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In order to investigate biomarkers predicting potential cervical lymph node
metastasis in oral squamous cell carcinoma, we used TCGA to search for factors thought to be
correlated with prognosis in head and neck cancer, and we found that DKK1 was involved. We focused
on the expression of DKK1 and its receptor CKAP4 in 54 cases of tongue squamous cell carcinoma and
investigated its relationship with cervical lymph node metastasis. As a result, patients with tongue

squamous cell carcinoma who were positive for both DKK1 and CKAP4 were significantly more likely to
have metastasis to the cervical lymph nodes. These results suggest that the simultaneous expression
of DKK1 and CKAP4 may be an effective biomarker for predicting the possibility of potential
cervical lymph node metastasis in tongue squamous cell carcinoma.
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DKKA1

DKK1 is a secreted protein, and DKK1 in tumors was considered
a tumor suppressor because it negatively regulates the 3-catenin
dependent pathway in Wnt signaling pathway by binding to
LRP5/6 receptors.
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CKAP4(cytoskeleton-associated protein-4)

CKAP4 is a membrane protein, and DKK1-CKAP4 signal axis
activates the PI3K-AKT pathway and promotes cancer cell
growth.
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Univariate analysis(Fisher's exact test)

Parameter Lymph node metastasis (+) Lymph node metastasis (-) P-value
DKK1
Positive 18 19 0.0382*
Negative k< 3 14
CKAP4
Posttive 14 " 4 0.00143*
Negative 7 26
DKK1/CKAP4
Both positive 13 S 0.000814*
Either positive and both negative 8 28

* indicates statistical significant value (P <0.05)
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Discussion

The results ofthis study suggestthat the co-expression of DKK1
& CKAP4, which can be evaluated at the biopsy stage, may help
determine the indication for elective neck dissection.
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