Supplementary Materiad

Supplementary Tabld..  a St Ay S OKI NI OG SN a-81530expression lavel ¢ €
subgroupsy treatment arm FOLFIRI plus bevacizunj&®LFIRI+Bejand FOLFIRI plus cetuximab
[FOLFIRI+Qet

YR &

Low (n=229) High (n=111)
FOLFIFI+Beva  FOLFIRI+Cet  FOLFIRI+Beva  FOLFIRI+Cet
(n=121) (n=108) (n=55) (n=56)
Female 39 (32%) 26 (24%) 22 (40%) 16 (29%)
Gender
Male 82 (68%) 81 (76%) 33 (60%) 40 (71%)
O 65 60 (50%) 61 (56%) 30 (55%) 27 (48%)
Age > 65 yr 61 (50%) 47 (44%) 25 (45%) 29 (52%)
Median (yr) 66 64 62 66
BRAF WT 117 (97%) 101 (94%) 38 (69%) 42 (75%)
status Mutant 4 (3%) 7 (6%) 17 (31%) 14 (25%)
1 55 (45%) 48 (45%) 22 (40%) 25 (45%)
Number of
metastatic 62 66 (55%) 59 (55%) 33 (60%) 31 (55%)
sites
Median (yr) 2 2 2 2
0 64 (53%) 59 (55%) 29 (53%) 28 (50%)
Eg(?rg 1 56 (46%) 48 (44%) 24 (44%) 28 (50%)
2 1 (1%) 1 (1%) 2 (4%) 0 (0%)
T R'-eecfttu;] 100 (88%) 91 (88%) 32 (59%) 37 (66%)
ided
sidedness 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-
number of metastatic sites).




Supplementary Tabl@. Treatment effect on PFS, OS and iOR in-sgled tumor miRpop subjects Multivariate
Hazard Ratio estimates with Cox regression (95% confidence intervallsigs) adjusted on BRAF mutational status
for all analyses. Treatmegffect on iOR: rates by treatment arms and odds ratios estimated througltivariate
logistic regressionadjusted on BRAF mutational stataad ECOG scar®atients with missing response were

excluded.

Low (n=26) High (n=41)
bevacizumab cetuximab bevacizumab cetuximab
(n=14) (n=12) (n=22) (n=19)
Median[95% QI 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 [03; 15] 1.6 [0.8; 3.1]
Progression I
. Multivariate HR . i
Free Survival [95% CI] 0.6 [0.3;1.4] 2.0[0.98; 4.0]
p-value 0.24 0.06
Interaction Test P=0.@
Median [95% CI] 23 [14 ; 26] 19 [16; 25] 16 [10 ; 24] 12 [5.5; 27]
Univariate HR 1.1[0.4; 2.9] 1.3[0.6; 2.7]
i [95% CI]
Overa .
. Multivariate HR
1.1[0.4; 2.9 2.1[09;49
Survival [95% CI] [ ] [ ]
p-value 0.83 0.07
Interaction Test P=0.06
%[95% ClI] 53.9% (13) 72.7% (11) 50.0% (20) 53.3 (15)
Univariate HR 2.3[0.4; 12.7] 1.1[0.3; 4.4]
[95% CI]
iOR Multivariate HR 4.4[0.5:38.9] 1.0 [0.2:4.4]
[95% CI] ’ ’
p-value P=0.42 P=0.80
Interaction Test P=0.%




Supplementary Tabl&. Treatment effect on PFS and OS in$fied tumor subjects miRopulationg Multivariate
Hazard Ratio estimates with Cox regression (95% confidence intervalsigs) adjusted on BRAF mutational status
and number of metastatic sites for PFS and BRARtioaal status, ECOG score and number of metastatic sites for
OS. Treatment effect on iOR: rates by treatment arms and odds ratios estimated thmawigitiariate logistic
regressionsadjusted on ECOG scoleatients with missing response were excluded.

