[bookmark: _Hlk167190379]Table 1: Baseline Characteristics of 629 HER2+ Breast Cancer Patients Undergoing Treatment with Trastuzumab-based Regimens by CTRCD 
	Characteristics, no. (%)
	
N
	Overall
(N=629)
	CTRCD

	
	
	
	Yes
(n=78)
	No
(n=551)
	p-value1

	Age at diagnosis, year, mean (SD)
	629
	56 ± 13
	60 ± 13
	55 ± 13
	<0.01

	Female
	629
	628 (99.8)
	77 (98.7)
	551 (100)
	0.12

	Race
	629
	
	
	
	<0.01

	     White
	
	461 (73.3)
	54 (69.2)
	407 (73.9)
	

	     Black/African American
	
	69 (11.0)
	17 (21.8)
	52 (9.4)
	

	     Asian 
	
	40 (6.4)
	3 (3.8)
	37 (6.7)
	

	     Others 
	
	59 (9.4)
	4 (5.1)
	55 (10.0)
	

	Body mass index, mean (SD)
	626
	28.8 ± 6.6
	30.4 ± 7.2
	28.5 ± 6.5
	0.018

	Cardiac History and Risk Factors
	
	
	
	
	

	Tobacco use
	558
	163 (29.2)
	21 (28.0)
	142 (29.4)
	0.80

	Heart failure
	629
	16 (2.5)
	10 (12.8)
	6 (1.1)
	<0.01

	Cardiomyopathy
	629
	1 (0.2)
	1 (1.3)
	0 (0)
	1.00

	Valvular heart disease
	629
	40 (6.4)
	12 (15.4)
	28 (5.1)
	<0.01

	Myocardial infarction
	629
	10 (1.6)
	5 (6.4)
	5 (0.9)
	<0.01

	CABG surgery
	629
	1 (0.2)
	1 (1.2)
	0 (0)
	0.13

	Angina
	629
	2 (0.3)
	0 (0)
	2 (0.4)
	1.00

	Arrhythmia
	629
	57 (9.1)
	13 (16.7)
	44 (8.0)
	<0.01

	Hypertension
	629
	188 (29.9)
	32 (41.0)
	156 (28.3)
	0.022

	Diabetes mellitus
	629
	71 (11.3)
	14 (17.9)
	57 (10.3)
	0.047

	Chronic kidney disease
	629
	9 (1.4)
	3 (3.8)
	6 (1.1)
	0.09

	Treatment history 
	
	
	
	
	

	Prior Anthracycline therapy
	629
	11 (1.7)
	1 (1.3)
	10 (1.8)
	1.00

	Prior Trastuzumab therapy
	629
	53 (8.4)
	9 (11.5)
	44 (8.0)
	0.29

	Prior left chest radiation
	629
	18 (2.9)
	1 (1.3)
	17 (3.1)
	0.71

	HFA ICOS Risk group
	629
	
	
	
	<0.01

	Low 
	
	295 (46.9)
	24 (30.8)
	271 (49.2)
	

	Medium
	
	208 (33.1)
	26 (33.3)
	182 (33.0)
	

	High
	
	106 (16.9)
	18 (23.1)
	88 (16.0)
	

	Very High
	
	20 (3.2)
	10 (12.8)
	10 (1.8)
	


1 Two sample t-test, Chi-squared test, or Fisher’s exact test as appropriate. 
Abbreviations:  SD, standard deviation; IQR: interquartile range; CABG, Coronary Artery Bypass Grafting; CTRCD, Cancer Therapy-Related Cardiac Dysfunction; HFA/ICOS, Heart Failure Association–International Cardio-Oncology Society. 

Table 2: CTRCD and HF incidence of 618 HER2+ Breast Cancer Patients Undergoing Treatment with Trastuzumab-based Regimens by risk group excluded patients with history of Anthracycline treatment.
	HFA/ICOS risk, no (%)
	

N=618
	       Overall
(n=77, 12.4%)
	Asymptomatic CTRCD
	Symptomatic HF

	
	
	
	Mild
(n=34, 5.5%)
	Moderate
(n=8, 1.3%)
	Severe
(n=5, 0.8%)
	HF
(n=30, 4.8%)

	Low
	295
	24 (8.1)
	11 (3.7)
	6 (2.0)
	0 (0)
	7 (2.4)

	Medium
	203
	25 (12.3)
	15 (7.4)
	2 (1.0)
	1 (0.5)
	7 (3.4)

	High/Very High
	120
	28 (23.3)
	8 (6.7)
	0 (0)
	4 (3.3)
	16 (13.3)

