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JIEKAPCTBEHHOTO TIPEITAPATA

Iurerapup Canjgos®
PerucrpanmoHHblii HoMep:
ToproBoe HanMeHoOBaHHe npenapara: DHrekasup Canmos®.
MexayHapoJHOe HeENMATEeHTOBAHHOE WJIM TIPYIIIHPOBOYHOE HANMEHOBaHNeE:
SHTEKaBUP.
JlekapcTBeHHasi popMa: TaOJIETKU, HOKPHITHIE INIEHOYHOU O00TOUKOH.
Cocras:

1 Tabnerka 0.5 MT COJIEPIKUT:

Jeiicmeyrouee eeujecmeo.: dHTEKaBUpa MoHoruapar — 00,5325 Mr (COOTBETCTBYET
0,5 MI' SHTeKaBHpa*), ecnomozamenvHvie 6eujecmea: JTAKTO3bI MOHOTHApAT — —
120,4675 mr, 11eJUoiI03a MUKpOKpUCTaIIInueckas, Tl 102 — 69,0 Mr, KpOCTIOBHAJIOH —
8,0 Mr, Mmaruust creapat — 2,0 MT;, cocmae obonouxy mabnemku.: TAIpoMeIntosa 2910 —
6,485 Mmr, makporoi 6000 — 1,6 mr, Turana guokcu — 1,44 mr, tanbk — 0,475 Mr.

1 Tabierka 1.0 MT COIEPIKUT:

Jeiicmeyrouee eewjecmeo.: dHTEKaBUpa MoHoruapar — 1,0650 Mr (COOTBETCTBYET
1,0 Mr sHTeKaBHpa*), 6cnomozamenvHbie 6eujecmea; JAKTO3BI MOHOTHApAT  —
240,9350 mr, niesumoiio3a MUKpokpuctadeckas, tan 102 — 138,0 Mr, KpocoBUIOH
— 16,0 Mr, maruus creapar — 4,0 MT;, cocmae obonouxu mabiemxu: TAIIPOMEIIIO3A
2910 — 9,698 mr, maxkporon 6000 — 2,393 mr, TurtaHa auokcuj — 2,138 Mr, Taiabk —
0,713 Mr, kpacurenb keineza okcul kpacHbid, E172 — 0,045 Mr, xpacurens xelie3a

okcuy kenThiit, E172 — 0,015 mr.

" TeopeTnueckoe 3HadeHHWe. (MaKTHUeCKOe 3HAYCHHE MCIOJNB3YEMOTO KOIHMUYSCTBA DHTEKABHpA
3aBHCHUT OT (PaKTHUECKOTO aHAJIM3a JICHCTBYIOIIETO BeMecTBa («KakK eCTh» MpUMEpHO oT 93 10 94 %)
U KOPPEKTUPYETCS COJIepIKAaHUEM JIAKTO3hI MOHOTH/IpATA.

" Teopetnueckoe 3HaueHHe. MAKTHUSCKOE HCMOJIB3YeMOEe KOJIHUECTBO JIAKTO3HI MOHOTHIPATA
3aBUCHT OT (PaKTHIECKOTO UCTIONIB3YEMOTO KOJIMIESCTRA ICHCTBYIONIETO BEMIECTRA.

Onucanue:
Tabnemxu 0,5 m2: Kpyrible JTBOSIKOBBINYKIIbIE TaOJIETKU OEJOro IBeTa, HMOKPHITHIE
INICHOYHOU 0O0JIOUKOM, ¢ TpaBUPOBKOM «SZ» ¢ OJHOM cTOpoHBI U «108» ¢ apyroi

CTOPOHBL.



COOTBETCTBYET SKCMNEPTHOMY OTUETY
Tabnemku 1,0 m2: XpyTible IBOSKOBBITYKIIbIE Taﬁliﬂg_ﬁ% POIGBOLC 11 e'r'ét,fLOKp ITHIC

DBATEITEHOCTS 001

IUICHOYHOM OOOJIOUKON, ¢ IPaBUPOBKOM «S7» ¢ OJHON CTOPOHHI U «109» ¢ apyroi
CTOPOHBL.

dapmakoTepanieBTHYeCKasi Tpylina: IIPOTUBOBUPYCHBIE CPEJCTBA CHUCTEMHOIO
JEUCTBUSI, IPOTUBOBHUPYCHBIE CPEJACTBA MPSIMOIO JCHCTBHS, HYKICO3UIHBIE U
HYKJIEOTH/IHbIE UHTUOUTOPBI OOpAaTHOU TPAaHCKPHUIITA3HI.

Koa ATX: JOSAF10.

dapMaKkoJIOTHYeCKHAE CBOIICTBA

@CIDMGKOOMHCLMMKCI

DHTEKaBUp SBIBIETCS aHAJIONOM HYKIIEO3WJa I'yaHO3WHAa C MOITHOW W CEIECKTUBHOMN
AKTUBHOCTHIO B OTHOINEHWH NOJIMMepas3bl Bupyca remnaruta B (HBV). DHrekaBup
dbochopuwmupyercs ¢ obpazoBanueM akTtuBHOTO Tpudochara (TD), wmmeromero
BHY TPUKJIETOUHBIM [EPUO]| MONYKU3HUA 15 dyacoB. BHyTpUKIIeTOUHas KOHIIEHTpAIIUSL
TO npsamo cBs3aHa ¢ BHEKICTOUHBIM YPOBHEM DHTEKABUpa, HPUYEM HE OTMEUAETCS
3HAYUTEIIBHOTO HAKOIUICHUS Iperapara IOocie HavallbHOIO YPOBHS «IUIaTo». IlyTeM
KOHKYPEHITUH C €CTECTBEHHBIM CyOCTpaToM, Je30KcuryaHo3uHa- 1@, surekaBupa-1Td
UHruOUpyer Bce 3 (YHKIMOHAIbHBIE AaKTUBHOCTH BHPYCHOM IIOIMMEPA3bl:
(1) npativuar HBV nonmmvepassl, (2) oOpaTHYIO TPaHCKPUIIIIUIO HETaTUBHON HUTH U3
npereHoMHoit MPHK u (3) cunre3 nosutuBHOoM Huthu HBV JIHK. DHTrekaBup-TO
sBisieTcs cladbiM uHruOuTOpoM Kirerounblx JIHK-mommmepas o, B u & ¢ Ki 1840
MKM. Kpome Toro, pu BBHICOKUX KOHIIEHTpaIysX sHTekaBupa-1®d U sHTeKaBUpa He
OTMeUeHbl TOOOUYHbBIE 3(PPEeKTHl B OTHOINEHHUM Y-moauMmepa3bl U cuHresa J[HK B
muToxXOoHIpUIX Kietok HepG2 (Ki>160MkM).

Anmusupycuas akmusnocms

DurekaBup uaruouposan cuare3 JIHK Bupyca rematura B (cHmwkenue Ha 50%, ECs)
B konneHtparuu 0,004 MxM B kierkax HepG2 denoBeka, TpaHCHUIIMPOBAHHBIX
BUPYCOM renartura B aukoro tuia. 3sauenue Meauanbl ECsg 1 SDHTEKaBUApa [IPOTUB
PE3UCTEHTHOrO K JaMuByauHy Bupyca rematura B (LVDr HBV) (rtL180M wu
rtM204V) cocraBisuio 0,026 MM (quanazon 0,010-0,059 MxM). PexoMOUHaHTHBIE
BUPYCHI, KOJUPYIOITHE PE3UCTEHTHHIE K aaeoBUpy 3aMeHbl, 1udo B rtN236T, mbo B

rtA181V, ocTaBanvch MOTHOCTHIO Uy BCTBUTEIILHBIMUA K SHTEKaBUPY .



COOTBETCTBYET 3KCNEPTHOMY OTHETY
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1abopaToOpHBIX W KIMHWYeCKHX u30isToB BUY-T ¢ WCIoONb30BaHUMEM pa3IMIHbIX
KJICTOK U YCJIOBHUM aHanmm3a jai 3HadeHusd ECsy B quamnazone ot 0,026 go >10 MM,
Oonee Huskme 3HaueHHs ECsy, HaOmojanmnch, KOTJa B aHalld3e HCIOIb30BAIIUCH
IIOHIKEHHbIE YPOBHU BHpyca. B KIETOUHON KyIbType SHTEKaBUP BBIOpaH IS
zamernieHnss M1841 B MHUKPOMOIJSIDHBIX — KOHIIEHTPAITMSIX, YTO IIOJTBEPKIAACT
WHTUOUPYIONIEe JIaBIICHUE IIPU BBICOKUX KOHIICHTpAIMsIX HHTEKaBUpa. BapuaHTHI
BHUY, coxepxamme 3ameHy MI84V, mokazaln NOTEPIO YYBCTBUTEILHOCTH K
SHTEKaBUPY .

B xoMOMHMpOBaHHBIX aHAIW3ax BUpPyca reraTtura B B KIIeTOUHOM Ky IbType abakaBup,
TUJAHO3WH, JIAMUBYJUH, CTaBYJWH, TEHOMOBUP WIM 3HAOBYJUH He OBbUIH
aHTaroHucTaMu aHTu-HBV-akTHBHOCTHM 5SHTEKaBHpa B IIUPOKOM  JIAAIla30HE
KOHIIEHTpalui. B anTuBUpyCcHBIX aHanmuzax Ha BUY sHTEKaBUp B MUKPOMOJBIPHBIX
KOHIIEHTpAIsIX He ObLI aHTaroHUCTOM aHTH-BHY-akTUBHOCTH B KYJIIBTYpE KIIETOK
yKa3aHHBIX BBIIIE IIPEIapaToB WX SMTPUITATAOWHA.

