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Table 1S. Flow-chart of the study

866 patients

10 (1.1%) excluded BRAF mutation

274 (31.6%) excluded for lack of data

on RAS mutation

582 patients included in the present study

\

Rego-treated (363 patients)

TFD/TPI-treated (408 patients)




Table 2S. Comparison of patients’ characteristics of rego-treated patients (n=363) and TFD/TPI-

treated (408) according to each subgroup.

wt (n, %)
Median age (yrs)
Rego 64.6
TFD/TPI 66.8
p p 0.9
Gender (M/F)
Rego 100/74
TFD/TPI 97/80
p p 0.69
PS ECOG:
Rego
0 50 (28.7)
1 98 (56.3)
2 26 (14.9)
TFD/TPI

0 48 (27.1)

Codon 12 (n, %)

66.4
68.0

p 0.9

57/32
55/35

p 0.8

23 (25.8)
58 (65.1)

8(8.9)

26 (28.8)

Codon 13 (n, %)

67.2
68.6

p1.0

14/15
16/22

p0.7

4 (13.7)
24 (82.7)

1(3.4)

7 (18.4)

Rare (n, %)

66.9
69.0

p 0.8

18/12
17/20

p 0.36

8(26.6)
16 (53.3)

6 (20.1)

12 (32.4)

G12C (n, %)

62.8
66.0

p0.79

7/3
11/3

p 0.86

4 (40.0)
5 (50.0)

1(10.0)

4 (28.5)

G12D (n, %)

65.1
68.3

p 0.86

19/12
27/25

p 0.54

10 (32.2)
19 (61.2)

2(6.4)

9(17.3)



1 102 (57.6)
2 27 (15.2)
p p 0.94

Primary tumor location

Rego

Right 47 (27.0)
Left 99 (57.0)
Rectum 28 (16.0)
TFD/TPI

Right 47 (26.5)
Left 90 (50.8)
Rectum 40 (22.5)
p p 0.28

Metastatic synchronous disease:
Rego 145 (83.3)
TFD/TPI 130 (73.4)

p p 0.03

56 (62.2)
8(8.8)

p 0.8

33(37.0)
43 (48.4)

13 (14.6)

26 (28.8)
41 (45.5)
23 (25.5)

p 0.16

70 (78.6)
64 (71.1)

p 0.32

29 (76.3)
2(5.2)

p 0.8

10 (34.4)
16 (55.2)

3(10.4)

14 (36.8)
16 (42.1)
8 (21.0)

p 0.40

20 (68.9)
23 (60.5)

p 0.64

18 (48.6)
7 (18.9)

p 0.87

9 (30.0)
18 (60.0)

3(10.0)

15 (40.5)
14 (37.8)
8(21.6)

p 0.16

25 (83.3)
29 (78.3)

p 0.84

9 (64.2)
1(7.1)

p 0.78

2 (20.0)
5 (50.0)

3(30.0)

4 (28.5)
8(57.1)
2 (14.2)

p 0.63

6 (60.0)
10 (71.4)

p 0.88

34 (65.3)
9(17.3)

p0.15

11 (35.5)
13 (41.9)

7 (22.6)

13 (25.0)
27 (51.9)
12 (23.1)

p 0.56

25 (80.6)
39 (75.0)

p 0.86



Site of metastatic disease

Rego

Liver only
Liver + other
Other sites
TFD/TPI
Liver only
Liver + other

Other sites

p

19 (10.9)
86 (49.5)

69 (39.7)

22 (12.4)
89 (50.2)
66 (37.2)

p 0.80

Previous lines of therapy

Rego

2

3

4

>4
TFD/TPI
2

3

69 (39.6)
63 (36.2)
19 (10.9)

23 (13.2)

77 (43.5)
71(40.1)

9 (5.0)

6(6.7)
46 (51.6)

37 (41.5)

11(12.2)
46 (51.1)
33 (36.6)

p 0.42

56 (62.9)
14 (15.7)
4 (4.4)

15 (16.8)

61 (67.7)
18 (20.0)

2(2.2)

5(17.2)
18 (62.2)

6 (20.6)

6 (15.7)
19 (51.3)
13(34.2)

p 0.46

16 (55.1)
6 (20.6)
2(6.8)

5(17.2)

16 (42.1)
12 (31.5)

2(5.2)

19 (63.3)

11(36.7)

3(8.1)
23 (62.1)
11 (29.7)

p 0.26

20 (66.6)
3(10.0)
2 (6.6)

5 (16.6)

19 (51.3)
8(21.6)

3(8.1)

2 (20.0)
7 (70.0)

1(10.0)

