COOTBETCTBYET ZKCNEPTHOMY OTUETY

MHCTPYKIIUY ot 10.04_ 2024 Nz 7142
1 (MOCNEQOBATENEHOCTE 0004)

1O MEJJUIITUHCKOMY TTPUMEHEHIHO-AEKAPCTBEHHOTO HPEHAPATA
darpaBup

PerncrpannoHnHblii HOMep:
ToproBoe HauMeHOBaHUe: DITPABUP
Me:kayHapogHOe HeMATEHTOBAHHOE HJIH IPYNNUPOBOYHOE HAMMEHOBAHHE. DHTCKABUP
JlexapcTBeHHas ¢opma: TaOIETKU, TOKPBITHIE INICHOYHOI 000I0UKOI
Cocras Ha 1 Ta0jeTKy:
leticmsyrowee seuyecmeo:
DHTEeKaBUpa MOHOTUIpAT 0,53 mr 1,06 mr
B [IEpeCcUeTe HA SHTEKABUP 0,5 mr 1,0 mr
Bcnomozamenvhvle gewjecmea:
AHopo: nakto3pl MoHoruapar — 54,47 wmr/108,94 wmr; nemirono3a MHKPOKPHUCTAJUTMYECKas —
90,0 mr/180,0 mr; rumposno3a Huzko3amerernHas — 40,0 mr/80,0 mr; moBumon K30 — 5,0 mr/10,0
Mmr; KpocroBugoH — 8,0 mr/16,0 mr; kpemuamst auokcun koutouanabii — 1,0 mr/2,0 mr; maraus
creapart — 1,0 mr/2,0 mr.
Ilnenounasn obonouxa. runpomemiosa ES — 4,2 mr/8,4 mr; makporon 6000 — 0,54 mr/1,08 wmr;
tutaHa quokcua — 1,2 mr/2,4 mr; mommcop6at 80 — 0,06 mr/0,12 wmr.
Onucanue
Hns  nposupoBku 0,5 Mr: TaOmeTKH, TOKPHITHIE TUIGHOYHON 000J0UYKOM, Oenoro IBeTa,
JBOSIKOBBINTYKJIIbIE, KPYTII0# hopMbl. Ha monepeunom cpese sapo 6enoro mera.
Hnst pgo3upoBku 1,0 wMr: TaOneTKH, TOKPHITHIE IUIEHOYHOW OO00JIOUKOM, Oenoro I1BeTa,
JIBOSIKOBBINTYKJIbIE, KarlcyIoBUAHON ¢popMbl. Ha monepeunom cpese sapo O6enoro 1sera.
dapmakoTepaneBTH4YecKasi TPYNNa: MPOTHBOBUPYCHBIE CPEICTBA CHCTEMHOTO JIEHCTBUS;
MIPOTUBOBUPYCHBIE CPEICTBA MPSIMOTO JACHCTBUS, HYKICO3UIHBIE U HYKJICOTUIHBIE HHTUOUTOPHI
00paTHOM TPAaHCKPUNITA3HI.
Kon ATX: JOSAF10
DapMaKoJIOrHYecKoe NeHcTBre
Dapmaxoounamuka

MexaHn3M IeiCTBUS

DHTEKaBUP SBJISETCS aHAJIOTOM HYKJICO03U/1a TYaHO3WMHA C MOIIHOW M CEJIEKTUBHON aKTUBHOCTBIO
B OTHOIIEHWHM TNoJauMepas3bl Bupyca rematuta B (HBV). DutexaBup dochopunupyercs c
obOpazoBanmem aktuBHOro Tpudochara (TD), wumeronIero BHYTPUKICTOYHBINH TMEPUOJT
nony>ku3Hu 15 yacoB. BHyTpukiietouHast koHieHTpauuss T® npsiMo cBsiz3aHa ¢ BHEKJIETOYHBIM
YPOBHEM HHTEKaBHpA, MPUYEM HE OTMEYAETCS 3HAUYMTEIBHOIO HAKOIUICHHS Ipernapara Mmocie

HAa4YaJIbHOT'O  YPOBHA  «ILJIATO». HyTCM KOHKYpCHIIMK C CCTCCTBCHHBIM CY6CTpaTOM,
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COOTBETC TEn'ET SK l'__EF'TH JMY OTHETY
bRt e

neokcuryaHosuna-T®, surekaBupa-Td® wuHrubupyer 1|3_?e_

BprCHOfI MoJIMMEpas3bl: (1) HpaﬁMHHF HBV UUJu/lMtipdjbl, \4) OOpAdTHYIO TPAHCKPHUITIIUIO
HeraTuBHONM HuTH u3 mnpereHomMHo WPHK wm (3) cuute3 mosurmBHOM Hutn HBV JIHK.
OnrtekaBup-Td sBisercs ciabbiM uHrHOUTOpPOM KieTounbix JIHK momumepas o, f u 6 ¢ Ki 18—
40 mxM. Kpome TOro, mnpu BBICOKMX KOHLIEHTpauUMsX BSHTekaBupa-T® u »HTEKaBUpa HE
OTMEUYEHbl HEXEJATEJIbHbIE PEAaKIMW B OTHOWIEHMM 7Y mnojumepadbl U cuHresa JIHK B
mutoxouApusx kietok HepG2 (Ki > 160 MmxM).

AHTHUBUpYCHAs] aKTUBHOCTD

OnrekaBup uHruouposan cuHte3 JIHK Bupyca remaruta B (cHmxenue nHa 50 %, ECso) B
kouneHtpanuu 0,004 mMxM B knetkax HepG2 uyenoBeka, TpaHCHUIIMPOBAHHBIX BHPYCOM
renaruta B gukoro tuna. 3naueHune meauansl ECso 115 SHTEKaBUpa NPOTUB PE3UCTEHTHOTO K
JamuByauHy Bupyca remaruta B (LVDr HBV) (rtL180M u rtM204V) cocrasisuio 0,026 MxM
(mnamazon 0,010-0,059 MxM). PekomMOWMHaHTHBIE BUPYCHI, KOIUPYIOIIHE PE3UCTCHTHBIC K
anedoBupy 3amensl, aub6o B [tN236T, mmbo B rtA181V, ocraBaauch MOTHOCTHIO
qYBCTBHUTCIIBHBIMH K SHTCKABHPY.

AHanu3 MHTUOHMPYIONIeH aKTUBHOCTH SHTEKaBUpa B OTHOIICHWHM TPYMIbl JIAOOPATOPHBIX U
KIMHUYeCKnX n305aToB BUY-1 ¢ ucnonb3oBaHueM pa3IMyHBIX KJIETOK M YCIOBUIN aHAIU3a Jaj
snauenus ECsp B amamasone ot 0,026 no > 10 MmxM; Oojsee Hu3zkue 3HadeHust ECsg
HAOJII0/IaIMCh, KOTJ]a B aHAJIM3€ MCIOJIb30BAINCH MOHUKEHHbIE YPOBHU BHpyca. B kieTouHoi
KyJbType DHTEKaBHp BbIOpaH uig 3amenieHus M1841 B MUKPOMOJISIPHBIX KOHIIEHTPAIMSIX, YTO
MOJTBEPKIaeT MHTUOUpYIOIee aBIeHHe MPU BHICOKMX KOHIIEHTPALMAX YHTeKaBupa. BapuaHTsl
BUY, conepxarmue 3ameny M 184V, mokasanu moTepro 4yBCTBUTEIBHOCTH K SHTEKaBUPY.

B kxomOuHMpOBaHHBIX aHajaM3ax BUpyca remnaruta B B KiIeTOYHOH KyjabType abakaBup,
JTUAAHO3WH, TAMUBY/IMH, CTaByAMH, TEHOGOBUP WU 3UAOBYANH HE OBLIM aHTarOHHUCTaMU aHTHU-
HBV-akTuBHOCTH SHTEKaBHpa B IIMPOKOM JHana3oHE KOHIEHTpanuil. B aHTUBHPYCHBIX
ananm3ax Ha BUY sHTekaBUp B MUKPOMOJISIPHBIX KOHIICHTPALMSIX HE ObLII aHTarOHUCTOM aHTH-
BUY-akTHBHOCTH B KyJbTYpE KJIETOK YKa3aHHBIX BBIIIE MTPENapaToB WKW SMTPUIIUTAONHA.

