Kavnnueckuii cayvyan

DOI: 10.22625/2072-6732-2020-12-1-104-110

IPAAUKALMNA BUPYCA FENATUTA C Y NALUMEHTKMN
C KPUOIrMMosYJIMHEMWUYECKUM BACKYJIUTOM N HAJINMNEM

MYTALMA D168E, L31V

H.B. AynaeBa', M.A. Hupckas!, E.}O. Koanamukosa', C.FO. Pomanosa', C.B. Aanmu?, B.E. Kapes?,

AA. T'yces!

'IJenmp no 6oprsbe co CITHA u ungexyuonnbimu 3 6oreB nusamu, C Hkm-IlemepOypr, Poccus
?[lepsbiti C HKm-ITemepOyprckuli rocyg pCcmBeHHbLU MequUUHCKUl yHuBepcumem uM. K geMuk

H.IT. IT BroB , C rxkm-Ilemep6ypr, Poccus

SAemckuli H yuHO-KAUHUYeCcKull yeHmp uHgekyuoHHbIX 60Ae3Hel, C Hkm-Ilemep6ypr, Poccus

Eradication of hepatitits C virus in patient with cryoglobulinemic vasculitis and mutations D168E, L31V

N.V. Dunaeva', M.A. Chirskaya', E.Yu. Kolpashchikova!, S.Yu. Romanova', S.V. Lapin? V.E. Karev®, D.A. Gusev'
!Centers for AIDS and Other Infectious Diseases, Saint-Petersburg, Russia

2First Saint-Petersburg State Medical University named after academician I.P. Pavlov, Saint-Petersburg, Russia
3 Pediatric Research and Clinical Center for Infectious Diseases, Saint-Petersburg, Russia

Pesiome

B cm mpe gemoncmpupyemcs cAyu U XpOHUUECKOIo re-
n mum C Ibrenomun c ¢gubpo3zom 3 cmenenu no Metavir,
OCAOKHEHHBIU P 3BUMUEM CMeW HHOU KpUOrAoOyAuHeMuu
III mun , KpuorrnoOyAuHeMu4eckKuM B CKyAUIOM C NOp XKe-
HUeM COCYJOB KOXU (reMopp rudeckull B CKyAum), neuenu
( Abmep muBHO-npoAugep MmuBHbIU B cKyaum). H 3n -
yeHue peXuM ¢ KA m cBUp + CyH NpeBUpP OK 3 AOChb
BUPYCOAOTUYECKU HEeYg 4HbIM: H (DOHe BUPYCOAOTUUeCcKO-
ro npopwlB  OblAu BblABAeHbl Mym yuu DI168E u L31V. I[lo-
BMOPHBLU KypC NPOMUBOBUPYCHOU mep nuu KoMOuH uyuel
I'p 3onpeBup+916 cBup B couem Huu C cogpocOyBupom
npuBeA K goCMUWKeHUl0 yCMoUuuBOro BUPYCOAOTUYECKOIo
omBem , U CMUYHbLIM UMMYHOAOTU4ecKoU U KAUHUYecKoU
pemuccusm.

KaroueBsle cA0OB : xporuueckull ren mum C, Kpuorao-
Oyaunemus, KpuorrnoOyruHeMuueckull B cCKyaum, 3A0 CBUp,
rp 3onpeBup, cogocOyBup, g KA m CBUp, CyH npeBup,
Mym uuu, pe3ucmeHmHOCMb.

BBepenue

Bupyc renatuta C (BI'C) ObIA BIlepBBEIE BEIAEAEH
B 1989 r. rpynnon y4éHsix Bo raase ¢ M. Houghton
u Q. Choo [1]. AarbHelIIMe UCCAEAOBAHUS IIOKa3a-
An, uto BI'C-uHdeKIus IBASIeTCS CAOKHOU MEKANC-
IUIAMHAPHON IpoOAeMol, NOCKOABKY BI'C mupoko
pacupocTpaHéH [2], TeueHHe UHMEKIUU COIIPOBOIK-
AaeTcsd IporpeccupyomuMm Guoépo30M MMeuEéHOYHON
TKaHu [3, 4], B 3HAUUTEABHOMN YaCTHU CAy4YaeB OCAOK-
HIETCS pa3dBUTHUEM Pa3zHOOOPa3HOM BHENEUEHOUHOU
CUMIITOMATUKM [5, 6], y HEKOTOPHIX MAaIlMeHTOB AO-
MHHUPYIOIIEN B KAUHUYECKOU KapTUHEe 3a00AeBaHUS
[7], spapuKalusg BHUpyCa MOJXKET OKa3aThCsd 3aTPYA-
HUTEABHOU Aa’Ke IIPU UCIIOAB30BaHUM COBPEMEHHBIX
MIPEenapaToB C MPSIMBIM IIPOTUBOBUPYCHBIM AEWCTBU-

