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% AfL @ 3L %  Structural analysis of the Csk SH2 domain in a complex form with a Cbp
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SH2 domains play a major role in various cellular signaling pathways. So far, the structures of
many SH2 domains have been analyzed and the binding regions for their ligand peptides have
been elucidated in detail. These analyses were performed in most cases using short peptides
composed of the phophotyrosine followed by a few amino-acids, which correspond to the
canonical binding sites known from biochemical experiments. However, it is still unknown
whether their binding sites alone determine the specificity of the associated interactions. Here I
report the solution structure of the Csk-SH2 domain in a complex form with a longer
phosphopeptide from Cbp (Csk-binding protein). The solution structure with the biochemical
experiments using gel-filtration chromatography revealed the existence of a novel binding region
in the N-terminal side of the phbsphotyrosine-3 14. The structure also showed that the Cbp peptide
adopts an o-helix and a turn in the complex. This makes the conformation of the Cbp-peptide
compact, allowing it to interact with the limited region around the pB/BC loop of Csk-SH2. On
the basis of these results and other NMR data [ have discussed the connection between Cbp and

the kinase domain of Csk through the SH2 domain.
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AWFZETIL, CskDSH2 K A A 2 & CopDpTyr3ld & Gie~~7 F K & DA KOS % | NMRIEIZ X
Y PeE LT,
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(b Uil i1 481 % 17 5 Carboxyl-terminal Src Kinase (Csk) (%, Src homology 2 (SH2) KA A > &/ L
TNEELZ 7 MICJ{ET % Csk-binding protein (Cbp/PAG) DV »fif{bF 1 > (pY314) % & ek &
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ZL7e ZOMEIE, SH2IZ & 555 -8B I 28 - i & L CIERICRER LD TH D, &
52, HAEROHEICHKSNWT, UrBE_7F FORE (b bCbpdiEda) (2L V. CskdiFk
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