Supplementary Material

Supplementary Table 1 Dose distribution of fruquintinib or regorafenib among
the four groups

Drug doses n (%)
F (n=70)

4mg 5(7.1)
5mg 65 (92.9)
FP (n=95)

3mg 8 (8.4)
4mg 2(2.1)
5mg 85 (89.5)
R (n=67)

80mg 15 (22.4)
120mg 35 (52.2)
160mg 11 (16.4)
Unknown 6 (9.0)
RP (n=81)

80mg 36 (44.4)
120mg 31 (38.3)
160mg 12 (14.8)

Unknown 2 (2.5)
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P Hazard ratio Favor I Favor

I
]

Sex 0.304 0.755(0.441-1.291) Male [T Female
I

Age 0.429 0.757(0.380—1.508) 265 [} <65
I
I

RAS mutation status 0.654 0.860(0.444-1.664) Mutation [ | wild
I
1

BRAF mutation status 0.146 2.490(0.728-8.519) Mutation I T i wild
I

Primary tumor location 0.021 2.034(1.112-3.721) Right I|—-—| Left
|
1

Status of primary tumor 0.400 0.747(0.379-1.473) Resected -+ Unresected
I

liver metastase 0.108 1.567(0.906-2.710) yes F‘-'I ne
1

lung metastase 0.434 0.798(0.453-1.405) yes - no
1
I

Number of metastic sites 0.787 1.081(0.613-1.907) =3 l-r—' <3
|

ECOG 0.016 2.395(1.178-4.872) 2 | I | 0-1
1
I

Irinotecan 0.050 2.521(0.998-6.367) yes ; | no
|
|

Oxaliplatin 0.512 0.620(0.149-2.582) yes l— —'I no
|

Anti-VEGF antibody 0.431 1.510(0.541-4.218) yes H— no
|
|

Anti-EGFR antibody 0.760 0.883(0.396-1.966) yes Fr— no
|

Prior treatment lines 0.164 1.462(0.857-2.495) =3 'J-'_| 3

Hazard ratio

Supplementary Figure 1A The subgroup analysis of PFS in the fruquintinib
group
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P Hazard ratio Favor | Favor

|
L}

Sex 0.151 0.591(0.289-1.210) Male = Female
|

Age 0.910 0.949(0.383-2.349) =65 — <65
L}
|

RAS mutation status 0.286 0.645(0.288-1.444) Mutation =t Wild
|

. | .

BRAF mutation status 0.156 2.439(0.711-8.374) Mutation I . | Wild
|

Primary tumor location 0.204 1.710(0.747-3.913) Right  —— Left
|
|

Status of primary tumor 0.184 0.587(0.268-1.287) Resected F -|-| Unresected

liver metastase 0.230 1.559(0.756-3.216) yes H——' no

lung metastase 0.295 0.684(0.336-1.393) yes FH no
[}
1

Number of metastic sites 0.766 1.123(0.522-2.416) >3 I_l._l <3
1

ECOG 0.445 1.418(0.579-3.473) 2 e —— | 0-1
L}
[}

Irinotecan 0.264 2.266(0.539-9.533) yes =) { no
[}

Oxaliplatin 0.415 0.549(0.129-2.326) yes = :—| no
}

Anti-VEGF antibody 0.158 0.465(0.161-1.345) yes [ | no
[}
[}

Anti-EGFR antibody 0.719 0.838(0.319-2.201) yes - |—| no
|

Prior treatment lines 0.678 1.163(0.570-2.375) =3 |—|'_| 3
1

I T T T T 1
0 2 4 6 H 10

Hazard ratio

Supplementary Figure 1B The subgroup analysis of OS in the fruquintinib group



Sex

Age

RAS mutation status

BRAF mutation status

Primary tumor location

Status of primary tumor

liver metastase

lung metastase

Number of metastic sites

ECOG

Irinotecan

Oxaliplatin

Anti-VEGF antibody

Anti-EGFR antibody

Prior treatment lines

0.158

0.284

0.464

0.846

0.989

0.322

0.045

0.820

0.051

0.939

0.625

0.468

0.069
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Hazard ratio

0.698(0.425-1.149)

