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Figure 1: Schematic representation of the murine esophageal epithelium vs. the human esophageal 

epithelium. Adapted from Rosekrans, S. et al. (2015) 
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Figure 4. Elimination of SCRIB knock-down cells in epithelial tissues.   

(A) SCRIB knock-down cells exhibit high levels of p53. (B) Upon compaction with wild-type cells, p53 levels in 

SCRIB knock-down cells further elevate by activation of Rho-associated-kinase (ROCK and stress kinase p38. 

(C) SCRIB knock-down cell undergoes compaction induced apoptosis. Adapted from Baker, E. (2020). 
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 Figure 5 Clonal competition in esophageal epithelium.   

Upon aging, epithelial cells in the esophagus acquire mutations, providing a growth advantage on cells in the 

tissue. While some mutations are oncogenic, Notch1 mutations provide a tumor-suppressive mechanism to 

restrain oncogenic mutant clones in the EE. Adapted from van Neerven, S. & Vermeulen, L. (2023) 
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Figure 6. Field cancerization in the esophageal epithelium.  

Within the clones of Tp53 mutant cells, some cells can lose the remaining Tp53 allele through loss-of-

heterozygosity. Now, the oncogenic clones confers a growth advantage in the Notch1 clone population and 

establish field cancerization. Adapted from van Neerven, S. & Vermeulen, L. (2023). 
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Figure 7. Summary of cancer development in the esophageal epithelium.  

In normal EE, Notch1 mutant clones restrain the clonal expansion of oncogenic (Tp53) mutant clones. If 

oncogenic cells within the clonal patches lose the remaining Tp53 allele, field cancerization occurs and mutant 

clones dominate the tissue. Further cancer expansion and tumor invasive characteristics occur due to tumor 

heterogeneity and interaction with infiltrating stromal cells in the TME. Adapted from van Neerven, S. & 

Vermeulen, L. (2023)   
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