KneroyHast pe3uCcTEHTHOCTE

[MIpu wHamuuum 3ameH rtM2041/V + rtL180M (LVDr), BBI3bIBaOIIMX YCTOWYUBOCTh K
JaMHUBYJIMHY W TENOUBYIUHY, B KCCIEIOBAHUSAX C MCIOIb30BAHUEM KIIETOUHBIX KYJIBTYP
HaOmoaeTcsi §8-KpaTHOE CHUIKEHHE YYBCTBUTEIBLHOCTH K DHTEKABHPY B CPaBHEHHH C
aKTUBHOCThIO B orTHomeHuu HBV (Bupyc renmatura B) paukxoro tuna. Bxirodenue
JIOTIONIHUTEIbHBIX ~AMUHOKHCIIOTHBIX 3aME€H, AaCCOLMHUPOBAHHBIX C PE3UCTEHTHOCTBIO K
sutekaBupy (ETVr), rtT184, rtS202 unu rtM250 cHm>kaeT BOCIPHUHUMYHMBOCTh K SHTEKABUPY B
KJIETOYHOU KyJIbType. 3aMeHbl, HaOto1aembie B KiuHudeckux u3oisatax (rtT184A, C, F, G, [, L,

M mwma S; tS202 C, G wmm I u / wm rtM2501, L wim V), IONOJHUTEIBRHO CHIKAIN
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BOCIIPUMMYHMBOCTD K dHTEKaBupy B 16—741 pa3 1o cpaBHei_}lImQ % yé:é Iéﬁtﬁ% |: T_u ._|j :4

Pe3ucreHTHBIE K JJAMUBYJIUHY IITaMMbl, HCCTYIMUT 3daMCHBI rtET8OM—Tomroc—tM204V—=s
KOMOUWHAIIMU C aMUHOKHUCIOTHOUW 3aMeHO# 1tA181C, BhI3bIBAIOT CHU)KEHUE (DEHOTUITHMYECKOM
YyBCTBUTEIBHOCTH K HTEKaBHUpY B 16—122 pa3za.

3amenbl ETVr na ocratku rtT184, rtS202 u rtM250 ToapKO 0Ka3bIBalOT yMEPEHHOE BIMSHUE
Ha BOCHPUHUMYUBOCTH K SHTEKABUPY M HE HaOIIOJanuch B OTCyTcTBHE 3aMeH LVDr B Ooiee
gyem 1000 cexBeHHpOBaHHBIX oOOpa3lax MalMeHTOB. Pe3UCTEHTHOCTh OMOCpeoBaHa
CHIDKEHHMEM CBS3bIBAaHUS HHTUOUTOpA C M3MEHEHHON OOpaTHON TpPaHCKPUIITA30i BHpyca
renatuta B, a pe3ucTeHTHBIN BUpyC remnaruta B mposiBiseT MOHM)KEHHYIO CIIOCOOHOCTH K
pEIUIMKAIINU B KJIIETOUHOM KYJbTYpE.

Kiunaunueckast pe3rcreHTHOCTh. OO0BEAMHEHHBIN aHAIN3 KIMHUYECKUX HCCIEIOBAHUN 2-U U

3-i1 dhaszbl

[TocTperucTpallnOHHbBIN 0ObEMHEHHBIH aHAIN3 JAHHBIX O PE3UCTEHTHOCTH K SHTEKaBHpY M3
17-tu xIMHUYECKUX UCcienoBaHuil 2-i u 3-i (a3bl mokazan, 4ro y 5 u3 1461 ucneiryemoro B
X0/l Tepalud SHTEKAaBUPOM BO3HHKJIA 3ameHa rtA181C, BbI3bIBaromias pe3UCTEHTHOCTh K
sHTeKaBHpy. JlaHHas 3aMeHa oOHapy)XMBajach TOJbKO NpHU Hauumuuu 3ameH rtL180M mumoc
rtM204V, BbI3bIBAIOIIMX PE3UCTEHTHOCTD K JJAMUBYIUHY.

DapmakoKkunemuxa

AOGcopouus

VY 370pOBBIX JIt0JIEH SHTEKaBUP OBICTPO BCACBIBAETCS, U MAaKCUMaJIbHasi KOHLIEHTPAIHS B I1a3Me
omnpenensercs yepe3 0,5-1,5 yaca. AbcontoTHast GMOAOCTYHOCTh HE onpeaessuiack. Mcexons us
HKCKPEIMH ¢ MOYOW HEM3MEHEHHOTO MperapaTa, OMoI0CTYITHOCTh ObLTa OlIEHEHA KaKk MUHUMYM
B 70 %. Ilpu mnoBropHOoM mnpueme sHTekaBupa B jgo3e or 0,1 nmo 1 mr ormedaercs
PONOPLHUOHATIBHOE J103€ YBEJIMYEHHE MAaKCUManbHON KOHIEHTpauuu (Cmax) M MJIOLIATN IO
KpuBOH «koHueHTpauus — Bpems» (AUC). PaBHoBecHOe cocTosiHMe aocTturaercs mnocie 6—10
JTHEell npuema BHYTpPb OAMH pa3 B JIE€Hb, IPU ATOM KOHIIEHTpalus B IIa3M€ BO3pacTaer
npuMepHO B 2 paza. MakcumanbHast (Cmax) 1 MUHUMANbHAS (Cmin) KOHLEHTPAIMK B IIIa3Me B
PaBHOBECHOM COCTOSIHMH cocTaBIsik 4,2 u 0,3 HI/MII, COOTBETCTBEHHO, mpu npueme 0,5 Mr, u
8,2 u 0,5 Hr/mJi1, COOTBETCTBEHHO, Npu npueme 1 mr. [Ipu npueme BHYTph 0,5 Mr sHTEKaBHpa C
NUIICH ¢ BBICOKUM cojepkaHueM xupa (945 kkan, 54,6 T xxupa) win ¢ jerkoi numied (379
KKaJ, 8,2 I )Kupa) OTME4aJoch MUHUMaJIbHAs 3a/iepkKa BcackiBaHus (1—1,5 yaca npu npueme ¢
nuieit u 0,75 yaca npu npueme Hatomak), cHwkeHue Cmax Ha 44—46 % u cHmwkenne AUC Ha
18-20 %. Camxenne Cmax 1 AUC mipu npueMe ¢ IHIeil He CUNTaeTcss KIMHUYECKU 3HAYMMbIM
y TAIUEHTOB, HE IMOJYyYaBIIUX HYKJIEO3UIbl, HO MOXET MOBIHATh Ha 3PPEKTUBHOCTH Y
MAIMEHTOB, PE3UCTEHTHBIX K JTaMUBYIUHY.

Pacrpenenenue




COOTEBETCTBY ET K l'__EF'THf—' MY OTUETY
OnenuBaeMblii 00BEM pacmpeneneHusl >HTEKaBHUpa HPCBBI‘I_E - Sonmnt {)6 LR BOIBI B

SEHE "E?HFEHEHJ_T_. GG

OpTraHu3Me, 4YTO CBUACTCIILCTBYCT O XOPOUIEM INPOHUKHOBCHUHN TIPCIIdpPAdTd B TKAHM. Jnlcnabmp
IMPpUMCPHO Ha 13 % cBA3BIBacTCS C OEIKaMU CBIBOPOTKH YCJIOBCKA in VitFO.

BI/IOTDaHC(bODMaHI/IH

DHTEKaBUp HE SBISETCS CyOCTpAaTOM, MHTHOMUTOPOM WJIM WHAYKTOPOM (DEPMEHTOB CUCTEMBI
CYP450. Ilocne BBeneHuss MeueHHoro 14C-sHTekaBUpa JIIOASIM M KpbICaM HE OIPENEIsUINCH
OKHUCJICHHBIC WJIM alleTHINPOBAHHBIE MeTabONUThI, a MeTtabomuThl (aszel Il (rmroxkypoHUABI U
CyJIb(aThl) ONPEICSITUCH B HEOOJIBIIIOM KOJMYECTBE.

OJIMMUHALNS

[Tocne mocTukeHus MaKCUMaJIbHOTO YPOBHSI KOHIIEHTpAIUsl SHTEKaBUpa B IUIa3ME CHUXKAJIach
OMAKCIIOHEHIIMATILHO, TMPU STOM IMEPUOJ TMOJyBbIBeleHUsI cocTaBisul 128—149 wacos. Ilpu
preMe OJMH pa3 B JICHb MPOUCXOINUIIO YBEIMUEHIE KOHIICHTpauK (KyMyJIsius) Ipenapara B 2
pasa, To ecTb 3()(PEeKTUBHBIN MEPHO/] MOTYBBIBEACHHS COCTABUII IPUMEPHO 24 yaca.

DHTEKaBUp BBIICIACTCA TJIABHBIM OOpa30M IMOYKaMH, IPUYEM B PABHOBECHOM COCTOSTHUU B
HEU3MEHEHHOM BHJIE B MOYE Ompeesercs okojo /5 % no3bl. [loyeuHblil KIupeHe He 3aBUCUT
OT 103bl U Kojebnercss B auana3zoHe ot 360 mo 471 MiI/MHH, 4YTO CBHUAETEILCTBYET O
TJIOMEPYIISIPHON QUIIbTpalluy U KaHAIBIIEBOW CEKPEINH Mpernapara.

IIeueHoUHAs HEAOCTATOYHOCTD

PapMaKOKMHETUYECKUE IapaMeTpbl y IMALIMEHTOB C YMEPEHHOW WM TSDKEJIOM I€YEHOYHOH
HE/I0CTaTOYHOCThIO OBUIM aHAJIOTWYHBI TAKOBBIM Y TMAIMEHTOB C HOPMaJbHOM (yHKIMEH
[IEYCHHU.

IToyeyHas HETOCTATOYHOCTD

Knupenc sHTekaBupa yMEHBIAETCS C YMEHBIIEHHEM KJIMpEeHca KpeaTuHWHA. B Tedenme 4-x
4acoOBOTr'0 NEPHOJIa FreMOArann3a BIBOAUTCA OKOJo 13 % oT 103kl s3HTEKaBHpa U okoio 0,3 % —
Ipyd  TPOBEACHUM  MNEPUTOHEANBHOrO  nuanu3a. KoppekThpoBka J03bl  DHTEKaBHUpa
PEKOMEHIyeTCs TAllMeHTaM C KIIMPEHCOM KpeaTuHHuHA MeHee 50 MJ1/MUH.

