiejtyer pacematpuBaTh KOMOMHUPOBAHHOE NIPUMEHEHHE SHTEKABUPA U BTOPOTO
NPOTUBOBUPYCHOTO Ipenapara (K KOTOPOMY HET PE3MCTEHTHOCTH, MEPEKPECTHOM € JIAMUBYIMHOM
WIIM SHTEKaBMPOM) Kak OoJiee MpEeANOYTHTEIbHBIH BapuaHT B CPABHEHHHM C MOHOTEparueu
SHTCKABUPOM.

IauueHTHI ¢ HapymeHHeM QYHEKIHHU N0YeK

JInst nalMeHToB ¢ HapyIIeHUsAMH (QYHKIMHU [104EK PEKOMEH/1yeTCsl KOPPEKIIUS PEKUMA JI03HPOBaHHUSI
(cM. pazsien «Criocod MpUMEHEHHS U JI03bI»).

[IpejiioxKeHHbIe PEKOMEH/ALMKE 110 KOPPEKIIMM JI03bl SHTEKaBUpAa OCHOBAHBI HA OKCTPANoOJSIIUU
OTpaHUYEHHBIX JAHHBIX, UX 3O PEKTHBHOCTD U 6E30MaCHOCTh HE OLIEHUBANACh KIIMHUYECKH. [ToaToMy

BO BpEMs JICHCHUS HEOOX0IMMO IMpOBO/IUTH TIIATEIbHBIN MOHHUTOPUHT BUPYCOJIOTUYECKOTO OTBETA.
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ITanueHTsbI, NepeHecne TPAHCIIAHTAIMIO TeYeHH

BesonacHocTh ¥ 3))EKTUBHOCTb SHTEKABUPA Y MALMEHTOB, IIEPEHECIIUX TPAHCIUIAHTALIHIO MTEYEHH,
HeuspecTHBl. Clie/lyeT THIaTebHO KOHTPOJIMPOBATh (DYHKIMIO MOYEK Mepejl U BO BpeMs JICHCHUS
SHTEKABMPOM Yy  [AIIMEHTOB, TEPEHECIIUX TPAHCIJIAHTALMIO [EYeHH, W  MOJyYaroluX
UMMYHOJIETTPECCAHTBI, KOTOPbIE MOTYT BIMATH Ha (YHKIMIO IMOYEK, TAKME KaK LMUKIOCTIOPHH M
TaKpOJIUMYC.

Oomas uadopmanus s NANHEHTOB

Crietyer uHGOPMUPOBATH MAIMEHTOB, YTO TEparus SHTEKABUPOM HE YMEHBIIACT PUCK TNepe/auu
renatuta B 1, 103TOMY COOTBETCTBYIOLIHE MEPBI MPEIOCTOPOIKHOCTH JOJDKHBI OBITH MPEJANPHHATEL.
Kaxnas Tabnerka npenapara cogepxut 120,5 mr (tabnerku 0,5 mr) wnu 241 mr (rabaetku 1 mr)
JaKTO3bl. B CBA3M ¢ DTUM MallMEHTaM C PEJKOH HaC/IeJCTBEHHOH HENEPEHOCHMMOCTRIO JIAKTO3HI,
AeUIMTOM J1aKTa3bl WIIM TJIIOKO30-TalakTO3HOM MankabcopOiueil He PEKOMEHJYeTCs TIpUeM

npernapara.

BJIUSHUE HA CIIOCOBHOCTH VYIIPABJISITH TPAHCIIOPTHBIMU CPEJICTBAMMU,
MEXAHU3MAMU

He npoBOAMIIOCH HCCIEIOBaHHH BO3JEHCTBUS Ha CIOCOOHOCTH YMNPABATh ABTOMOOMIIEM |
UCIIOJIb30BATh MEXaHU3MbL. [ OJOBOKpY)KEHHE, YCTalOCTh M COHJIMBOCTH SABJISIOTCS YacCThIMU
106OYHBIMU 3D PEKTaMH, KOTOpPbIE MOryT YXYAUIUTH CIOCOOHOCTH YNPaBIsTh aBTOMOOMIIEM H

MOJIL30BATHCA MEXAHU3MAMM.

D®OPMA BBITYCKA
TabneTku, MOKpHITHIE TUIEHOYHOH 00004KOM 0,5 MI 1 | M.
ITo 10 tabnerox B Omuctep Al/Al Tlo 3 Gnuctepa BMeCTe ¢ MHCTPYKIIMEH 110 TPUMEHEHHIO B MTAYKY

KapTOHHYIO.

YCJIOBUS XPAHEHUSA

Xpauuts npu temneparype 15 - 25 °C.

XPAHUTH B HEJJOCTYITHOM JIJISI IETEX MECTE.
CPOKTOJAHOCTH

3 ropa.

He [IPUMEHSATH Mperapar nocjie UCTeYeHus CpoKa roagHoCTH, yKazaHHOTO Ha YIaKORKe.



YCJIOBUs OTITYCKA

OTnycKaroT Mo peuenty.

IOPUINYECKOE JINI1O, HA UMSI KOTOPOI'O BBIIAHO PETUCTPAIIMOHHOE
YJIOCTOBEPEHUE

Bpucron-Maiiepc Cku66 Komnanu, CIIA

430, Boctok 29-ast ynuua, 14-i atax, Hbfo-ﬁopx, }Ibm-ﬁopx, CIIIA

Bristol-Myers Squibb Company, USA

430 East 29th street, 14th floor, New York, New York, USA

IMPOU3BO/IUTEJD

Actpa3eneka @apmacerorukans JIIT, CIITA

4601 Xaiipait, 62 Uct, Mayut Bepron, Muanana 47620, CIIHA
AstraZeneca Pharmaceuticals LP, US4

4601 Highway, 62 East, Mount Vernon, Indiana 47620, USA

G®ACOBIIUK (ITEPBUYHAS YITAKOBKA), YITAKOBHIUK (BTOPUYHASI
YIIAKOBKA), BBIITY CKAIOIINA KOHTPOJIb KAYECTBA
Bpucron-Maiiepc Ckeu66 C.p.JI., Utanus

Jlokanura ®ontana jen Yepaszo - 03012 Ananbu (PP), Uranus

Bristol-Myers Squibb S.r.L., Italy

Localita Fontana del Ceraso - 03012 Anagni (FR), Italy

OPI'AHM3ALIUSA, MIPUHUMAIOIIAS ITPETEH3UU IOTPEBUTEJIA
000 «bpucron-Maitepc CkBu66»

105064, r. Mockaa, yi1. 3eMisiHoi Bau, oM 9, ataxk 9, nom. II, komn. 8-11, 13-16
Ten.: +7 (495) 755-92-67, daxc: +7 (495) 755-92-62

Menejpkep oTjiena perucTparnun H. A. Ky3neuosa

000 «bpucron-Maiiepc CkBub6»