Knemounasa pezucmenmuocms

[Ipu Haymumm 3ameH rtM2041/V £ rtL180M (L VDr), BBI3BIBAIONTUAX YCTOHIUBOCTD K
JTaMUBYJIWHY W TEIOMBYJIHMHY, B HCCJEIOBAaHMSX C HCIIOIB30BAHUEM KIIETOYHBIX
KyJIbTYp HaOmmoJaeTcsl 8-KpaTHOE€ CHIDKEHWE UYYBCTBUTEIBHOCTH K HSHTEKaBHPY, B
CPaBHEHHM C aKTHUBHOCTHIO B oTHolleHMH HBV (Bupyc rematura B) aukoro twumna.
Brirouenue JOTIOHUTEIBHBIX aMHWUHOKHACIOTHBIX 3aMEH, acCOIMUPOBAHHBIX C
pe3ucTeHTHOCThIO K »HTekaBupy (ETVr), rtT184, rtS202 wmm rtM250 cHmkaer
BOCIIPUAMYHUBOCTL K DHTEKaBUPY B KIETOYHOHN KyIbType. 3aMeHbl, HaOIIOfacMble B
mandeckux m3oisrax (rtT184A, C, F, G, I, L, M wm S; rtS202 C, G wm | u / unu
rtM2501, L wm V), IONOTHUTEIHHO CHWKAIA BOCHPUUMYUBOCTH K DHTEKaBUPY B
16-741 pa3 o cpaBHEHHUIO C BUPYCOM JIUKOTO THIIA.

Pe3sncTeHTHBIE K IaMUBYIUHY IITaMMBI, Hecyue 3aMeHbl rtl. 180M mmoc 1tM204V B
KOMOMHAITMA ¢ aMHUHOKHUCIOTHOM 3ameHOM r1tAl181C, BBIBBIBAIOT CHIKEHUE
(beHOTUIIMUECKOM TYBCTBUTEIIBHOCTH K dHTeKaBUpy B 16—122 paza.

3amensl ETVr Ha ocratku 1tT184, rtS202 u rtM250 TOJIBKO OKa3bIBaIOT YMEPEHHOE

BIIMTHHUC Ha BOCIIPMMMYHNBOCTE K DHTCKaBHPY U HC H&6JIIOJIEUII/ICB B OTCYTCTBHC 3aMCH



COOTBETCTBYET 3KCMEPTHOMY OTYETY
LVDr B Gonee gwem 1000 cexBeHUpOBaHHBIX 06peﬁuax‘ Hﬂmld\?HTDB PES‘JiCTeHT%{OCTB

OIIOCpE/IOBAHA CHIDKEHUEM CBS3BIBAHWS HWHIUOUTOpAa C HW3MEHEHHOW OOpaTHON
TPaHCKPUIITA30i BHUpyca renarura B, a pe3sucTeHTHBIN BUpycC rematura B mposBiseT
ITOHIKEHHYIO CIIOCOOHOCTD K PEIUTUKAIINH B KIIETOYHOU KYIIbTYpE.

Knunuuecxasn pesucmenmuocms. Ob6veOuHeHHbIN GHANU3 KIUHUYE CKUX UCCAeO08AHUTI
2-ii u 3-1i ghazvi

[TocTperucrpaliioHHBIA OObEIVHEHHBI aHaIW3 JaHHBIX [0 PE3UCTEHTHOCTH K
SHTEKaBUPY U3 17-TH KIMHUYECKUX HUCCIIeOBaHUN 2-1 U 3-1 (a3bl, mokaszal, 4To y 5
n3 1461 ucmeiTyeMoro B XoJie Tepallud DHTEKaBUPOM BO3HHKIA 3ameHa rtAl81C,
BBI3BIBAONIAs PE3UCTEHTHOCTh K HHTeKaBHpY. JlaHHasg 3aMeHa OOHapy KHBalach
TOJIbKO Ipu Hanuduu 3ameH rtl.180M 1mrroc rtM204V , BBI3BIBAIOIUX PE3UCTEHTHOCTD

K JJAaMUBY JTUHY .

CDCIDMCIK’OKMHBWIMKG

Abcopbyusa

Y 3I0pOBBIX THOJIEH YHTEKaBUP OBICTPO BCACHIBAETCS, U MAKCUMAIIbHASI KOHIICHTPAITHsI
B Iua3zMe omnpexaesiercs depes 0,5—-1.5 gaca. AOcomoTHass OHOJOCTYIIHOCTH He
ompepemsUiach. Mcxomst W3 SKCKpelM ¢ MOYOH  HEM3MEHEHHOIO IIperapara,
OMOJOCTYIHOCTh Oblla OIlcHeHa Kak MHHMMYM B 70%. Ilpum moBTOpHOM IpHeme
sHTeKaBupa B 103e oT 0,1 1o 1 Mr ormMedaeTcs IIpOHOPIMOHAIIBHOE J03€ YBEINUCHUE
MakCcHUMaJIbHOMN KOHIICHTpaIiU (Cr) u IO OJT KpHUBOM
«koHneHTpanusi—Bpems» (AUC). PaBHOBeCHOE COCTOSIHHE JocTturaercs mocie 6-10
JTHEU IpreMa BHYTPb OJIUH pa3 B JIEHb, IPU 3TOM KOHIIEHTpaIysl B INIa3Me BO3pacTaeT
npumepHo B 2 pasa. Cpax U Cpin (MUHUMAaJIbHAS KOHIICHTpAIlWsi) B IUIA3ME B
PABHOBECHOM COCTOSIHUH cocTaBlsiiy 4,2 u 0,3 HI/MII, COOTBETCTBEHHO, IIPU IpHUEME
0,5 mr, 8,2 u 0,5 HI/MJI, COOTBETCTBEHHO, IPH IipueMe 1 mr sHTekaBupa. [lpu npueme
BHYTpb 0,5 MI' 3HTEKaBHpa C IUIIEH ¢ BBICOKUM CoOJiepKkaHueM xupa (945 kxai, 54,6 r
KUApa) WIK ¢ Jlerkod mumed (379 kkain, 8,2 r upa) oTMedallaCh MUHUMAJIbHAs
3ajiepkka BcacwiBaHus (1-1,5 gaca mpu npueme ¢ e u 0,75 yaca pu npueme
HaToIak), CHmKeHNE Cpax Ha 44-46 % u cHmwkenne AUC Ha 18-20 %. CHuxeHue
Cmax 1 AUC 1npu mpueMe ¢ NHUINMEH HE CUUTaeTcsd KIMHAYECKH 3HAYAMBIM Y

MMamuEHTOB, HEC IIOJIYYaBIIMX HYKICO3MWABI, HO MOMKCT IIOBIMATL Ha B(I)q)eKTI/IBHOCTB Yy
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COOTBETCTBYET 3K
ot 26.12.20

(MOCNEOOBATENLHOCTS 0001)

[MAaITUCHTOB, PC3UCTCHTHLIX K JIAMHUBY IWHY .

Pacnpeoenenue
OrneHnBaeMbIii 0O0BEM pacHpe/ielICHAs SHTeKaBrpa IPeBbIman oOmuid 00beM BOJBI B
OpraHu3Me, 4TO CBUJETEILCTBYET O XOPOIIEM IPOHUKHOBEHHUH IIperapara B TKaHU.
DHrekaBup npuMepHo Ha 13 % cBsa3bBaeTCs ¢ OelIkaMH CHIBOPOTKH YETIOBEKA i VIfro.
Buompancdopmayua

DHTeKaBUp He SBIBIETCS CyOCTpaToM, MHTHOMTOPOM WU HHAYKTOPOM (epMEHTOB
cucteMbl CYP450. ITocne BBeenns MeueHHoro 4C-sHTekaBupa MOAsIM U KphIcaM He
OTIpEJICSUINCh OKWCJICHHBbIE WM alleTHINPOBAaHHbIE METaO0OIUTHI, a MeTaOOIUTHI
(a3l II (rmoxkypoHUABL U CyIb(]aThl) OIIPEICIBUINCH B HEOOIBITIOM KOJIUIECTBE.
Dnumunayus

[Tocre gocTWKEHMS MaKCHUMAalIbHOTO YPOBHS KOHIIEHTpAIlWs SHTEKaBHpa B ILIA3Me
CHIUKaIach OWAKCIIOHEHITMAIBHO, IIPU 53TOM IIEPHOJ| IIOJIIYBBIBEJECHUS COCTaBIISII
128-149 wyacos. llpu mpueMe OJUH pa3 B JIeHb IIPOUCXOJUIO YBEIAYCHUE
KOHIIEHTpaIly (KyMyJBilus) Iipenapara B 2 pasza, TO €cTh 3((PeKTUBHBIA Hepro]
IIOJIYBBIBEICHUSI COCTABIII IPUMEPHO 24 Haca.