HaHI/IeHTI)I IMOCJIC NNEPECATKHN NMCYCHHU

JleiicTBue »HTEKaBUpa y MALUMEHTOB C BHPYCOM rematura B mocne mepecagku nedyeHu mpu
CTaOMIIBHOM J103€ UKIIOCTIOpUHA A WM Takpoiumyca (n = 9) B 2 pa3a npeBbIlIaio JAHCTBHE Y
3IOpPOBBIX JItOJIed C HOpManbHOM (QyHkumelr mnouek. Hapymenus ¢GyHKIus mo4eK
CIocoOCTBOBAJIM YBEIMUEHUIO BO3/IEHCTBUS SJHTEKABUPA y STUX MalMEHTOB.

Hon

AUC sHTekaBupa Oblia Ha 14 % BbIIIE y JKEHIIMH, YeM Y MY>KYHH, U3-32 Pa3JINYMi B TOUYEUHOM
¢byuxun u Bece. [locie monpaBku Ha pa3Inyus B KIMPEHCE KpeaTHHUHA U Macce Tesa He ObLIo
pa3iauuuii B BO3JEMCTBUH SHTEKAaBUpa MEXKIY CyOBEeKTaMU MY>KCKOT'O U KEHCKOT'0 oJIa.

JIniia moXKMI0r0 Bo3pacTa




COOTBETCTEBY ET -'I'l’_EF'TH 'M ¥ OTUETY
Brnusguaue Bo3pacta Ha ¢papMaKOKHHETHKY DHTEKaBHpa O HI/IBa'J'II/I 'C 5 JI'bIX JITO, ei

P bep Y pe oy e Noibhe o
B Bo3pacte 65—83 roxa (cpeaHuil Bo3pact meHmT@mrm—H—mﬂa')-cmmm—

monbMu B Bo3pacte 20—40 et (cpemHuii Bo3pact xeHIuH — 29 set, myxuuH — 25 jet). AUC

Obu1a Ha 29 % BBINIE y TOXKWIBIX JIFOJICH, YEM Y MOJIOJIBIX JIIOJICH B OCHOBHOM M3-3a Pa3JINuui B
noueyHoi GyHkmmu u Bece. [locrme monmpaBku Ha paznuyusi B KIMPEHCE KpEeaTMHUHA U Macce
tena y noxuibix smoner AUC wa 12,5 % Beime, yemM y MonoabiX. [lomynsimuoHHBIH
(dbapMaKOKMHETHYECKUN aHAU3, OXBATHIBAIOIINN MAIIMEHTOB B BO3pacTe OT 16 mo 75 ner, He
BBISIBUJI BIIMSIHUE BO3pacTa Ha (papMaKOKMHETHUKY YHTEKaBUPA KaK CYIIECTBEHHOE.

Paca

[TonynsiuoHHBIN  (PapMaKOKMHETUYSCKH aHalW3 HE BBISIBUI BIHMSHUE pachkl Ha
(dhapMakOKMHETHKY dHTEKaBUpa Kak CyliecTBeHHOe. OHAKO BBIBOJBI OBLIN CIEIaHBI TOJIHKO
ISl IpEACTABUTENIeH KaBKa3CKOM M a3WaTCKOM TPYIII, BBUIY CIMIIKOM Majoro KOJUYECTBa
CyObEeKTOB HAOIIOICHUS B IPYTUX KATETOPHUSIX.

IMoka3anusi K NpUMeHEHHIO

XpOHUYECKUH renaTuT B y B3poCibIX C:

— KOMIIGHCUPOBAHHBIM TIOP&KEHHWEM TI€YeHH U HaJW4ueM BHPYCHOH peruIhKaIu,
MOBBILICHUS YpOBHS AKTUBHOCTH CBIBOPOTOYHBIX TpaHCaMHHA3
(amanmHamuHoTpancdepasza, AJIT, wmm acmapratamunorpanchepaza, ACT) wu
TUCTOJOTMYECKHUX MPU3HAKOB BOCMAIUTEIBHOTO Mpoliecca B ieueHu u/uin Gpudposa;

— JIEKOMIICHCHUPOBAHHBIM MTOPAKCHUEM ITCUCHH.

IIpoTuBonoKa3aHus

— T'unep4yyBCTBUTENHHOCTH K SHTEKABUPY WIIH JIFOOOMY JIPYyroMy KOMIIOHEHTY Ipernapara.

— Jlerckuit Bo3pact a0 18 mer.

— Penkas HacnencTBeHHas HEMEPEHOCHMOCTH JAKTO3bI, ASPHUIIUT JaKTa3bl WM TIIFOKO30-
rajlakTo3Has MaiababcopOIus.

IIpumeHeHne MPpU O€PEMEHHOCTH H B MEPUO/ TPYTHOT0 BCKAPMJIMBAHUS

Kenwunvl ¢ 0emopoOoHbIM NOMeHYuaiom

YuuTteiBas T0O, 4YTO MOTEHIMATBHBIE PUCKH JJIsI PA3BUBAIOIIETOCS TUIOAa HEM3BECTHBI, KEHIIIMHBI
JETOPOTHOTO BO3PACTa IOJDKHBI UCIIONIb30BaTh A (DEKTUBHYIO KOHTPAIICTIIIUIO.

bepemennocmo

AJIEKBaTHBIX M XOPOIIO KOHTPOJHPYEMBIX WCCICJAOBAHUNA y OCpEeMEHHBIX KCHIIWH He
MpOBOAMIOCH. McclienoBaHusi Ha >KUBOTHBIX MOKAa3add PEMPOAYKTUBHYIO TOKCHUYHOCTH TPH
npreMe HHTEKaBHpa B BBICOKMX J03aX. [lOTEHIMaNbHBI pUCK JUIS YellOBEKa HEM3BECTEH.
[Ipemapatr OnrpaBup MAOMKEH MPHUHUMATHCS BO BpeMs OEpEeMEHHOCTH, TOJBKO €ClU
MOTCHIIMATbHAS 1T0JIh3a TIPUMEHEHUS TPEBHIIIaeT MOTCHIMATBHBIN PUCK JUTS I1o1a. HeT manHbIx
0 BJIMSHHUM DHTEKaBUpPA Ha Tiepeiady BHpyca rematuta B oT Marepu kK HOBOPOXICHHOMY, BBUIY
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5TOr0 HEOOXOAMMBI  COOTBETCTBYIONIME JIEHCTBHSA  JUIS nj% SHIS % TaJILHOM
d AR R e oaa

repesady BUpyca remnarura B.
Jlakmauus

JlaHHBIX O MPOHUKHOBEHMM PHTEKABHPA B J)KEHCKOE MOJIOKO HeT. JlaHHbIE TOKCHKOJIOTUYECKUX
UCCIICIOBaHM Ha UBOTHBIX MOKA3aJId SKCKPEIMIO SHTEKaBHpa ¢ MOJOKOM. Puck st pebenka
HE MOXKET OBbITh uckimoueH. [Ipu npuMeHnennu npenapaTta DArpaBup KOPMIICHUE TPYABIO CIEeIyeT
MIPEKPATHUTb.

DepmunbHocmo

TokcuKoIOruyecKre UCcciae0BaHus Ha )KUBOTHBIX, MOTYYaBIIUX SHTEKABUP, HE BBISIBUIIU
MPU3HAKOB HapyIIeHUs (DePTHILHOCTH.

Cnocod npuMeHeHus U 103bl

Tepamnuto 1oMKeH MPOBOAUTH Bpay, UMEIOIIUHI OIBIT B ICYEHUH XPOHUUECKOTO renatuTa B.

Pexxum 103upoBaHus

HauueHmbl C KOMNEHCUPOBAHHBIM NOPANCEHUEM NEUYEHU

Tayuenmui, panee ne noyuasuiue mepanuio HVKJZQOB’M@CZMM

PGKOMGHI[yCMaSI J03a IIpcrapara BHFpaBI/Ip COCTaBJIAACT 0,5 MI' OAWH Pa3 B CYTKH, HC3aBUCHUMO
OT IIpucMa IHIIH.

Hayuenmoil, pesucmenmmuvle K JZCZMMGV@Z/!HV (mo ecmy, nayueHmbvl 6 aHdMHe3e C 6upejwueﬁ

supycom_zenamuma_B, coxpamuomezic;z Ha d)OHe mepanuu ]laMZ/lGVaZ/lHOM, ujiu nayueHmsl C

NOOMEEPAHCOCHHOU DEe3UCEHIMHOCbIO K IAMUBYOUHY)

Pexomenayemas no3a mpenapaTta DArpaBUp COCTaBisieT 1 Mr OAMH pa3 B CyTKHM HaToIIak (To
ecTh, HE MEHee 4YeM uepe3 2 yaca Iocje eIbl M He IO3JHee, YeM 3a 2 4aca JI0 CIEIYyIOLIETo
npueMa Mumin).

