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[bookmark: _Hlk170552754]Clinical biochemistry:
Blood samples were obtained in a fasted morning state, before the exercise test. 
High-sensitivity troponin T were analysed over a few days at Oslo University Hospital from frozen samples using Cobas 8000. The lower reporting limit was 3 ng/L. Eleven percent (21 out of 191) of the participants had Troponin T below the reporting limit.

The other biochemical analyses were consecutively  performed at Fürst Laboratories. Haemoglobin,  creatinine, total cholesterol LDL-C, HDL-C, triglycerides, glucose and high-sensitivity C-reactive protein were analysed using Advia Chemistry XPT, HbA1c using Tosoh G8 and Tosho G11, and Insulin using Advia Centaur XPT. 

During the study period, Fürst laboratories changed the instrument for analysis of NT-proBNP from Siemens Immulite 2000 XPi with a lower detection limit of ≥ 20 ng/L to Siemens Advia Centaur with a lower detection limit of ≥ 35 ng/L. Fifteen percent (29 out of 194) of the participants had NT-proBNP below the reporting limit.

Forty-two of the 194 (22%) NT-proBNP analyses in this study were measured by the first method, Siemens Immulite 2000 XPi. These were converted by a formula provided from Fürst laboratories (Siemens Immulite 2000 XPi =  - 3.167 + 0,9742 * Siemens Advia Centaur XP) to values comparable to the new method.  


















	Table S1 CV toxicity risk at the time of breast cancer diagnosis [1]

	
	BCSs (n = 140)
	Score

	Previous cardiovascular disease
	
	 

	Heart failure or cardiomyopathy, n (%)
	0
	Very high

	Severe valvular heart disease, n (%)
	0
	High

	Myocardial infarction or previous coronary revascularisation, n (%)
	1
	High

	Stable angina, n (%)
	0
	High

	LV EF < 50%a, n (%)
	0
	High

	LV EF 50 to 54%a, n (%)
	2
	Medium2

	Cardiac biomarkersb
	
	 

	Elevated baseline troponin, n (%)
	-
	Medium1

	Elevated baseline BNP or NT-proBNP, n (%)
	-
	Medium1

	Demographic and cardiovascular risk factors
	
	 

	Age ≥ 80 years, n (%)
	0
	High

	Age 65 to 79 years, n (%)
	0
	Medium2

	Hypertensionc, n (%)
	42 (32)
	Medium1

	Diabetes mellitusd, n (%)
	2 (1)
	Medium1

	Chronic kidney diseasee, n (%)
	0
	Medium1

	Previous cardiotoxic cancer treatment
	
	 

	Previous anthracycline exposure, n (%)
	0
	High

	Prior radiotherapy to left chest or mediastinum, n (%)
	0
	High

	Previous non-anthracycline-based chemotherapy, n (%)
	0
	Medium1

	Lifestyle risk factors
	
	 

	Current smoker or significant smoking history, n (%)
	56 (40)
	Medium1

	Obesity (BMI > 30 kg/m2), n (%)
	23 (16)
	Medium1

	
	
	 

	CV risk levelf
	
	 

	Low risk level, n (%)
	113 (81)
	 

	Medium risk level, n (%)
	26 (19)
	 

	High risk level, n (%)
	1
	 

	Very-high risk level, n (%)
	0
	 

	 
	 
	 

	Based on information obtained from medical records.

	aLV EF assessed by MUGA was available for eight participants, LV EF assessed by echocardiography for two participants

	bLevels of cardiac biomarkers  were not available for any of the participants.

	cSystolic BP > 140 mmHg or diastolic BP > 90mmHg, or on antihypertensive treatment. BP measurements were unavailable for ten participants.

	dHbA1c > 7.0% or > 53 mmol/mol, or on glucose-lowering treatment.

	eeGFR,60mL/min/1.73m2.

	f Low risk: no risk factors or one medium1 risk factor. Medium risk: medium risk factors with a total of 2 to 4 points. High risk: Medium risk factors with a total of ≥ 5 points or any high-risk factor. Very-high risk: any very high-risk factor. Medium1 = 1 point. Medium2 = 2 points.

