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B3 2 A AEROTRUER ., BE OEFIREE
ONTHHRFHEITN, BEPAET SIS
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C. WFFERER
1L28 =78 (rs8099917) @ TT, TG and GG i

34, 19 and 1 HlENE N3 b7, PEG-IFN/RBV
¥ 5 24 BfE)T4 0> HCV B B TG/GG (2 b L T
TT THAEIEE Th o7 (-1.08 vs. —0.39
LogIU/ml) (K 1), =521, 2, 4, 8, 12/@%ET
D HCV A B T6/6G6 I8 LT T THEILE

fET&H 7= (~1.58 vs. —0.62, P<0.001; -2.3b vs.

-0.91, P < 0.001; -3.48 vs. —1.56, P < 0. 001
-4.53 vs. -2.37, P < 0.01; —4.93 vs. -2.86, P
<0.001.), £7-% 1 f8 (Ph1) I3 L W}z % 2 #8 (Ph2)
D HCV B BIE TG/G6 IR LT IT THEILH
T - 7= (Phl/day 0.94+0.83 vs. 0.38+0.40
logIU/ml, P<0.001; Ph2/week O0.08+0.06 vs.
0.04+0. 03 logIU/ml, P<0.001),

F A T =7 RZBVTIE HOV-1b DGR
{2 &V 2f HCV B &R L7z, PEG-TFNa 2a il
I, vz EidRAIZEAL, 14 BETO
HCV-RNA 3870 & (log reduction) Z L L7- 5 R,
rs8099917-TT (major) TILFEH 2.3log DE %
D= DIZx LT, rs8099917-6G (minor) TIiXIF
¥) 1.9log OB L2 MR THEELZROR
ot (K2),

D. B

C RUIF 17 %t9 % PEG-IFN/RBV {6 SR & HE
$ % 1L28B #fn T2 %L (SNP) A3 RIE &+ HCV & A
FTIZRHBRESKBEET L BRESINT
WA, ARETYH 2 fED HOV-RNA OJRENRFRD
b, B MNZIIT B PEG-IFN/RBV iB#% 0% 1 #
(Ph1) 33 X UV 2 #8 (Ph2) O HCV I Bid TG/GG I
HELTTT CREZEE ThH T, —HF AT
Y AZBWTIE 2D HOV BEFED LRI
7o 1L28B BRI K 2 EZWBO o Tz,

1L28B & =T %5 & HCV @ BARBEBRIC DUV Tk
BEOBRAR L OBERBRE SN TS, BB
Bz ez, BEEMED HV oS ERERREE
rs8099917 TT MO T U VIZHEE L TN &
BW|E XN TS (32% VS. 5%, P=0.047), ZD
T &b HOV O AR BV T i rs8099917 TT
MEVERDNWCERIEREBET SERTREH
%,

PEG-IFN/RBV I8 DR T BIR 7134 < 74

+ 5%, HCV J&{5FHI, Core R NS5A & PEG-IFN/RBV
HREOHE L OBEEARE SN TS, HOV-1b
[ZONTIEI 7O 70 & 91, 7= ISR DERMR
PEG-IFN/RBV B DOMR L OBEEH 2 L sh T
%, BEFTCIE=7 70 EEAK, ISDR FFAKS X
ATe Y A~NFEEN, A% T 10T I /B,
ISDR OFAEREERBER DN THFATZTA
ERAWT HOV ¥4I 7 AeRETHLERD
%,

E. #&
FATTURISCID TR THBEZ M, T
cell, B-cell ZIMEA L TRV, HEAERK
RBIZBWT, 1128 BEFHEORRSv U AFT
IFN OFTHCV B RICER R ONR -2 & XD
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Table 1. Four lines of PXB mice using uPA/SCID mice and 4 different lots of human

hepatocytes containing various SNPs around the /L28B gene

Dono Race Age Gender rs8103142  rs1297986 1s8099917
r 0
A African 5Years Male minor-homo minor-ho  heterozygou
American mo s
B Caucasian 10 Years Female minor-homo minor-ho  heterozygou
mo s
C Hispanic = 2Years Female Major-hom Major-ho  Major-hom
o mo 0
D Caucasian 2 Years  Male Major-hom Major-ho  Major-hom
0 mo 0

