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Abstract (limited to 4000 words):

Non—alcoholie fatty liver disease (MAFLD} is the most common causes of chromic
liver disea=ze in the worldwide, and hepatic insulin resistance plays a major
role in determiming the szeverity of metabolizm abnormalities im NAFLD.
Keratin8/18 functiom as the largest member of cytoskeleton protein that have
been reported to be closely associated with glvcometabolism sand imsulin sigmal
pathway. Qur previous study have found that keratin mutations which disrupt
the structure of protein lead or predispose to the development of inzulin
resiztance. Phosphorylation modification of keratins have been demonztrated as
a progression marker of chroniec liver disease. 5o we hypothesis that
phosphorylation modification of keratins has a important conserved role in the
development of insulin resistance. Im this study, we plan to analyze the
change of phosphorvlation modification of keratins in NAFLD modelz in vitro
and vivo by means of mass spectrum and Western blot. We will identify those
specific phosphorylation sites with phosphorylation levels change
significantly, and further ezplore its influence in site—directed mutation
cell model and transgenic amimal. Immunofluorescence staining , euzymelinked
immunosorbent assay, Westerm blot and co—immunoprecipitation will be performed
to discern the relationship between keratin phosphorylatiom sites, keratin
protein structure, glycometabolizm and insulin signal pathway, by which we can
further elucidate the mechamism of protein post—translatiomal modification and
constitution of keratin to cause imsulin resistance. We aim to find out a new
therapeutic target and provide theoretical basis for it.

Keywords: keratin; Fon—alcoholic fatty liver disease; insulin resistance
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CBUFF % (Hepatitiz B Virus, HBV) B @GRAE. 0 00 m b S S,
fEHEMEEEEREAZ —. MED (Eeratin, K) fFREMAMERESIIRE. ROGAATTS
EHIE A R EE TR R £ R e R T H SEeee e R A, . E=NEEEE
% BBV MBI AR RETR. AT E B A e E e S o BT E
SerE A BEBY s iR EL (KE8/K18) £EMMINE R RN S K ST EE AN E.
ES/R1I8 LHTREE—EEM (LHE ARG HERTERNR. B EL R EEHhy
A S UL e o R R R EERETHRE AT W, MO B o B R A mBv iR i e R
TRMSFASEMNFEREMN BMATERE. BN mv SN e aw HUh R ek, ATEE
MERGTESREASER, BAEEMMRLE L.

@ (AR s T ASSaR): ARG EEER, L8NS

Abstract (1imited to 500 words):

Hepatitiz B virus infection which iz = zerious threst to humsn healthy worldwide, has
obvious racial predisposition and familisl agsresation, so genetic factor may be one of
itz important pethogenesiz. E=ratins provide important cytoprotective functions in
liver. Our previous reszesrches have shown thet kerstin variants are riszk factorzs with
several liver disesses snd aszociated with diszease severity. Recently, our preliminsry
study found that keratin varianis elso sxisted in liver diszeazes causzed by HEY. This
study i= to explore the characteristic of keratin varisnts in Chinese patient with liver
dizeaze caused by BBV and the influence on femilial aggrsgstion through three steps a=
follow: 1) studr varisnts of keratin 8 end kerstin 18(K8/E18) and their associstion with
dizease severity by analvsing the whole encoding gens with use of degenerstion high
performence liguid chromatoeraphy (DEPLC) and DNA sequencing in liver disesse caused by
HEV of Chinese population: 2} study varismts of KE8/E18 in the first—degree
relatives (perents and siblings) of petients who have EB/K1B verisnts detected im step 1;
3) verifr the effects of new variants on cell snd liver function by cell transfection
and geneticelly modified mice models. The aim iz to provide clues for pathogenesiz of
liver dizeases caused by HEY and sstablich theoreticz]l bass of developing new g=ne
therapy, so it hace &n importamt prectical significance.

Keyvwords | limited to 5 kevwords, seperated by;) :keratin;gene variamt;hepatitiz B virus
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