Dysregulation of mutant ALK?2:

More than just loss of binding of inhibitory factors
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7. Mutations in ALK2 cause loss of inhibition and increase basal ALK2 activity

« ALKZ2 mutations reduce the affinity of the inhibitor protein FKBP12 - the degree of disruption is dependent on the mutation.
« ALKZ2 mutations increase the rate and the number of phosphorylation of SMAD1 and of ALK2 by both trans and auto-phosphorylation
« An active type Il receptor is required for full SMAD1 activation via GS loop phosphorylation.

« Kinase dead type Il receptor supports only weak SMAD1 phosphorylation by ALK2, potentially arising from a scaffolding role.

FOP/DIPG mutations reduce inhibitory protein interactions, but also increase kinase activity including more
rapid GS loop phosphorylation by the type Il receptor.
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