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L7z, JRES 7 MZ, 4 CIZBWTHEFERI UL, >
3 BEEEE LB G2 AT ) 2 & & ) S A FOE iR
YRS, WhH W A detergent resistant membrane (DRM)
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ﬁ«wﬁﬁtff <, WMABRBIZOHG LTV AH TRk
ARG E N7 AT HCV 28435 2 L2 &
@174VﬁilUV@FEﬁﬁﬁTé’k%%&wa
B (REEF—2). UloZ kid, A7 0T3x) U8
HCV OAEEBRIE#HICEHD o TWABE I EEZRBL TS
AT 4TI AT BIEMEES, HCV ICBIT 52
K B, Bk, ML) —EOAFROPTE ) DX

1B o TW K DPIIEF 1T R,

AT 4TI U ERIFLOELIEAT 4 v TR
%%éﬁﬁ“ﬁ%itbt#%%L%ﬂmié%kaf
EZONTE, LaL, EECRVEEARE LTETT
Hl, YIOFIMEERIBD L LI EORRREETHZ &
o TE7, 4E, HAIIRLIEFRICBWTY
AT 4TI S HCV G & ) AR E
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Suppression of hepatitis C viruswith the reagent
tar getting host factors
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Hepatitis C virus(HCV) develops persistent infection in most infected patients, and eventually
cause chronic hepatitis, liver cirrhosis and then hepatocellular carcinoma. The combination therapy
of PEG-IFN and ribavirin improves the efficacy in many patients, while it does not lead to sufficient
achievements in genotypelb patients. To invent new anti-HCV reagent, we focused on host factors
which HCV take advantage of in its life-cycle. We identified serine palmitoyltransferase inhibitor as
anti-HCV reagent through high-through put screenig using HCV replicon cells. Moreover, we evaluate
the anti-HCV effect of SPT-inhibitor in vivo with humanized chimeric mice. SPT-inhibitor led to rapid
decline in serum HCV-RNA of about 1-2log within 8 day, futhermore the combination therapy of SPT-
inhibitor and PEG-IFN achieved about 3log reduction in serum HCV-RNA. At last, we investigated the
mechanism of anti-HCV effect of SPT-inhibitor. It has been reported that sphingolipids and choles-
terol compose the lipid raft, in which the replication of HCV occur. We investigated the influence of
SPT-inhibitor to lipid rafts by analysing the detergent resistant membrane(DRM) . The analysis
proved that SPT inhibitor got HCV RNA dependent RNA polymerase (NS5B) to move to detergent sol-
uble fraction from DRM, and Biacore analysis indicated the binding of sphingomyelin to NS5B. These
results suggested SPT inhibitor got NS5B to release from replication complex.
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