Abstract

The case of chronic hepatitis C 1b genotype with grade
3 fibrosis according to Metavir, complicated by the develop-
ment of mixed type Il cryoglobulinemia, cryoglobulinemic
vasculitis with damage to the skin vessels of the skin (hem-
orrhagic vasculitis), and the liver (alternatively proliferative
vasculitis) is demonstrated. The introduction of daclatasvir +
asunaprevir was virologically unsuccessful: mutations D168E
and L31V were detected against the background of a viro-
logical breakthrough. A repeated course of antiviral therapy
with the combination of Grazoprevir + Elbasvir in combina-
tion with sofosbuvir led to a stable virologic response, partial
immunological and clinical remission.

Key words: chronic hepatitis C, cryoglobulinemia, cryo-
globulinemic vasculitis, elbasvir, grazoprevir, sofosbuvir, da-
clatasvir, asunaprevir, mutations, resistance.

eM [8, 9]. HuKe mpeacTaBAeH U OOCY>KAEH B CBeTe
UMEIOUINXCS AUTEPATyPHBIX AQHHBIX KAWHWUYECKUU
cayuart BI'C-uHMeKINYU, OCAOKHEHHOM pa3BUTHEM
KPUOTAOOYAUHEMHUHU (II@TOAOTMUYECKOTO COCTOSHUA,
TIpU KOTOPOM B KPOBM OOHAPY>KUBAIOT UMMYHOTAOOY-
AUHBI, CIIOCOOHBIE IPEUIUTUPOBATh IPHU CHU)KEHNUN
TeMmIepaTyphsl HiKe 37°C) ¢ KAMHUYEeCKU 3HaUMMbIMU
CUCTEeMHBIMU IIPOSIBACHUSIMHY, Pa3BUTHEM PE3UCTEHT-
HOCTU Ha IIePBBIM KypC IIPOTUBOBUPYCHOM Tepaluu
(I'BT) mnpenapaTamMu NOpsSMOIO IPOTUBOBUPYCHOTO
pevictBud (TTT1A) v TOBTOPHBIM 3(h(PEeKTUBHBIM Kyp-
COM Tepanuu Apyrum couetanuem ITITTA,.

Kaunnyeckui cAyd #

[MamuenTtka 1944 ropa poXkpeHUd. AHEMHeCTHUe-
CcKU cpokK 3apaskenHus BI'C He usBecTeH. AHTHUTeAa K
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BI'C (HCVAD) BuisiBuAau B 2005 T. mpu 06CAeAOBaHUY
1o noBopy aprpaaruii. C 2010 r. 6oAbHag OTMedana re-
MOpparnveckue BBLICHIIAHUSA Ha HUKHUX KOHEUYHOC-
TSX, IIPEUMYIIeCTBEHHO Ha TOAEHSX, BO3HUKAloIIue
IIOCAE TIEPEOXAKACHUM, CTaTHUYeCKUX Harpysok,
OCTaBALFIONINE 3a COOOM runepnurMmenTanuio. Comyr-
cTByromue natororuu — ¢ 2000 r. runepToHUYECcKas
O0oae3Hb Il cTeneHU (mOAyYanra MEPUHAONPHUA S MT +
AMAOAUTIUH 5 MT, OMCOMPOAOA 2,5 MT, KapAUOMarHuA
75 mr).

[Tpu oOcaepoBaHMU Y Bpada-MHQEKIIMOHUCTA
LenTpa no npodurakTrke u 60pbde co CITUA u uH-
PEeKITUOHHBIMU 3a00AeBaHUSIMU B ceHTs0pe 2016 T.
OecriokomAmM: CAAbOCTh, BBIPa’)KeHHBIE APTPAATUHA
B FOA€HOCTOIIHBEIX CyCTaBaxX M MeHee BBIpa’KeHHEBIe
B KOAGHHBIX W Ta300eAPEHHBIX, THUIIePIUTMeHTaIus
HWKHUX KOHEYHOCTEN C HEOOUABHBIMU CBEKMMMU T'e-
MOPParu4eCcKUMU BBICHITIAHUSIMU.