	P-value1
	NA
	<0.01
	0.17
	0.29
	<0.01
	<0.01


1 Chi-squared test, or Fisher’s exact test as appropriate. Rate = (Number of events in each risk group)/ (Total number of patients in each risk group).
Table 3: Echo Counts and CTRCD Incidence of 629 HER2+ Breast Cancer Patients Undergoing Treatment with Trastuzumab-based Regimens Stratified by Risk Group 
	HFA/ICOS risk, no (%)
	Overall
N=629
	Echo counts 
	
	CTRCD Incidence
	P-value1

	Low
	295
	
	
	
	0.13

	    ≤ 4 echos
	
	130 (44.1)
	
	7 (5.4)
	

	   > 5 echos
	
	165 (55.9)
	
	17 (10.3)
	

	Medium
	208
	
	
	
	0.10

	    ≤ 4 echos
	
	95 (45.7)
	
	8 (8.4)
	

	   > 5 echos
	
	113 (54.3)
	
	18 (15.9)
	

	High/Very High
	126
	
	
	
	0.28

	    ≤ 4 echos
	
	47 (37.3)
	
	8 (17.0)
	

	   > 5 echos
	
	79 (62.7)
	
	20 (25.3)
	


1 Chi-squared test

Table 4: Univariate and multivariate Fine-Gray competing events models with CTRCD (N=629)
	Risk factor 
	Univariate Model
	
	Multivariate Model

	
	Sub-distribution Hazard Ratio (95% CI)
	P-value1
	
	Model 1
	Model 2

	
	
	
	
	Sub-distribution Hazard Ratio (95% CI)
	P-value2
	Sub-distribution Hazard Ratio (95% CI)
	P-value2

	Age
	
	< 0.01
	
	
	0.10
	
	NA

	  < 60
	 Reference 
	
	
	Reference
	
	
	

	   ≥ 60 
	1.90 (1.22,2.96)
	
	
	1.51 (0.92,2.48)
	
	
	

	Race 
	
	< 0.01
	
	
	0.032
	
	<0.01

	   White 
	Reference
	
	
	Reference
	
	Reference
	

	   African American
	2.36 (1.38,4.02)
	
	
	1.95 (1.13,3.37)
	
	2.28 (1.34,3.90)
	

	   Others
	0.58 (0.26,1.29)
	
	
	0.74 (0.33,1.68)
	
	0.65 (0.29, 1.46)
	

	BMI 
	
	0.010
	
	
	0.20
	
	NA

	  < 30
	Reference
	
	
	Reference
	
	
	

	  ≥ 30
	1.79 (1.15,2.79)
	
	
	1.36 (0.85,2.20)
	
	
	

	Hypertension 
	
	0.028
	
	
	0.82
	
	NA

	  No
	Reference
	
	
	Reference
	
	
	

	  Yes
	1.65 (1.05,2.57)
	
	
	0.94 (0.55,1.61)
	
	
	

	Diabetes mellitus
	
	0.11
	
	
	NA
	
	NA

	  No
	Reference
	
	
	
	
	
	

	  Yes
	1.57 (0.91,2.73)
	
	
	
	
	
	

	Heart failure
	
	<0.01
	
	
	<0.01
	
	NA

	  No
	Reference
	
	
	Reference
	
	
	

	  Yes
	9.26 (4.61,18.59)
	
	
	5.48 (2.38,12.65)
	
	
	

	Baseline LVEF 
	
	0.42
	
	
	NA
	
	NA

	  No
	Reference
	
	
	
	
	
	

	  Yes
	1.43 (0.62,3.31)
	
	
	
	
	
	

	HFA ICOS Risk group
	
	<0.01
	
	
	0.79
	
	<0.01

	 Low 
	Reference
	
	
	Reference
	
	Reference
	

	 Medium
	1.57 (0.91,2.72)
	
	
	1.12 (0.61,2.07)
	
	1.51 (0.87, 2.59)
	

	 High/very high
	2.55 (1.48,4.41)
	
	
	1.28 (0.63,2.60)
	
	2.3 (1.36, 4.09)
	


1Univariate Fine and Gray model with all-cause death as the competing risk: CTRCD = each risk factor. 2Multivariate Fine and Gray model all-cause death as the competing risk including covariates that were significant 
Model 1: Multivariate Fine and Gray model all-cause death as the competing risk including covariates that were significant
univariately: CTRCD = age + race + BMI + hypertension + heart failure + risk group
Model 2: Additional multivariate model including race and HFA ICOS risk group as covariates