[Ipu wHammuumm LVDr wmyranuii (pe3ucTeHTHOCTh K JIAMUBYAMHY) CIEIyeT pPaccCMOTPETh
KOMOMHUPOBaHHOE MPUMEHEHHE HHTEKaBHpa M BTOPOro MPOTHMBOBHUPYCHOIO mpemapara (K
KOTOPOMY HET PE3MCTEHTHOCTH, MEPEKPECTHON C JIAMUBYJMHOM WIJIM SHTEKaBHpPOM) Kak Ooiee
IPEIOYTUTENbHBIN BapUaHT B CPAaBHEHUU C MOHOTEparuei sHTeKaBupoM (cM. pasnen «Ocobbie
yKa3aHHsD»).

Iayuenmol ¢ 0eKOMNEHCUPOBAHHBIM NOPAdICEHUEM NeUeHU

Pexomenayemasi no3a mpemnapara DArpaBup COCTaBisieT 1 Mr oJuH pa3 B CyTKHM HaToLak (TO
ecTh, HE MEHEe 4eM uepe3 2 yaca Iocje eIbl M He IO3JHee, 9eM 3a 2 daca JI0 CIEIyIOUIEero
nprema Mumm).

IIpooonsicumenvrHocme mepanuu

OnTuManbHas IPOIOJDKUTEIBHOCTD JICUSHHST HEM3BECTHA. [Ipekpaiienne JedeHnss MOKET OBITh

PAacCMOTPEHO CIICAYIOIINM 00pa3oM:
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

Mepe 10 12 mecsiieB mocie JoCTHkeHus: cepokorsepen HBe(motepsr HBeAg mmoTeps AHK—

(1e30KCHpPUOOHYKIIEHHOBOM KUCJIOTHI) BUpyca renatuta B ¢ ooHapyxeHuem antu-HBe Ha nByx
II0CJIEI0BATENNbHBIX 00pa3lax ChHIBOPOTKM C HHTEPBAJIOM HE MeHee 3—6 MecsleB) WM [0
cepokonBepcun HBs wnu 1o notepu 3¢ppexruBHOCTH.

— VY B3pocibix HBeAQ-HeraTuBHBIX MalMEHTOB TEPAIHIO CIEIYEeT HPOAODKATH IO KpailHen
Mepe 10 cepokoHBepcuu HBS mnm 1o mosiBnenus mpusHakoB nortepu 3¢ dexruBHocTH. Ilpn
JUINTEJILHOM JIEYEHUHU OoJiee 2 JIeT peKOMEHAYETCsl PeryIipHO MPOBOAUTH MOBTOPHYIO OLIEHKY,
YTOOBI MOATBEPAUTh, YTO MPOJOJKEHHE BBIOPAHHOM Tepamuu OCTaeTCs HOAXOAALIMM JUis
HalyeHTa.

VY NanyeHToB ¢ JAEKOMIICHCHPOBAHHBIM 3a00JICBaHMEM IE€YEHU WIIM IIMPPO30M IpPEKpaleHHe
JIeYCHUSI HE PEKOMEHTYeTCsl.

Oco0bIe I'pYHIIBI NAIIMCHTOB

Tlayuenmwi ¢ noweynoll HEOOCMAMOYHOCMbIO

KJII/IpeHC BHTeKaBI/Ipa yMeHI)HIaeTCﬂ HpI/I CHNXXCHUU KJmpeHca eraTI/IHI/IHa. PCKOMCHIlyeTCﬂ
KOPPEKIIMS J103bI SHTCKAaBHpPa MAIlMEHTaM C KJIMPEHCOM KpeaThHuHa <50 MJI/MHH, B TOM YHCIE
HAXOMSAIIMMCS HA TEMOJUAIN3EC U JUIUTEIILHOM aMOYJIaTOPHOM IEPUTOHEATBHOM JIHAIIH3E,
coriacHo tadymie 1.

HpeI[JIO)KeHHBIe peKOMeHIIaIII/II/I 110 KOppeKHI/II/I JTO3bI 3HTeKaBI/Ipa OCHOBAHBI Ha BKCTpaHOJIﬂIII/II/I
OTPaHWYEHHBIX JAaHHBIX, UX 3P (HEeKTUBHOCT, U 0€30MacHOCTh HE OlLEHWBANIach KIMHUYECKHU.
BBuay 3T0r0, BUPYCOTOTHYECKHI OTBET CIEAYeT TIIATEIHHO KOHTPOIUPOBATh.

Tabnuia 1. PekoMeHTyemMble 10361 JHTEKABHPA y MAITUEHTOB C MOYEYHOU HEJJOCTATOYHOCTHIO

KJ'II/IpeHC KpeaTuUHUHA HaHI/IeHTI)I, paHee He Pe3ucreHTHBIE K JaMUBYIAUHY
(MJ'I/MI/IH) nmojgy4vasiiue NAIIUECHTDHI U MAIIMCHTBI C
HYKJICO3UAHBIC NMpenapaTbl ACKOMIICHCUPOBAHHBIM

MOPAKECHUEM IMECYCHU

>50 0,5 Mr ouH pa3 B 1€Hb 1 Mr onuH pa3 B I€Hb

30-<50 0,5 mr xaxaeie 48 gacos 1 Mr xaxele 48 yacoB
10 - <30 0,5 Mr kaxxaele 72 Jaca 1 Mr xaxxaele 72 yaca

<10 0,5 Mr xaxxapie 5—7 mHEH 1 mr xKaxxaple 5—7 mHEH
I'emognanus™* nimm

JUIATENbHBIN

amOyJIaTOpPHBIN

MIEPUTOHEAIBHBIN THATA3

* DHTeKaBHp CleyeT NPUHUMATH TI0CHIE CEaHCa FeMONANN3a.
HauueHmbl C NeYeHOYHOU HedoCmMAamoyHoOCmMbIO
Yy INannMecHTOB C MMEUYCHOUYHOM HEAOCTATOYHOCTBIO KOPPCKIUA NO3bI OHTCKABUPA HE Tpe6yeTc;1.

Toowcunvle nayuernmol



YV HOXUIBIX ManuCHTOB KOPPCKIUA O3Bl DHTCK
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COOTBETCTEYET SKCTIEPTHOMY OTHETY
AR5, N B i

NPOU3BOJIUTH COTJACHO (PYHKIMHM IOYEK Ia

Va
MCH1d (CM. PCROMUHA4dOMA - /1A 11dHMCH10B U

MOYCYHOW HEIOCTATOYHOCTHIO).

eTu
BbezomacHocTh M 3G EeKTUBHOCTH Tperapara DirpaBup y Aereld B Bo3pacte oT 0 mo 18 mer He
YCTaHOBJICHBI.

Cnooco0 nnpuMeHeHus

BuyTpb.
ITodouHOE nelicTBHE

Pesrome npoduiist 6e3onacHocT

B xinuHMYECKHMX HCCIIEOBaHUAX Y MMAlMEHTOB C KOMIIEHCHUPOBAaHHBIM IOPAKEHUEM IE€YEHU
Hau0oJiee YacTO BCTPEUAIOIIMMUCS HEXeNaTeJIbHbIMU peakIUsIMH 000 CTENeHU TSIKECTH,
BEPOSITHO BBI3BAHHBIMU IIPUEMOM 3HTEKaBUpPA, OBbUIM OTMEUYEHbI: rojioBHasg 6omb (9 %),
yromsieMocts (6 %), romoBokpyxenue (4 %) u tomuorta (3 %). CooOmanoce Takxke 00
000CTpeHuu remnaTuTa BO BpeMsl U IOCIIE€ MPEKPALICHUS Tepaluy 3HTEKaBUPOM (CM. MOApa3iei
«OrnucaHue oTAeNbHBIX HeXKeIaTeIbHbIX PEAKLUi»).

OneHka HeXenaTeJIbHBIX pEaKLUi OCHOBaHA HA IOCTPETUCTPALIMOHHOM HaOmoneHuu U 4
KJIMHUYECKUX MCCIE0BAaHUAX, B KOTOpbIX 1720 mamueHTOB ¢ XPOHUYECKUM rematuroM B u
KOMIICHCUPOBAaHHBIM IIOPAKEHUEM II€UYEHHU I0JIydaad TEpanuio SHTEKaBUpoM (n=862) wuiau
JaMHUBYIMHOM (n=858) mo MBOITHOM ciemnoil cxeme B TeueHue nepuojna a0 107 nexens. B atux
UCCIIEIOBaHUAX Npouian 0e30MacHOCTH, B TOM YHUCIE J1a0OpaTOpHble OTKJIOHEHHUs, ObUIN
COIOCTaBUMBI NIPU NPUMEHEHUHU SHTeKaBupa B no3e 0,5 mr B cytku (679 HBeAQg-mo3uTuBHBIX
i HBeAgQ-HeraTuBHbIX MAllMEHTOB, PAaHEE HE MOJMyYaBIIUX HYKJICO3UIbl, IOJyYall JIEYCHHUE B
cpeHeM B TeueHHe 53 Hezdenb), sHTeKaBupa B J03¢ 1 Mr B cyTku (183 pe3uCTEeHTHBIX K
JaMUBYAMHY MAIMEeHTa MOJIy4all JeUeHHEe B CpeHEM B TeueHue 69 Helelb) U JaMUBYAMHA.