Low (n=191) High (n=69)
bevacizumab cetuximab bevacizumab cetuximab
(n=100) (n=91) (n=32) (n=37)
Median [95% CI] 111[9.9; 12] 12 [10; 14] 9.2 [6.3; 13] 8.8 [6.5; 13)
Univariate HR 0.8[0.6; 12] 1.0[06; 1.6]
[95% CI]
Progression A
. Multivariate HR
0.8[0.6;1.1 0905 1.6
Free Survival [95% CI] [ ] [ ]
p-value 0.14 0.77
Interaction Test P=045
Median [95% ClI] 29 [25 ; 36] 41 [34; 56] 21[12; 31] 24 [17; 50]
Univariate HR 0.6 [0.4; 0.9] 08[05; 13]
o i [95% CI]
vera o
Multivariate HR
i 0.5[0.4; 0.8 0.5[0.3; 0.999
Survival [95% CI] [ ] [ ]
p-value <0.01 0.0498
Interaction Test P=084
%[95% ClI] 63.0% (92) 89.3% (75) 61.3% (31) 67.6 (37)
Univariate HR 4.9[2.111.4] 1.3[0.5; 3.6]
[95% CI]
[95% CI] ' '
p-value P<0.01 P=0.57
Interaction Test P=0.11




Supplementary Figurd. Distribution of normalized expression of 82-0 LJ | OO2 NRmegthad G2 pn/
in FOLFIRI plus bevacizumab and in FOLFIRI plus cetuximab arms.
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Supplementary Figur@. Treatment effect on OS in mipdpulation¢ KaplanMeier Survival curves and
Univariate Hazard Ratio estimates with Cox regression (95% confioideoels, pvalues).
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0OS (months)
No. at risk
1: 176 161 128 105 73 a6 32 17 11 7 1 0
2: 164 144 121 96 64 47 37 25 19 15 6 3 0
Treatment Total Failed Censored | %Censored Median Hazard ratio
{Months) [95%CI]
FOLFIRI + Beva.clzumab 176 119 57 32.4 25[21; 28] 0.71[0.53; 0.93]
FOLFIRI Cetuximab 164 87 77 47.0 31[24; 39]




Supplementary Figur8. Treatment effect on PFS in mi®pulation¢ KaplanMeier Survival curves and
Univariate Hazard Ratio estimates with Cox regression (95% confidence inteivalise).
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PFS (months)
No. at risk
1: 176 134 59 21 9 4 4 2 1 1 0
2: 164 120 58 22 13 9 7 4 4 3 2 1 0
Treatment Total Failed Censored |%Censored Median Hazard ratio
{Months) [95%C1]
FOLFIRI + Beua'clzumab 176 152 24 13.6 10[9.2; 11] 0.92[0.73; 1.16]
FOLFIRI Cetuximab 164 135 29 17.7 10[8.8; 12]




SupplementaryFigure 4. Treatment effect on PFS in mi®pulation- hazard ratios estimated through univariate and multivariate Cox
regressions (95% confidence intervalsjgiues).