Table 2. Dosage and time schedule of PegIFN-alpha2a inoculated with HCV-1b

Donor No.of  Test Compound Dose
Animals Level Conc. Volume Frequency
(ug’kg) (pg/ml) (mlkg)
A 3 PeglFN-alpha2a* 30 3 10 Day0,3,7, 10
B 4 PeglFN-alpha2a 30 3 10 Day0,3,7,10
C 3 PeglFN-alpha2a 30 3 10 Day 0, 3,7, 10
D 3 PeglFN-alpha2a 30 3 10 Day 0, 3,7, 10
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U A NAMEFRICH T DICEERET DEERTF LSO FHRO
T—H R — AL - IR R DS
e EE K

Eak HOLERERKRE - o FITRGIEFRE R

SRR ¢ 18 s I B U 7 TR iR SRS O fRAT
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& % toosendanin | HCV $EFEHNHIZI RIS L O interferon {EREMIENH D Z & &2 R 7E
L7z, HCV L7V =2 #IABIZ toosendanin /F7E F T 24 KFfEIEEB %A v ¥ — T =0 a
T2 Lick v, IS6 HEHEM L & b I HOV B RAICIH Sz, SHICIFNA T
ROV TFNETLET D L LRI, YL EORER XY Toosendanin BEALEHIT IFN
TEFHEREE E L THATh D AIREMED R S LTz,

A. BFZEEB BEREHNEIZh 38 L Y interferon {EFIHIsR%h RS
HRIEE TEL O HOV ROBEBTOA T ~ o e

BRA S H Ty m AR, B HOV B0 BB EERNE LD TE OB L iR

key drug Th s, L LENLELEEOV Ll

R4 —T7 s (IFN) EH 7 AL ZED

U ey »rRBY) fFRHBEEICRBWTHERED

genotype [ FEFIZ BV TIX, FEIHERITHK 50% & —_—

o3I EAE TI3 eV, BITE, FTHGTHCV 3 E 5 I 2

BAFEH Cldd 528, B CEEFOIRR A BB T 5 S i

FRITBRAED L Z A/ THET, IFN 2 Hifh b “I’,‘ﬂl,/"‘f‘{’

L7 BFRSRES L TH D, DR, BFE IFNIA \@qF&

TOBBEHRET AHEFD in—vitro [ZBIT D "“:‘ 5

NRLEL S5, ‘W¥'¢’
T 13, M B Ui HOV HERHIRER & AL e

L HLUA N RS MEIC B A1 EEE DORE.

FERERRAT 2D FiT- iU A W APEZRRR T

HZEERHERE LTHIEEZEIT L TV 5, A%

WCBWTHRARIL, 7o F2E88UbEWMZ7 A4 77V

—@ High— throughput screening (HTS)IZ XLV

ISRE-Reporterz L \/=IFN-afE I D R YY) —=2

186 #IaEE
2BE transfection (pISRE TA luc,pRL-CMV)
3BE BEtawEm

4RE IFNafm
eBMIH., LY ITS—ERARTE

CaR
NPT
—~ISRE~

B. BrEFRE

Toosendanin % Huh751/1b L7V =2 3R ELHARE (
Huh7/Rep-Feo) (Z#M UL, IFN BfH - FEGFH T C
@ HCV BYFE PN 20 B & FF M L. 50%1E FH % BE
(EC50) 2B H L7z, FIKpIZHfagmmERERE LT

IFN-A LT E—TFTHROV T FAEIET S
INSFHRER L MRS 5ATD YT
~_) A N{bEMD—>TH 5 toosendanin (Z HCV

MTSassay (2 & ¥ 50%mE#E (CC50) ZHIE L7z
o A VA —7 1 UERIT ISRE-luciferase U 7N
— ¥ —7 v AT L, ISGF3 D5 ThH D
STAT1. STAT2. IRF9 % real time RT-PCR(ZTC,
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STAT1. STAT2 @V »E#{lk% Western blotting I
THENT LT=,

C. #FFmER

Toosendanin IX HCV L7V =t 2 HifaiEME%
RS TREERICHEM L7z (1C50=8ng/ml, CC50
> 30ug/ml . selectivity index >
3. 8x10<SUP>3</SUP> ) , Toosendanin & IFN @
PR, FEh o EME 52 ~EEE TR
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—+— TSN 0.01pg/ml
—+— TSN 0.03 pg/mi
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« IFN-1 VT FNRTDT=, FDFRBR « It
BRENEIZIRNT T 27200 ) R—FZ—TF 2
I RBLUEMEE MR ZEET 5, IFN-1
FHFZ & LT IL28A, IL28B 3 L Y IL29 EinF D
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