Supplementary table 1 Multivariate cox model with Firth's Penalized Likelihood for overall survival considering 3 groups of treatments (trastuzumab and pertuzumab alone, trastuzumab and pertuzumab in association with another systemic treatment, and other systemic treatment)
	
	
	

	Variable
	
	HR
	95%IC

	
	
	
	

	CNS progression-free interval (months) 
	
	
	P=0.011

	   < 9
	
	1.00
	Reference

	   [9 - 18]
	
	0.27
	(0.12-0.62)

	   > 18
	
	0.48
	(0.18-0.24)

	
	
	
	

	Treatment after CNS progression
	
	
	P=0.007

	   Other systemic treatment
	
	1.00
	Reference

	   Trasuzumab/Pertuzumab alone
	
	0.36
	(0.16-0.75)

	   Trasuzumab/Pertuzumab alone + other systemic   treatment
	
	0.22
	(0.05-0.71)

	
	
	
	

	Initial CNS metastasis
	
	
	P=0.216

	   No
	
	1.00
	Reference

	   Yes
	
	1.75
	(0.70-4.05)

	
	
	
	

	CNS surgery after CNS progression 
	
	
	P=0.496

	   No
	
	1.00
	Reference

	   Yes
	
	0.35
	(0.00 – 3.07)

	
	
	
	

	Stereotactic radiotherapy after CNS progression*
	
	
	P=0.696

	   No
	
	1.00
	Reference

	   Yes
	
	0.80
	(0.24-2.21)

	
	
	
	

	Whole brain radiotherapy after CNS progression* 
	
	
	P=0.926

	   No
	
	1.00
	Reference

	   Yes
	
	1.04
	(0.49-2.23)
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