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Supplementary Fig. 1.
[bookmark: _Hlk197449772]Forest plot of prespecified subgroups. (a) Duration of disease control. (b) Overall survival.
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Supplementary Fig. 2.
Secondary endpoints. (a) Progression-free survival in first-line. (b) Progression-free survival in second-line. (c) Time to failure of strategy (TFS). (d) Time until definitive deterioration of Global Health Status (excluding death as an event).
	
	Arm A
	Arm B

	
	n = 83
	n = 69

	Death
	9 (25.0)
	18 (32.7)

	Progression following full treatment strategy
	0 (0.0)
	4 (7.3)

	Patient unfit to continue treatment 
	1 (2.8)
	3 (5.4)

	Investigator decision
	4 (11.1)
	0 (0.0)

	Patient consent withdrawal
	2 (5.6)
	0 (0.0)

	Patient choice, no consent withdrawal
	5 (13.9)
	3 (5.4)

	Lost to follow-up
	1 (2.8)
	4 (7.3)

	Other 
	2 (5.6)
	3 (5.4)

	New, unplanned therapy
	12 (33.3)
	20 (36.4)



Supplementary Table 1.
Reasons for not receiving second-line treatment. 


	
	First-line
	
	
	Second-line
	
	
	Third-line

	AE, n (%)
	FOLFIRI-cetuximab Arm A
(n = 131)
	mFOLFOX7-bevacizumab Arm B
(n = 132)
	P-value
	mFOLFOX6-bevacizumab Arm A
(n = 83)
	FOLFIRI-bevacizumab Arm B
(n = 69)
	P-value
	Anti-EGFR +/- irinotecan Arm B
(n = 50)

	Neutropenia
	16 (12.6)
	17 (13.0)
	.928
	10 (12.4)
	11 (16.4)
	.480
	2 (4.4)

	Diarrhea
	13 (10.2)
	4 (3.1)
	.021
	5 (6.2)
	4 (5.9)
	1.000
	1 (2.2)

	Nausea
	8 (6.3)
	2 (1.5)
	.058
	1 (1.2)
	1 (1.5)
	1.000
	0 

	Vomiting
	6 (4.7)
	3 (2.3)
	.330
	0 
	0 
	
	0 

	Mucositis
	5 (3.9)
	6 (4.6)
	.788
	4 (4.9)
	4 (6.0)
	1.000
	3 (6.7)

	Alopecia (grade 1-2)
	49 (38.3)
	24 (18.8)
	< .001
	10 (12.5)
	20 (30.3)
	.008
	7 (15.9)

	Neuropathy
	1 (0.8)
	5 (3.8)
	.214
	10 (12.5)
	3 (4.4)
	.083
	2 (4.3)

	Hand foot syndrome
	6 (4.7)
	3 (2.3)
	.334
	2 (2.5)
	0 
	.501
	0 

	Acne-like
	24 (18.6)
	0 
	< .001
	0 
	0 
	
	6 (13.4)

	Hypertension
	4 (3.2)
	13 (10.0)
	.027
	6 (7.5)
	4 (6.1)
	1.000
	1 (2.2)

	Fatigue
	11 (8.5)
	5 (3.8)
	.114
	6 (7.5)
	9 (13.4)
	.237
	4 (8.7)



Supplementary Table 2.
Summary of adverse events. 



	[bookmark: _Hlk176336165]Studies
	Population
	N
	ORR, %
	Median PFS, months
	Median OS, months

	First-line – FOLFIRI-cetuximab
	
	
	
	
	

	STRATEGIC-1 (arm A)
	RAS/BRAF wild-type
	131
	82.4
	11.9
	40.4

	CRYSTAL1
	RAS wild-type
	178
	66.3
	11.4
	28.4

	FIRE-32, 3
	RAS wild-type
	199
	66.0
	10.3
	31.1

	First-line – FOLFOX-bevacizumab
	
	
	
	
	

	STRATEGIC (arm B)
	RAS/BRAF wild-type
	132
	65.4
	11.9
	34.4

	PEAK4
	RAS/BRAF wild-type
	79
	62.0
	10.1
	28.9

	PARADIGM5
	RAS wild-type
	
	67.3
	12.0
	31.3

	TRICOLORE6
	RAS wild-type
	99
	NR
	11.5
	35.1

	ATOM7
	RAS wild-type
	61
	68.4
	11.5
	30.4

	Second-line – FOLFOX-bevacizumab
	
	
	
	
	

	STRATEGIC (arm A)
	RAS/BRAF wild-type
	83
	20.7
	7.4
	17.0

	BAC8
	All
	35
	20.0
	6.4
	14.1

	HORIZON19
	All
	66
	27.3
	7.8
	19.6

	ECOG E320010
	All
	286
	22.7
	7.3
	12.9

	Second-line – FOLFIRI-bevacizumab
	
	
	
	
	

	STRATEGIC (arm B)
	RAS/BRAF wild-type
	69
	64.4
	6.2
	15.8

	BAC8
	All
	51
	23.5
	6.9
	15.7

	Pooled studies11
	All
	435
	26.0
	8.3
	17.2



Supplementary Table 3.


Efficacy outcomes in the current and previous first-line studies using FOLFIRI-cetuximab or FOLFOX-bevacizumab, and second-line studies using FOLFOX-bevacizumab or FOLFIRI-bevacizumab.
3


	

	
	
	ORR, %
	PFS, months
	OS, months

	Studies
	Population
	N
	Bev
	EGFR
	Delta
	Bev
	EGFR
	HR (95% Cl)
	Bev
	EGFR
	HR (95% Cl)

	STRATEGIC
	RAS/BRAF wild-type
	208
	66.4
	89.1
	22.7
	12.0
	13.8
	0.86 (0.64 to 1.17)
	35.8
	44.2
	0.76 (0.54 to1.06)

	CAIRO512–14
	RAS/BRAF wild-type
	230
	51.8
	75.8
	24.0
	10.6
	10.3
	1.12 (0.83 to 1.50)
	NR
	NR
	NR

	PARADIGM5
	RAS wild-type
	604
	68.6
	80.2
	11.2
	13.2
	13.7
	0.98 (0.82 to 1.17)
	34.3
	37.9
	0.82 (0.68 to 0.99)

	CALGB/SWOG 8040515
	RAS wild-type
	325
	57.9
	69.4
	11.5
	11.1
	12.0
	0.84 (0.67 to 1.07)
	32.1
	37.5
	0.77 (0.60 to 0.99)

	FIRE-32, 3
	RAS wild-type
	273
	67.6
	78.8
	11.2
	11.0
	11.0
	0.97 (0.76 to 1.24)
	28.0
	38.0
	0.71 (0.55 to 0.92)




Supplementary Table 4.
Efficacy outcomes in randomized phase III trials for RAS or RAS/BRAF wild-type left-sided mCRC. 
Abbreviations: ORR, overall response rate; PFS, progression-free survival; OS, overall survival; Bev, bevacizumab; NR, not reported
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Data 1. (separate file)
Study protocol. 
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