PesroMme HexxenaTeabHbBIX PEAKIINT

HexemarenpHnle p€aknuuu, KOTOPLIEC BO3MOXHO CBA3aHbI C JICHCHUCM OHTCKABUPOM,
MEPEYUCIICHbl TI0 KJIacCy OpPraHOB CHCTEMBbl OpPTraHM3Ma M TPEACTaBICHBI IO YacTOTEe HX
peructpanuu: o4eHb yacto (> 1/10); wacto (> 1/100, no <1/10); mHewacto (> 1/1000, vHo <1/100);
peako (= 1/10000, vo <1/1000); ouenp penko (<1/10000). B xaxxmaoif rpymnme HexXeIaTeIbHbIC
pEaknuu NpeaCTaBJICHBI B IIOPAAKE YMCHBUICHUA CCPbE3HOCTHU.

Hapywenus co cmopoHvl uMMYHHOU cucmembi.:

Penxo: anaduiakTouiHas peakius.

Hapywenus memabonuzma u numaHusi:

Coobmanocs 0 ciydasx Jjakroanujo3a (00mas yTOMISIeMOCTb, TOIIHOTa, PBOTa, OOJIb B

6pIOH.IHOfI IMMOJIOCTHU, BHE3AIIHOC CHHIKXCHUC MACChbl TECJd, OMABIIIKA, YYAIICHHOC IbIXaHUC,
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CCPbC3HBIMU 3a00JIEBAHUSIMU WIIU MNPUMCHCHUCM APYTUX TIPCIIAPdTOB.

Tcuxuuecxue Hapyuitenu:s.:

Yacro: GGCCOHHI/IHa.

Hapywenus co cmoponwvl HepeHoli cucmembi:

Yacro: ronoBHas 00Jb, TOJIOBOKPYKEHUE, COHITUBOCTb.

Kenyoouno-Kuuieynvie HapyuleHus:

Yacro: pBOTa, AapeEsd, TOIIHOTA, JUCIICIICHUA.

Hapywenus co cmoponvl neuenu u sicenuebl800auux nymeii.

YacTo: NOBHIIICHUE aKTUBHOCTH TpaHCaMHHA3.

Hapymeﬂuﬂ CO CNMOPOHBL KOJHCU U NOOKOJICHBIX MKAHEI:

Heuacro: CBIIIb, aAJIOIICIIHA.

Obwue napywenus u peakyuu 6 mecme 66e0eHUsL:

Yacro: yToMIsi€eMOCTb.

Jleyenue B TeueHuwe mnepuoga Oosiee 48 HemeNb: MPH UIMTEILHOM JICUCHUU SHTEKABHPOM C
Me,HHaHOﬁ MMpOAOJIKUTCIIbHOCTHU 96 HCACJIb HOBBIX 3HAYMWMBIX CHUI'HAJIOB II0 0e30MacHOCTH
BBISIBJIEHO HE OBLIO.

Onucanue OTACIBHBIX HCXKCIATCIbHBIX DeaKHI/Iﬁ

JlabopamopHvie omknonenus

B KJIMHHMYECKUX HCCIIEI0OBaHUAX y MMALIUEHTOB, PAHEE HE MOJIyYaBIINX JIEYEHUE HYKICO3HIaMu, Y
5 % oTtmeuanoch nosbilieHne akTUBHOCTH AJIT Gosiee ueM B 3 pasza OT MCXOJHBIX 3HAUCHHUN U Y
<1 % mnamuenToB oTMeuanoch noBeiieHne aktuBHOoCcTU AJIT Gosnee ueM B 2 paza OT UCXOTHBIX
3HAUEHUN HapsAy C TOBBIIIEHWEM KOHIEHTpanuu obmero ounupyouna > 2 BI'H (Bepxuss
IpaHuIla HOPMBI) U Oosiee yeM B 2 pa3a OT MCXOJHOro 3HaueHus. KoHleHTpauus anp0ymMuHa <
2,5 r/an otMevanach y < 1 % manueHToB, MOBBILIEHNE aKTUBHOCTH aMuUIIa3bl OoJiee ueM B 3 pasza
OT MCXOJIHOTO 3HaueHus — y 2 % ManueHTOB, MOBBIIIEHHE aKTUBHOCTHU JIMIAa3bl Oojiee yeM B 3
pasa OT MCXOHOTO 3Ha4eHHs — y 11 % MalMeHToB M KOMMYeCTBO TpoMOouToB < 50000/Mm® — y
<1 % nanueHToB.

B xnmmHMYECKMX MCCIEN0BAHUAX Yy PE3UCTEHTHBIX K JaMUBYIMHY NAUEHTOB Y 4 % OoTMevanoch
noBbIieHre akTuBHOCTH AJIT Gonee uem B 3 pa3a OT HCXOAHBIX 3HaUCHUM Uy < 1 % TanueHToB
oTMevanoch noseimeHue akTuBHOCTH AJIT Gosee uem B 2 pa3a OT UCXOJHBIX 3HAUEHUHN Hapsay
C TIOBBIIIEHHEM KOHIEHTpanuu obmero Ownupyouna > 2 BI'H u Gonee yem B 2 pasza oT
UCXOIHOTO 3HadyeHus. [loBbIlIeHHe aKTUBHOCTH aMHIa3bl Oojiee 4yeM B 3 pa3a OT MCXOJHOTO
3HAYEHUs] 0TMEYaIoch y 2 % MalMeHToB, MOBIIICHHE aKTUBHOCTH JIMIa3bl Oosee yeM B 3 pasa
OT HUCXOHOTO 3HaueHHs — y 18 % MalleHTOB M KOIMYecTBO TpoMbomuTos < 50000/mm® — y <

1% maimeuToB.



COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 10.04.2024 N2 7142
(MOCMEQOBATENBHOCTL 0004)

Obocmpenus 6 npoyecce JieyeHus

B HUCCICAOBAHUAX Yy MALIMCHTOB, PAHCC HC IMOJYYdBINNX JICHCHUC HYKJICOZUAdMU, ITOBBIIMICHUT
aktuBHOCTH AJIT Bo Bpems nedenust > 10 BI'H u Gonee yem B 2 pa3a OT MCXOAHBIX 3HAYCHUU
OTMEYANIOCh Y 2 % MAalMeHTOB, IMOJYYaBLIMX JIEYEHHE HHTEKABUPOM, MO CpaBHEHUIO ¢ 4 %
NAIMEHTOB, OJIyYaBIIUX JIEYEHUE JaMHUBYJIMHOM. B mccienoBaHMAX y MallMEHTOB, paHee He
MOJIy4YaBIIUX JICYCHHE JTAMUBYIUHOM, noBbiieHue aktuBHOCTH AJIT BO Bpems neuenus > 10
BI'H u Gonee uem B 2 pa3a OT HCXOJHBIX 3HAYCHUH 0TMEYAIOCh Y 2 % MalueHTOB, MOTYYaBIINX
JICYEHHUE SHTEKAaBUPOM, 110 CpaBHEHHUIO C 11 % manueHToB, Moy4YaBUIMX JICYEHUE JIAMUBY IHHOM.
Cpenn manuMeHToB, MOMYYaBIIMX JIEYEHHWE SHTEKaBUPOM, MEIMAHA BPEMEHU 1O IOBBILICHUS
aktuBHOCTH AJIT BO Bpemsi yeueHus coctaBuia 4—5 Henenb. B nenom aktuBHOCTH AJIT
CHIDKAJIaCh MpPHU MPOJODKEHUHM JIEUCHHsT W B OOJIBIIMHCTBE CllydaeB ObLa CBsi3aHa CO
CHI)KGHMEM BHPYCHOM Harpy3ku Ha > 2 logio/mMi, 4YTO MpeAlIecTBOBANIO IOBBIIICHUIO
aktuBHOCTH AJIT wmnm coBmagano ¢ HuUM. B Xozxe JieueHuss pPEKOMEHJIyeTCsl IPOBOJIUTH
MEPHOANICCKHI MOHUTOPHHT ()YHKITUH ITCUCHHU.

Obocmpenus nocie npexpaujenus nedetus

ObocTpeHue remnarurta OMUCaHO y MallMeHTOB, MPEKPATUBIINX JI€UEHUE BUPYCHOIO TrenatuTa B,
BKJIIOYAsl TEpallvi0 3HTEKaBUpPOM. B uHccinenoBaHuUsIX y NAlMEHTOB, paHee HE IOJIy4YaBIINX
JeYeHue HyKieo3ujaamu, y 6 % NanueHToB, MOJydYaBIIUMX SHTeKaBUp, U y 10 % mnauueHTos,
[I0JIy4aBIIUX JIAMUBYAMH, OTMeUanoch noselieHue aktuBHocty AJIT > 10 BI'H u B > 2 paza ot
pedepeHcHOro 3HaueHUs (MMHUMAJIBHOTO HMCXOJHOTO WM TOCIEAHEr0 HM3MEPEHHOro Iocie
OKOHYAHUS JICUeHUs1) BO BpeMsi HaOmrofeHus nocie yiedeHus. Cpeny MalueHTOB, MOTyYaBIInX
JIYEHUE PHTEKaBUPOM, paHee He MOJIy4yaBIIMX HYKJIEO3UIbl, MEIMaHA BPEMEHU JI0 MOBBIIIECHUS
aktuBHOCTH AJIT cocraBmna 23-24 wuenenu, a B 86 % ciyuaeB (24 u3 28) moBblllieHUE
aktuBHOCTH AJIT Bo3Hukaio B HBeAg-nHeraruBHbiX mnamueHToB. B uHccnegoBaHusix y
PE3UCTEHTHBIX K JIAMUBYAMHY TAlMEHTOB (C TOCIEAYIOIUM HAOIIOJCHHEM TOJBKO
OTpaHMUYEHHOTr0 YucIia nanueHToB) y 11 % manueHToB, MOMy4aBIIUX JIEYEHHE SHTEKaBUPOM (U
HU Yy OJHOrO TMAalMeHTa, IMOJyYaBIIEro JICYCHHE JaMHUBYJIWHOM) HaOJIOJAIOCh IOBBIIIEHUE
aktuBHOCTH AJIT Bo Bpems manpHeEiIIero HaOMoIeHUs TIOCTIE ICYSHHUS.

