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R R DOMEE (F3C) : We revealed that we have a mechanism for balancing TLR9
response as a DNA sensor and TLR7 response as a RNA sensor. We identified the PDZ
binding domain in N terminal region of UNC93b1 regulating the balance. We established
knock-in mice for disrupting the PDZ binding domain by single amino-acid substitution.
TLR7 response significantly increases and TLR9 response decreases in the Knock-in mice.
Around 75% of the Knock-in mice died within a year. The mice have systemic inflammation
with splenomegaly. TLR7 knockout and UNC93b1 knock-in mice are no phenotype. This
result indicates that TLR7 plays an important role for the systemic inflammation. We
revealed the importance of negative regulatory mechanism via PDZ binding domain in
UNC93b1 in vivo. We also identified a functional UNC93b1 binding protein to regulate
TLR7 and TLR9 responses.
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