3(21.4)
8(57.1)
3(21.4)

p0.73

7 (70.0)
2 (20.0)

1(10.0)

9 (64.2)
4 (28.5)

1(7.1)

4(12.9)
17 (54.8)

10 (32.3)

6 (11.5)
34 (65.3)
12 (23.0)

p 0.36

18 (58.0)
10 (32.2)

3(9.6)

26 (50.0)
17 (32.6)

9 (17.3)



>4

20 (11.2)

p 0.29

Previous drugs administered:

Rego
Fluoropyrimidine
Oxaliplatin
Irinotecan

Bevacizumab

Anti-EGFRs
Immunotherapy
Aflibercept
Unknown
TFD/TPI
Fluoropyrimidine
Oxaliplatin
Irinotecan
Bevacizumab
Anti-EGFRs
Immunotherapy

Aflibercept

131 (74.0)
127 (71.7)
119 (67.2)

125 (70.6)

129 (72,8)
4(2.2)
12 (6.7)

43 (24.7)

173 (97.7)
165 (93.2)
166 (93.7)
95 (53.6)
154 (87.0)
2 (1.1)

9(5.0)

9 (10.0)

p 0.41

65 (73.0)
58 (65.1)
52 (58.4)

59 (66.2)

1(1.1)
7(7.8)

22 (24.7)

86 (95.5)
81 (90.0)
82 (91.1)
75 (83.3)
2(2.2)

12 (13.3)

8 (21.0)

p 0.67

21 (72.4)
22 (75.8)
23(79.3)

19 (65.5)

1(3.4)
2 (6.8)

8 (27.5)

36 (94.7)
32(84.2)
35(92.1)
28 (73.6)
2(5.2)

6 (15.7)

7 (18.9)

p 0.54

23 (76.6)
22 (73.3)
20 (66.6)

17 (56.6)

6 (20.0)

7 (23.3)

36 (97.2)
34 (91.8)
34 (91.8)

28 (75.6)

12 (32.4)

p 0.87

7 (70.0)
7 (70.0)
6 (60.0)

7 (70.0)

2 (20.0)

2 (20.0)

14 (100.0)
13 (92.8)
14 (100.0)

9 (64.2)

p 0.60

25 (80.6)
23 (74.1)
22 (70.9)

23 (74.1)

4(12.9)

6(19.3)

52 (100.0)
43 (82.6)
45 (86.5)

42 (80.7)



Unknown 4(2.2) 3(3.3) 2(5.2) 1(2.7) -- --

p p 0.001 p 0.001 p 0.26 p0.12 p 0.50 p 0.04

Receiving both drugs

Rego

Receiving TFD/TPI 79 (45.4) 47 (52.8) 17 (58.6) 16 (53.3) 6 (60.0) 19 (61.2)
Before rego 46 (26.4) 26 (29.2) 8(27.5) 10 (33.3) 4 (40.0) 9(29.0)
After rego 33 (18.9) 21 (23.5) 9 (31.0) 6 (20.0) 2 (20.0) 10 (32.2)
TFD/TPI

Receiving Rego 80 (45.1) 49 (54.4) 17 (44.7) 16 (43.2) 7 (50.0) 19 (36.5)
Before TFD/TPI 32 (18.0) 19 (21.1) 9 (23.6) 5 (13.5) 2(14.2) 10 (19.2)
After TFD/TPI 48 (27.1) 30(33.3) 8 (21.0) 11 (29.7) 5(35.7) 9(17.3)
P p 0.90 p 0.90 p 0.50 p 0.56 p 0.94 p 0.06

Abbreviations: ecog, eastern cooperative oncology group; EGFR, epidermal growth factor receptor; f, female; m, male; n, number; ps, performance status;
rego, regorafenib; TFD/TPI, trifluridine/tipiracil; yrs, years; wt, wild type



Table 3S. Objective response according to RAS subgroups

Partial response (n) Stable disease (n) Progressive disease (n) p
WT patients
Rego-treated (174 pts) 8 26 140 0.74
TFD/TPI-treated (177 pts) 7 22 148
Codon 12
Rego-treated (89 pts) 2 14 73 0.76
TFD/TPI-treated (90 pts) 2 18 70
Codon 13
Rego-treated (29 pts) 0 5 24 0.35
TFD/TPI-treated (38 pts) 2 4 32
Rare mutations
Rego-treated (30 pts) 0 6 24 0.53
TFD/TPI-treated (37 pts) 1 5 31

G12C mutation



Rego-treated (10 pts)

TFD/TPI-treated (14 pts)

G12D mutation
Rego-treated (31 pts)

TFD/TPI-treated (52 pts)

