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The Art Of Generating New Knowledge

Knowledge Curated Data
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“Those who cannot remember the past are condemned to repeat it.” George Santayana. The Life of Reason E g



The Pillars of Reverse Informatics

Extraction

Integration
Manual Curation

Normalization

De-duplication
Guidelines and
Control Vocabular
Wherever possible

Automation
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Identifying Relevance
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Title :
Identification of the serine 307 of LKB1 as a novel phosphorylation site essential for its
nucleocytoplasmic transport and endothelial cell angiogenesis,

Content :

LKB1, a master kinase that controls at least 13 downstrear protein kinases including the &AMP-activated
protein kinase (AMPK), resides mainly in the nucleus. A& key step in LKB1 activation is its export from
the nucleus to the cytoplasm. Here, we identified 2307 of LkB1 as a putative novel phosphg
TetT f ; joplasmic transport, In a cell-free syster, recombinant
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phosphorylates LKB1 at 307, JAMPK-activating agents stimulate PK.C-zeta activity and LKB1L

phospharylation a m endothelial cells, hepatocytes, skeletal muscle cells, and vascular smooth SWISS-PI‘Ot ID: Proteln
muscle cells, Like the kinase-dead LEBL 01948 mutant (rutation of &spl24 to ala), the constitutively N | t
nucleus-localized LKB1 SL26 mutant and the LKB1 S3074 mutant {Ser307 to Ala) exhibit a decreased ormalization

association with STRAD alpha. Interestingly, the PKC-zeta consensus sequence surrounding LEKBL 5307
is disrupted in the LKB1 SL26 mutant, thus providing a likely molecular explanation for this mutation
causing LKB1 dysfunction. In addition, LKB1 nucleocytoplasmic transport and AMPE activation in
response to peroxynitrite are markedly reduced by &al inhibition of CRM1, which norrmally
facilitates nuclear export of LKB1-STRAD cormplexes. In comparison to the LKBL wild type, the 53074
mutant complexes show reduced association with CRM1. Finally, adenoviral overexpression of wild-type
LkB1 suppresses, while the LKB1 23074 rutant increases, tube formation and hydrogen peroxide-
enhanced apoptosis in cultured endothelial cells, Taken together, our results suggest that, in multiple
cell types the signaling pathways engaged by several physiological stimuli converge upon PEC-zeta-
dependent LKB1 phosphorylation at 307, which directs the nucleocytoplasmic transport of LKB1 and
consequent AMPK activation.




Various Stages of Curation
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Thematic Databases

Reverse Informatics has the capability to extract relevant information as per the Guidelines and
Control Vocabulary in all the Scientific areas: Pharmacological, Chemical, Biological, and
toxicity information from scientific literatures/articles for each component and its relating facts.
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The Reverse Informatics Steps
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Patent Search Services
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Leveraging Literature Information
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