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Abstract (limited to 4000 words):

Type 2 diabetes has already been one of the major chronic diseases with
serious harm to human health, insulin is an important hormone for regulating
blood glucose concentration, insulin resistance and B cells damage are the
main etiological factors of diabetes so far. Combined with molecular
epidemiological methods, and on the basis of previous research results that
nine miRNAs were been found which different expressed in diabetic peripheral
blood, we proposed a hypothesis that IncRNA KCNQ1OT1 could affect islet B
cells apoptosis through miR-22 target regulating Fas/FasL with biological
information and experimental technology, then we plan to do it on celluar
level, animal level and population level. We will repeatedly verify this
hypothesis using Real-time PCR, western blot, luciferase report gene assay,
RNA pull-down assay, cells apoptosis assay and so on, then comprehensive
analysis three level research results of population, cell and animal, finally
clarify if 1ncRNA KCNQ1OT1 could influence diabetes islet B cells apoptosis
through miR-22 target regulating Fasl, and which may provide a new therapeutic
basis and clues for the molecular diagnosis and new therapeutic targets of
diabetes.
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role int he destruction of pancreatic beta cells. This applicant aimed to address
of the role of PD1/PD-L1 in the activation of autoreactive CD8 T cells, which is n
ovel and worthy of study.

T VPR FRE I E I O e PR AR A 0 DA SO A S T R R A DR
The applicant will employ NOD mice and T1D patients to dynamically to address the
role of CD8 memory cells during the course of T1D development. CD103 KO NOD mice w
ill be next used to dissect the mechanisms underlying CD8 T memory cells destructi
on of beta cells, which will focus on the PD-1/PD-L1 pathway. Finally, the applica
nt will explore the feasibility of soluble PD-1 in prevention and treatment of TI1D
in NOD model. the levels of soluble PD-1 in T1D patients will be examined to esta
blish the correlation between circulating soluble PD-1 levels and severity of auto
immunity. Completion of those studies will shed the light into the advanced unders
tanding of T1D pathogenesis
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The applicant previously found that anti—PD-1 therapy in cancer patients led fulmi

nant type 1 diabetes, which involved in the activation of autoreactive memory cyto

toxic CD 8 T cells, he thus now embarked on whether lack of PD-1 or decreased PD-1
is relevant to the activation of autoreactive cytotoxic T cells in the setting of
type 1 diabetes. The study design is feasible and doable
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