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Fucci Cetuximab

Analysis of the effect of Cetuximab on fluorescence kinetics in living tongue
cancer cells using the fluorescent ubiquitination-based cell cycle indicator

(Fucci).
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The long-term cellular outcome of prolonged cetuximab treatment and the
related molecular mechanism were explored in a tongue squamous cell carcinoma cell line
constitutively expressing a fluorescent ubiquitination-based cell cycle indicator. Fluorescent
time-lapse imaging and western blot analysis revealed prolonged cetuximab treatment decreased cell
motility and enhanced G1 phase cell arrest in the central region of the colonies. Significantly
decreased phosphorylation of retinoblastoma, Skp2, and Akt-mTOR proteins, accumulation of p27Kipl,
and induction of type Il LC3B were also observed. Results of the present study elucidate the
cetuximab-dependent inhibition of cell migration, resulting in high cell density-related stress and
persistent Gl arrest culminating in autophagy. These findings provide novel molecular insights
related to the anti-tumor effects of prolonged cetuximab treatment with the potential to improve

future therapeutic strategy.
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Potent reduction of cell motility on HNSCC induced by cetuximab demonstrates delayed anti-tumor effect
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