OOBEKTUBHO — COCTOSIHHE YAOBAETBOPUTEABHOE,
co3HaHme sgicHoe. Poct 162 cM, Bec 60 kr. Ko>XHbIe 110-
KPOBBI OOBIYHOW OKPACKH, reMOopparmndeckre BBICHI-
TIaHUS CBeyXKMe HeOOMABHBIE AaMeTPOM OT 2 A0 4 MM
Ha 0éApax, a TakyKe OOMAbHBIE TeMopparuu Ha poHe
TUMIEPIIUTMEHTAIINY Ha TOAEHSIX U THIABHOU TIOBEpX-
HOCTH CTOII (pHuc. 1).

ApTepuanbHoe paBaeHUe 148/84 MM PT. CT., IyABC
94 ypAapoB B MUHYTY (Ha )OHe TUIIOTEeH3UBHOU Tepa-
nun). YAbTpacoHorpaduyecku nedens (KBP 118 mm,
TAA 72 MM) U cene3éHKA He yBeAWUYeHBl, BOPOTHAsA
BeHa (12 MM) 1 ceare3@HOUHAs BeHa (7 MM) He pacIiu-
peHbl, Anddy3HbIe U3MeHeHUs Te4eHH, IPOCThIe Ku-
cThl mouek (Bosniak 1).

Brigeaen resorun 1b BI'C, BupycHasa Harpyska —
50000 ME/MA. AeTeKTHUpPOBaHBI KPUOTAOOYAMHEI B
koandecTBe 20%, ITOBBINNIeHNEe aKTUBHOCTU PeBMaTo-
upHoro pakTopa (PD) (Goree BuipaskenHoe ripu 37°C,
ueM 11pu 4°C), napanpoTenH He oOHapy>keH. He OBIAO
BBISIBAGHO aHTHHYKAeapHOro (akTopa, aHTUMUTO-
XOHAPHUAABHBIX @HTHUTEA, aHTUTEA K TAQAKUM MBITII-

1IaM, aHTUTeA K MUKPOCOMaM TIeUYeH! U TTovek | tuma,
QHTHUTEA K OOKAQAOUYHBIM KAETKaM JKeAYAKA, aHTUTEeA
Kk AByxcnupanrbHOM AHK Kaacca IgG, aHTHTeA K Hy-
KAeocoMaM Kaacca IgG, yBeAmdeHHs COAepKaHUS
arb(a-peTonpoTerta. BeilToAHeHa OUOTICUS TTIeUeHU:
XPOHUYECKUMN BUPYCHBIM TellaTUT C BBICOKOM I'HMCTO-
AOTMYECKOU aKTUBHOCTBIO (MHAEKC I'MCTOAOTMYECKON
akTuBHocTH 10 R.G. Knodell 13 6aaroB, mo Metavir
A3), c BBIp@)KEHHBIMU SIBAE€HUSIMH NPOTPECCUPYIO-
mero ¢gubposa (CTemeHb BBIpa’KeHHOCTU (PubOpo3a
o R.G. Knodell 3 6aana, mo Metavir F3), npeumytie-
CTBEHHO aAbTE€PATUBHBIMU M3MEeHEHUSIMU OMAMapHO-
ro snuTeAus ¢ (popMUPOBaHUEM HETSIKEAOU AYKTO-
neHuu. BrIpa’keHHBIe, IPEUMYIIECTBEHHO aAbTepa-
TUBHBIE W3MEHEHUSI MEAKUX apTepuil MOPTaAbHBIX
TpakToB. CAab0 BBIPA’KEHHBIN CpepHe- U KPYITHOBe-
3UKYASIPHBIN CTeaTo3 ledeHu (puc. 2, 3).