DHTEKaBUpP BBIJEISETCS I[JIaBHBIM 00pa3oM IIOYKaMH, IpPUYEeM B PaBHOBECHOM
COCTOSIHUA B HEW3MEHECHHOM BHJE B MOYE OIpeaeisieTcss okoiao 75 % I03bL
[Toueunslii KIMPEeHC HE 3aBUCHUT OT JO3bl M KojeOneTcs B auamnazoHe oT 360 1o
471 Mu/MUH, 9TO CBHJIETEIILCTBYET O INIOMEPYISIPHON (UIbTpAIliM U KaHaJIbIICBOU
CEKpeIMH IIperapara.

lleuenounas nedocmamourocmo

QapMaKOKMHETHUECKHAE [apaMeTphl Y MallMeHTOB € YMEPEHHOW WM TKEION
MIEYCHOYHON HEJAOCTaTOYHOCTHIO OBUIM aHAJIOTHYHBI TAaKOBHIM Y TIAITUEHTOB C
HOpMaJIbHOM (pyHKITHEH TICUEHU.

lloueunasa nedocmamounocms

KmupeHe »HTeKaBHpa YMEHBINAETCs C YMEHBIICHHEM KIUpeHca KpeaTWHHHA. B
TeUeHHe 4-X YacoBOro Iepuojia IeMojualn3a BBIBOJAUTCA OKoIo 13% oT 103bI
oHTeKaBupa, W okolo 0.3% — IIpu NOpoBEJCHUH NEPUTOHEAIBHOTO JIHAIIN3a.
KoppextupoBka 036l DHTEKaBHpa PEKOMEHJyeTcsd IaleHTaM ¢ KIHAPEHCOM

KpeaTHUHUHA MeHee 50 MJ/MUH.



COOTBETCTBYET 2KCNEPTHOMY OTUYETY
or 26.12.20 = 29

(MOCNEOOBATENLHOCTS 0001)

Haquenmbl nocije nepecadxu neyerHu

JleficTBHe SHTEKaBHUpa Yy MAIIUEHTOB ¢ BUPYCOM renaTtura B mocie nepecajku IIeUeHN
IIpA CTaOWIBHON /03¢ IUKIOCHOpHHA A WM Takpoiumyca (n = 9) B 2 pasza
IIPEBBITIATIO JIEUCTBHE Yy 3J0POBBIX JHOJEH C HOpPMaIbHOH (YyHKIIMEH IOYeK.
Hapymenust pyHKITMET 1T0UeK CIIOCOOCTBOBANIN YBEIMUCHUIO BO3/ICHCTBUS DPHTEKaBUPa
y OTUX HAIAEHTOB.

Ion

AUC sHrekaBupa Obula Ha 14% BBIIE y )KEHIUH, Y€M Y MYKUHH, U3-3a Pa3IMIdi B
rouevHo# yHKIMH U Bece. [locie monpaBKky Ha pa3IMyus B KIIMPEHCE KpeaTUHUHA U
Macce Tela He ObUIO pa3Muuidi B BO3JEUCTBUM SHTEKaBHpa MEXJy CyObeKTaMH
MY?KCKOTO U KEHCKOTO II0JIA.

I oorcunvie nayuenmasi

Bmussaue Bo3pacta Ha (apMakOKWMHETHKY SHTEKaBUpa OICHUBAlIW, CpPaBHHUBAS
MOXKWIBIX JIOJEH B Bo3pacTe 65—83 roja (cpelHHH BO3pacT XeHIUH — 69 Jer,
MYKUUH — 74 10J1a) C MOJIOABIMHU JIOABMU B Bo3pacTe 20—40 ser (cpeHui Bo3pacT
KeHIUH — 29 set, myxauH — 25 ser). AUC Obuta Ha 29% BHIIE y HOKWIBIX JTIOJIEH,
YeM Y MOJIOJBIX JIHOJIeH, B OCHOBHOM H3-3a Pa3JIMUMi B IMOYEYHOU (DyHKITUH U Bece.
[Tocne monpaBkyu Ha pa3idyusd B KIHMPEHCE KpeaTUHWHA U Macce Teja Y IOKUIIBIX
monen AUC wa 12,5% BbIIE, dYeM Yy MOJOABIX. [lomy sImmuoHHBIA
(bapMaKOKMHETHUECKUI aHaIIN3, OXBATHIBAIOIINNA MAIMEHTOB B Bo3pacte oT 16 mo 75
JeT, He BBUSIBWI BIMSHHE Bo3pacTa Ha (apMaKOKWHETHKY SHTEKaBHpa Kak
CYIIIECTBEHHOE.

Paca

[Tony nsarmuoHHBIA  (hapMaKOKWMHETHUECKWI aHalli3 HE BBUIBAJ BIWSHHE pachkl Ha
(bapMaKOKMHETHKY SHTEKaBHpa Kak cymiecTBeHHOe. OJHAKO BHIBOJBI ObUTH CJIeIaHbl
TOJBKO JIJI IIPEACTaBUTENEH KaBKAa3CKUX U a3UaTCKUX IPYIIIL, BBUAY CIUIIKOM Malloro

KOJIIM4YCCTBA Cy6'beKTOB H&6JIIO,H6HI/IH B IPYI'UX KaTCT'OPHIIX.

Iloka3zanns K NPpUMCHCHHIO

XpoHMYECKHM renaTuT B v B3pOCIbIX:

® C KOMIICHCHUPOBaHHLIM IIOpaXCHUEM IICUCHW MW  HaJIM4YHUEM BHPYCHOfI
PEINIMKallK, IIOBBINICHHA YPOBHSA AKTHBHOCTH CBIBOPOTOYHLIX TpaHCaMHMHAa3
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U T'UCTOJIOTHYCCKUM IIOATBCPIKACHUCM IIPHU3HAKOB BOCIIAIIMTCIIEHOI'O IIPOICCCa

w/uu $udpo3a IeUeHH,
® C JICKOMIICHCHPOBAHHBIM IIOPaKeHUEM IICUCHHU.

IIpoTuBonoka3zanus

e ['UIepIyBCTBUTEILHOCTh K DHTEKABUPY WIM K JIHOOOMY M3 BCIOMOTATEIIbHBIX

BEIIECTB, IIEPEUUCICHHBIX B pazjeie «Cocmasy

® pEeJKO BCTpevarolascs HacleCTBeHHas HEIepeHOCUMOCTh TajlaKTo3bl, JeduiuT

JaKTa3bl JOIIapet WM TTIOKO30-TalaKTo3Has MalbaOcopOIust;

e JICTCKHM Bo3pact 10 18 Jer;

® [IEPHOJ I'PYTHOTO BCKapMIIMBAHUSL.
IIpumMeHenne npu 6epeMeHHOCTH U B IIEPHOJI IPYAHOT0 BCKAPMJIUBAHHSI
bepemennocme
AJIEKBaTHBIX U XOPOIIO KOHTPOIUPYEMBIX UCCISIOBAaHUNA Y OepeMEHHBIX JKeHIIUH He
MPOBOJWIOCH.  McciaenoBaHUs Ha  KUBOTHBIX — IIOKa3aldd  PEIPOJIYKTHUBHYIO
TOKCHYHOCTD IIPH IPUEME DHTEKaBUpa B BHICOKHX J03ax. [[oTeHIIMAIBHBINA PUCK IS
yejoBeka HewsBecTeH. IIpemapar DurekaBup Canjno3® J0DKEH NIPUHAMATLCS BO
BpeMsl OEpeMEeHHOCTH TOJIBKO €CIIU IOTeHITHaIbHas 110JIh3a MPUMEHEHUS IIPEBHIIaeT
IIOTEHITUAJIbHBIA PUCK I IUT0a. HeT JaHHBIX O BIMSHUM SHTEKaBUpa Ha Iepejavdy
BHUpyca rematura B oT Marepu K HOBOPOKICHHOMY, BBHAY 53TOrO HEOOXOIUMBI
COOTBETCTBYIOIIUE JICHCTBUS JIUISI IIPEOTBpAICHUS HEOHATAIBHON Iepejiauy BUpyca
rematura B.
I'pyonoe scxapmnusanue
JIJaHHBIX © IIPOHMKHOBEHHWM DSHTEKaBHpa B JKEHCKOE MOJIOKO HeT. JlaHHBIE
TOKCHUKOJIOTHUECKUX HCCIICJOBAaHUM Ha KUBOTHBIX IOKa3aly 3KCKPEITUIO SHTEKaBUpa
¢ MoJokoM. Puck mig peGenka He MoxkeT OBITh HCKIIOUeH. [Ipu npuMeHeHUU
npemnapara Durexasup Cango3® KopMIEHHE TPYALIO CIIeAyeT IPEKPaTUTh.
YuursBas TO, YTO IIOTEHIIUAIBHBIE PUCKH U Pa3BUBAIOIIETOCS IUIO/Ia HEU3BECTHBI,
KEHIIUHBI  JIETOPOJHOIO  BO3pacTa  JOJDKHBI  HMCIIOIL30BaTh  A(P(heKTUBHYIO
KOHTPAIIEIIITUIO.

TOKCHKOJIOTHISCKIE HUCCIICAOBaHMd Ha KHBOTHBIX, IIOJIYYABIINMX OSHTCKAaBHpP, HC
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COOTBETCTBYET 2K
BBIBHIIN IPU3HAKOB HAPYIIEHHS (epTHILHOCTH. o1 26.12

Crnoco0 npuMeHeHUsI U J103bI
Tepamo J0KEH NPOBOJUTH Bpad, HUMEIONIUNA OIBLIT B JICUCHUH XPOHHUYECKOTO
renaturta B.