Subgroup Nb. of events / Nb. of patients Subgroup effect Hazard Ratio
Bevacizumab Cetwdmab  Median in Months [85%CI] Hazard Ratio [95%C]] p-value
Treatment 0.92[0.73;1.16] 047 —— 0.90[0.71;1.15) 0.41
Bevacizumab 152/176 NA 10.0(9.2;11.3]
Cetuximab NA 135/164 103[88;12.2]
miR-31-3p 143[1.11;1.83] =01 1.11[0.85;1.45] 043 0.03
Low 104 /121 89/108 11.1[10.1;12.2] —.— 0.85[0641.12]
High 48/55 46/56 78[6.8.903] —— 1.10[0.73;1.66]
miR-31-3p (log) (3) 1.15[1.05;1.25] <01
Age group 1.21[0.96;1.53] o
[0-65[ 74186 71186 105[9.2112.2] —— 0.82[0.59;1.14]
[85-4 78190 84178 9.9[8.811.1] —_— 1.07 [0.77,1.50]
BRAF Status 3.16[2.2514.43] <01 243[1.69:3.51] <01 046
WT 1317185 1157143 10.8[10.0;12.2] —— 0.90[0.70;1.16]
Mutated 21121 20/21 52[2575] e S 0.98[052;1.83]
Number of metastatic sites 140[1.10,1.77] <01 1.41[1.10;1.80] <01 071
1 87177 57173 11.8[9.8:12.9] —_— 0.90 [0.63;1.26]
=1 85/99 78790 9.7[8.8,105] —— 0.90 [0.66;1.23]
ECOG score 1.37[1.08,1.72] <01 1.29[1.01;1.83] 0.04 021
0 76/93 70/87 11.1[10.0;129] e 1.02[0.73;1 41]
1-2 76/83 66 /77 93[8.1;102] — 082[058;1.14]
Tumor sideness 0.52[0.39;0.70] <01 0.65[047;0.89] <01 0.20
Left+ Rectum 1141132 102/128 106[98;11.8] —— 0.88[0.67:1.15]
Right 31/36 29/31 75[6.09.0] —_— - 1.06 [0.63/1.78]
Gender 1.35[1.05,1.73] 0.08
Female 58 /61 39/42 9.3[7512.2] =il 1.07 [0.71;1.81]
Male 947115 96/121 103[9.7;11.3] —H— 090 [067;1.18]
Kohne score 1.06 [0.84;1.34] 0.62
High + Medium 8s/102 72781 10.2[9.0;11.5] —— 0.93[0.68,1.27]
Low B4/74 83/83 10.0[9.1;11.8] — 0.90[0.83:1.27]
Tumor location 0.75[0.58;0.96] 0.02
Colon 1017113 89/101 9.9[9.1;11.3] —H— 0.92[0.69;1.23]
Rectum 51/63 45761 10.3[8.8;12.7] —_a—— 0.88[0.59;1.31]

T T T T T T
0.0 0.5 1.0 15 20 25 3.0
<—Favours Cetuximab Favours Bevacizumab-—>

NR = Not Reached. (1) With a univariate Cox proportional hazards madel with treatment as covariate and the subgroup. (2) With p<1% in multivariate model without interaction (3) For 1 log increase. (4) Interactions tested one by one in the final multivariate model




Supplementary Figur®. Treatment effect on OS in mipdpulation- hazard ratiogestimated through univariate and multivariate Cox
regressions (95% confidence intervalsjgiues).