Puc. 2. YToAleHNEe CTEHOK apTepUi, BEIPa’KeHHBIe
npoAudepaTUBHLIE N3MEHEHUS KAETOK S9HAOTEANAABHOMN
BBICTUAKHU. OKpacka reMaTOKCUAMHOM U 303UHOM. YB. X400

Puc. 1. CocTosiHue IIpea CTapTOM IIEPBOro Kypca (AAKAATaCBUP + acyHAIpeBUp) NIPOTUBOBUPYCHOM Tepanuu. KopuuHesas
THUIEePIIUTMEHTalNs CTOII (&) 1 roaeHeH (6). CBeXXre reMopparndeckyue BEICHIIAHUS (PO30BOTO IIBETa) Ha TOAEHIX
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Puc. 3. PacupocrpanenHas aAuddy3Ho-odaroBas
MIOAUMOP(HOKAETOYHAS HHPUABTPAIUA IapeHXUMbI
neyeHu. OKpacKa reMaTOKCUAWMHOM U D03UHOM. YB. X200

Ha ocHOBaHNM NOAYYEHHBIX AQHHBIX OOABHOM OBIA
IIOCTaBA€H AUArHO3!

Xponuueckuti ren mum C 1b renomun, HuU3K £ BU-
PYCH s H IPDY3K , BLICOK 5l TUCMOAOIU4ecK 51 KMmusB-
HOCmb NPOYECC B neveHu, BbICOKUU YpOBeHb pubpo3
neuenu. OCAOXHeHUe: CMeW HH s KpuorroOyAuHe-
musa 3 mun , KpuorrobyAunemuueckull remopp ruue-
ckull B CKyAU C NOp >XKeHueM COCYygoOB KOXKU, neueHu
( Abmep muBHO-npoAugep MuBHbIU B CKyAUM).

IIpocmbie Kucmbl NOUeK, XpOHUUECK 5 60Ae3Hb No-
uek (XBII C2A0).

Apmepu AbH A runepmen3us 2cm guu.

BoabHoM ¢ 16.11.2016T. HauaTO AeueHUe KOMOUHA-
el pakAaaTacBupa 60 Mr B cyTKU (AakAanua3a®, bpu-
croar-Matiepc CkBu06 (CLLA), per. Homep ATT-003088
oT 14.07.2015 r.) m acynanpesupa 100 Mr 2 pasa B CyT-
ku (CynBenpa®, Bpucroa-Maitepc Cxku66 (CIIA),
per. Homep AIT-003022 ot 03.06.20151.). [Tepenocu-
MOCTb Tepalnu Oblra Ha XOpollleM ypoBHe. B xoae
AedeHMs Ha 4-M HepeAe TepallluM BUPEeMUsl COXpPaHs-
AAch, Ha 8-% u 12-11 HepeAsIX Tepanuu PUKCUPOBarach
aBUpEeMUs], yPOBEHb KPUOKPUTA KOAeDOAACS C TEHAEH-
1yel K CHU)KEHUIO, YAYUIIIUAACH CKOPOCTh KAYOOUKO-
BOY puabTparuu. Ha 16-i1 Hepene naninenTKa [1LIP He
CAAAQ, HO OTMEeTHAA HapacTaHue apTPaATuN U He3Ha-
JuTeAbHOE 000CTpPeHre KOKHOIo BackyAuTa. Ha 20-1
HeAeAe 3aUKCUPOBAaHBI BUPYCOAOTUYECKUY TPOPHIB
(BeraBAeHa PHK BI'C B maasme KpOBU B KOAUUECTBE
11235 ME/MA), pOCT KPHUOKPUTA U IOBBIIIEHUE aK-
TUBHOCTHU PEBMATOUAHOTO (pakTOpa.

Ha ©6aze LleHTpa MOAEKYASIDHOM AMArHOCTUKU
T. MOCKBBI BLIIIOAHEHO CeKBeHUpoBaHue resoma BI'C.

B NS3 peruone ob6napy>keHa Mmyrtanus D168E u
He oOHapy>keHOo MmyTanuui: V36A/C/G/L/M, Q41R,
F431/S/V, T54A/C/G/S, V55A, Y/F56H/L, Q80H/
K/L/R, S122R, R155C/G/I/K/Q/M/S/T/W, A156G/

F/S/T/V, V1581, D168A/C/ F/G/H/K/N/T/V/Y, I/
V170A/L/T, M175L.

B NS5A peruone obHapy>keHa myTanusa L31V u
He oOHapykeHo wMmytarui: L28M/T, P29S, R30G/
H/P/Q, L31E/M/1, P32L/S, P58D/S, Q62D, A92K,
Y93C/H/N/S.

