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Using human hepatocyte chimeric ice, we found that hepatitis C virus (HCV) replication levels and
response to interferon (IFN) are affected by mutations in the ISDR, not by amino acid substitutions in
HCV Core region. We also found that the effect of IFN was significantly greater, and intrahepatic

expression levels of IFN-stimulated genes were significantly higher in mice with the favorable IL28B

allele.
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(IFN) BRI, Fx OR-23B5 L
TW5a., A NVAAIRF L LTI CHBFR Y



A VA (HCV) genotype, VA /L AREDIH,
Core I 70 35 L UV 91 & B 3 X OV IFN Jikaz 1
BUESEK (ISDR) OERHBHF T OND. £
745 EIK 7 & U CILIL28B s - 2R3 %1
HILD. T ORE T IFN JRIEOTREN R
WG L TWAZ ERMBNTWANR, D
KO RBFIC LV IRENRICELEL TnD
DONITA BN T2,

2. WO BEB

HCV Core 33 X OVISDR £ # & % M X IL28B
DEBT N ED L D ITIHEEDFICE S
L TWbH D% HCV Y~ 7 2% VT
L7z, F7o C HBMET R B O AR v
7NV T, TEN IGFRTO IR TFN 78
s 7 (ISGs) ZEBLE: & IFN {RENF % fst
L7z.
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Genotype 16 D G MEFIECRIIT 2% B O 1.
HrVrsv—=r 7 LZHCVEEZ n—>
(HCV-KT9) % v 7=. HCV-KTOIZ = 7 fEik
IZR70QB L ULIIMD T R /AR 24 1L T
W=, —J5, NS5ADISDRFEIGICITZE % 7
7o 7= (Core-Mutant-ISDR 0). Z D7 &
—  OISDREIZ4 4 FT  (Core-Mutant-ISDR
4) FE 721394 Fr(Core-Mutant-ISDR 9)D 7 I /
MEREFHA L v—r, B0 a7k
Daal0B L VDT X/ FEA B %2 B AR &
#a X722 v—r (Core-Wild-ISDR 0), &5
|ZISDRFEIH (247 FT (Core-Wild-ISDR 4) F 7=
1X9 FAF (Core-Wild-ISDR 9) D7 3/ BRZSH
EIHALZ6MEO 7 u— 2 ERILT-. &
K cDNA % #f A L 7= plasmid & ¥, in vitro
transcritption{%1Z X W RNAZ &AL L, 30 ug?d
RNA%Z b MEFAIIELE A 7~ 7 2 DFEANICE
BEEAL72. b NFMIES 2 7~ 7 A (34585
DOt hFAAE(Donor A, B, CD)&Z B L 7=~
v A Zf# ] L7=. Donor A, B, C, DOOIL28Bi& /=
T (rs8099917)1ETG, TT, TG, TT T > 7=, 1k
A%, 23 X2~ U A MG 2B HL L | real-time
PCRIZ X Y ILHFHCV RNAZ ER L7=. 5|
1,500 TU/gDIFN-o 2 2 i 0 e 5 L7z, F£7=

CHUSME TR B OIF Ay 7% v Tl
TRIEAT O JFIRNISGS R BLE & = Dk DT 72
RTA A —Tza /)Y O HEE
DIEFN R OBRZ E L.
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v MFHIE A Z~ U 2% H\WT, HCVD
Coreds L UNSDRAHE & 2 W35 FEDIL28BE
BN, 7 AV ADREYE, HhfiEs L ONFN
PRI R TR L E L7z, CorefHlkd
703 L O91FE DB AR (Core-Wild), 285
(Core-Mutant) & %\ MIISDRIZZE# %0, 4,
OHFHRA LIZHCVERE 7 m— U ZERIL, &
MY 2 7~ 7 2 DRFIENIZ G- LTz,
CoreZB DA MY, YL, MHHCV
RNA&, IFN# 512X % 1MHFHCV RNADIK T
BB o 7278, ISDRODZS F TG AL
NEER, MLAHCV RNAEZ B O IR S 7
. FZIL28BEE T (rs8099917 SNP) ATT
OIFHiaZ B Lz~ 7 A L TGO FHilE %
it~ o 2 ClL, O RIIFRE TH
ST, BIFE O~ U ATIEHEBEE DO~ U AT
~, fHFHCVRNAER A EICEETH Y,
IFN-of% 5-12 & 2 IS GsF Bl B3 7 AT
<, MHAHCV RANIK F &S A EICE -7
. INBORERMNS, HCVDCore DA BT
A IV ADIEGE, HEAE, TENESZ PRSI TR A
WDIZx L, ISDRZEE TG T L O SHRE
KFSHELHDEBZ B, £72rs8099917 TT
DOFEFNE, IFNFE 512 &L 2 RN ISGs# Bl &7
E <, IFNIRRZIRDEmNZ ERIB ST,
Genotype 1 DO CHRUBMET R BH 12T
IL28BE L -2 NTG/IGGD~ A F—T L v
DIEFNT_T A v B2 —T = /Y REY
OFREREDIBFH MR, 2D OER]
OHTHIRFIZL > TETHIMP VA LA
DFEtEAL3F & 71 D AERI(VR, virological
response) & — L RME(L MG B AL 72V E]
(NVR, non-virological response)23 & 5. 12!
HCVIEGL B ORFAR Y o 7 v 2 -l T it
TlE, T A F—T7xza/) A Y G
(PRYEIEIZC L o CT—ETHiF U A L ADK
PEALDMSF B AV GERF] (VR, virological response
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TG/GGDIEBNZ LR, T b ORBUIAEIC
Kotz & MIFMEYX A T~ T ADORFER L
% &, IL28B TTOAERIE, TG/GGDIEH]
(AT NISGs R BLE DMK <, IFN#G-IZ &
D EOFELN LV FEINLTD, B
NRDENZ R I NI, FInoD
RN D, HEAYEDIL28BE G 2 A4 %
FIZIE, IFIERANISGs T 2 R < FHiE ¢ 5,

F 72 IXISGs R BL A I S 22 WIFNLS ORI L
OB NLE L b,
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