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BACKGROUND

| [APPLICATIONS

The insulin receptor substrate-1 (IRS-1), a 170-185 kDa protein major
substrate of the insulin receptor, is phosphorylated in response to stimula-
tion of cells by insulin, insulin-like growth factor 1 (IGF-1) and interleukin 4
(IL-4). IRS-1 is phosphorylated on serine, threonine and tyrosine residues in a
variety of tissues. An insulin-sensitive serine/threonine kinase casein kinase
Il mediates a portion of the insulin-stimulated serine/threonine phosphoryla-
tion of overexpressed IRS-1 in vivo. Thr 502 is identified as the major casein
kinase Il-catalyzed phosphorylation site in rat IRS-1, and Ser 99 is an addi-
tional phosphorylation site catalyzed by casein kinase Il. Thus, casein kinase
ll-catalyzed phosphorylation of IRS-1 may be a component of the intracellu-
lar insulin signaling cascade. IRS-1 contains three putative binding sites for
14-3-3 (Ser 270, Ser 374 and Ser 641) and the motif around Ser 270 is locat-
ed in the phosphortyrosine binding domain of IRS-1, which is responsible for
the interaction with the insulin receptor. The association of 14-3-3 with IRS-1
increases significantly upon treatment with okadaic acid, a potent serine/
threonine phosphatase inhibitor. Therefore, the association of 14-3-3 protein
may play a role in the regulation of insulin sensitivity by interrupting the
association between the insulin receptor and IRS-1.
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[SOURCE

IRS-1(905-1070) is expressed in E. coli as a 45 kDa tagged fusion protein
corresponding to amino acids 905-1070 mapping to an internal domain of
IRS-1 of human origin.

[PRODUCT

IRS-1(905-1070) is purified from bacterial lysates (>38%) by glutathione
agarose affinity chromatography; supplied as 10 pg in 0.1 ml SDS-PAGE
loading buffer.

IRS-1(905-1070) is suitable as a Western blotting control for sc-7200 and
sc-8038.

[STORAGE |

Store at -20° C; stable for one year from the date of shipment.
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