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la Fl LPGCH o Jid >k X428k HCV 9k 8 11 7 4=
BE A W R B R PGCH o 1T LU HE HCV i 41 95
BERY AR N U R OA W AP X 1) PGCH o m LA I
HCV Jash 38 1 7= 42" o Rl HCVpp R4 R HL,
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A 59 5w B HCV AR AR 9% R 45, 38 ik 46
S S G M R B P9 8 7 L L A HCV RNA
LN A HCV i 75 B 43 0 VF 0 HCV ) 4, 28 FDORE
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) mRNA 7K 5 LPGCH o ) mRNA /K F % B o
B B, 4 HOV g T LA b 8 75 Fh % ot
PGCHa MK I, FATHEN LPGCCHa 7E /5 HCV
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Figure 1.
mechanism by which HCV upregulates WTPCCAa/LPCCAa?
upregulates LPGCda and WT-PGCH «, respectively.

A proposed model of the dual effects of WITPGCHda/LPGCHda in HCV-nduced insulin resistance and HCV production, and the
Gray and black solid arrows represent the signaling pathways by which HCV
HCV RNA replication induces ER stress, which further phosphorylates CREB to activate both

WT-PGCHa and LPGCH « transcription. L-PGCH a transcription is also elevated by HCV infection-induced FoxO1 dephosphorylation, which is

independent of ER stress. The increased levels of WIPGC-da and LPGCHda promote expression of PEPCK and pro-viral genes. The increased

PEPCK expression could account for HCV-induced IR, and the increased pro-viral genes expression promote HCV production.
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Relationship between hepatitis C virus and the
transcription coactivator PGCd « — A review
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Abstract : Approximately 185 million people are or have been infected with Hepatitis C virus (HCV) worldwide. HCV
causes not only severe liver problems but also extra hepatic manifestations, such as insulin resistance (IR) and type 2
diabetes mellitus (T2DM ). Peroxisome proliferator-activated receptor gamma coactivator 1 alpha (PGCHda) is a
transcription factor coactivator that plays an essential role in cellular energy metabolism, and cumulative studies link the
abnormal high expression of PGC- « to IR and T2DM. Besides, HCV hijacks host lipid metabolism for its infection, and
the very low density lipoprotein ( VLDL) secretory pathway is exploited to facilitate HCV assembly and secretion;
coincidently, PGCH « is reportedly important in VLDL assembly through a downstream factor. Therefore, we hypothesize
that, on the one hand, HCV infection results in WT-PGC-d o /L-PGCH a high expression which will further lead to T2DM,
on the other hand, WT-PGCH a and L-PGCH a demonstrate proviral functions in HCV production through the regulation of
VLDL. Combining previous studies in the literature with our current findings, we elaborate the relationship between HCV
and PGCH a, and discuss the mechanism how HCV infection upregulates PGCH «.
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