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The research in Ikawa Laboratory aims to understand
functions of p63 (also termed p51), a member of the tumor
suppressor p53 gene family, in skin, limb and craniofacial
development. In fiscal year 2004, we obtained new insights
about p63 in the three subjects as described below.

1. Transcriptional regulation of the p63 gene

Approximately 2 kbp sequences upstream of the TA and
AN coding regions of p63 were cloned and tested whether
their promoter activities were affected by SMAD3, -4 or-5
by reporter assays. Results showed that SMAD3 activates
the AN promoter, but not the TA promoter, suggesting
that the AN isoform transcription is controlled through
the TGF-3 signaling.

2. Determination of target genes of p63

MFGES encoding milk fat globule EGF-factor 8, a se-
cretory adhesion protein, was newly identified as a gene
trans-activated by p63 in epithelial cells. The most po-
tent TA isoform (TAp63v) and its AN variant (ANp63~)
seemed to use distinct cis-elements matching the p53-
binding consensus sequences in the MFGES promoter re-
gion.

3. Cellular biological functions controlled by p63

By transfection of small interfering RNA or short hair-
pin RNA expression vector, we suppressed the high-level
p63 protein synthesis in a squamous carcinoma cell line.
Preliminary results indicated that the level of p63 affects
cell morphology, cell-cell and cell-basement attachment
and migration.
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