B NS5B peruose He o6Hapy>xeHo mytanuii: L159F,
S282T, V321A, C316H/N/Y/W, S368T, N411S,
M4141/T/V, C445F/Y, Y448C/H, A553V, G554S,
S556G, G558R, D559G/N.

B panbHelIIeM manneHTKa B TeUeHue 2 AT ITOAY-
Jana TUIIOTEH3UBHBIE TIpeIapaThl, SITU30AUYECKH Te-
MMaTONPOTEKTOPHI. BOABHYIO GECITOKOMAYM apTPAaATHH,
IepruoAmYecKre OOOCTPEHUST KOJKHBIX MTPOSBACHUHN
BackyauTa. OAHAKO B IIEAOM BHIPA’KEHHOCTDH apTpPaA-
UM, MTHTEHCUBHOCTD U 9aCTOTa KOJKHBIX BBICHLITTAHUHN
CTana HEeCKOABKO HUJKE, YeM AO ITIPOBEAESHUS TIePBOTO
Kypca IIPOTUBOBUPYCHOM TePAIUY, OKa3aBIIeNCst BU-
PYCOAOTHUYECKH HEYAQUHOM.

C 16.03.2019 r. HauaT 12-HepeABHBIN KypC Tepa-
nuu KoMObuHarueln I'pasonpeBup + Ir06acsup 100 mr
+ 50 mr B cytku (3enatup®, OO0 «MCA dapma-
coiotukasc» (Poccusi), per. momep AIT-005060 ot
21.09.2018r.) u codocobyBup 400 mr B cytku (Co-
BaAbAU®, T'maeap Catiencus WHTepHeNTHA AUMU-
Tep, (BeamkoOpuranwus), per. Homep AIT-003527 ot
25.03.20161.).

Yepes 12 HepAeAb TTOCAE 3aBePIEeHUs Tepalnu 3a-
(PUKCUPOBAH YCTONUMBBIYN BUPYCOAOTMYECKUU OTBET
(YBO 12). ITanmeHTKa 4yBCTByeT cebs XOpPOIIo, Iie-
puoAMYEecKU 6€CTIOKOUT AETKast CAAOOCTh W DIIM30AU-
JecKHe HeBhIpa’keHHbIe apTpaAruu. [lokasaTeau me-
YEHOYHOM (PYHKIIMHU B ITpeAeAaX HOPMaAbHBIX 3HAUe-
HUMN, KPUOKPUT 5%, MapanpoTeuH oTcyTcTByeT. CKo-
POCTb KAYOOUKOBOM (PUABTPAIIUM BOCCTAHOBUAACH AO
71 Ma/vun/ 1,73m? o popmyae CKD-EPI (2009), ipo-
TEeNHYPUS U TeMaTypusd OTCYTCTBYIOT (TabA).

3 KAIOYeHHue

B nmpeacTaBAeHHOM CAydae CPOK MH(UITUPOBAHUSA
BI'C ycTaHOBUTH He YAAAOCH, 3a00AeBaHUe OBIAO BbI-
SIBAEHO TIpH OOCAEAOBAHUM IIO IIOBOAY IOSIBA€HUS
BHelleuéHOUHOM MaHm@ecTtanuu BI'C — apTpanrrui.
CoraacHO AUTEPATYPHBIM AQHHBIM, B IIOAQBASIOIIEM
OOABIIMHCTBE CAydaeB XxpoHudeckoi BI'C mnHpexrnuu
TOYHBIM CPOK MHMUIIMPOBAHUS YCTAHOBUTH HE YAQET-
Csl, IOCKOABKY OCTPBIM renaTuT C pa3BUBAeTCs PEAKO
(tax, B 2017 ., coraacHo cBepeHuaM European Centre
for Disease Prevention and Control, B 29 crpanax Espo-
Bl ObIAO 3acuKcupoBaHo 31 273 cayuas renatuta C,
U3 KOTOPBIX TOABKO 3% OBIAO KAACCU(DUIIMPOBAHO
Kak ocTphbili renatut C [11]). B psipe caydaes, Tak ke,
Kak # B HauteM, XI'C pmarHocTupyeTcs IIpU pPa3BUTUHN
BHEIIeUeHOYHON CHUMITOMaTUKU [7]. 3aboreBaHUe y
Haller OOABHOM HIpPOTEeKaro 0e3 XOAeCTaTHUeCKOTO
U/UAU BBIPQKEHHOTO IIMTOAUTHUYECKOIO CMHAPOMA, B
CBSI3M C UeM YTAYOAEHHOIO 0OCAeAOBAHUS MAIUEeHTKU
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T 6auy