1.464(0.729-2.941)

1.245(0.693-2.237)

1.089(0.460-2.580)

0.996(0.550-1.802)

0.753(0.430-1.320)

1.686(1.011-2.813)

0.945(0.582-1.536)

1.647(0.998-2.719)

1.034(0.442-2 418)

1.217(0.554-2.672)

0.537(0.243-1.187)

1.395(0.707-2.750)

1.267(0.669-2.403)

1.610(0.964-2.690)

I
Favor ! Favor
|
|
Male ’— —r' Female
|
=65 H—— <65
|
|
M = | wild
|
|
; T { Wwild
|
. 1
Right '_I_l Left
|
Resected |— —|—| Unresected
|
yes _ no
|
|
yes — T i no
|
>3 .—-—' =3
|
2  ———————— 0-1
|
|
yes |—|-'_| no
|
ves - —:| o
|
yes ] no
|
|
yes — o
[}
>3 [ 3
|
T T T 1
1 2 3 4

Hazard ratio

Supplementary Figure 1C The subgroup analysis of PFS in the FP group
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I
P Hazard ratio Favor 1 Favor
]
|
Sex 0.858 0.945(0.509-1.755) Male = Female
I
Age 0.037 2.143(1.046-4.389) =65 4 i <65
1
1
RAS mutation status 0.182 0.606(0.290-1.265) Mutation — wild
I
|
BRAF mutation status 0.955 0.966(0.290-3.220) Mutation |—|—| wild
1
Primary tumor location 0.245 0.615(0.270-1.397) Right [ — | Left
1
1
Status of primary tumor 0.256 0.679(0.349-1.324) Resected [ _|_| Unresected
1
. < ]
liver metastase 0.013 2.256(1.191-4.272) yes | l—'—' no
1
lung metastase 0.784 0.921(0.513-1.656) yes o s | no
|
Number of metastic sites 0.032 1.908(1.057-3.444) =3 :'—'—' <3
1
ECOG 0.116 1.922(0.851-4.341) 2 K | 0-1
|
]
Irinotecan 0.598 0.791(0.331-1.890) yes —— no
1
Oxaliplatin 0.648 0.786(0.280-2.208) yes — J—|I no
|
Anti-VEGF antibody 0.856 0.928(0.411-2.092) yes | e | no
1
! 1
Anti-EGFR antibody 0.069 1.991(0.949-4.180) yes 5 1 no
|
Prior treatment lines 0.153 1.535(0.853-2.761) >3 lJI—_| 3
T T T T T T 1
0 1 2 3 4 5 6

Hazard ratio

Supplementary Figure 1D The subgroup analysis of OS in the FP group
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RAS mutation status.

BRAF mutation status

Primary tumor location

Status of primary tumor

liver metastase

lung metastase

Number of metastic sites

ECOG

Irinotecan

Oxaliplatin

Anti-VEGF antibody

Anti-EGFR antibody

Prior treatment lines

Supplementary
group

0.215

0.093

0.122

0.740

0.965

0.562

0.038

0.876

0.050

0.013

0.223

0.848

0.095

0.414

0.082

Figure 1E The subgroup analysis of PFS in the regorafenib
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Hazard ratio

0.702(0.401-1.228)

0.479(0.203-1.130)

1.686(0.870-3.267)

1.275(0.304-5.346)

0.982(0.439-2.198)

0.805(0.387-1.675)

1.827(1.035-3.225)

0.954(0.529-1.723)

1.914(1.000-3.664)

3.414(1.299-8.970)

1.801(0.698-4.645)

0.904(0.323-2.533)

1.781(0.904-3.509)

1.331(0.670-2.643)

1.658(0.938-2.928)

Favor

Male

=65

Mutation

Mutation

Right

Resected

yes

yes

Favor

Female

Wild

wild

Unresected

no

no

<3

no

no

no

Hazard ratio
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P Hazard ratio Favor . Favor

