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Hippo signaling pathway, also known as the Salvador/Warts/Hippo (SWH) pathway 

 

Controls organ size in animals through the regulation of cell proliferation and apoptosis. 

Current Biology, 22,R368-R379 May 8th,2012 

What is Hippo pathway 



Background 

         The history of Hippo pathway 

 

J. Cell. Physiol. 226: 928–939, 2011.  
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YAP-------Yes associated protein(Homolog of Yki in Mammals) 

• 504 AA, ~65kDa 

 

• 3 isoforms produced by alternative splicing 

 

• A coactivator and a corepressor 

 

• Critical downstream regulatory target in the 

• Hippo signaling pathway  



Tissue specificity & Expression Pattern  
 

Increased expression seen in some 

liver and prostate cancers 
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Domains 

Domain 171 – 204 34 WW 1     

Domain 230 – 263 34 WW 2     

Region 291 – 504 214 Transactivation 

domain 

   

Compositional bias 3 – 49 47 Pro-rich    

 

转录活化结构模型: 

1)酸性α-螺旋结构域含有带负电荷的α-螺旋区 

2)富含谷氨酸胶结构域存在于多种转录因子中 

3)富含脯氨酸结构域常与DNA结合结构域相连 

富含脯氨酸结构域(proline-rich domain) 是在CTF NF-1中发现的与包括Spl锌指结构在内 的各种DNA结合域相连,即可促进
转录。 

Sequence annotation of YAP 



YAP1 hydrophobic analysis 

PVKQPPPLAP(278-287) 
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Phylogenic  analysis  of YAP 

 

Constructing  Method: Maximum Likelihood/ Bootstrap method  



Two WW domains 

Transactivation 

domain in YAP 
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Curr Opin Cell Biol. 2008 December ; 20(6): 638–646 
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Post-translational modification of YAP  

Modification 

Type 

By Sites Fuction 

 

 

 

Phosphorylation 

LATS1/2 Ser-61/109/127/164/397 Cytoplasmic translocation and 

inactivation 

ABL1 Tyr-407 Enhances YAP1 stabilization 

CK1  Ser-400/403  Nucleu translocation and activation 

Ubiquitination SCF (beta-TRCP) E3 ubiquitin ligase Degradation 



19 

cytoskeleton remodeling 

tumor suppressor  

activates transcription  

Serine/threonine-protein kinase  

modulation of the activity of the binding partner 

TGF-beta  

bile acids 

 protein interaction analysis 
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Perspectives 

YAP in Human Umbilical Vein Endothelial Cells(HUVECs) 

1. Tumor genesis                      Angiogenesis 

 

 

 

 

 

    HUVECs’ abnormal functions ? 

 

 

2.  What role do YAP play in transducing mechanical stimulation signals in 

HUVECs? 

YAP? 
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Thanks for  
         your attention! 


