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Supplementary fig. 1. Survival outcomes. (A) PFS and OS in the overall study population. (B) PFS and OS according to risk group.
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Supplementary fig. 2. Survival outcomes between 111 ERBB2-amplified patients with co-amplification versus without (A) CDK12 gene and (B) RARA gene.
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Supplementary fig. 3. Kaplan–Meier curves for survival based on ERBB2 tyrosine kinase domain mutations. (A) PFS and (B) OS. TKD, tyrosine kinase domain; others, other structural domains of the HER2 protein, including extracellular, transmembrane, juxtamembrane, and intracellular domains.
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Supplementary fig. 4. Maftools analyses of genomic mutations in risk group. (A) Enrichment analysis of known oncogenic pathway among the risk group. (B) Alterations in NOTCH pathway. Only altered genes are presented, excluding non-altered genes in the pathway
Supplementary table 1. ERBB2 mutations detected by targeted cancer panel sequencing.

	Patient with ERBB2 mutations
	ERBB2 alteration
variant (VAF), amplification (CN)
	ERBB2 domain
	OncoKB annotation

	1
	R157Q (0.03), amplification (5)
	ECD
	Unknown

	2
	C227G (0.06), S656C (0.38), amplification (65)
	ECD, TMD
	Unknown, likely_GOF

	3
	E265V (0.11), amplification (35)
	ECD
	Likely_GOF

	4
	A270S (0.58), amplification (6)
	ECD
	Unknown

	5
	D277Y (0.74), amplification (33)
	ECD
	GOF

	6
	R678Q (0.12), amplification (6)
	JMD
	GOF

	7
	V697L (0.27)
	JMD
	Inconclusive

	8
	N708S (0.12), amplification (16)
	JMD
	Unknown

	9
	D769H (0.92), amplification (38)
	TKD
	GOF

	10
	V777L (0.35), amplification (6)
	TKD
	GOF

	11
	L841V (0.92), amplification (37)
	TKD
	Likely_GOF

	12
	S1050L (0.38), amplification (6)
	ICD
	Unknown


Abbreviations: VAF, variant allele frequency; CN, copy number; ECD, extracellular domain; TMD, transmembrane domain; JMD, juxtamembrane domain; TKD, tyrosine kinase domain; ICD, intracellular domain; GOF, gain of function. 
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