Subgroup Nb. of events / Nb. of patients Subgroup effect Treatment effect
av
\“D89 &
&
<& .
o d
Bevacizumab Cetuximab e <
Treatment 0.71 [0.53;0.93] 0.01 —— 0.75[0.56:1.00] 0.05
Bevacizumab 1197176 NA 248[215281] 29.7[221:37.7]
Cetuximab NA 87 /184 306([244394) 47.0[37.755.7]
miR-31-3p 1.76[1.32;2.34] <01 1.43[1.05;1.86] 002 0.05
Low 794121 491108 30.3[26.1,36.4] 44.7(37.1,520] —a— 0.63 (0.44;0.90]
High 40755 38/56 20.3[14.8,23.8] 21.7[13.231.7] —_—— 0.83[0.53;1.30]
miR-31.3p (log) (3) 1.26[1.13:1 40] <01
Age group 1.01[0.77;1.33) 0.93
[0-85[ 61/86 4786 274[223,31.9] 385[30.1,468] —— 0.84 [0.44;0 95]
[65-4 58/90 40178 26.1[23.7,324] 363[27.6:45.0] — 0.81[0.54;1.21]
BRAF Status 2.97 [2.06:4.27] <.01 1.86[1.222.84] <01 0.08
WT 99/155 711143 28.7[25.9;33.8] 418[35.0483] —— 0.68 [0.50;0.93]
Mutated 20/21 16421 118[7517.9] 9.0[24212] —————— 0.84 [0.43;1.65]
Number of metastatic sites 1.83[1.23;2.16] <.01 1.50[1.12;2.01] <01 028
1 47177 34/73 346[245400] 495[402:582] —a 067 [0.43;1.05]
>1 72799 52/90 24.5[20627.9] 27.7[20.2;35.6] —— 0.73[0.51;1.08]
ECOG score 146[1.11;1.92) <.01 1.38[1.04,1.83] 0.03 040
0 57/93 39/87 30.3[26.4;37.1] 43.0[34.1,516] — 0.63 [0.42;0.95]
1-2 62/83 48/77 223[195259] 314[23539.7] —— 0.80[0.55;1.17]
Tumor sideness 0.47 [0.34;0.65] <.01 0.69[0.48:1.00] 0.05 <.01
Left + Rectum 86/132 60/128 30.8[264;36.0] 44.2[36.951.1] ——— 0.63 [0.45;0.87]
Right 27138 24731 19.0[147236] 146[65257] —_—— 1.12[0.64,1.95]
Gender 1.10[0.83;1.48] 0.80
Female 41/81 30/42 259([226;324] 363[26.1;464] —— 0.93 [0.58;1.50]
Male 7811185 57/121 27.1[23.6;319] 38.0[305455] —— 0.62 [0.44;0.88]
Kéhne score 1.17 [0.88:1.55] 0.26
High + Medium 727102 44781 254[21.028.7] 353[27.3:435] —a— 0.73[0.50;1.07]
Low 47174 43/83 298[237346] 397[306486] e fl— 0.71 [0.46;1.08]
Tumor location 0.86[0.72;1.28] 0.78
Colon 761113 56/101 26.1[23.6;31.5] 357[28.0434] g 0.82[0.58;1.17]
Rectum 43163 31/61 28.1[225;36.0] 40.3[304;50.1] —— 0.55 [0.34;0.89]
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NR = Not Reached. (1) With a univariate Cox proportional hazards model with treatment as covariate and the subgroup. (2) With p<1% in multivariate model without interaction (3) For 1 log increase._ (4) Interactions tested one by one in the final multivariate model.




Supplementary Figuré. Treatment effect on PFS in Low rp®oulation- hazard ratios estimated through univariate and multivariate Cox
regressions (95%onfidence intervals, palues).

Subgroup Nb. of events / Nb. of patients Subgroup effect Hazard Ratio
0\\(?
& o .
b‘zﬁ\ i %éa '@o
Bevacizumab Cetuximab Median in Months [95%CI] Hazard Ratio [95%CI] p-value ‘25;:} \“’éb \§$§p
Treatment 0.85[064;1.12] 025 —1— 0.74 [0.55;1.00] 0.05
Bevacizumab 104 /121 NA 105[9.7;11.8]
Cetuximab NA 89/108 11.8[10.2;13.6]
Age group 1.21[0.81;1.61] 0.18
[0-65 48/56 48/59 11.7 [10.0;12.9] — . 0.82[0.55:1.23]
[65-4 56 /865 41749 107[9.8;11.8] el 0.89[059;1.34]
BRAF Status 213[1.15;3.94] 0.02 1.81[1.03;3.57] 0.04 0.89
WT 100/117 82/101 11.3[10.3;123] —.— 0.83[0.62;1.11]
Mutated 4/4 77 75[1.6;129] - 0.75 [0.20;2.83]
Number of metastatic sites 1.42[1.08;1.89] 0.02 150[1.11;2.03] <01 0.08
1 47/55 39/48 12.2[10.2,13.4] —l— 0.99 [0.64,1.51]
=1 57768 50/58 105[9.7;11.7] —— 0.69[0.47:1.01]
ECOG score 1.46[1.10;1.95] <.01 1.32[0.98;1.78] 0.07 0.34
0 53 /64 48/59 122[10.6;13.3] —_— 0.96 [0.65;1.42]
1-2 51/57 41149 9.9[9.0;11.3] il 0.72[047;1.10]
Tumor sideness 0.57[0.37,0.88] 0.01 0.84 [0.41;1.00] 0.05 0.44
Left + Rectum 85/100 74191 11.1[10.2;123] it 0.85[0.62;1.16]
Right 13714 11712 B8[65123] R E— 0.64 [0.28;1.46]
Gender 1.31[0.96;1.79] 023
Female 371739 24/26 10.8[8.3;13.1] — 1.07 [0.64;1.80]
Male B7/82 B85/81 11.1[10.2;12.2] = = 0.82[0.58;1.18]
Kdhne score 1.09[0.82;1.45] 0.56
High + Medium 81/70 50/57 11.5[10.1;125] ——— 0.78[0.53:1.14]
Low 43751 38/51 106[9.3;129] L pd 0.90[0.58;1.38]
Tumor location 0.80[0.59;1.08] 0.14
Colon B85/73 56/62 11.3[9.8;12.2] . 0.83 [0.58;1.20]
Rectum 39/48 32/44 10.6[9.7;13.1] —— 0.84 [0.52;1.34]
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NR = Not Reached. (1) With a univariate Cox proportional hazards model with treatment as covariate and the subgroup. (2) With p<5% in multivariate model without interaction (3) For 1 log increase. (4) Interactions tested one by one in the final multivariate model.