B kiIuHMYECKHMX HCCIENOBaHUSAX JIEYEHUE DSHTEKABUPOM IMPEKPAIANoCh, €CIH IMalMEeHTHI
JOCTUTANIN TpEeABapUTEIbHO 3aJaHHOr0 oTBeTa. Eciin Tepanus npekpainanach 6e3 ydera oTBeTa
Ha JICYCHHE, YaCTOTa CydaeB MoBbIeHUsT akTuBHOCTH AJIT mociie nedenus morja ObITh BHIIIIE.
JloToONMHUTENRHO Yy TAIlMEHTOB C XPOHHWUYECKON wuH(eKkuuel BHpycOM renmaturta B u
JIEKOMIICHCUPOBAHHBIM ~MOPAXEHUEM T[E€UYEHH OTMEYAJIUCh CIEAYIOUIUE HEeKeIaTelbHbIe
peaxkuu: CHIKEHUE KOHIIEHTpaIui OukapOoHaTa B KpOBH, OYEUHasl HEOCTATOYHOCTb.
Ilepeno3uposka

CHUMOTOMBI
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3A0POBBIX ,Z[O6p0BOJIBLIeB, noJiydyaBIInX 10 20 mrT Mnperiapdarda B ACHb B TCHCHUT A0 14 /_LHCI/I I
OJITHOKpaTHbIE /1036l 10 40 Mr, HE ObIJIO HUKAKUX HEOXKHIAaHHBIX TOOOYHBIX SBICHUH.

Jleuenue

B ciydae nepeno3upoBKM 3a HAlMEHTOM JOJDKHO IPOBOAMTHCS TIIATEIBHOE MEAMIIMHCKOE
HaOJI0IeHNE U TPU HEOOXOTUMOCTH CTaHAAPTHAS ITOAJICPKUBAIOIIAs TEPaTTHsL.
B3anmopneiicTBHe ¢ APYTMMH J1eKAPCTBEHHBIMH CpeACcTBAMH

[TockonbKy SHTEKaBUpP BBIBOJUTCS IPEUMYIIECTBEHHO IIOYKaMH, IpPU OJHOBPEMEHHOM
IPUMEHEHUN SHTEKaBUpa U JIEKAPCTBEHHBIX CPEJICTB, CHIDKAIOMIMX (YHKIHMIO IOYEeK WU
KOHKYPUPYIOIIMX Ha YPOBHE KaHAJbLEBOM CEKpELUHU, BO3MOKHO YBEIMUYEHUE KOHIIEHTPALUU B
CBIBOPOTKE SHTEKABHPA WJIM 3THUX JIEKAPCTBEHHBIX CPECTB.

[ToMumo namuBynuHa, anedoBHpa IUIMBOKCHMIA M TEHO(OBHpa IU3ONPOKCHUI (yMmapaTa,
B3aUMOJICICTBUS DSHTEKaBUpa C JPYIMMHU [IpernapataMy, BBIBOASIIUMUCA TOYKaAMHM MU
BIMSIOIIMMH Ha (YHKIUIO TOYEK, HE HW3YyYaINCh. 3a MalUeHTaMH IOJDKHO TPOBOAMTHCS
THIATEJIbHOE MEAMIIMHCKOE HaOJIOJEHUE HA MPEAMET Pa3BUTHUS HEKEIATEIbHBIX peakuuid Ipu
COBMECTHOM IMPUMEHEHUH SHTEKABUPA C TAKUMHU JIEKAPCTBEHHBIMU CPEJICTBAMH.

[Ipy OIHOBpEMEHHOM HA3HAYEHUH SHTEKaBUpa C JAMHUBYJIMHOM, ane(oBUpPOM WU
TEHO()OBUPOM HE BBISIBJICHO (PAPMAKOKHHETUIECKUX B3aMMOICHCTBHIA.

DHTEKaBUp HE SBJIAETCS CyOCTpaToM, MHIYKTOPOM WM MHTHOUTOPOM (PEPMEHTOB ITUTOXpPOMA
P450 (CYP450), mostomy omnocpenoBanueie CYP450 nexapCTBeHHbIE B3aUMOJCHCTBHS C
DHTEKAaBUPOM MaJIOBEPOSTHBI.

Oco0ble ykazanust

JIakToamm103 U BEIpaKCHHAS TEIIaTOMETaINs CO CTEaTO30M

[Ipy mnpuMEeHEeHHH aHAJIOroB HYKJIEO3UJOB OIMUCAaHO BO3HUKHOBEHHE IakToanuaosa (6e3
TUTMIOKCEMHH) WHOTAA C JIeTaJbHBIM HCXOJOM, OOBIYHO AaCCOIMHPOBAHHOTO C BBIPAXKEHHOU
renaroMeraigueil u creato3oM neyeHu. [10CKonbKy SHTEKaBUp SBISETCS aHAJIOTOM HYKJICO3UI0B,
TaKOM pUCK HE HCKItoueH. JleueHne aHamoraMu HyKJIE€O3UA0B CIENYET NPEKPaTUTh NMPU PE3KOM
MOBBIIICHUHN aKTUBHOCTH aMUHOTpaHcdepas, pa3BUTHH MPOTPECCUPYIOLIEH renaToMeraiuu 1uin
METabOIMYECKOTO  alK103a/JaKTOANU03a HEU3BECTHOW JTHONOTHH. Jl0OpoKayecTBEHHbBIE
CHMIITOMBI CO CTOPOHBI THINEBAPUTEITHLHON CHCTEMBI, TaKM€ KaK TOIIHOTA, pBOTa W OOJb B
JKAUBOTE MOTYT yKa3bIBaTh Ha Pa3BUTHE JIAKTOAIMI03a. TsDKEIbIe Cydau, WHOT/IA C JICTATbHBIM
UCXOJZIOM, AaCCOIIMHPOBAINCH C TMAHKPEATHTOM, MEYEHOYHONW HEJ0CTaTOYHOCTHIO/CTEATO30M
MEYEHHU, NTOUYEYHON HEJOCTAaTOYHOCTHIO M TMOBBIIIEHUEM KOHLIEHTpPAllMU JIaKTaTa B ChIBOPOTKE
KpPOBH.

Cnenyer coOnroAaTh OCTOPOXKHOCTb TIPH HAa3HAUYEHHWM aHAJIOrOB HYKJICO3HJOB JHOOBIM

naluceHTaM (B OCO6CHHOCTI/I, KCHIIMHaAM C O)I(I/IpCHI/ICM) C FeHaTOMCFaHHeﬁ, rermaTuToM HJIN
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IPYTUMH  W3BECTHBIMU (PaKTOpaMu pHUCKa RasBuTHA, 3a60n BArit 'e‘iled 1P1Ieo6x911HM0

OCNENOUBATENEHOCTE 0004)

COOTBETCTBYET 3KCMEPTHOMY OTUYETY

MMPOBOAUTH THIATCIBHOC Ha6JIIO,HeHI/Ie 34 TAKUMU TTAIINCTHTAMMN.

UtoOsl nuddepeHIpoBaTh MOBBIIMICHUE aKTUBHOCTH aMHUHOTpaHCc(epa3 BCIASACTBHE OTBETA Ha
JICYCHUE U IMOBBINICHUE, BEPOATHO CBA3AHHOC C JIAKTOAIIMJ030M, Bpayd JOJIKCH y6eI[I/ITBC${ B TOM,
yro u3MeHeHuss AJIT acconuupoBaHbl C YIydlllEHHEM JPYTrux JaOOpaTOpHBIX MapKEepOB
XPOHHUYECKOro renarura B.