IlarmmeHTH ¢ KOMIEHCHPOBAHHBIM IOPAKCHUEM IICUCHHU

llayuenmuwi, panee He nonyuasuiue mepanumo HyKi1eo3uoamu.

pexoMeHyeMas 103a npenapara DHrekapup Cangos® cocrapisger 0,5 MI OJUH pa3 B
JIC€Hb BHY TPbh, HE3aBUCHMO OT IIpHeMa ITHIIIH.

Ilayuenmpvi, pesucmenmuble K JTAMUBYOUHY (MO ecmb, NAYUEHMbI 6 AHAMHe3e ¢
supemueli supycom 2enamuma B, coxpansaioweiica na ¢one mepanuu 1amusyOUHoMm,
UNU NAYUEHMAM ¢ NOOMBEPIHCOCHHOU PE3UCTNEHMHOCBIO K TIAMUBYOUHY):
pexoMenyeMas Jo3a Impenapara DurekaBup Campos® cocrapisger 1 Mr ofuH pas B
JIeHb BHYTPh HATOIAK (TO €CTh, He MEHee UeM uepe3 2 Haca Ioclie eJIbl U He MO3/THee,
4yeM 3a 2 gaca JI0 CIeYIONEero MprUeM IIHUIHN).

[Tpu mammuuu LVDr MyTaruit ciieryer paccMOTpeTh KOMOMHUPOBAHHOE TIPUMEHEHUE
SHTEKaBUpa M BTOPOTO MPOTUBOBHUPYCHOTO IIpemapara (K KOTOPOMY HeT
PE3UCTEHTHOCTH, IEPEKPECTHON ¢ JIAMUBYJAWMHOM WM SHTEKaBUPOM) Kak Oolee
[IPEIIIOYTUTEIHHBIN BapHaHT B CpaBHEHUH ¢ MOHOTEpAITHe YHTeKaBUPOM (CM. pasjie
«OcoOble yKazaHUs» ).

IlarmeHThI ¢ JICKOMIICHCUPOBAHHBIM HOPaKeHUEM IICUCHHU

Pexomenyemas Jo3a npemapata DHrekasup Cannos® cocraBiserT 1 M ofuH pa3s B
JIeHb BHY TPh HATOINAK (TO €CTh, HE MEHee UeM uepe3 2 vaca Ioclie e/ibl U He TO3/IHee,
4yeM 3a 2 Jaca JI0 CIeYIONero IprueMa IHUIN).

1IpoIOIKUTEIBHOCT TePAIAN

OnrumanbHasg MPOAOIDKATEILHOCTh JIEUEHUs HEW3BecTHA. llpekpallieHue JedyeHus
MOXKET OBITh PACCMOTPEHO CIIE Y FOIUM 00pa3oM:

- Y B3pocibix HBeAg-IIO3UTUBHBIX ITAIIMEHTOB TEPAaIdIO CIEAYET HPOJOIDKATH IIO
KpaiHe Mepe 1o 12 MecsmeB mocie JOCTWKEHHUS cepokoHBepcuu HBe (1oreps
HBeAg u norepsa JIHK Bupyca rematura B ¢ oOHapykeHmem antu-HBe Ha JIByX
MOCIIeJOBaTEIbHBIX 00pa3Iax ChIBOPOTKH C UHTEPBAIIOM He MeHee 3—6 MecsIleB) Wik

1o cepokonBepcun HBs wim 10 norepu 3pPekTUBHOCTH.



E OMY OTYETY

- Y B3pociblx HBeAg-HeraTUBHBIX IAIM¢HTOB Tepar

KpaliHeii Mepe, g0 cepokoHBepcurn HBs wim [0 TIOSBICHWS HPU3HAKOB I[OTEPHU
sdhdextuBHOCTH. [IpH yMATEILHOM JledueHnn OoJiee 2 JIeT PeKOMEHAYETCs PEerysIpHO
IIPOBO/IUTH ITOBTOPHYIO OIICHKY, YTOOBI IIOJTBEPUTD, YTO IPOAOIDKEHUE BHIOPAHHOMN
Tepary OCTaeTCs IO IXOSITIM JIJIS TalTueHTa.

Y m[arueHToB ¢ JIEKOMIICHCUPOBAHHBIM 3a00JIeBaHUEM IIEUEHH WIN ITHUPPO3OM
[IpeKpaIeHue JIeUeHNsI He PEKOMEH Iy eTCsL.

IlarmeHTHI ¢ HOYSUHOM HEJIOCTATOUYHOCTHIO

Kimmpenc »5HTekaBHpa yMEHBINACTCS IIPU CHIDKEHWHM KJIUpeHca KpeaTHHHHA.
PexomenayeTcs KOppeKIUs T03bI SHTCKAaBUpa IaIlUCHTaM ¢ KIUPEHCOM KpeaTHHUHA
<50 MJ/MHH, B TOM 4YHCJIE HaAXOMIAIMUMCA Ha TeMOJIHAIN3€ W JJIATEIHLHOM
aMOyIIaTOpHOM IIEpUTOHEaTHLHOM JHaIH3e, COrIacHo Tadmmrie 1.

[IpeqioxkeHHbIe pPeKOMEHJAIMN 110 KOPPEKITUH JIO3bI SHTEKaBHpa OCHOBAaHBI Ha
AKCTPAIONIIIMA  OTPaHUYEHHBIX JaHHBIX, UX 3PPEeKTUBHOCTL U O€30IIaCHOCTH He
OIlCHUBAJach KIMHHYCCKA. BBHUIY 5TOTO BHPYCOJOTHUCCKHI OTBET CIEAyeT

TIIATCIIbHO KOHTPOJIUPOBATD.

Taﬁ.lmua 1: PCKOMCH,Z[yeMbIe A03bl JHTCRABHpaAa Yy MNAIMCHTOB C MOYeYHO M

HEJO0CTATOYHOCTHHO
Kmipenc kpeatuHuHa IaimmeHTHI, paHee He PesucTreHTHEIE K
(MI1/MMH) MoJIyYaBIlIle HYK/Ie03H/HbIe | JIAMMBY/MHY NMALMEHTHI U
npenaparbl TMAIHEHTDI ¢
JIeKOMITEH CU POBAHHBLIM
TopaykeHHeM TedeHN
250 0,5 mr 1 pa3 B JieHb 1 mr 1 pa3 B 1eHb
30-<50 0,5 mr kaxapie 48 u 1 Mr xaxeie 48 yacos
10 — <30 0,5 mr xkaxkaple 72 4 1 Mr kaxxaeie 72 yaca
<10
Temoauanus* WM JUIATEIIBHBIN
" . | 0,5 Mr xaxkapie 5—7 nHel 1 Mr xkaxxaeie 5—7 nHell
aMOYJIaTOPHBIN TIEPUTOHEATHLHBIH
JTHAITH3

>kaHTeKa,BI/Ip CJIICAYET IPUHUMATD ITIOCIIC CCaHCa TeMOaHaAJIn3a.

IlarmeHThI ¢ TeYeHOUYHOM HEeJOCTaTOYHOCTHIO

Y HAIfUEHTOB ¢ IIEYECHOYHON HEIOCTATOUYHOCTHIO KOPPCKIMA O3Bl SHTCKaBHpa HE

TpelyeTcsl.



COOTBETCTBY
[oKWIble TTAITUEHTHI

Y TOXWUIBIX TAIMEHTOB KOPPEKIUS J03bl SHTEKaBUpa He Tpedyercs. KOoppeKIuro
JO3BI CIIEeIYET IIPOU3BOAUTH COTTIACHO (DY HKITHUH ITOYEK MaleHTa (CM. peKOMEH/IaIii

JUIS TIAIIUCHTOB ¢ IIOYESYHOM HG,I[OCT&TOIIHOCTBIO).

ITo0ouHoe aelicTBHE

B xImMHUYECKMX HUCCIEJOBAHUAX Y IMAIMEHTOB C KOMIIEHCHUPOBAHHBIM IOPAKEHUEM
[IeYeHN HauOoJiee 4acTO BCTPEUAIOMUMHUCS ITOOOUHBIMA JCHUCTBUSIMU JIFOOON CTEICHU
TSKECTH, BEPOSITHO BBI3BAHHBIMH IIPUEMOM SHTEKaBHUpa, ObUIA OTMEUEHBI: TOJOBHAs
6omb (9 %), yromisiemocTh (6 %), ronoBokpyxkenue (4 %) m TtomHora (3 %).
Coolmanoch Takke 00 OOOCTpEHHUM TellaTHTa BO BpeMs MU IIOCIEe IpeKpalneHus
Tepary SHTEKaBUPOM (cM. Onucaniie 0OmoenbHbIX HedHCenamenbHbix peakyull).
OrneHKa HeKellaTeIbHBIX peakIiii OCHOBAHA Ha ITOCTPETUCTPAITMOHHOM HaOIIOIeHUN
A 4 KIMHUYECKUX HCCIECAOBAHUIX, B KOTOphIX 1720 mamueHToB ¢ XPOHUYECKUM
reaTuTOM B W KOMIICHCHPOBAaHHBIM IIOPAXEHUEM IIEUEHU IIOIy4Yald Teparuio
SHTEKaBUPOM (N=862) WX JaMUBYJAUHOM (n=858) IO JBOMHOU CIEIIOA CcXeMe B
TeueHure nepuoja a0 107 Henmenb. B sTux ucciueaoBaHWIX Ipoduian Oe301IaCHOCTH, B
TOM 4YHcle JabopaTOpHbIE OTKIOHEHUWS, OBUIM COIIOCTABUMBI IIPA IIPUMEHEHHUH
sHTeKaBupa B jo3e 0,5 mMr B cytku (679 HBeAg-nosuruBHbIX winm HBeAg-
HETaTUBHBIX ITAIIMEHTOB, paHee He MOJIYYaBIUX HyKJICO3UJbl, MOIyYalld JICUeHUE B
CpEJHEM B TeUeHHUe 53 HeJlellb), DHTeKaBupa B J103¢ 1| Mr B cyTKH (183 pe3ucTeHTHBIX
K JAMUBY/IMHY IIAIIMEHTa IIONy4Yalld JICUEHWE B CpeJHEM B TeueHue 69 Hejenb) U
JTAMUBY TUHA.