Supplementary Figur&. Treatment effect on OS in Low mpRpulation- hazard ratios estimated through univariate and multivariate Cox
regressions (95% confidence intervalsjgiues).

Subgroup Nb. of events / Nb. of patients Subgroup effect Treatment effect
& o
& &
& S & @u\
3 © o ® )
& ,>e\';gJ ,-eoéﬂ Qf Q"P
o S & & &
Bevacizumab Cetuximab "\:) ‘2&? ‘?“’1’ K \}3&
Treatment 0.63 [0.44;0.90] 0.01 —— 061[0.41,0.88] <01
Bevacizumab 791121 NA 274[236324] 357[262453]
Cetuximab NA 49/108 39.4[29845.0] 56.7[44767.0]
Age group 0.97 [0.69;1.38] 0.87
[0-85[ 39/58 27758 208[24.8;395] 459[35.1:56.0] ——— 0.64 [0.39:1.04]
[85-+[ 40/65 22749 30.8[25.9;38.6] 43.7[329:54.0] —— 0.61 [0.36:1.04]
BRAF Status 1.71[0.79:3.71] 0.7
WT 75/117 46/101 324[264:383] 457[37.853.2] —— 0.65 [0.45;0.94]
Mutated 414 377 23.0([14.8;NR] 26.0[4.3;56.2] —— 0.27 [0.05;1.47]
Number of metastatic sites 1.58[1.11;2.26] 0.01 1.56[1.08,2.27] 0.02 018
1 31756 21/48 38.3[29.0428] 554[440:854] e e 0.78 [0.45;1.37]
=1 48768 27758 274[23.0329] 358[258459] — 0.49 [0.30;0.80]
ECOG score 1.49[1.05;2.12] 0.02 1.51[1.042.18] 0.03 0.64
0 38/64 21759 33.2[29.0425] 493[382595] —— 0.57 [0.33;0.99]
1-2 417157 28749 25.2[215338] 39.7[29.3149.9] —— 0.68 [0.42;1.11]
Tumor sideness 0.47[0.29;0.78] <01 054 [0.33,0.91] 0.02 040
Left + Rectum 62/100 39791 360[287:400] 503[418582] —— 0.60 [0.40:0.88]
Right 12714 7i12 23.2[185:245] 151[3.8;33.6] 1.11 [0.43;2.92]
Gender 0.96 [0.66;1.39] 0.97
Female 25/39 16/26 324[23.738.7] 436[30.2:56.3] —_—— 0.83 [0.43;1.58]
Male 54782 33/81 29.1[25.0;386] 453[36.054.1] ——— 0.55 [0.36;0.85]
Kohne score 1.23[0861.75] 0.26
High + Medium 49/70 251757 28.7[245:38.7] 422[32.1520] —— 0.58 [0.36:0.94]
Low 30/51 24751 33.2[274:409] 47.7[36.0584] —— 0.69 [0.40:1.19]
Tumor location 1.12[0.79;1.60] 0.52
Colon 46173 27762 329[25.9;38.1] 43.7[335534] —t— 0.71 [0.44;1.14]
Rectum 33/48 21744 208([226:425] 461[344567.0] —— 0.52 [0.30;0.91]

