Phosphoinositide 3-kinases — a protein family of high medical relevance

Phosphoinositide 3-kinases (PI3Ks):

» play a pivotal role in important cellular
regulatory mechanisms such as cell
growth, proliferation and survival/

apoptosis
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Phosphoinositide 3-kinases are divided into 3 classes

» Phosphoinositide 3-kinases are lipid kinases that catalyze the transfer of the y- phosphate

from ATP to the 3'-hydroxyl group of Phosphatidylinositol (Ptdins) and its derivatives
(collectively called phosphoinositides)

» 8 isoforms of the PI3K family have been isolated from mammalian cells and grouped into

three classes depending on their primary structure and substrate specificity
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Phosphoinositide 3-kinases now available from Jena Bioscience

» produced in insect cells
» native proteins, affinity-tagged variants and important mutants
» purity > 95 %

» quality monitored by SDS-Page and in vitro activity assays

Recombinant PI3-kinases are used for: A

» screening strategies to identity PI3K

inhibitors and activators

Ras-binding domain
(RBD) of PI3Ky

» target identification for cancer prevention
and therapy

» interaction studies with PI3K signaling
modulators

» phosphorylation assays (lipid and protein

kinase assays) el S

taken from: Walker et al. (1999) Structural insights into phosphoinositide 3-kinase
catalysis and signalling. Nature. 402:313.






