Additional file 8. Median and optimized cut-off point by ROC curve analysis per phenotype and outcome. 
	
	Recurrence-Free Period


	[bookmark: _GoBack]Intraepithelial 
phenotype
	ROC 
cut-off (cells/mm2)
	HR-ratio 
(95% CI)
	p-value
	Median
(cells/mm2)
	HR-ratio 
(95% CI)
	p-value

	CD3+  

	192.70
	4.16 (1.59-10.89)
	0.004
	637.84
	2.89 (1.17-7.16)
	0.022

	CD3+CD8-Foxp3- 
 
	61.82
	4.85 (1.87-12.59)
	0.001
	179.1
	2.84 (1.15-7.01)
	0.024

	CD3+CD8+Foxp3-
  
	37.96
	1.76 (0.71-4.40)
	0.224
	115.71
	1.20 (0.50-2.90)
	0.604

	CD3+CD8-Foxp3+ 
 
	38.71
	1.42 (0.59-3.44)
	0.439
	77.78
	1.42 (0.59-3.44)
	0.439

	CD3+PD1+   
	99.96
	2.66 (1.09-6.51)
	0.032
	130.04
	2.27 (0.94-5.52)
	0.070

	
	
Overall Survival


	
	ROC 
cut-off (cells/mm2)
	HR-ratio 
(95% CI)
	p-value
	Median
(cells/mm2)
	HR-ratio 
(95% CI)
	p-value

	CD3+  
	309.40
	4.97 (1.38-17.88)
	0.014
	637.84
	8.23 (2.37-28.51)
	0.009


	CD3+CD8-Foxp3-  
	82.58
	6.24 (1.79-21.76)
	0.004
	179.10
	5.30 )1.53-18.36)
	0.009


	CD3+CD8+Foxp3-  
	35.63
	3.00 (0.81-0.09)
	0.097
	115.71
	3.21 (0.93-11.09)
	0.065


	CD3+CD8-Foxp3+  
	54.58
	3.01 (0.87-1.42)
	0.083
	77.78
	2.48 (0.716-8.59)
	0.152


	CD3+PD1+   
	37.67
	2.95 (0.74-11.69)
	0.125
	130.04
	2.62 (0.75-9.14)
	0.132



*Significant p-values <0.05 are shown in bold. 

