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T cell mediates immune response in type 1 diabetes mellitus (T1DM) through its trafficking into pancreatic islets. The role of
A Disintigrin And Metalloproteinase 10 (ADAM10) and 17 (ADAM17) in pancreatic T-cells recruitment into the pancreatic
islets during T1DM is not known. This study aimed to investigate the role of ADAM10 and ADAM17 in TIDM development
and possible protective role of simvastatin (SIM) in STZ-induced TIDM. Balb/c mice were classified into 4 groups, 10 each.
Diabetic group; received STZ (55 mg/kg, i.p.) for 5 consecutive days. Control group received buffer while SIM group received
50 mg/kg, i.p daily for 12 days. SIM + STZ group; received SIM (30 mg/kg, i.p.) daily for 12 days and STZ (55 mg/kg, i.p.)
for 5 consecutive days. Biochemical, inflammatory and apoptotic markers as well as pancreatic CXCL16, pancreatic ADAMI0,
nuclear factor-kB, and pancreatic T-cells expression were analyzed. Significant increase in biochemical, inflammatory and
apoptotic parameters as well as the expression of membranous ADAM10, ADAM17, CXCL16, nuclear factor-kB (NF- kB), and
infiltrated T-cells in the pancreatic islets were found in STZ group. SIM treatment in the presence of STZ was markedly improved
biochemical and inflammatory parameters as well as it reduced the expression of CXCL16, ADAM10, ADAM17, NF-«B, T-cells
migration and apoptosis in the pancreatic islets. The work results shed the light on ADAM10 and ADAM17 role in promoting
pancreatic b-cell death in TIDM. SIM improved STZ-induced changes in TIDM in mice. Therefore, CXCL16 and ADAM10/
ADAM17 may serve as novel therapeutic targets for TIDM.
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