[ToOouHble peakiuy, KOTOPBIE, BO3MOKHO, CBSI3aHBI C JICUCHHEM 3SHTEKABHUPOM,
[IEPEYNCIICHBI IO KJIACCy OPraHOB CHCTEMbI OpraHW3Ma M IIPEJCTABIEHBI 110 YacTOTe
WX peTUCTpaI|u: oueHb yacto (>1/10), wacro (=1/100 po <1/10), mewacto (=1/1000 mo
<1/100), peako (=1/10000 mo <1/1000), ouenb peako (<1/10000). B kaxaoit rpyIme
OOOYHBIE PEAKITUH IIPEICTABICHBI B IOPSIKE YMEHBITIEHHSI CEPhE3HOCTH.

HaDVWBHM}l CO_ CIMOPOHBbI UMMVHHOU CUCHIEeMbl

peoxo: aHaPpUIaKTOMTHAS PEAKITUL.

Hcuxuueckue HAapyuieHA

yacmo. OeCCOHHUIIA.
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COOTBETCTBYET 3K

. 0T 26.12 2022 N= 29637
Hapvutenua co cmopousl HepeHOU cuchmemyl e N s
(MOCNEOOBATENEHOCTS 0001)

qacmo. TOJIOBHAaA 6OJIB, T'OJIOBOKPYKCHHUEC, COHJIIMBOCTD.

Kenyoouno-xuuie unvie Hapyuie Hus

yacmo. pBoTa, juapesd, TOIHOTa, JUCIICIICHI.

Hapvmeuu}z CO CHIOPOHbI NeHeHU U afceﬂqeebzeodﬂmux nymeii

yacmo. IOBBIIMICHUC daKTUBHOCTH TpaHCaMMHa3.

HCIDVWQHME CO CHIOPOHbI KOXMCU U NOOKOAHCHBIX MKAHET

Hedacmao. CBIIIb, aJIOIICTIA.

Obuue Hapyuienus U peaxuiiil 8 Mecme 68e0eHUs

qacmio. YTOMIEICMOCTD.

HCIDVWGHM}I Memabonuzma 1 nUMAanus

Coobmanoch 0 chnydasx JakToaruao3a (o0Imasi yeTalocTh, TOITHOTa, pBoTa, 00JIb B
OpIOIMHON IIOJIOCTH, BHE3alHOE CHIDKEHHWE MAacChl Tella, OJIbIIIKa, YYallleHHOe
JBIXaHUE, MBITIEYHAas ¢1ab0CTh), 4aCTO B COUYETAHUH C JIEKOMIICHCAIUENH TIeUeHOYHON
(yHKIMHA, JIPYTUMU CEPhe3HbIMH 3a00NCBaHMSAMHU WIM HIPUMEHEHHEM JPyTHUX
IIpernapaToB.

Jleuenne B TeueHue Iiepuoja Ooyee 48 Hejpelb: NPH JIUTEIBHOM JICUCHUU
SHTEKaBUPOM C MeEJUAHOW MPOJOIDKUTEILHOCTH 96 Hejelnb HOBBIX 3HAUYUMBIX
CUTHAJIOB T10 0€30IaCHOCTH BBIIBIIEHO HE OBLIO.

Onucanue omoenbHbIX HeXCeJamenbHbIX peakyuii

JlabGopaTopHble OTKIOHCHMS: B KIIMHIYCCKHUX HUCCIICAOBAHMLIX Y IIAITUCHTOB, PAHCC HE

MOJYYaBIINX JICUCHUE HYKIECO3UJaMH, V 5 % oTMedalioch IIOBBINICHUE aKTHBHOCTH
AJIT Gonee gem B 3 pasa OT UCXOJHBIX 3HaUeHUH U y <1 % manueHToB oTMEYaioch
roBbIeHrue akTUBHOCTH AJIT Oosee uweM B 2 pa3a OT UCXOIHBIX 3HAUCHUI HapSIy C
MIOBBITICHUEM KOHIleHTpanuu oOmero Ownupyouna >2 BI'H (Bepxmss rpaHuiia
HOpMBI) 1 OoJiee 4eM B 2 paza OT HUCXOJHOro 3HaueHus. KoHIeHTpaus ain0yMuHa
<2,5 1/p1 otMedanach v <l % IIallUEHTOB, ITOBHIINICHUE aKTUBHOCTH aMIIa3bl Ooliee
4eM B 3 pa3a OT UCXOJHOTO 3Ha4YeHUs — y 2 % IAIMeHTOB, MOBHITICHUE aKTUBHOCTH
auria3bl Oojee 4eM B 3 paza OT HMCXOMHOTO 3HaueHwss — y 11 % namueHToB u
KOIMIECTBO TpoMOoImToB <50 000/mv® — y <1 % IanueHToB.

B xnmHMYeckux HUCCIICHOBAHMAX Y PCSHUCTCHTHLIX K JIaMHUBYAUWHY IIAIIMCHTOB Y 4%
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COOTBETCTBYET 3KCTMEPTHOMY

OTUETY

OTMEUAJIOCh TOBBIIMIEHHEe aKTUBHOCTH AJIT 60J;[ﬁlem_p£§]55?]3l‘i3’—'v_ mga I‘O_':'ﬁ' ACXOTHBIX
S e BRI e AU b UUu )

3HaueHU Uy <1 % manmeHToB OTMEYAJIOCh ITOBBITICHUE akTUBHOCTA AJIT Donee uem
B 2 pa3a OT HCXOJHBIX 3HAUYCHUN Hapsy C IOBBIITICHUEM KOHIICHTPAIMU OOIIEro
OowmpyOuna >2 BI'H u Oonee gem B 2 paza OT UCXOJHOTO 3HaueHUs. [loBbImeHue
aKTUBHOCTH aMmIa3bl Ooliee 1eM B 3 pasza OT UCXOJHOTO 3HAUEHUS OTMedanoch y 2 %
[IAITAEHTOB, IIOBBIINICHUE aKTUBHOCTH JIWIIA3bl Oojlee 4ueM B 3 paza OT HCXOJHOTO
3HaueHud — y 18 % IalMeHToB M KOIMYIecTBO TpoMOomuroB <50 000/Mm® — v <1 %
MaITUEHTOB.

O6OCTD€HI/IH B TIPONCCCC JICUHCHWA: B HMCCIICAOBAHINX Y IIAIMUCHTOB, PAHCC HE

[IOJIyYaBIMX JICUCHWE HYyKJIeOo3uJaMu, IoBblmeHne aktuBHOcTH AJIT BO Bpems
neuenus >10 BI'H u Gontee yeM B 2 paza OT UCXOJHBIX 3HAUEHUU oTMedaaoch y 2 %
MAIUEeHTOB, IONYYaBINUX JICUEHUE SHTEKaBUPOM, II0 CpaBHEHUIO ¢ 4 % MaIMeHToB,
[IOJIyYaBIIMX JIEUEHUE JIAMUBYJAMHOM. B HCCIEeJOBaHUAIX Y NAIMEHTOB, paHee HeE
[IOIyYaBIIMX JICUCHUE JIAMUBYJIUHOM, NOBBIMNIEHHEe akTuBHOCTH AJIT Bo Bpems
neuenus >10 BI'H u Goltee yeM B 2 paza OT UCXOJHBIX 3HAUEHUN oTMedanoch y 2 %
MAIUEeHTOB, IIOJyYaBIINX JIEYCHUE SHTEKaBUPOM, II0 cpaBHEHHIO ¢ 11 % marmeHToB,
[IOJIyYaBIMX JI€UCHUE JaMUBYIUHOM. CpelHu MalMeHTOB, IOJIyYaBIIMX JICUCHUE
SHTEKaBUPOM, ME/[MaHa BPEMEHH JI0 TTOBbITICHUST akTUBHOCTH AJI'T BO BpeMsI eueHus
cocraBwia 4-5 Henenb. B nienoM, aktuBHOCT, AJIT cHmKanach Ipu IpoOJOKECHUN
JeueHus U B OOJIBITMHCTBE CIIydaeB Oblla CBA3aHa CO CHIDKEHHEM BUPYCHOM Harpy3Ku
Ha >2 log;¢/MJ1, 9TO MpEJIIeCTBOBANIO MOBHITCHUIO akTUBHOCTH AJIT mim coBmaiano
C HAM. B Xojie JIedeHus peKOMEeHAyeTcs IPOBOJUTH IEPUOJANUECKAA MOHUTOPUHL
(by HKITY TIeUCHU.

