Supplementary material table 2 Multivariate cox model for progression free survival
	
	
	Model 2

	Variable
	
	HR
	95%IC

	
	
	
	

	Age at metastatic diagnosis (classes)
	
	
	P=0.078

	   < 50
	
	1.00
	Reference

	   [50 - 70]
	
	0.71
	(0.45-1.13)

	   > 70
	
	3.12
	(0.89-10.99)

	Initial CNS metastasis
	
	
	P=0.068

	   No
	
	1.00
	Reference

	   Yes
	
	1.73
	(0.99-3.05)

	ER status at initial diagnosis
	
	
	P=0.097

	   Negative
	
	1.00
	Reference

	   Positive
	
	0.67
	(0.42-1.08)

	CNS progression-free interval (months) (classes)
	
	
	P=0.260

	   < 9
	
	1.00
	Reference

	   [9 - 18]
	
	0.76
	(0.44-1.32)

	   > 18
	
	0.55
	(0.27-1.13)

	Trastuzumab/Pertuzumab continuation after CNS progression
	
	
	P=0.523

	   No
	
	1.00
	Reference

	   Yes
	
	1.16
	(0.73-1.86)

	CNS surgery after CNS progression* 
	
	
	P=0.580

	   No
	
	1.00
	Reference

	   Yes
	
	0.77
	(0.30-1.99)

	Stereotactic radiotherapy after CNS progression*
	
	
	P=0.772

	   No
	
	1.00
	Reference

	   Yes
	
	0.90
	(0.45-1.80)

	Whole CNS radiotherapy after CNS progression* 
	
	
	P=0.667

	   No
	
	1.00
	Reference

	   Yes
	
	0.90
	(0.56-1.45)

	
	
	
	


ER Endocrine Receptor, CNS Central Nervous System, HR Hazard ratio
*Time dependent variables