11

27

41

1.0

0.61



Table 4S. Dose reductions according to each subgroup

Rego-treated
100% dose
75% dose

50% dose

TFD/TPI-treated
100% dose
75% dose

50% dose

WT

174 pts
110
35

29

177 pts

133

38

p 0.002

Codon 12

89 pts
56
18

15

90 pts

69

19

p 0.003

Codon 13

29 pts

16

38 pts

28

p0.2

Rare

30 pts

12

37 pts

26

p 0.02

G12C

10 pts

14 pts

p 0.8

G12D

31 pts

20

52 pts
37

12

p0.15



Table 5S. Comparison of patients’ characteristics according to sequence in each subgroup.

wt (81) Codon 12 (49) Codon 13 (17) Rare (16) G12C(7) G12D (20)
Median age (yrs)
TFD/TPI-Rego 68.2 68.7 64.0 63.9 64.2 68.6
Rego-TFD/TPI 65.2 62.0 70.7 71.8 62.0 55.0
p p 0.80 p 0.66 p 0.66 p 0.54 p 0.92 p0.27
Gender (M/F)
TFD/TPI-Rego 24/16 18/11 4/5 5/6 4/1 7/3
Rego-TFD/TPI 25/16 13/7 3/4 2/4 1/1 8/2
p p 0.89 p 0.90 p 0.65 p 0.97 p 0.89 p 1.0
PS ECOG:
TFD/TPI-Rego
0 10 9 1 3 1 3
1 27 18 7 5 3 7
2 3 2 1 2 1 0
Rego-TFD/TPI
0 16 7 0 1 1 3

1 22 11 7 4 1 6



Primary tumor location
TFD/TPI-Rego

Right

Left

Rectum

Rego-TFD/TPI

Right

Left

Rectum

p

Metastatic synchronous disease:

TFD/TPI-rego
Rego-TFD/TPI

p

p 0.39

11
19

11

10
26
15

p 0.73

33
25

p 0.05

p 0.90

11

10

p 0.97

22
12

p 0.38

p 0.62

p 0.62

p1.0

p0.78

p 0.69

p 0.91

p 0.64

p 0.54

p 0.89

p 0.58

p0.14

p1.0



Site of metastatic disease

TFD/TPI-Rego

Liver only 6
Liver + other 18
Other sites 16

Rego-TFD/TPI

Liver only 6
Liver + other 20
Other sites 15

p p 0.93

Previous lines of therapy

TFD/TPI-Rego

2 19
3 18
4 2

>4 1

TFD/TPI

2 16
3 19
4 4

14

13

10

p 0.25

23

11

p 0.56

p0.11

p 0.34

p0.78



>4

Previous drugs administered:

TFD/TPI-Rego
Fluoropyrimidine
Oxaliplatin
Irinotecan
Bevacizumab
Anti-EGFRs
Immunotherapy
Aflibercept
Unknown
Rego-TFD/TPI
Fluoropyrimidine
Oxaliplatin
Irinotecan
Bevacizumab
Anti-EGFRs
Immunotherapy

Aflibercept

2

p 0.40

39

36

33

16

34

10

37

35

32

22

36

p0.18

29
28
28

23

19
17
17

15

p 0.26

p 0.84

p 0.60

p 0.36



Unknown 2 1 2 0 0 1

p p0.16 p 0.88 p 0.88 p 0.96 p 0.88 p 0.93



Fig 1. Time to progression of Rego-treated patients according to RAS extended analysis
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Survival probability (%)

Fig 2. Rego-related OS of patients even receiving TFD/TPI (before or after).
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Fig n 3. Time to progression of TFD/TPI-treated patients according to RAS extended analysis
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Survival probability (%)

Fig 4. TFD/TPI-related OS of patients even receiving Rego (before or after).
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Fig 5. OS of all-RAS wt patients according to sequence (81 pts).
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Fig 6. Rego-related and TFD/TPI-related OS of Codon 13 patients
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Fig 7. OS of Codon 13 patients according to sequence (17 pts).
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Fig 8. Rego-related and TFD/TPI-related OS of Rare patients
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Fig 9. OS of Rare patients according to sequence (16 pts).
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Fig 10. Rego-related and TFD/TPI-related OS of G12C patients
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Fig 11. OS of G12C patients according to sequence (7 pts).
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Fig 12. Rego-related and TFD/TPI-related OS of G12D

patients
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Fig 13. OS of G12D patients according to sequence (20 pts).

Survival probability (%)

100

80

60

40

20

OS of G12D patients according to sequence

Rego-TFD/TPI

TFD/TPI-rego

p 0.73

10 15 20 25 30
Time (months)

35 40



	Title page.pdf
	Supplementary material.pdf

