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WFZERR O (3E30) : Sjégren’s syndrome (SS) is one of autoimmune diseases. The purpose of
this study is to clarify the molecular mechanism in the pathogenesis of SS and establish the new
therapeutic strategy against target molecule. In this research, we focused on Muscarinic
acetylcholine receptor 3 (M3R), because this receptor is a functional molecule to produce saliva
from salivary glands. Our results are followings. 1) There were anti-M3R autoantibodies and
M3R reactive T cells in about 50% of patients with SS. 2) The B cell epitopes were on N region, the
first, the second, and the third extra-cellular domains of M3R molecules. 3) Antibodies against the
second extracellular domain of M3R were the pathogenic autoantibody to suppress the saliva
production. 4) We established M3R immunized sialadenitis (MIS) mouse model using M3RKO
mouse and Rag-1KO mouse. 5) IFN- y and/or IL-17 producing M3R reactive T cells were necessary
to generate MIS. 6) The dominant T cell epitope of M3R was the first extracellular domain to
induce MIS. Now we are selecting APL of T cell epitope and near future try to control MIS and SS
via antigen-specific therapeutic strategy.
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