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	Risk of death
n=999

	
	
	Unadjusted 
HR (95% CI)
	Adjusted 
HR (95% CI)

	Hospital type 
	Academic
Teaching
Regional
	reference
0.9 (0.8-1.1)
0.9 (0.7-1.1)
	reference
0.9 (0.7-1.1)
0.8 (0.6-0.9)*

	Period of diagnosis (metastases)
	2008-2010
2011-2013
2014-2017
	reference
1.0 (0.8-1.2)
1.0 (0.9-1.2)
	reference
0.9 (0.8-1.1)
1.0 (0.8-1.2)

	Gender 
	Male
Female
	reference
1.2 (1.0-1.4)*
	reference
1.1 (0.9-1.3)

	Age 
	<60 
60-69
70-79
>79
	reference
0.9 (0.8-1.1)
1.1 (0.9-1.3)
1.3 (1.0-1.6)
	reference
0.9 (0.8-1.1)
1.0 (0.8-1.2)
0.9 (0.7-1.3)

	Number of comorbid conditions
	0
1
≥ 2
Unknown
	reference
1.0 (0.8-1.1)
1.1 (0.9-1.3)
1.1 (0.5-2.8)
	reference
0.9 (0.8-1.1)
1.0 (0.8-1.2)
1.5 (0.6-3.7)

	Tumour sidedness
	Right
Left
Unknown
	reference
0.8 (0.7-0.9)*
1.6 (1.1-2.4)*
	reference
0.8 (0.7-0.9)*
1.3 (0.9-1.9)

	Differentiation grade
	Grade I-II
Grade III-IV
Unknown
	reference
1.9 (1.6-2.3)*
1.8 (1.5-2.0)*
	reference
1.8 (1.5-2.2)*
1.6 (1.4-1.9)*

	Number of organs affected with metastases at diagnosis
	1
2
≥ 3
	[bookmark: _GoBack]reference
1.2 (1.0-1.4)*
1.3 (1.1-1.5)*
	reference
1.3 (1.1-1.5)*
1.5 (1.2-1.8)*

	Synchronous versus metachronous metastases
	Synchronous
Metachronous
	reference
0.4 (0.3-0.5)*
	reference
0.3 (0.2-0.4)*

	Exposure to number of different cytotoxic agents
	01
1
2 
3
	1.0 (0.3-3.0) 
reference
0.7 (0.6-0.9)*
0.6 (0.5-0.7)*
	1.6 (0.5-5.0) 
reference
0.7 (0.5-0.8)*
0.6 (0.5-0.7)*

	Exposure to bevacizumab
	No
Yes 
	reference
0.8 (0.7-0.9)*
	reference
0.8 (0.7-0.9)*

	Exposure to anti-EGFR therapy
	No
Yes
	reference
0.6 (0.5-0.7)*
	reference
0.6 (0.5-0.8)*


Supplementary Table 1. Unadjusted and adjusted hazard ratios (HR) with 95% Confidence Intervals (95% CI) of the exposure to bevacizumab and anti-EGFR therapy on the risk of death 
* statistically significant difference
Analysis is restricted to patients who were treated with systemic therapy only (n=999)
1. patients who received targeted therapy only (n=5)