O0ocTpenne renaTuTa

CrioHTaHHBIE 00OCTPEHUS IIPU XPOHUYECKOM renature B BeTpeuaroTcs cpaBHUTENBHO 4acTo U
XapaKTepU3yloTcs mpexondamum nossimieHrueM aktuBHocTH AJIT B ceiBopotke kposu. Ilocie
HAa4aJIbHOW IIPOTUBOBUPYCHOM TEpanmuu Yy HEKOTOPBIX MAallMEHTOB MOXET IOBBICUTHCS
aktuBHOCTh AJIT B chIBOpOTKE KpOBH, B TO BpeMs Kak nokazarenu JJHK HBV (Bupyca renarura
B) camxkarorcs. Cpenn nanueHToB, NOTYYaBIIUX JEYCHUE SHTEKaBUPOM, MeIUaHa BPEMEHHU 0
BO3HMKHOBEHHUS OOOCTpEeHUsI B XOJ€ JiedeHus cocraBwia 4—5 Henenb. Y NalMEHTOB C
KOMIIEHCUPOBAaHHBIM MOPaKEHUEM I€YEHH JaHHOE MoBblIeHne akTUBHOCTH AJIT B menom He
COIIPOBOKIANIOCH TOBBIIICHHEM KOHIEHTpAMU OWIMPYOMHA WM JACKOMICHCAIuen (yHKIUU
neueHu. IlanueHTsl ¢ LUPPO30OM IEUEHH MOTYT MMETh OoJiee BBICOKMHM PHUCK JEKOMIIEHCALUU
(GYHKLIMU MeYeHU 1ocie 000CTpeHUs renaTtuTa, U, TakuM o0pa3oM, BO BpPeMs JICUEHUS 32 HUMHU
CJIeTyeT BECTH TILATEIbHOE MEIULIMHCKOE HAOIIOJCHHE.

ObocTpeHue renaTuTa TakkKe OMKMCAHO y MALMEHTOB, KOTOPbIE MPEKPATUIM TEPAIUIO T'elaTuTa
B.

Oboctpenust nocne jeueHus o0braHO cBsizaHbl ¢ noBbimeHueM JJHK HBV, u 6onpmimHcTBO M3
HUX pa3pelarTcs caMocTosTeNIbHO. OJIHAKO ONHCAHBI TSAXKEJIble 00OCTPEHMS, B TOM YHUCIIE C
JIETAIbHBIM UCXOAO0M.

Cpeay manueHTOB, IMOJNYYaBIIMX JIEYEHHE JHTEKAaBUPOM M paHee HE IOJIyYaBIIUX TEparuio
HYKJICO3HUJIaMH, MeJluaHa BPEMEHH 10 BOSHMKHOBEHMsI OOOCTPEHUs IOCIe JIeUEHHs] COCTaBHIIa
23-24 Henenu, ¥ OOJNBIIMHCTBO 00OCTpeHUH ObuM ommcanbl y HBeAg-HeraTuBHBIX NaIMeHTOB.
Cnenyer KOHTpoNMpoBaTh (YHKIUIO MEYEHH, KIMHUYECKHE CHMITOMBI M JIabopaTOpHbIE
IIOKA3aTeNN Yepe3 ONPEACIICHHbIE MHTEPBAJIbl BDEMEHH 10 MEHBILIEH MEpE B TeUEHHE 6 MECALIEB
nocJje mpeKpalleHus JedeHus renaruta B. Moxer norpeboBaTbcsi BO30OHOBJICHUE TEPAIHU.

INarmmenTs! ¢ couetagHoi rematut B/BUY-undexmuei

OHTEKaBUp HE OLEHUBaJIcid Yy manueHToB ¢ codyeranHoi HBV/BUY-undekuueit, He
NOJyYaroIuX OJHOBpeMeHHO »3(ddekTuBHoe seuenne BUY-undpexumu. Bo3moxken puck
pa3BUTHsA yCcTOMYMBBIX wWTaMMoB BHY, eciu 5sHTEKaBUp NPUMEHSETCS I JICUYEHUs
XpOHUYECKOro BUpycHoro rematuta B y mamuentoB ¢ BUY-undexiueit, He momyyaronmx
BBICOKOAKTHBHYIO aHTHpeTpoBupycHyio Tepanuto (BAAPT). Takum o0paszom, Tepanuio

JHTEKAaBHPOM HE CIeIyeT MPUMEHATh y NanueHToB ¢ coueranHoii HBV/BUY-undexnmeni, He
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nonyyaromux tepanuro BAAPT. DnrekaBup He H3yqan|_|cs_1 .K.-lE ﬁllpeIH;Fa-r-‘_#éH _I-T .II “4! NyY-

I/IH(l)eKI_[I/II/I 1 HC PCKOMCHIOBAH IJId NPUMCHCHUA TIO AdHHOMY TTOKd3dHUITO.

DHTEeKaBUp u3ydajics y 68 B3pocibix mnamueHToB ¢ coderaHHod HBV/BUY-undekuuei,
nonydaromux cxemy BAAPT, conepxamyro namuByauH. OTCYTCTBYIOT —JaHHBIE TIO
s dexkTuBHOCTH 3HTEeKaBrpa y HBeAg-HeraTuBHBIX nanueHToB ¢ coueTannoi BUY-undekmnueii.
CyIecTBYIOT OrpaHHUYEHHbBIC JJAHHBIE M0 MPUMEHEHHUIO Ipernapara y MalueHTOB C COUY€TaHHOU
BUU-undexnueil, y KOTOpHIX cHIKeHO KoaudecTso CD4-mumdonuTos (< 200 kneTox/mm®).

[TamumenTs! ¢ couetagHoii rematuT B/rematut C/renatut D nadekumei

Jannsie 00 3(pPeKTUBHOCTH IHTEKABUPA y MALMEHTOB C COMYTCTBYIOLIEH MH(EKIUEH BUPYyCOM
renatuta C u D oTcyTCTBYIOT.

HaL[I/IeHTLI C ACKOMIICHCUPOBAHHBIM ITOPAXKCHUECM IICUCHHU

VY manueHTOB ¢ JEKOMIICHCHPOBAaHHBIM IOPAKEHHEM Ie4YeHH (HEe3aBUCHMO OT TPUYUHBI), B
ocobenHocTH kiacca C no kinaccupukanun Yaing-Ilsto, HaOmonanace 0osee BbICOKask 4acToOTa
CCPBC3HBIX HEKCIATCIbHBIX SIBJICHUH CO CTOPOHBI IMNCYCHU IO CPAaBHCHUIO C IMAOUCHTAMH C
KOMIICHCUPOBaHHOH (yHKIMed nedeHu. Kpome TOro, y mammeHTOB ¢ JAEKOMIEHCHPOBAHHBIM
NOpaXCHUEM IEYCHW BO3MOXKEH 0oJsiee BBHICOKMI PHCK Pa3BHUTHsSI JAKTOALUI03a U OTHEIBHBIX
HE)KeNaTeNbHBIX SBJICHUI CO CTOPOHBI TMOYEK, TAKUX KaK rernaTOpeHAIbHBINH CHHAPOM. Takum
o0pa3oM, Yy TakuxX TMAIMEHTOB CIEAyeT THIATEJIbHO KOHTPOJIHMPOBATh KIMHUYECKHE U
1a00paTOpHBIE MAPAMETPHI.

JIaMMBY IMH-PE3UCTEHTHBIC MAIIMEHTHI

Myramun B mnonumepasze HBV, oOycnoBnuBaromme 3aMeHbl HYKJICOTHAOB, CBSI3aHHBIX C
PE3UCTEHTHOCTHIO K JIAMUBYAMHY, MOTYT IPUBECTH K MOCIEIYIOIIEMY BTOPUYHOMY 3aMEIICHHUIO,
BKJIOYasi 3aMElIeHHEe, AacCOLMMPOBAHHOE C pe3UCTEHTHOCThIO K sHTekaBupy (ETVr). V
HEOOJIBIION J0NM PE3UCTEHTHBIX K JIAMUBYJIUHY HanueHToB 3ameHbl ETVr B ocrarkax rtT184,
rtS202 nnu rtM250 umennck ucxonHo. ITannueHTsl ¢ pe3ncTeHTHBIM K TaMuByuHYy HBV nmeror
OONBIIMKA PUCK PA3BUTHS TOCIEAYIOUIEH YCTOMYMBOCTH K 3HTEKAaBUpPY, YE€M IAalUEHTHl Oe3
PE3UCTEHTHOCTH K JaMuByAuHY. COBOKyIHasi BEpOSITHOCTh HOBOM TI'€HOTUIIMYECKOU
PE3UCTEHTHOCTH K dHTEKaBUpy 4depe3 1, 2, 3, 4 u 5 JeT B UCCIENOBAHUAX PE3UCTEHTHOCTU K
JamMuByIuHYy coctaBuia 6 %, 15 %, 36 %, 47 % u 51 % coorBercTBeHHO. Clenyer 4acTo
OTCIIC)KMBATh BHUPYCOJOTHYECKHII OTBET y PE3UCTEHTHBIX K JIAMUBYJIWHY TAallMEHTOB U
MIPOBOJAMTH COOTBETCTBYIOIIME TECThI HA BBISABIEHNE PE3UCTEHTHOCTH.