O0ocTpeHusl TI0CNe IPEKpaIeHus  JIeUeHUS: O6OCTpeHI/Ie reriaTura  OIIMCAHO Y

MAIUEHTOB, IIPEKPATUBINMX JIEUCHWE BHUPYCHOIO TellaThuTa B, BKIOYas Teparuro
SHTEKaBUPOM. B HcCIIeIOBaHUSIX Y MAIMEHTOB, paHee He IOJyUYaBIIUX JICUCHHE
HyKJIeo3uamMy, v 6 % MIalueHTOB, IOJIYy4YaBIIUX >HTeKaBup, U y 10 % marueHTos,
[IOJIyYaBIIAX JJAMUBYIUH, OTMEUaIoch NoBbIeHne akTuBHocTd AJIT >10 BI'H u B
>2 pasa OT pedepeHCHOTO 3HauYeHWs (MUHUMAIBLHOTO MCXOIHOTO WM IOCIEIHErO
M3MEPEHHOTO IIOCIIe OKOHYaHMS JIEUEHWs) BO BpeMsl HaOMOJCHUS TOCIe JICUCHUS.

Cpe,Z[I/I IIAIMACHTOB, IIOYYABIIIHUX JICUCHHUC OSHTCKABHPOM, pPaHCC HC IIOJIYUYABIIHUX
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COOTBETCTBYET 2KCNEPTHOMY OTY
HYKJIICO3WIbl, Me/IiaHa BPEMEHH JIO TTOBBITICHUS aﬁmﬁﬁcﬁtﬁ AJIJEtCOCTaiBPIJI %3 24

FTI

Hejend, a B 86 % ciayuaeB (24 w3 28) moBbiieHUe akTUBHOCTH AJIT Bo3HMKaNo y
HBeAg-HeraTUBHBIX IAIIMEHTOB. B HCCIleJOBAaHUAX Y PE3UCTEHTHBIX K JIAMUBY JUHY
[IAIAEHTOB  (C MOCIEAYIOMUM HaOOJEHUEM TOJIBKO OIPAaHHUYEHHOTO 4YHCIA
narueHToB) v 11 % mamueHToB, NoJIy4daBIInX JICUCHUE SHTEKABUPOM (M HU Y OJHOTO
[IAIAEHTa, IIOJNYYaBIIero JIeYeHUWE JIAMUBYJWHOM) HaOMOAAoCh IIOBBITICHUE
aktuBHOCTH AJIT BO Bpems allbHeHIIero HaOMIOAeHIS TIOCTIE JICUeHHUS.

B xiIMHMYECKMX WCCIEJOBaHUSX JICUCHUE SHTEKAaBUPOM IIPEKPaIaioch, €CIH
[IAIUEeHTHl  JIOCTUrajdy IIPEJBAPUTEIILHO 3aJlaHHOTO  oTBeTa. Ecim  Tepamus
Ipekpamaiach Oe3 ydueTa OTBeTa Ha JIEUEHHE, YacToTa CIIy4aeB IIOBBIIICHUS
aktuBHOCTH AJIT mocre jiedeHns Moria ObITh BBIIIE.

JIOTIOTHUTENBHO Y TIAIMEHTOB ¢ XPOHWYECKOM HH(pEKIMed BUpycoM rematuta B u
JEKOMIIEHCUPOBAHHBIM IIOPaXCHUEM II€UYEHH OTMEYAINCh CIEAYIOMUe NOOOYHbIE
o(pdekTl: CHIWKEHHEe KOHIIeHTpalud OukapOoHaTa B KPOBH, IIOYeUHAs
HEJIOCTATOYHOCTb.

Ilepeno3supoBka

JlaHHBIE 10 TEPENO3UPOBKE HSHTEKABHpA Y MAIUEHTOB OIPAHUYEHBL. Y 30POBBIX
TOOPOBOIIBIEB, MOTYUYaBIINX JO3bI 10 20 MI/CYT IipenapaTta B TeueHue nepuoja jo 14
THEHW W OJHOKpaTHble Jio3bl 70 40MI, HE OTMEYalloCh HEIPEABUICHHBIX
HEeXeIlaTeIbHBIX peaKIThi.

Ecnu mpowsonuia mepeo3upoBKa, 3a MAIUEHTOM CIIe[yeT BECTH HaOIOJeHUE I
BBUIBIICHUS IIPU3HAKOB TOKCHYHOCTH W HA3HAYUTH CTAHJAPTHYIO IIOJIIEPKUABAIOIITYIO

TCpalinro I10 HeO6XOI[I/11\/IOCTI/I.

B3anmoielicTBHE ¢ IPYrUMH JIeKAPCTBEHHBIMU CpeCTBAMH

[TockonbKy  SHTEKaBHpP  BBIBOJHUTCS  IIPEUMYINIECTBEHHO  IIOYKAMH,  IIpH
OJIHOBPEMEHHOM NPUMEHEHUHN SHTEKaBUpPa U JICKAPCTBEHHBIX CPEJCTB, CHUKAIOIIUX
(GYHKIMIO TIOYeK WIM KOHKYPHUPYIONMUX Ha YPOBHE KaHAIBIEBOM CEKpeIuHy,
BO3MOKHO YBEJIMYCHUE KOHIIEHTPAllM B CBHIBOPOTKE SHTEKaBUpa WIA HDTHUX
JIEKapCTBEHHBIX CPEJICTB.

[ToMmumo namMuByuHa, ajedoBUpa JTUNUBOKCHIA W TeHO(DOBHUpPA JIU3OIPOKCUI

dymapaTa, B3aUMOJECHCTBUS DHTEKaBUpPa ¢ JPYTUMHU IpelaparaMy, BBIBOIIIIAMUCT
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COOTBETCTBYET My OTYETY

IIOYKaMH WA BIASIONIAMUA Ha ()YHKITHK nowex. 1 jniy‘lamgﬁh 3a Iilam/l TaMH

JIOJGKHO IIPOBOJIATHCS TINATEIBHOE MEJIUITUHCKOE HAaOJIOEHUE Ha IIPEeMET paSBI/ITI/ISI
MOOOYHBIX pEakIMid [pPU COBMECTHOM IIPUMEHEHHHM DSHTEKaBHpa C TaKUMU
JE€KapCTBEHHBIMU cpecTBaMu. [Ipu OJHOBpEMEHHOM HAa3HAYEHWW SHTEKaBUpa C
JTaMHUBY IMTHOM, a/1e(OBUPOM WIX TeHO(MOBUPOM HE BBIIBIEHO (hapMaKOKMHETHIECKUX
B3aUMOJICHCTBUMH.

DHTeKaBUp He SBIBIETCS CyOCTpaToM, WMHAYKTOPOM WIA MHTHOUTOPOM (PEpPMEHTOB
muroxpoma P450 (CYP450), mosromy omnocpeaoBanubie CYP450 nexapcTBEHHBIC

B3aUMOJEHCTBUS C SHTCKABUPOM MAJIOBCPOJATHDI.

Oco0ble ykazanust

Jlaxmoayuoos u evbipaxcennas 2enamome2anus co cmeamo3om

[Ipy mpuMeHEeHNH aHAJIOTOB HYKICO3WJIOB OIMCAHO BO3HUKHOBEHHE JAaKTOAIIHI03a
(6e3 THUIOKCeMUM), MHOTJIA C JIETAIbHBIM HMCXOJ0M, OOBIMHO acCOIMUPOBAHHOTO C
BBIPaKEHHOM remnaroMeraineil U creato3oM IedeHd. [[0CKoIbKY SHTEKaBUp SBISIETCS
aHaJIOTOM HYKJICO3UJIOB, TAKOH PUCK He UCKIIOUeH. JleueHue anamoraMy HyKJICO3UIOB
ClIeyeT IIPeKpaTUTh TPH PE3KOM TOBHINIEHWA AaKTUBHOCTH aMUHOTpaHcdepas,
pa3BUTUA IIPOTPECCUPYIOITICH reraToMeraiiy WA MeTabOTIIecKOTO
aru103a/IakToary103a Heu3BeCTHOU ATHONOTHH. J[00poKadecTBEHHbBIE CUMIITOMBI CO
CTOPOHBI TUINEBAPUTEIHHON CUCTEMBI, TaKWe KaK TOIMHOTA, PBOTa U GOJIb B KUBOTE,
MOTYT YKa3bIBaTh Ha Pa3BUTHUE JIAKTOAIMI03a. TspKeTble CIIydan, MHOT/IA ¢ JIeTalbHbIM
HCXOJIOM, aCCOIMUPOBAIIUCH & MIAHKPEATUTOM, MIEYCHOTHOH
HEJOCTAaTOTHOCTHIO/CTEATO30M  II€UCHH,  IOYSYHOM  HEJAOCTAaTOYHOCTHIO |
MOBBITIEHUEM KOHITEHTPAIIUN JTaKTaTa B CHIBOPOTKE KPOBHU.

