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Supplementary Materials 
 

Supplementary Table 1. .ŀǎŜƭƛƴŜ ŎƘŀǊŀŎǘŜǊƛǎǘƛŎǎ ƛƴ ά[ƻǿέ ŀƴŘ άIƛƎƘέ Ƴƛw-31-3p expression levels 

subgroups by treatment arm (FOLFIRI plus bevacizumab [FOLFIRI+Beva] and FOLFIRI plus cetuximab 

[FOLFIRI+Cet].  

 

 

Low (n=229) High (n=111) 

FOLFIFI+Beva 
(n=121) 

FOLFIRI+Cet 
(n=108) 

FOLFIRI+Beva 
(n=55) 

FOLFIRI+Cet 
(n=56) 

Gender 
Female 39 (32%) 26 (24%) 22 (40%) 16 (29%) 

Male 82 (68%) 81 (76%) 33 (60%) 40 (71%) 

Age 

Ò 65 yr 60 (50%) 61 (56%) 30 (55%) 27 (48%) 

> 65 yr 61 (50%) 47 (44%) 25 (45%) 29 (52%) 

Median (yr) 66 64 62 66 

BRAF 
status 

WT 117 (97%) 101 (94%) 38 (69%) 42 (75%) 

Mutant 4 (3%) 7 (6%) 17 (31%) 14 (25%) 

Number of 
metastatic 

sites 

1  55 (45%) 48 (45%) 22 (40%) 25 (45%) 

Ó2 66 (55%) 59 (55%) 33 (60%) 31 (55%) 

Median (yr) 2 2 2 2 

ECOG 
score 

0 64 (53%) 59 (55%) 29 (53%) 28 (50%) 

1 56 (46%) 48 (44%) 24 (44%) 28 (50%) 

2 1 (1%) 1 (1%) 2 (4%) 0 (0%) 

Tumor 
sidedness 

Left + 
Rectum 

100 (88%) 91 (88%) 32 (59%) 37 (66%) 

Right 14 (12%) 12 (12%) 22 (41%) 19 (34%) 

Percentages calculated on patients without missing data (13 missing for sidedness, 1 missing for gender, 1 for 
number of metastatic sites).   
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Supplementary Table 2.  Treatment effect on PFS, OS and iOR in right-sided tumor miR-pop subjects - Multivariate 

Hazard Ratio estimates with Cox regression (95% confidence intervals, p-values) adjusted on BRAF mutational status 

for all analyses. Treatment effect on iOR: rates by treatment arms and odds ratios estimated through multivariate 

logistic regressions adjusted on BRAF mutational status and ECOG score. Patients with missing response were 

excluded. 

 

Low (n=26) High (n=41) 

bevacizumab 
(n=14) 

cetuximab 
(n=12) 

bevacizumab 
(n=22) 

cetuximab 
(n=19) 

Progression 
Free Survival 

Median [95% CI] 7.5 [4.9 ; 12]  9.2 [1.9 ; 14] 9.0 [5.2 ; 10] 5.5 [2.9 ; 7.3] 

Univariate HR  
[95% CI] 

0.6 [0.3 ; 1.5] 1.6 [0.8 ; 3.1] 

Multivariate HR  
[95% CI] 

0.6 [0.3 ; 1.4] 2.0 [0.98 ; 4.0] 

p-value 0.24 0.06 

Interaction Test P=0.04 

Overall 
Survival 

Median [95% CI] 23 [14 ; 26] 19 [16 ; 25] 16 [10 ; 24] 12 [5.5 ; 27] 

Univariate HR  
[95% CI] 

1.1 [0.4 ; 2.9] 1.3 [0.6 ; 2.7] 

Multivariate HR  
[95% CI] 

1.1 [0.4 ; 2.9] 2.1 [0.9 ; 4.9] 

p-value 0.83 0.07 

Interaction Test P=0.06 

iOR 

% [95% CI] 53.9% (13) 72.7% (11) 50.0% (20) 53.3 (15) 

Univariate HR  
[95% CI] 

2.3 [0.4 ; 12.7] 1.1 [0.3 ; 4.4] 