VY nanueHToB ¢ CcyOONTHMANbHBIM BHPYCOJIOTHUYECKUM OTBETOM uepe3 24 Heaenu JeYeHHs
DHTEKAaBUPOM CIEAYET pacCMOTPETh HM3MEHEHHE CXEMbl JeueHus. B Havane Ttepanun y
MAlMEHTOB C JOKYMEHTHUPOBAaHHOM PE3UCTEHTHOCTHIO K JIAMUBYJIWHY B aHAaMHE3€ CJEAyeT
paccMOTpeTb KOMOMHHUPOBAHHOE IPUMEHEHHE SHTEKaBHpa U BTOPOrO0 MPOTHUBOBHUPYCHOIO

npemnapara (I( KOTOpOMY HET PC3UCTCHTHOCTH, HepereCTHOﬁ C JIaMUBYIAUHOM HJIN
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HSHTEKABUPOM.
Vike uMeronuicsi pe3sucTeHTHBIN K JJamuByauHy HBV accomuupyercsi ¢ mOBBIIEHHBIM PUCKOM
MOCHEAYIONEH PE3UCTEHTHOCTH K SHTEKAaBUPY HE3aBHUCHUMO OT BBIPAXKEHHOCTH 3a00JIeBaHUS
MEYEHHU, Yy TMAIKMEHTOB C JEKOMIICHCUPOBAHHBIM MOPAXKEHUEM II€YEHH BHUPYCOJIOTHUYECKUN
MPOPBIB MOXKET aCCOLIMUPOBATHCS C CEPHE3HBIMU KIMHUYECKUMHU OCJIOKHEHUSIMU MMEIOIIETOCS
3a0o0yieBaHus MedeHH. TakuM o0pa3oM, y MAlMEeHTOB C JEKOMIICHCHPOBAHHBIM 3a00JIEBaHUEM
MEYeHU M PE3UCTEHTHhIM K JamuByauHny HBV crnenyer paccmatpuBath KOMOMHMpPOBaHHOE
NPUMEHEHHE DSHTEKaBHpa M BTOPOTO MPOTUBOBUPYCHOrO Ipemapata (K KOTOPOMY HET
PE3UCTECHTHOCTH, TEPEKPECTHOW ¢ JIaMUBYJAMHOM WM DJHTEKaBHPOM) Kak Ooiee
MPEANOYTUTENBHBIN BAPUAHT B CPABHEHUH C MOHOTEPANKMEH SHTEKAaBUPOM.

ITamueHTEI ¢ HApYIIIEHUEM d)VHKHI/II/I IIOYCK

JUis mauuMeHTOB C HapylleHUsAMHM (YHKIMH T0YE€K PEKOMEHAYeTCs KOPPEKLHsS pPexumMa
no3upoBanus (cM. pazaen «Croco0 MPUMEHEHUS U JI03bD»).

HpezmomeHHHe PEKOMCHAAIIUHN 10 KOPPCKIOHUKU AO3bI SOHTCKABHUPA OCHOBAHBI HAa SKCTPAIIOJIALNN
OTPaHUYEHHBIX JaHHBIX, UX 3()(YEKTUBHOCTH U OE30MaCHOCTh HE OLIEHUBAJIACh KIMHUYECKU.
[TostoMy BO Bpems JiedeHHUs HEOOXOAMMO MPOBOAMTH  TINATEIbHBIH  MOHMTOPUHT
BUPYCOJIOIMYECKOIO OTBETA.

HaIII/IeHTI)I, NEPECHECHIMEC TPAHCIIAHTAIINIO ITCYCHU

bezomacHocTh U B(I)(beKTI/IBHOCTB OHTCKAaBUpa Yy HNAallMCHTOB, IMNCPCHCCIINX TpPaHCIUJIaHTAIHUIO
INCYCHHU, HCU3BCCTHBI. Cnez[yeT THIATCIIBHO KOHTPOJIUPOBATH (I)YHKI_[I/II-O MMOo4YeK nepea U BO BpEMs
JICYCHUS JHTCKABHUPOM Yy MAIMCHTOB, NMCPCHCCIINX TPAaHCIUIAHTALWIO TICYCHW W IMOJTYy4daromux
HMMYHOJICTIPECCCAHTEI, KOTOPBLIC MOTI'YT BJIMATH Ha q)YHKHI/IIO IMMOYCK, TAKHEC KaK HUKIIOCIIOPHH U
TaKpOJIHUMYC.

O0mas naGOpMAaLIM JUIS [TAIIUEHTOB

Crnenyer nHGpOPMUPOBATH NAIIUEHTOB, YTO TEPAIUs YHTEKAaBUPOM HE YMEHBILIAET PUCK Nepe1auu
rematuta B, W TMOATOMY COOTBETCTBYIOIIME MEpbl MPEIOCTOPOKHOCTU JIOJKHBI OBITH
IPEANPUHSATBHI.

BcnomoraTensHbI€ BelllecTBa

Kaxxnas Tabnetka npemnapara coaepxut 54,47 mr (tabmerku 0,5 mr) nimu 108,94 mr (Tabnetku 1
MI) JIaKTO3bl MOHOTHIpaTta. B cBsf3M C 3TMM mMalMeHTaM C peAKOW HacleJACTBEHHON
HEMEePEHOCUMOCTBIO  JIAKTO3BI, neUIUTOM JIaKTa3bl HIIH III0K030-TaJlaKTO3HOMI
MaibaOCcopOITMel He peKOMEHyeTC s IIPUeM Ipernapara.

BJII/IHHI/IC Ha CHOCOﬁHOCTb ynpaBJme TpﬂHCHOpTHbIMI/I CpeI[CTBaMI/I, MEXaHU3IMaMu

He mpoBogmnock uccnenoBaHuii BO3IEHCTBHS Ha CIOCOOHOCTH YIPABISITH aBTOMOOWJIEM U

HCIIOJBb30BaTh MCXaHU3MBEI. FOHOBOKPY)KGHI/IC, YTOMJIACMOCTD U COHJIMBOCTD SBJIAIOTCA YaCThIMU
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aBTOMOOMJIEM M T10JIb30BaThCS MEXaHU3MaMH.
®opma BBINLYCKA

TabyeTku, MOKPHITHIC INIEHOYHOU 00051049KO0M, 110 0,5 1 1,0 M.

Ilepsuunasn ynakoeka nexapcmeenHno2o npenapama

[To 10 TabneTok B KOHTYPHYIO SUEWKOBYIO YIAKOBKY U3 IIJICHKM IOJMBHUHUIXJIOPUAHON U
(bonbry aFOMUHUEBOHN MEYaTHOM JTAKUPOBAHHOM.

ITo 30, 60 Tabierok B OAHKY MOJMMEPHYIO C KPBIIIKOW HATATHBAEMOW C KOHTPOJIEM IEPBOTO
BCKpbITUs. Ha OaHKM HaKJIEHBAIOT STUKETKH M3 Oymaru STUKETOYHOW WIIM THCYeH, WU W3
IOJIMMEPHBIX MAaTEPUAIIOB, CAMOKIIESIIIIUECS.

Bmopuunas ynakoeka nexapcmeennozo npenapama

[To 3, 6 KOHTYPHBIX STYEUKOBBIX YIAKOBOK BMECTE C MHCTPYKIIMEH 110 MPUMEHEHHUIO TOMEIIAIOT B
MayKy U3 KapToHa JUid MOTpeOuTeNbCcKor Tapbl. Ha mauky MokeT HaKJIEeMBaThCSl CaMOKIIESAIIAsCS
ATHKETKa C MapKUpPOBKOH W3 OyMarn HTHKETOYHOW WIM THUCYEH, WM W3 TOJIUMEPHBIX
MaTepuaioB. [Tauku noMeniaroT B rpyInoByo YIaKOBKY.

[To 1 Ganke BMecTe C MHCTPYKLUHEH MO MPUMEHEHHMIO MOMEIIAIOT B MAayKy M3 KapTOHA MIJis
noTpeduTensckoil Tappl. Ha mauky MOKeT HakJIeHBaThCsl CaMOKJIEAIIAsCS STUKETKa C
MapKUpOBKOW M3 OyMaru STUKETOYHOM WM MHUCYEH, WM U3 TOJIUMEPHBIX MAaTEepHaJIOB.
JIOTIOTHUTENBHO HA TMa4yKy MOTYT HAKJIEWBAaTh OJWH WJIM JBa NPO3PAYHBIX (PUKCHPYIOIIUX
ctukepa. [lauky momeniaror B rpymnmnoByr0 yIaKOBKY.

Cpoxk rognocTun

3 roxa.

He ucnonp3oBaTh 0 HCTEUEHUU CPOKA, YKa3aHHOIO Ha YTIaKOBKE.

YciaoBus XxpaHeHus

B opurnHanbHON ynakoBKe MPOU3BOAUTENS IPU Temneparype He Boie 25 °C.

XpaHUTh B HEOCTYITHOM IS IETeH MecTe.

YcaoBust ornycka

OTnyckaroT Mo penenty.

Baagenen perucTpaMOHHOIO0 yA10CTOBEPEeHUsI

Poccuiickas @enepanus

AO «DapmacuHTes»

FOpuouueckuii adpec: 664007, Upkytckas o6iu., T. Upkytck, yn. KpacnorBapaeiickas, a. 23,
oduc 3

Ten.: +7 (3952) 55-03-55

Anpec snekTpoHHO# mouThl: info@pharmasyntez.com

IIpousBoaurean
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 10.04.2024 N= 7142
(NMOCNEOOBATENEHOCTE 0004)

Poccuiickas ®enepanus

AO «®DapmacuHTeE3»
Aodpec npouzsodcmeennot niowaoku: Upkyrckas o0., T. UpkyTck, yi. Po3sl JIrokcemOypr,
n. 184

Opranusanusi, IPMHUMAKOLIAS NPeTeH3UH NoTpeduTe e

Poccniickas @enepanys

AO «Dapmacunres»

Aopec: 664040, r. UpkyTck, yiu. P. JlrokcemOypr, 1. 184

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

Anpec snekrponHo# nouThl: info@pharmasyntez.com
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