Crnenyer coOmoaaTh OCTOPOKHOCTD MPH Ha3HAUCHUH aHATOTOB HYKJICO3UIOB TFOOBIM
narenTaM (B OCOOCHHOCTH, JKEHIMHAM C OKHpPeHHEeM) ¢ TrelaToMeraiuei,
TelaTUTOM WIH JPYTUMH M3BECTHBIMH (pakToOpaMH pHCKa pPa3BUTHS 3a00JIeBaHMMA
nieaeHn. HeoGxo Mo IpoBOIUTE TIMATEIbHOE HAOMIOICHHIE 38 TAKUMHU TTAITACHTAMH.
YroOnl auddepeHnupoBaTh MOBHITICHHE aKTUBHOCTH aMHUHOTpaHChepa3 BCIeICTBUES
OTBeTa Ha JICUCHWE U IIOBBINICHHE, BEPOSATHO CBI3aHHOE C JAaKTOAIAJ030M, Bpad
HobkeH yOemauThess B ToM, uTo m3MeHeHms AJIT accorumpoBaHBI ¢ YIIydITICHHEM

APYTHUX TabopaTOPHBIX MapKepPOB XPOHUUECKOTO rematuTa B.
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COOTBETCTBY
Obocmpenue cenamuma

CnoHTaHHbIE OOOCTPEHUS IIPU XPOHUUIECKOM renatute B BCTpeqabeCH CPaBHUTEIILHO
HacTO M XapaKTepHU3YIOTCS MPEeXOo/JSIuM IoBbimeHneM aktuBHocTH AJIT B
CBIBOPOTKE KpoBHU. llocime HavalbHOU IPOTUBOBUPYCHOM Tepalyd Y HEKOTOPBIX
MAIIUEHTOB MOKET MOBBICUThCS aKTUBHOCTH AJIT B CHIBOPOTKE KPOBH, B TO BPEMS KaK
nokazarenu JIHK HBV cHmwxkarorcs. Cpean IAIMEHTOB, IMOJNYYaBIIUAX JICUCHUE
SHTEKaBUPOM, MeJHMaHa BPEMEHHU JI0 BO3HUKHOBEHHSI OOOCTPEHHUS B XOJ€ JICUCHHUS
coctaBwia 4—5 HeJlelb. Y NAIlMEHTOB ¢ KOMIICHCUPOBAHHBIM IIOPaKCHUEM II€UCHU
JaHHOE IOBBITIeHHE akTUBHOCTH AJIT B IIeJI0M HE COIPOBOK/IAIOCH IMOBBLINIEHHEM
KOHIIEHTpaIuu OwimpyOnHa WIH JeKOMIIeHcanue (QpyHKkimu redeHn. llarmeHTsl ¢
IAPPO30OM IEUYEHU MOIYT HMETh OoJlee BBICOKAN PHUCK JEKOMIICHCAITUU (DyHKITMH
IIeUeHH Toclie OOOCTPEeHUS TelaThTa U, TakuM 0Opa3oM, BO BpeMsl JICUeHUS 32 HUMHU
CJIe/lyeT BECTH TIATEeIIbHOE MEIUITMHCKOE HAOIIO[CHAE.

O0ocTpeHre renaTuTa Takke ONUCAHO Y MaIMeHTOB, KOTOPBIE MIPEKPATUIN TEPaIIHIO
renatuta B. OGocTpeHus mocliie jJedeHusT oObMHO cBg3aHbl ¢ IoBblimeHueM JHK
HBV, u OONBIMHCTBO W3 HUX Pa3pelIaloTcs CaMOCTOSTEIbHO. OJHAKO OIMCAHBI
TSKETble 00OCTPEHUS, B TOM YHCIIE C JIETAlIbHBIM UCXOJIOM.

Cpeny HaInyeHToB, MOJIYYaBIIMX JIEUEHHE SHTEKABUPOM W paHee He IOJIyYaBIIHUX
Tepalvo HyKIEO3WJaMH, Me[HaHa BPEMEHH JIO BO3HHUKHOBEHHS OOOCTPEHUS IIOCIEe
JedyeHusl coctaBmwia 23—24 Hemenmn, W OONBIMUHCTBO 00OCTpeHUit OBUIA OIMCAHBI Y
HBeAg-HeratuBHbIX marueHToB. CleayeT KOHTPOIMPOBaTh (DYHKIUIO TIEUYCHH,
KIIMHAYECKHEe CHUMIOTOMBI H Ja0OpaTOpHBIE IOKazaTelld dYepe3 OIIpejlelIeHHbIE
WHTEpBAJIbl BPEMEHH 110 MEHBIIIEH Mepe B TeueHHe 6 MecdIleB II0Ce IPEeKpalieHus
neueHwus reratura B. MosxkeT nmotpeboBaThes BO30OHOBICHUE TEPATIUN.

Hayuenmui ¢ couemannoii cenamum B/BHY-unghexyueti

DHTeKaBUp HE OICHUBAJICS y HalmeHToB ¢ couetanHo HBV/BUY-undekmueii, He
MIOJIyHaroMmX O JHOBpeMeHHO »(dekruBHOe neuenne BUY-undeximm. Bo3MoxkeH
PHUCK pa3BUTHS YCTOMUYMBBIX ImTamMMoB BUY, ecnu sHTEKaBUp HpUMEHSETCS UL
JeUeHUS XPOHUIECKOTro BUPYCHOro remnarura B y nanuentoB ¢ BUU-undekiueit, He
[OJIyYalOIUX BBICOKOAKTUBHYIO aHTUPETPOBUpPYCHYIO Tepanmto (BAAPT). TaxuMm

06p3,30M, TCpalliio SHTCKABUPOM HE CICAYCT IIPUMCHATL YV IIAIIUCHTOB C COUYETaHHOU
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COOTBETCTBYET 2KCMNEPTHOMY OTUYETY
HBV/BHUY-undekiyeit, He oIy YarOIux pamﬂg)ﬂll?;, \A jflbmelxgglfm'gq gxzplf%{gnca

m

Kak mpenapart 1t edeHns: BUY-undexiuy u He peKOMeHI0BaH ISl IPUMEHEHHUS 110
JTAHHOMY ITOKa3aHHUIO.

DHTeKaBup um3ydalcd y 68 B3poCibIX MNarueHToB ¢ codetanHoit HBV/BUU-
nadexnueit, noayyaromux cxemy BAAPT, copepxkamyto gaMuBy JuH. OTCYTCTBYIOT
naHHble 1O »(QQexkTUBHOCTH »HTeKaBupa y HBeAg-HeraTMBHBIX MAIlMEeHTOB C
coueranHoi BUU-undekimeit. CymecTByIOT OrpaHUYEHHbIE JJaHHbIE 110 IIPUMEHEHUIO
rperapata y HalueHToB ¢ codetaHHo BUWY-uHdexnueit, y KOTOPBIX CHUKEHO
xomaecTBO CD4-mvdonuros (<200 keTok/Mm?).

Hayuenmuwi ¢ couemannoii 2cenamum B/eenamum C/2enamum D ungexyueii

Jlarable 00 3P PeKTUBHOCTH SHTEKaBHpa y MAIMEHTOB C COIYTCTBYIOMENH HHPEKITHEH
BupycoM reratura C uinm D OTCy TCTBYIOT.

layuenmui ¢ OeKOMNEHCUPOBAHHBIM NOPAdICEHUEM NeUeHU

Y malnyeHTOB € JIEKOMIIEHCUPOBAHHBIM IIOpaK€HUEM II€YeHU (HE3aBUCUMO OT
IIPUYHHBL), B ocoOeHHoCTH Kiiacca C no knaccuduxanuu Yaitma-11so, Habmoanachk
Oollee BBICOKAs 4acTOTa CEPhe3HbIX HEeKeaTeIbHBIX SBICHUIN CO CTOPOHBI IIEYEHH 10
CPaBHEHHIO C IIAITUEHTaMHU ¢ KOMIIEHCUpOBaHHOH (pyHKIMel neuenu. Kpome Toro, y
MAIUEeHTOB C JEKOMIICHCUPOBAHHBIM ITOPaKEHUEM II€UeHU BO3MOKEH O0Jiee BHICOKUN
PUCK Pa3BUTHUS JIAKTOAIIAI03a U OTJIEIIBHBIX HEKEJATeNbHBIX SBJICHUNA CO CTOPOHBI
[IOYeK, TAKUX KakK TernaTopeHalbHbI cHHApOM. TakmM oOpa3oM, y TaKuX MarfueHTOB
CIeyeT TIIATEeIbHO KOHTPOIUPOBATh KIMHUYECKHUE U Ta00OpaTOPHbIE ITapaMeTphI.
Jlamueyoun-pesucmenmuvie nayuenmol

Mytamuu B noaumepaze HBV, o0ycnaBnuBaronmye 3aMeHbl Hy KITEOTHJIOB, CBI3aHHbBIX
C PE3UCTEHTHOCTBIO K JIAMUBY IUHY, MOTYT IIPUBECTH K ITOCIEAYIOMEMY BTOPHIHOMY
3aMEIEHUIO, BKIOYAs 3aMeIleHHe, AacCOMUPOBAHHOE C PE3UCTEHTHOCTHIO K
sHTekaBupy (ETVr). ¥V HeOONbIMOW JOMM PEe3UCTeHTHBIX K JaMUBY/IUHY IaIlUCHTOB
3aMeHBI ETVr B octatkax rtT184, rtS202 wm rtM250 mvenmucs uexoHo. IlarueHTsI ¢
PE3UCTEHTHHIM K JTaMuBY IuHY HBV mMeroT OobImil pUcK pa3BUTHS IOCIIE Iy IOIIEH
YCTOWYMBOCTH K SHTEKABHUPY, YeM IAIMEeHTHI O3 PE3UCTEHTHOCTH K JIAMUBY/IUHY.
COBOKYIIHas BEPOSITHOCTh HOBOM T'€HOTUIIMYECKONW PE3UCTEHTHOCTH K SHTEKABUPY

yepes 1, 2, 3, 4 1 5 1eT B UCCIIEJOBAHUSIX PE3UCTEHTHOCTH K JIAMUBY JIUHY COCTaBHJIa
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BUPYCOJIOTHUECKUI OTBET Y PE3UCTEHTHHIX K JIAMUBY/IHUHY HAIlUCHTOB U IIPOBOJUTH
COOTBETCTBYIOITHE TECTHl Ha BHISIBIICHUE PE3UCTECHTHOCTH.

