	Regimens
	HER2(3+)
	　
	HER2(2+)/ISH+

	NAC
	
	
	

	
	anthracyclinea
	64(12.4%)
	
	16(13.3%)

	
	taxaneb
	39(7.5%)
	
	11(9.2%)

	
	anthracycline+taxane
	410(79.2%)
	
	93(77.5%)

	
	others
	5(0.8%)
	
	0(0%)

	NACT
	
	
	

	
	taxane+trastuzumab
	590(54.3%)
	
	81(56.3%)

	
	taxane+anthracycline+trastuzumab
	493(45.4%)
	
	63(43.8%)

	
	others+trastuzumab
	4(0.4%)
	
	0(0%)

	NACTP
	
	
	

	
	taxane+trastuzumab+pertuzumab
	554(90.5%)
	
	144(86.2%)

	
	taxane+anthracycline+trastuzumab+pertuzumab
	56(9.2%)
	
	23(13.8%)

	　
	others+trastuzumab+pertuzumab
	2(0.3%)
	　
	0(0%)



[bookmark: _Hlk144898967]eTable1. Neoadjuvant Therapy Regimens in Cohort One
[bookmark: _Hlk143596371]
Abbreviations: NAC, neoadjuvant chemotherapy; NACT, neoadjuvant chemotherapy plus trastuzumab; NACTP, neoadjuvant chemotherapy plus trastuzumab and pertuzumab
aEpirubicin, Doxorubicin or Pirarubicin 
bPaclitaxel, Docetaxel or Albumin-bound paclitaxel























[bookmark: _Hlk144898981]eTable2. Baseline Patient and Tumor Characteristics in Cohort One after Propensity Score Matching
	　Characteristics
	HER2(3+)
	HER2 (2+)/ISH+
	P value

	Age(mean)
	
	
	0.595

	≦50
	445(51.7%)
	216(50.1%)
	

	>50
	416(48.3%)
	215(49.9%)
	

	HR
	
	
	0.899

	Positive
	656(76.2%)
	327(75.9%)
	

	Negative
	205(23.8%)
	104(24.1%)
	

	cT
	
	
	0.941

	T1
	122(14.2%)
	58(13.5%)
	

	T2
	591(68.6%)
	298(69.1%)
	

	T3/4
	148(17.2%)
	75(17.4%)
	

	cN
	
	
	0.961

	N0
	207(24.0%)
	101(23.4%)
	

	N1
	439(51.0%)
	220(51.0%)
	

	N2/3
	215(25.0%)
	110(25.5%)
	

	KI67
	
	
	0.153

	≦20%
	146(17.0%)
	89(20.6%)
	

	>20%
	708(82.2%)
	336(78.0%)
	

	Unknown
	7(0.8%)
	6(1.4%)
	

	Regimen
	
	
	0.315

	NAC
	212(24.6%)
	120(27.8%)
	

	NACT
	320(37.2%)
	144(33.4%)
	

	NACTP
	329(38.2%)
	167(38.7%)
	　


[bookmark: _Hlk143598860]Abbreviations: HR, hormone receptor; cT, clinical tumor stage; cN, clinical node status; NAC, neoadjuvant chemotherapy; NACT, neoadjuvant chemotherapy plus trastuzumab; NACTP, neoadjuvant chemotherapy plus trastuzumab and pertuzumab


















[bookmark: _Hlk144898994]eTable3. Univariate and Multivariate Analysis for Disease-free Survival
	Characteristics
	Univariate analysis
	　
	Multivariate analysis

	
	HR
	95%CI
	P value
	
	HR
	95%CI
	P value

	HER2 Status
	
	
	
	
	
	
	

	HER2(2+)/ISH+
	1
	Reference
	
	
	1
	Reference
	

	HER2(3+)
	1.094
	0.778-1.538
	0.605
	
	1.111
	0.782-1.579
	0.556

	Age(years)
	
	
	
	
	
	
	

	≦50
	
	Reference
	
	
	1
	Reference
	

	>50
	0.965
	0.768-1.213
	0.76
	
	0.97
	0.769-1.223
	0.797

	HR
	
	
	
	
	
	
	

	Positive
	1
	Reference
	
	
	1
	Reference
	

	Negative
	1.002
	0.797-1.260
	0.988
	
	1.056
	0.834-1.336
	0.653

	cT
	
	
	
	
	
	
	

	T1
	1
	Reference
	
	
	1
	Reference
	

	T2
	1.496
	0.975-2.296
	0.065
	
	1.512
	0.984-2.323
	0.059

	T3/4
	2.36
	1.516-3.675
	<0.001
	
	2.076
	1.324-3.254
	0.001

	cN
	
	
	
	
	
	
	

	N0
	1
	Reference
	
	
	1
	Reference
	

	N1
	1.412
	1.005-1.984
	0.047
	
	1.401
	0.995-1.973
	0.053

	N2/3
	2.554
	1.804-3.615
	<0.001
	
	2.397
	1.684-3.413
	<0.001

	KI67
	
	
	
