The Biofunctions of LIM Protein Ajuba

in Human Cancer Cells

Chen Ning

August 7, 2015

YIORXAKRTF & F07

Shanghai Jiao Tong University School of Mcdicine



LIM Protein Family Member — Ajuba
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Ajuba preLIM/l uMm HumHum -
Amino Acid: 1'1 28'9 41'8 48'8
Mouse KASRLLEXLRLSD DELTALLRLYY GHLILEXTLQA EDIVRVISH
Rat KASRLLEXLRLSD DELTALLRLYY GHLILEXILQA EDIVRVISH
Dog KASRLLEXLRLSD DELTALLRLTV  GHLILEXILQA  EDIVAVISM
Human KASRLLEXFGRRK DELTALLRLYY GHLILEXTILQA EDIVRVISH
Momkey KASRLLEXFGRRK DELTALLRLTY GHLILEXILQA  EDIVAVISM
NR1 NR2 NR3 NR4

€ AJUBA is a multiple LIM domain-containing protein and belongs to
the AJUBA/zyxin family of LIM proteins.

€ Ajuba is characterized by three tandem C-terminal LIM domains and
unique N-terminal regions designated the PreLLIM regions.



€ The AJUBA protein is predominantly cytoplasmic, yet is recruited to
E-cadherin-adhesive complexes during epithelium formation and can
shuttle between the nucleus and cytoplasm.

€ The AJUBA protein may function as a scaffold protein to assemble
multiple cytoplasmic protein complexes involved in the processes of

cell adhesion, migration, mitosis, and cell differentiation.
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Ajuba Regulates N-cadherin Expression and Affect
CRC Cell Migration via Interacting with Twist
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Ajuba interacts with TF Twist

Plasmid:
Ajuba-myc: - +
Twist-HA: + -
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Ajuba Regulates N-cadherin Expression
synergizing with Twist

N-cadherin promoter
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Ajuba Enhances Colorectal Cancer Cell Migration
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Ajuba Enhances Colorectal Cancer Cell Migration
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Conclusion

* LIM protein Ajuba can interact with TF

Twist in CRC cells.

* We found Ajuba is a new coactivator of \

Twist, which affects mesenchymal

{ N-cadherin }

biomarker N-cadherin expression and

CRC cell migration.



Ajuba regulates CDK6 mediated G1/S transition
via interacting with ERa in BrCA
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LIM protein Ajuba functions as a nuclear receptor
corepressor and negatively regulates retinoic
acid signaling
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Background

Lipophilic ligands Peptide hormones
Lymphokines

Growth factors

TRENDS in Biochemical Sciences Vol.30 No.11 November 2005
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Ajuba interacts with ERa,

PrmtS Binding Motif
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Binding motifs of Ajuba-ERa interaction
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Ajuba enhances cell growth
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Ajuba enhances cell growth via coacting with ERa

Relative Expression
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Relative Expression Level

Ajuba regulates CDK6 gene expression by
interacting with ERa
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Ajuba regulates CDK6 gene expression by
interacting with ERa
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Conclusion

e LIM protein Ajuba can interact with
Nuclear Receptor ERa.

* Ajuba regulates CDK6 expression and
affects BrCA cell growth by
funcitioning as a coactiator of ERa.

* We found CDK6 is a new downstream

target of ERa.

CDK6