Y manueHToB ¢ cyOONTHMalbHBIM BHPYCOJOTHUYECKAM OTBETOM uepe3 24 HeJenn
JIeUeHMsI SHTEKAaBUPOM CIIeJlyeT pacCMOTPETh U3MEHEHHUE CXEMbl JeueHus. B Hauaie
Tepallvyd y TAlMeHTOB C JOKYMEHTUPOBAHHOU PE3UCTEHTHOCTBHIO K JIAMUBYJIUHY B
aHaMHe3€ CIEAYyeT PaccMOTPeTh KOMOMHHMPOBAHHOE IIPUMEHEHUE SHTEKaBUpa U
BTOPOrO IPOTUBOBUPYCHOIO Iipemnapara (K KOTOPOMY HET PE3UCTEHTHOCTH,
MIEPEKPECTHON ¢ JaMUBYJIWUHOM WM BSHTEKaBUPOM) Kak Oojee MpeIIouTUTEIbHbII
BapHaHT B CPaBHEHUH ¢ MOHOTEpaIe SHTEKaBUPOM.

YiKe HUMEIOIUNCA PE3UCTEHTHhIH K JamMuByjauHy HBV  accormmmpyercs ¢
MIOBBLITIEHHBIM PUCKOM IIOCIEAYIONMENH Pe3UCTEHTHOCTA K PHTEKaBUPY HE3aBUCUMO OT
BBIPQ)KEHHOCTH 3a00J€BaHMs II€UYECHHW, Y IAIUEHTOB C JIEKOMIICHCUPOBAHHBIM
[IOpaKCHUEM II€YeHU BHUPYCOJIOTMYECKANA IIPOPHIB MOKET AacCOIMUPOBATHCS C
CEPbE3HBIMU KJIMHUYECKAMH OCIIOKHEHUSIMA HMEIONErocst 3a00NieBaHus IIEUCHU.
Taxum oOpazom, y HAIMEHTOB € JEKOMIICHCHPOBAHHBLIM 3a00JIeBaHUEM IICUCHU U
pesucTeHTHBIM K JnamuByjuHy HBV cremyer paccMaTpuBaTh KOMOMHUPOBaHHOE
[IPUMEHEHUE HHTEKaBUpa U BTOPOTO IMPOTHBOBUPYCHOTO Ipernapara (K KOTOpOMY HET
PE3UCTEHTHOCTH, IIEPEKPECTHONH C IJIAaMHBY/MHOM WA SHTEKaBUPOM) Kak Oolee
[IPEANOYTUTEIHHBIA BApUAHT B CPABHEHUU C MOHOTEpAIINEii SHTEKaBUPOM.

layuenmul ¢ Hapyuienuem QyHKYUU nouex

JUIs1 marieHToB ¢ Hapy MeHUSIMHU (PYHKITUA OYEK PEKOMEH]Y €TCSI KOPPEKITHS PesKrMa
TO3UPOBAHMS (CM. pazoen « Cnocob npumenenus u 003bl1»).

[IpeqnoxkeHHble peKOMEHJAIMKA 110 KOPPEKIUK JI03bl SHTEKaBHpa OCHOBAaHBI Ha
SKCTPAIOJBIIUA OTPAaHWYEHHBIX JAHHBIX, UX 3(PPEeKTUBHOCTh U O€30IIACHOCTh He
OIlCHUBaJach KIMHWYECKH. [losToMy BO BpeMsi JedeHUsT HEOOXOJMMO IPOBOJIUTH
TIMATEIHBIA MOHUTOPHUHT BUPYCOJIOTHIECKOTO OTBETA.

llayuenmoi, nepenecuire mpaHcniaHmayuio neueHu

beszomacnocTs ¥ 5(PEKTUBHOCTHL HSHTEKaBUpa Y  HAIUEHTOB, IIEPEHECIINX
TPAHCIUIAHTAITMIO II€YEHW, Hem3BecTHhL. ClelyeT TIAaTelIbHO KOHTPOIUPOBAaTh

(1)YHKL[I/HO ITOUCK IICPCT 1 BO BPEM JICUHCHMA SHTCKABHUPOM Y ITAITUCHTOB, IICPCHCCIIINX
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COOTBETCTBYET 3KCNEPTHOMY OTYETY
TPAHCIUIAHTAIIAIO TICUYECHU, U IIOJIYYaArOIHAX I/MMyﬁﬁozftheccaﬂm KOpo‘BIe 15(10ryT

BIIMATH Ha Py HKITUIO TIOYEK, TAKUE KaK ITUKIIOCIIOPUH U TAKPOIUMYC.

Obwasn ungpopmayus 01 NAYUEHIMOB

Creryer HHGOPMHUPOBATH MTAITUEHTOB, YTO TepaIdsl YHTEKaBUPOM HE YMEHBITIAET PUCK
nepejaun rermatura B W, MO3TOMY COOTBETCTBYIOIUAE MEPHI IPEJOCTOPOKHOCTH
JOIDKHBI OBITH TPE/ITPUHSITHL

Kaxmas TaGnerka mperiapata cojaepxkur 120,5 mr (tabmerku 0,5 mr) waua 241 mr
(tabnerku 1 MT) JmakTo3bl. B CBS3M ¢ 3TUM TAllUEHTaM C PEJKOU HacleJICTBEHHOU
HEIIEPEHOCUMOCTBIO  JIaKTO3bL, Je(DHUIIMTOM JIaKTa3bl WU [IIFOKO30-TaJlaKTO3HOMN
MalbaOcopOIue He peKOMEH/ Ty €TCsl IIPUEM TIperapara.

Buiusinne Ha  cnoCOOHOCTH  YIPAaBJISTHL TPAHCHOPTHBIMH  CpeJCTBAMHU,
MeXaHU3MaMu

HccenenoBanuii BIUSHAS SHTEKaBHpa Ha CIOCOOHOCTH YIIPABIITH TPAHCHIOPTHHIMU
CpPEeACTBAMM, MEXaHW3MaMU HE IPOBOAWIOCH. [ OIOBOKpYKEHHE, YCTAIOCTh U
COHJIMBOCTH — HacThle TTOO0UHBIE 3PPEKTHI, KOTOPhlE MOTYT BIMAThH Ha CIIOCOOHOCTH
YIIPaBIBITh TPAHCIIOPTHBIMU CPEJICTBAMU U MEXaHU3MaMHU.

®opma BBINyCKa

TabaeTK, HOKPHITHIE INIEHOUYHOM 000 10ukoi, 0.5 M. 1.0 M

[To 10 Tabnerok B An/An Oiuctep.
[To 3 GmucTepa BMecTe ¢ HHCTPYKITUEH 110 IPUMEHEHUIO B IIaUKy KapTOHHYIO.
IIpumenanue: ¢ IICIIBIO KOHTPOJISI IEPBOTO BCKPBHITHS C JIBYX CTOPOH KapTOHHOH ITAuKH

HOIIY CKaCTCA HAJITMINUC IIPO3PAYHBIX HAKIICCK.

YciioBust XpaHeHust

[Ipu Tremmeparype He Bbiiie 30 °C. XpaHUTh B HEJOCTYIIHOM JJIS IETEH MECTE.
Cpoxk rogHocTu

3 roga. He mpuMeHSTH HIOCIIE HCTEUECHUS CPOKA TOTHOCTH, YKa3aHHOTO Ha YIIAKOBKE.
YcioBus oTIycKa

OTIyCKaroT O penenTy.

IIpousBoauTesn

Jlex n.71., BepoBmkoBa 57, 1526 JlroOmsina, CrioBeHUs,
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Poccus.

Baajeseny perucTrpanimoHHOrO Y/A0CTOBEpPEeHHS/OpraHu3anysl, NPUHUMAIOIIAS
NpeTeH3uNn 0T MoTpeduTeJiei

Bnaaoeney pezucmpaunuonnozo yoocmoeepenusi:

Canno3s 1.1., Bepopmikosa 57, 1000 JIro6istHa, Cl10oBeHUS.

Tenedon: +386 1 580 3332

®dakc: +386 1 568 3517

E-mail:; info.sandoz@sandoz.com

Opzanuzauyus, nPURUMAIOW A RPEMER3UN ROmpedumeneii:

AO «Canpnos», 125315, r. Mocksa, JleHuHrpajackuii mpocuexT, 1. 70
Tenedon: +7 (495) 660-75-09

®akc: +7 (495) 660-75-10

E-mail: drug.safety_russia@novartis.com
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