A HHBIE A OOP TOPHBIX METOAOB OGCAEAOB HUS B XOA€ BTOPOIO KypC IPOTHBOBUPYCHOM Tep NHU
(Cp 3ompeBup+dA6 cBup, codocOGyBHp)

TTokasareab Crapr TIBT, HepaeAan TTepuoa,
HaOATOASHUST
2 4 8 12 12 Hepennb
nocae IIBT
ANAT, ep/n 44,2 17,9 13,7 14,6 16,9 15,0
ACAT, ep/n 50,8 25,5 27 23,9 26,7 23,1
BuaupyOuH, MKMOAB/ A 16,1 14,7 19,6 22,1 20,8 19,5
KpeaTuHuH, MKMOAB/ A 77,2 98,8 88 79 73 72
CK® CKD-EPI (2009), MA/MuH 65 48 56 63 70 71
Kpuoraobyaunsr, (%) 25 - 10,4 - % o 5
PO 37°C (N<20), ME/MA 1300 — 143 - g % 182
P® 4°C (N<20), ME/MA 167 - 143 - é s 154
IMapanporenn IgMKanma, r/A — — — — — oTp
PHK BI'C, ME/MA 1798430 oTp oTp oTp oTp oTp
Benok mouu (N<O,1), r/a 0 0 0 0 0 0
Opurponutsl Mouu (N 0-11) KA/MKRA 0 0 0 0 0 0

IBT — nporuBoBuUpycHas Tepanust; AANAT — arannmHamuHoTpaHcdepasa; ACAT — acnapraramuHorpancdepasa; CKO CKD-
EPI (2009) — ckopocTh KAYOOUKOBOM (pUABTpAIIUM, paccunTanHasd 1o popmyae Chronic Kidney Disease Epidemiology Collabora-
tion [10]; PO — peBmaroupnsmii pakrop; PHK BI'C — puGoHykAenHOBas KUCAOTa BUpyca renatuta C.

He MTPOBOAMAY, aPTPAATUU M BACKYAUT HE CBSI3BIBAAU
¢ HaanmuneM XI'C ¥ pOTMBOBUPYCHYIO TEpaNvio He
IIpeAAarany, B pe3yAbTare 4ero (pubpo3mpoBaHue 1e-
YEeHU AOCTUTAO ITPEAITUPPOTUIECKOM CTapuu (hubdpo3a
3 crenenn). B mpepcTaBA€HHOM HaOATOAEHUU TTPOTrpec-
CUPOBaAHUIO TIOBPEKAEHUS ITeYeHU CIIOCOOCTBOBAAA U
MUTEABHO CYIIECTBYIOIIAs CMeIlllaHHass KPHUOTAOOY-
AWHEMUS C CUCTEMHBIM BaCKyAWUTOM. V3BecTHO, 4TO
KPHOTAOOYAMHEMUS aCCOTUUPYETCcs ¢ OOABIIIEN BBIpa-
>KEeHHOCTBIO HEKPOBOCHAAUTEABHBIX [12] u pubpotu-
yecKux u3MeHeHuU [12— 14], 9BAgsACh He3aBUCUMbBIM
dakTopoM pHrcKa Iiporpeccun pudbposa [19].
Bueneuénounble TPOSBAEHUS, BBISBA€HHBIE Y Ha-
IIed TalMeHTKH, COTAQCHO COBPEMEHHBIM ITPeACTaB-
AEHUSIM, (POPMUPOBAAUCH CAEAYIOIINM 0Opa3oM: BU-
pyc renatutra C criocobeH CBA3LIBATHCS, TPOHUKATH
BHYTPb M PENIAUIIMPOBATLCS B B-AnMdoriuTax, mo moka
He M3yYeHHOMY MeXaHU3My CTUMYAUPOBATh UX Ha BbI-
PaboTKy TOAMKAOHAABHBIX ayTOAHTUTEA ¥ KPUOTAODOY-
AWHOB, KPUOTAOOYAUHBI CBSI3BIBAIOTCS C 9HAOTEANAAD-
HBIMU KAETKaMH MHUKPOCOCYAOB U 3aITyCKAIOT KaCKap,
aAbBTePaTUBHO-TIPOAU(EPATUBHBIX PEaKITNY, pa3BUBa-
eTCsT BaCKYAUT MUKPOCOCYAOB (KOJKH, CYCTaBOB, TIeUe-
HU, TIOYEK U T.A.). BACKYAUT MUKPOCOCYAOB KOXKHU TTPO-
SIBASIETCSI TE€MOPPArudyecKUM BaCKYAWTOM, BACKYAUT
MHWKPOCOCYAOB CYCTaBOB — apTPaATUIMu. Y GOABHOU
He OBIAO BBISIBAEHO TlaparnpoTremHa IgM karra, Tpor-
HOTO K BHAOTEAWIO COCYAOB ITOYeK. Buammo, mosromy
3HAQYMMOT'O TTOBPEKACHUS TTIOUEK HE PA3BUAOCH.

