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Identification of TRAF6-Binding Motif in IL-1/Toll-like Receptor Superfamily-Mediated
Signal Transduction

Mijung Yim”*
College of Pharmacy, Sookmyung Women’s University, Seoul 140-742, Korea

Abstract — Crystal structure of TRAF6 in complex with TRAF6-binding sites from CD40 was previously determined. The
structure revealed a distinct TRAF6-binding groove of CD40, the key structural determinant of interaction. The structural
information leads to a proposed TRAF6- blndmg motif. This allows the identification of TRAF6-binding sequences in the
hIRAK protein, whose functional requirement in IL-1/Toll-like receptor superfamilies-mediated signal transduction is fur-
ther demonstrated using site-directed mutagenesis. The mutational effects of hIRAK on the down-stream NF-xB signaling
shows the importance of the TRAF6 interface for signaling by IL-1/Toll-like receptor superfamilies.
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Fig. 1 - Signal transduction via IL-1/Toll-like receptor superfamilies
in osteoclast
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Fig. 2 - Domains of hIRAK. DD, death domain; UD, domain of
unknown function; KD, kinase domain; Cn, C-terminal
domain n. The putative TRAF6-binding sequences in C1
and C2 are indicated.
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Fig.
hIRAK interface residues. A. hIRAK dC1 or mutants was
co-transfected with an NF-xB-responsive luciferase re-
porter plasmid and [-galactosidase. Relative luciferase
activity was normalized for B-galactosidase activity. Repre-
sentative results of three independent transfections are
shown. B. hIRAK dC2 or mutants was transfected as in A.
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