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Abstract:

IIBV-specific T cell immune exhaustion is a key mechanism of chronic hepatitis B and a
major obstacle to achieve the functional cure. This project intends to design a
bispecifie T cell engager (BiTE) that targets IBsAg and T cell CD3 ¢ molecules to
initiate T cell immunity targeting IBV-infected liver cells. Based on our previous work,
we will conduct the structure design and optimization for 4 types of BiTE including:
classic BiTE, PNA-BiTE based on peptide nucleic acid (PNA) assembly, BS-BiTE based on
biotin=streptavidin assembly, and nanobody BiTE. We will produce the BiTEs through gene
expression or peptide synthesis. Co-cultures of llepAD38 cell line supporting the stable
HBY replication/ HepG2=hNTCP cell line supporting HBY infection, and T cells are used as
the cell culture models. CH7BL/6]-CD3eeml (hCD3E)Smoc mice with PAAV-IIBV]. 3 injection are
used as IOV replication animal models to evaluate and optimize the function and design of
BiTE. This project will provide research basis for treatment of lIBV=specific immune
exhaustion and achieving functional cure of chronic hepatitis B, and will expand the
design strategy of RiTF.
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Keywords (FH4>r54+7F) : llepatitis B; Functional Cure; Immune
Iixhaustion; Bispecific T cell Engager
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