B xope BTOpOro Kypca Tepanmuu HaljeHTKa AO-
CTUTAQ IOAHOTO BUPYCOAOTHYECKOI'0O OTBEeTa (IOAYYEeH
YBO 12), HO AUIIb YaCTUYHOTO MMMYHOAOTUYECKOTO
(cHM>KeHMe KPUOKpUTa M KoanmdecTBa P®D) u KAWHU-
YEeCKOTO OTBETOB (YMeHBIIIeHUe apTpaAruil, IpaKTH-
YeCKHU MOAHOe MpeKpallleHle KO>XHbBIX BLICHIITaHNUM).
[TopoOHBIN BapMaHT oTBeTa onucaH Hamu [16] u 3a-
pybeskHBIMU aBTOpaMu paHee [17 — 19] u, no Bceli Bu-
AMMOCTH, 4allle BCTpevaeTcsd MPU MCXOAHO BBICOKMX
nu@pax KPpUOKPUTA U BEIpa’KeHHON KAMHHUKE BHeTle-
YEHOUHBIX TPOABAEHUM [17].

OTAEABHBIN HHTEepeC IpeACTaBAeHHasa OOAbHAS BhI-
3BIBAET B CBSI3U C BEIsIBAeHUEM ¥ Heé myTanuii (D168E
u L31V) B xope nmepsoro kypca [IBT. HeussecTHo,
OBIAM AW Yy TAIUeHTKHN BBIIBAE€HHBIE aMUHOKMCAOT-
HbIe 3aMeHbl UCXOAHO UAU Pa3BUAUCH B IIpoIlecce Te-
panunu, TOCKOABKY UCCAEAOBaHUeE Ha PE3UCTEHTHOCTD
BIIEpBBIe OBIAO IIPOBEAEHO Ha (poHEe BUPYCOAOTHYE-
CKOTO IIPOPHIBA B ITIEPUOA TEPAIINU AQKAQTaCBUPOM U
acyHanpeBupoM. CorAacHO AMTEPATyPHBIM UCTOUYHU-
KaM, MyTanuu B no3unuax D168 rena NS3u B L31, Y93
reHa NS5 pe3Ko CHUIKAIOT BEPOSTHOCTb AOCTHU KEHUS
YBO npu npuMeHeHUHU AaKAaTacBUpPa M acyHaIllpeBU-
pa. Tak, B uccrepoBanuu, BeimoAHeHHOM H. Kumada
et al. [20], u3 34 marueHTOB C BUPYCOAOTMUYECKOM He-
3PPEKTUBHOCTLIO 29 MMeAM aMUHOKUCAOTHBLIE 3a-
MeHBI, npemmytiectBeHHo L31M/V-Y93H u D168.
22 marnmueHTa C BUPYCOAOTUYECKOU Heypauell UMeAun
NS5A noanmopcpusm L31TM/V u/uan YO3H nepep re-
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yenueM. B uccaepoBanuu M. Manns et al. [21] y 60AB-
HBIX, UMEBIINX UCXOAHBIE MYTAallUU K aCyHAIIPeBUPY
(D168) nau paknaatacBupy (L31 mau YO3H), YBO Ha-
CTYIIUA TOABKO B 39% CAyYaeB, TOTAQ KaK Y OCTAABHBIX
OOABHBIX 3paAUKAIIUM BUPYCa YAAAOCH AOCTHUYB B 929%
CAyYaeB.