]
1

Sex 0.098 0.574(0.298-1.107) Male H Female
1

Age 0246 0.541(0.191-1.529) >65 (& <65
]
}

RAS mutation status 0.678 1.175(0.549-2.514) Mutation i | wild
}
[}

BRAF mutation status 0.025 5.460(1.236-24.129) M I: ] Wild
I

. . . 1

Primary tumor location 0917 0.954(0.397-2.295) Right [ | Left
I
1

Status of primary tumor 0.168 0.571(0.257-1.266) Resected I+ Unresected
!

liver metastase 0.030 2.083(1.072-4.047) yes '_| no
1

lung metastase 0.155 0.623(0.325-1.195) yes (2] no
I
1

Number of metastic sites 0.004 2.917(1.407-6.049) >3 ll—-—| <3
}

ECOG 0.133 2.103(0.798-5.546) 2 —— 0.1
1

Irinotecan 0.237 2.373(0.567-9.920) yes p—_— no
]
1

Oxaliplatin 0.401 0.600(0.182-1.976) yes F |_| no
1

Anti~VEGF antibody 0.037 2.738(1.061-7.063) yes | — | no
]
1

Anti~EGFR antibody 0.877 1.065(0.482-2.352) yes [T | no
1

Prior treatment lines 0.311 0.693(0.341-1.408) >3 [} ;' 3

I T T T T 1
0 5 10 15 20 25

Hazard ratio

Supplementary Figure 1F The subgroup analysis of OS in the regorafenib group



Age

RAS mutation status.

BRAF mutation status

Primary tumor location

Status of primary tumor

liver metastase

lung metastase

Number of metastic sites

ECOG

Irinotecan

Oxaliplatin

Anti-VEGF antibody

Anti-EGFR antibody

Prior treatment lines

0.140

0.339

0.340

0.934

0.653

0.044

0.103

0.764

0.876

0.337

0.259

0.559

0.120

0513

0.511
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Hazard ratio

0.685(0.414-1.133)

0.707(0.348-1.438)

0.745(0.407-1.363)

1.040(0.410-2.639)

0.875(0.488-1.568)

0.493(0.248-0.981)

1.546(0.916-2.607)

0.925(0.555-1.541)

0.961(0.583-1.584)

0.500(0.121-2.058)

1.956(0.610-6.269)

0.655(0.159-2.703)

1.960(0.838-4.581)

1.221(0.670-2.225)

0.829(0.473-1.452)

|
Favor | Favor
|
|
Male F _II Female
|
>65 [ | <65
|
|
Mutation [ | Wild
|
M . 1
I : 1 Wild
|
Right |— ‘—| Left
|
|
Resected | —' Unresected
|
yes | —— no
|
|
yes — no
|
=3 - =
|
2 e 0-1
|
!
yes T no
|
yes - oo
|
[}
ves h—— no
[}
|
ves '-I-_| no
[}
>3 e 3
L T T T ]
0 2 4 6 8

Hazard ratio

Supplementary Figure 1G The subgroup analysis of PFS in the RP group



Age

RAS mutation status.

BRAF mutation status

Primary tumor location

Status of primary tumor

liver metastase

lung metastase

Number of metastic sites

ECOG

Irinotecan

Anti-VEGF antibody

Anti-EGFR antibody

Prior treatment lines

0.583

0.934

0.727

0.166

0.248

0.808

0.122

0.152

0.215

0.637

0.224

0.0864

0.519

0.666
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Hazard ratio

0.860(0.501-1.475)

0.972(0.500-1.891)

0.894(0.476-1.678)

1.802(0.784-4.141)

1.398(0.792-2.467)

0.899(0.380-2.126)

1.559(0.888-2.736)

0.674(0.392-1.157)

1.404(0.821-2.400)

0.710(0.172-2.935)

2.071(0.640-6.696)

2.427(0.948-6.210)

1.236(0.649-2.355)

1.135(0.638-2.020)

Favor

Male

=65

Mutation

Mutation

Right

Resected

yes

yes

yes

yes

=3

Favor

Female

<65

Wild

wild

Left

Unresected

no

0-1

no

no

no

Hazard ratio

Supplementary Figure 1H The subgroup analysis of OS in the RP group