	
	
	
	

	≦20%
	1
	Reference
	
	
	1
	Reference
	

	>20%
	0.872
	0.643-1.182
	0.377
	
	0.832
	0.612-1.130
	0.238

	Unknown
	0.616
	0.150-2.531
	0.501
	
	0.608
	0.147-2.506
	0.491

	Regimen
	
	
	
	
	
	
	

	NAC
	1
	Reference
	
	
	1
	Reference
	

	NACT
	0.651
	0.514-0.825
	<0.001
	
	0.648
	0.510-0.822
	<0.001

	NACTP
	0.449
	0.266-0.757
	0.003
	　
	0.468
	0.277-0.791
	0.005


Abbreviations: HR, hormone receptor; cT, clinical tumor stage; cN, clinical node status; NAC, neoadjuvant chemotherapy; NACT, neoadjuvant chemotherapy plus trastuzumab; NACTP, neoadjuvant chemotherapy plus trastuzumab and pertuzumab














[bookmark: _Hlk144899009]eTable4. Baseline Patient and Tumor Characteristics in Cohort One According to Different PAM50 Subtypes
	Characteristics
	HER2E
	Non-HER2E
	P value

	Age(mean)
	
	
	0.98

	≦50
	57 (51.4%)
	13 (54.2%)
	

	>50
	54 (48.6%)
	11 (45.8%)
	

	HR
	
	
	<0.001

	Positive
	53 (47.7%)
	22 (91.7%)
	

	Negative
	58 (52.3%)
	2 (8.3%)
	

	cT
	
	
	0.383

	T1
	5 (4.5%)
	0 (0.0%)
	

	T2
	91 (82.0%)
	19 (79.2%)
	

	T3/4
	15 (13.5%)
	5 (20.8%)
	

	cN
	
	
	0.072

	N0
	28 (25.2%)
	2 (8.3%)
	

	N1
	47 (42.3%)
	17 (70.8%)
	

	N2/3
	36 (32.5%)
	5 (20.9%)
	

	KI67
	
	
	0.053

	≦20%
	5 (4.5%)
	4 (16.7%)
	

	>20%
	106 (95.5%)
	20 (83.3%)
	

	Regimen
	
	
	NA

	NAC
	0(0%)
	0(0%)
	

	NACT
	0(0%)
	0(0%)
	

	NACTP
	89(100%)
	46(100%)
	　



Abbreviations: HER2E, HER2-enriched subtype; HR, hormone receptor; cT, clinical tumor stage; cN, clinical node status; NAC, neoadjuvant chemotherapy; NACT, neoadjuvant chemotherapy plus trastuzumab; NACTP, neoadjuvant chemotherapy plus trastuzumab and pertuzumab

















[bookmark: _Hlk144899023]eTable5. Multivariate Analysis for Pathological Complete Response (Including Intrinsic Subtype)
	Characteristics
	N(PCR%)
	Multivariate analysis

	
	
	OR
	95%
	P value

	Total
	135(53.3%)
	
	
	

	Intrinsic subtype
	
	
	

	Non-HER2E
	24(16.7%)
	1
	Reference
	

	HER2E
	111(61.3%)
	6.219
	1.771-21.842
	0.004

	Age(years)
	
	
	
	

	≦50
	70(52.9%)
	1
	Reference
	

	>50
	65(53.8%)
	1.066
	0.492-2.310
	0.872

	HR
	
	
	
	

	Positive
	75(42.7%)
	1
	Reference
	

	Negative
	60(66.7%)
	1.928
	0.847-4.388
	0.118

	cT
	
	
	
	

	T1
	5(40.0%)
	1
	Reference
	

	T2
	110(54.5%)
	2.404
	0.353-16.351
	0.37

	T3/4
	20(50.0%)
	3.121
	0.363-26.820
	0.3

	cN
	
	
	
	

	N0
	30(70%)
	1
	Reference
	

	N1
	64(53.1%)
	0.655
	0.231-1.856
	0.426

	N2/3
	41(41.5%)
	0.292
	0.098-0.868
	0.027

	KI67
	
	
	
	

	≦20%
	9(11.1%)
	1
	Reference
	

	>20%
	126(56.3%)
	7.867
	0.844-73.364
	0.07


Abbreviations:HER2E,HER2-enriched subtype; HR, hormone receptor; cT ,clinical tumor stage; cN, clinical node status; 



















[bookmark: _Hlk144899038]efigure1.A.Comparison of PAM50 Intrinsic Subtypes Between HER2 (3+) and HER2 (2+)/ISH+ Breast Cancer. B.Pathological Complete Response in HER2E and Non-HER2E Breast Cancer(Non-HER2E including Luminal A, Luminal B and Nomal-like)

efigure2.Heat Map Illustrating The Mutation Profile of Cohort One.

efigure3. HER2 (3+) and HER2 (2+)/ISH+ Groups Had Differentially Mutated Genes(A) and Molecular Signaling Pathways(B)
















