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Sncetheresul ts observedinvivowas not abletobereproducedwththeresultsinvitro
about sheddi ng of TREML i n this research, the obj ect gene was changed into I L-1 recept or
and anal ysis was continued along with the planning plan. 1L-1 receptor type Il (IL-1R
) is acytokine receptor that belongs tothe IL-1 receptor fanmly and acts as a decoy
receptor that conpetitively inhibitsthe activity of its |igands due to | acki ng of nost
part of thecellular donain, therefore, not nediatedlL-1signaling. IL-1R isinitially
synt hesi zed as a nenfor ane- bound prot ei n, whi ch nust be cl eaved t o becone a sol ubl e t ype.
However, little is known about the specific enzyne i nvol ved i n the proteol ytic rel ease
of IL-1IR . TN~a converting enzyne (TACE) is involved in the proteol ytic rel ease of
the ectodonai n of diverse cell surface proteins wth critical roles in devel opnent,
i muni ty, and henat opoi esis. V& found that Tace sel ectively released IL-1R , but not
IL-1R and|IL-1RAcP, and serumlL-1R level sin Tace deficient micewere significantly
lower, both after LPS treatnent and in the absence of such a chal | enge, further



corroboratingtherel evance of Taceas I L-1R  sheddase i nvi vo. Mreover, after sheddi ng
of IL-1R fromcell surface, IL-1 signaling was further augnented i n aut ol ogous cel | s
due to less remaining of its inhibitory effect, but had a higher inhibitory effect in
renote cells. Therefore, we concl udes Tace plays a crucial role on IL-1 signaling by
regul ating the shedding of IL-1R fromcell surface, and nay cone to involve a
therapeutic advance in the treatnent of inflammati on di seases.
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