Multivariate HR  
[95% CI] 

4.4 [0.5 ;38.9] 1.0 [0.2 ;4.4] 

p-value P=0.42 P=0.80 

Interaction Test  P=0.36  
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Supplementary Table 3.  Treatment effect on PFS and OS in left-sided tumor subjects miR-population ς Multivariate 
Hazard Ratio estimates with Cox regression (95% confidence intervals, p-values) adjusted on BRAF mutational status 
and number of metastatic sites for PFS and BRAF mutational status, ECOG score and number of metastatic sites for 
OS. Treatment effect on iOR: rates by treatment arms and odds ratios estimated through multivariate logistic 
regressions adjusted on ECOG score. Patients with missing response were excluded. 

 
Low (n=191) High (n=69) 

bevacizumab 
(n=100) 

cetuximab 
(n=91) 

bevacizumab 
(n=32) 

cetuximab 
(n=37) 

Progression 
Free Survival 

Median [95% CI] 11 [9.9 ; 12] 12 [10 ; 14] 9.2 [6.3 ; 13] 8.8 [6.5 ; 13) 

Univariate HR  
[95% CI] 

0.8 [0.6 ; 1.2] 1.0 [0.6 ; 1.6] 

Multivariate HR  
[95% CI] 

0.8 [0.6 ; 1.1] 0.9 [0.5 ; 1.6] 

p-value 0.14 0.77 

Interaction Test P=0.45 

Overall 
Survival 

Median [95% CI] 29 [25 ; 36] 41 [34 ; 56] 21 [12 ; 31] 24 [17 ; 50] 

Univariate HR  
[95% CI] 

0.6 [0.4 ; 0.9] 0.8 [0.5 ; 1.3] 

Multivariate HR  
[95% CI] 

0.5 [0.4 ; 0.8] 0.5 [0.3 ; 0.999] 

p-value <0.01 0.0498 

Interaction Test P=0.84 

iOR 

% [95% CI] 63.0% (92) 89.3% (75) 61.3% (31) 67.6 (37) 

Univariate HR  
[95% CI] 

4.9 [2.1 ; 11.4] 1.3 [0.5 ; 3.6] 

Multivariate HR  
[95% CI] 

4.9 [2.1 ; 11.3] 1.3 [0.5 ; 3.7] 

p-value P<0.01 P=0.57 

Interaction Test P=0.11 
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Supplementary Figure 1. Distribution of normalized expression of miR-31-оǇ ŀŎŎƻǊŘƛƴƎ ǘƻ ɲɲ/ǘ method 
in FOLFIRI plus bevacizumab and in FOLFIRI plus cetuximab arms.  
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Supplementary Figure 2. Treatment effect on OS in miR-population ς Kaplan-Meier Survival curves and 
Univariate Hazard Ratio estimates with Cox regression (95% confidence intervals, p-values).  
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Supplementary Figure 3. Treatment effect on PFS in miR-population ς Kaplan-Meier Survival curves and 

Univariate Hazard Ratio estimates with Cox regression (95% confidence intervals, p-values).  
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Supplementary Figure 4. Treatment effect on PFS in miR-population - hazard ratios estimated through univariate and multivariate Cox 
regressions (95% confidence intervals, p-values). 
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Supplementary Figure 5. Treatment effect on OS in miR-population - hazard ratios estimated through univariate and multivariate Cox 
regressions (95% confidence intervals, p-values). 
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Supplementary Figure 6. Treatment effect on PFS in Low miR-population - hazard ratios estimated through univariate and multivariate Cox 
regressions (95% confidence intervals, p-values). 
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Supplementary Figure 7. Treatment effect on OS in Low miR-population - hazard ratios estimated through univariate and multivariate Cox 
regressions (95% confidence intervals, p-values). 
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Supplementary Figure 8. Treatment effect on PFS in High miR-population - hazard ratios estimated through univariate and multivariate Cox 
regressions (95% confidence intervals, p-values). 
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Supplementary Figure 9. Treatment effect on OS in High miR-population - hazard ratios estimated through univariate and multivariate Cox 
regressions (95% confidence intervals, p-values). 
 

  


