The interobservers reproducibility of scoring IHC staining has been determined by Kappa
statistics for all markers assessed by 2 independent observers. The kappa statistic, defined
as the difference between the observed agreements and the agreements expected by
chance expressed as a fraction of the maximum possible difference[1] was applied to
processed scoring data: ‘low’ vs. ‘high’ protein expression levels or ‘positive’ vs. negative
or ‘membrane vs. cytoplasmic vs. nuclear immunolocalization’.

A Kappa score <0.20 is regarded as poor, a Kappa score between 0.2 and 0.40 is regarded
as fair, a Kappa score between 0.4 and 0.6 is regarded as moderate, a Kappa score
between 0.6 and 0.8 is regarded as substantial between observers and a Kappa score >
0.8 represents an excellent agreement.
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Supplementary table 1: Inter-observers reproducibility for molecular variables measured
by Kappa statistic

Variable Kappa| Standard error | Sig. Cl1 95%
E-cadherin protein ) g9, 0,039 0.000| 0,819-0,970
expression
E-cadherin localization | 0,816 0,052 0.000| 0,714-0,918
B-catenin protein | , 746 0,057 0,000]| 0,634-0,859
expression
B -catenin localization | 0,788 0,060 0,000] 0,672-0,905
N-cadherin protein |  gg4 0,041 0.000| 0,800-0,961
expression
N-cadherin 0,822 0,056 0.000| 0,711-0,932
localization
Snail1 protein 0,894 0,039 0,000| 0,818-0,970
expression
Snail2 protein 0878 0,042 0.000| 0,796-0,960
expression
Twist1 protein 0.880 0,041 0.000| 0,799-0,961
expression
FoxC2 protein 0,832 0,034 0,000 | 0.734-0,866
expresion
Vimentin protein | ) 350 0.120 0.000| 0,590-1,062
expression




Supplementary table 2: Intra-observers reproducibility for molecular variables measured

by Kappa statistic

OBSERVER 1 OBSERVER 2

Variable Kappa| S'2n9ard | sig | C195% [Kappa| N9 | sjg | clos%
E'Cae‘j(gfggsfggtei” 0.940 | 0.030 [0.000 %2255' 0.954 | 0027 |0.000 %‘Z%%’
502?22‘322 0.901 | 0.039 |0.000 %gg 0.965| 0.025 0.000 %_%;%’
B'C:)t(f)?g‘ssigorfei” 0.925 | 0032 |0.000 %2683; 0.955 | 0.026 | 0.000 %‘Z%%’
|Ec:|?ztztr:)nn 0.946 | 0.030 |0.000 %gg;’ 0.914 | 0.040 |0.000 %g@%’
N'Caeigfgsnsfgstei” 0.955| 0.025 [0.000 %‘Z%%’ 0.955| 0.027 |0.000 %‘Z%Z’
Egﬁgg‘flgg 0.919 | 0.040 |0.000 %_238%' 0.914 | 0.040 |0.000 %’Z@%’
ngggezrs?gff” 0.955| 0.026 [0.000 %‘Z%%’ 0.938| 0.030 |0.000 %‘fgg
nggfezg?éii” 0.863 | 0.045 |0.000 %’;i%' 0.924 | 0.034 0.000 %g‘;i'
T‘(’;’)'(Spt:eg’;?;ﬁ'” 0.940 | 0.029 [0.000 %’2295' 0.955| 0.033 |0.000 %‘Z%a'
Foé‘xcpzrepsri‘;tr?i” 0983 | 0.026 [0.000 %‘%‘;%' 0.932| 0033 |0.000 %‘2683'
Vi”;i;:g‘;s’irgrt‘ei” 1 0.000 |0.000 11’%%%' 1 0.000  |0.000 11’%%%'