[Tocae BUpyCOAOTHYECKOM HeypauM y Halllel Ia-
IIMEeHTKY, HeCcMOTpsl Ha HaAWuhe BHENeUEHOUYHBIX
TPOSIBAEHUU U MCXOAHOTO BhIpa>keHHOTro (pubpo3a,
Oblna n30paHa BBDKUAATEABHAS ABYXAETHSSI TaKTH-
Ka, IIOCKOABLKY IIPOBEAEHHBIE paHee MHCCAEAOBaHUSA
TIOKa3aAu, 4YTO B OOABIIMHCTBE CAydYaeB MyTalluu
BO3HUKAIOT B XOA€ IIPOBOAMMOM Tepaluu U COIPO-
BOJKAQIOTCS HapyIIeHHEeM pPeNAWKallul, BCAEACTBUE
Yyero yCTOWUMBBIYM IIITAMM IIOCA€ OTMEHBI Tepaluu
BBITECHSETCSI OCTaBIIMMCS B OpraHn3Me BUPYCOM AU-
Koro Tuna. CKOpOCTh BBITECHEHUS AUKUM IIITaMMOM
MYyTaHTHOT'O pa3AnyHa. [1o AQHHBIM TPOCIEKTUBHBIX
HaOAIOAEHMY, pe3UCTeHTHbIe BapUaHThl K UHTHONUTO-
pam NS3 mpoTeasbl TOCAE 3 AT OT 3aBepllleHus He-
yaauHo [1BT o6Hapy>KMBalOTCS peAKO MAU He OOHa-
py>kuBaroTcsl coBceM. LlITaMMBI C YCTOMUYMBOCTBIO K
NS5A 06Hapy>RKUBAIOTCS ¥ OOABIIINHCTBA OOABHBIX B
TeueHmne 1 —2 AeT u 6oaee Tocae HedpheKTUBHOMU Te-
panum [22 — 24]. B KauecTBe npenapaToB AAST IIOBTOP-
HOTro Kypca ObIAN BEIOpaHbI I'Pa30IIpeBUp 1 9IA6ACBUD,
yCcUAeHHBIe cohocOyBUpPOM. Bapbep yCTOMYNBOCTU K
Tpa3oNnpeBUPY U SA0ACBUPY BBICOKUM, X 3PPeKTUB-
HOCTh AT AedeHmst XT'C 1b reHoTuria mpakTUIeCKU
He 3aBHCUT OT UCXOAHOT'O HAAMYNS aMUHOKNUCAOTHBIX
3aMmeH [25]. CoocbyBuUp TakKe 00AapaeT OUeHb BbI-
COKHM TeHeTHYeCKUM OapbepoM [26]. Bribop cebs
ompaBAaA — MalueHTKa AocTturaa YBO.

Takum o6paszom, npu HCV-undekium BHeNeuE-
HOYHBIE IPOSIBA€HUS MOTYT AOMUHUPOBAThL B KAPTHUHE
3aboneBaHu4. [ToaTOMy BCe MalMEeHTHI C BACKYAUTA-
MU, apTPaATUIMH, TOANHEBPONIAaTUIMHY, IIpU3HaKaMUu
XPOHUUECKON OOAE3HU ITOUEK AOAJKHBI OBITH CBOEBPE-
MeHHO o0cAepOBaHBI Ha Haanume BI'C, a ipu ero BuI-
SIBA€HUN — Ha IPUCYTCTBUE KPUOTAOOYAUHOB B CHIBO-
poTke KpoBu. [larmuenTtam ¢ BI'C-accontuupoBaHHBIM
KPUOTAOOYAMHEMHYECKUM BACKYAUTOM  II€AeCOO-
Opa3HO B KaueCTBe IIepPBOU AMHUU Tepaluu IpuMe-
HaTh [III1A, ¢ BEICOKMM OaphepoM pPe3ucCTeHTHOCTH,
oOAaparolyie XopoIimM TpoduieM 6e301acHOCTU U
BBICOKOU 3 PEeKTUBHOCTLIO.
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