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Identification and functional analyses of lysine long chain fatty acylated
proteins
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The TEAD family of transcription factors regulated by the hippo pathway is
crucial for development processes and also plays roles in tumorigenesis. The transcriptional
activity of TEADs is generally regulated by their co-activators YAP/TAZ. However, little is known
about posttranslational modifications of TEADs. In this study, we identified TEADs as novel lysine
myristoylated proteins by means of shotgun analyses using LC-MS/MS. We succeeded in generating a
mouse monoclonal antibody that specifically recognizes the myristoylated from of TEADs. Using this
antibody, we found that the long chain fatty acylation of lysine may be mediated by intramolecular
transfer from acylated cysteine residues in TEAD proteins. In addition, we showed that the long
chain fatty acylation on lysine residue is important for the binding with YAP. Our results suggest
the novel regulatory mechanism of TEADs by lysine long chain fatty acylation.
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Human TEAD 316 ENNTVTCSTKVCSFGKQVVEKVETEYARFENGRFVYRINRSPHGEYMINF IHKLKHLPEK 375
Human TEAD2 337 EHMTLTCSSKVCSF TERAQLEDGRFVYRLLRSPMCEYLVNFLHKLRQLPER 396
Human TEAD3 325 DSMTISVSTKVCSFGI \RLENGRFVYRTHRSPMGEYMINF IHKLKHLPEK 384
Human TEAD4 324 ENMIITCSTKVCSFG! IGHYSYRTHRSPLCEYMINF IHKLKHLPEK 383
Mouse TEAD1 316 ENMTVTCSTKVCSFG! NGRFVYRINRSPMCEYMINF IHKLKHLPEK 375
Zebrafish TEAD1 310 ENMTITCSTKVCSFG! YARFENGRFVYKISRSPMCEYMINF IHKLKHLPEK 369
Xenopus TEAD1 316 ENMTITCSTKVCSFGI TEYARFENGRFVYRINRSPMCEYMINF IHKLKHLPEK 375
chicken TEAD1 302 ENMTITCSTKVCSFGI \RFENGRFVYRINRSPMGEYMINF IHKLKHLPEK 361
Drosophila Scalloped 330 ENVVLVCSTIV -SEYSRLENNRYVYRIQRSPMCEYMINF IQKLKNLPER 389
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