T T T T T T T
00 05 10 15 20 25 30
<-—-Favours Cetuximab Favours Bevacizumab—>

NR = Not Reached. (1) With a urivariate Cox propartional hazards mods| wiith treatment as covariate and the subgroup. (2) With p<5% in multivariate model without interaction (3) For 1 leg increase. (4) Interactions tested one by one in the final multivariate model
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Supplementary Figur®. Treatment effect on PFS in High ap&oulation- hazard ratios estimated through univariate and multivariate Cox

regressions (95% confidence intervalsjgiues).

Subgroup

Treatment
Bevacizumab
Cetuximab

Age group
[0-85]

[65-+

BRAF Status
WT
Mutated

Number of metastatic sites
1
=1

ECOG score
0
1-2

Tumor sideness
Left + Rectum
Right

Gender
Female
Male

Kohne score
High + Medium
Low

Tumor location
Colon

Rectum

Nb. of events / Nb. of patients

Bevacizumab

48/55
NA

26130
22125

31/38
17117

20/22
28/33

23/29
25/26

29132
18/22

21122
27133

27732
21723

36/40
12116

Cetuximab

NA
46756

23127
23729

33142
13714

18/25
28731

22728
24128

28137
18718

15/18
31740

22124
24132

33/39
13117

Median in Months [95%Cl]

90[66105]
7.3[6.1:95]

7.8[6.1:109]
78[6595]

95[76:13.0)
42[2474]

93[6.1,13.0]
76[6.3:9.0]

8.1[6.9,10.9)
71[5.693]

92[73122)
89[5.180]

7.3[44,105]
78(6.9.95]

74[5619.0]
88[69,122)

7.8(66:95]
81[6.1:133)

Subgroup effect

Hazard Ratio [95%CI]

1.10[0.73:1.66]

1.20[0.79:1 81]

3.32[2.09:5.29]

1.33[0.872.04]

1.25[0.84:1.88]

056 [0.36:0.86]

1.35[0.89,2.07]

113[0.75:1.72]

0.70[044;1.13]

p-value

0.39

<01

0.18

Hazard Ratio

— =

e

T T T T
00 05 10 185 20
<—Favours Cetuximab Favours Bevacizumab-->

0.88 [0.50;1.55]
1.55[0.84;2.86]

147 [0.71:1.92]
1.40 (0.66;2.96]

0.72[0.37;1.39]
1.52(0.88:2.63]

1.16 [0.64:2.10]
1.01 [0.57;1.78]

0.97 [0.57:1.64]
1.59[0.82:3.11]

1.180.60;2.35]
1.10[0.66;1.85]

1.41[0.80:2.49]
0.890.49;1.61]

1.11[0.69;1.79]
1.02[0.46:2.25]

1.32[0.87;2.02]

2.92[1.78:4.78]

0.72[0.46;1.14]

NR = Not Reached. (1) With a urivariate Cox propartional hazards mods| with treatment as covariate and the subgroup. (2) With p<5% in multivariate model without interaction (3) For 1 leg increase. (4) Interactions tested one by one in the final multivariate modal
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Supplementary Figur®. Treatment effect on OS in High mpRpulation- hazard ratio®estimated through univariate and multivariate Cox
regressions (95% confidence intervalsjgiues).

12



