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We previously reported that DKK3 functions as tumor—Eromoting factor in head
and neck squamous cell carcinoma (HNSCC) through activation of Akt. To establish a new therapeutic
agent targeting DKK3 protein for HNSCC, we developped complimentary peptides for the functional
domain of DKK3 protein. Firstly, we focused on two cysteine rich domains (CRDs), and showed that
both of CRD1 and CRD2 are necessary for exertion of the oncogenic function of DKK3. Secondry, we
designed complimentary peptides against the certain amino acid sequences within the CRDs. The
peptides successfully suppressed Akt activation by DKK3 and consequent celelular proliferation,
migration and invasion in HNSCC-derived cells. We also investigated the expression and function of
CKAP4, which was newly reported as a receptor for DKK3 in HNSCC. The data showed that DKK3 and CKAP4
expression was associated with poorer prognosis of HNSCC, and antibodies against DKK3 or CKAP4
showed anticancer effects in HNSCC cells.
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