	BCS, breast cancer survivor; BMI, body mass index; BNP, brain natriuretic peptide; BP, blood pressure; CV, cardiovascular; EF, ejection fraction; eGFR, estimated glomerular filtration rate; LV, left ventricular; MUGA, multigated acquisition nuclear imaging; NT-proBNP, N-terminal pro-brain natriuretic peptide.





	Table S2 Associations between treatment modalities and outcomes in BCSs 

	Explanatory variable: 
	Tamoxifen only
	Aromatase inhibitor only

	Outcome variable:
	n
	OR
	95 % CI
	P-value
	n
	OR
	95 % CI
	P-value

	Dyslipidaemiaa,b
	136
	0.64
	0.93 to 1.368
	0.25
	136
	1.01
	0.332 to 3.04
	0.99

	 
	 
	 
	 
	 
	 
	 
	 
	 

	 
	 
	 
	 
	 
	 
	 
	 
	 

	Explanatory variable: 
	Cumulative epirubicin dose ≥ 310 mg/m2
	Left-sided radiotherapy 

	Outcome variable:
	n
	β
	95 % CI
	P-value
	n
	β
	95 % CI
	P-value

	NT-proBNP above cut-off limitc, (%)
	133
	1.06d
	0.253 to 4.5
	0.93
	134
	1.19d
	0.306 to 4.6
	0.80

	2D LV EF, %
	134
	-1
	-2 to 1
	0.36
	135
	-0
	-1 to 1
	0.73

	3D LV EF, %
	117
	0
	-1 to 1
	0.91
	118
	-1
	-2 to 0
	0.13

	LV GLSa, % 
	121
	-0.1
	-0.5 to 0.3
	0.75
	122
	-0.1
	-0.4 to 0.3
	0.76

	RV fractional area change, %
	133
	0
	-1 to 2
	0.93
	134
	-0
	-2 to 1
	0.81

	RV 4CLSa, %
	121
	0.8
	-0.0 to 1.6
	0.054
	122
	0.4
	-0.4 to 1.2
	0.29

	TAPSEa, cm
	137
	-0.1
	-0.2 to 0.0
	0.22
	138
	-0.1
	-0.2 to -0.0
	0.004*

	RV S'a, cm
	137
	-0
	-1 to 0
	0.51
	138
	-0
	-1  to 1
	0.86

	Peak V̇O2a, mL/kg/min
	139
	1.3
	-0.5 to 3.1
	0.15
	140
	0.9
	-0.8 to 2.6
	0.30

	Subgroup analyses were performed by linear and logistic regression analyses restricted to BCSs, including treatment modality as a dichotomous explanatory variable. *Denotes a P-value < 0.05. 

	aAdjusted for age.

	bTotal cholesterol > 7.0 mmol/L, LDL-C > 5 mmol/L, HDL-C  < 1.3 mmol/L, triglycerides > 1.70 mmol/L, and/or current lipid-lowering medication [2]. 

	cNT-proBNP ≥ 192 ng/L in women < 60 years old, NT-proBNP ≥ 285 ng/L in women ≥ 60 years old [3].

	dExponated β-coefficient (odds ratio).

	BCS, breast cancer survivor; NT-proBNP, N-terminal pro-brain natriuretic peptide. EF, ejection fraction; GLS, global longitudinal strain; LV, left ventricular; RV, right ventricular; S', peak annular systolic velocity; TAPSE, tricuspid annular plane systolic excursion; V̇O2, oxygen uptake; 2D, two-dimensional; 3D, three-dimensional; 4CLS, four-chamber longitudinal strain.



	Table S3 Missing peak blood pressures

	 
	Measured peak BPs
	Missing peak BPs
	Total

	 
	(n = 132)
	(n = 77)
	(n = 209)

	BCSs, n (%)
	78 (56)
	62 (44)
	140 (100)

	Controls, n (%)
	54 (78)
	15 (22)
	69 (100)

	Total, n (%)
	132 (63)
	77 (37)
	209 (100)



	 
	 
	Not missing (n = 132)
	 
	Missing (n = 77)

	 
	 
	 
	BCSs
	 
	Controls
	 
	Total
	 
	 
	BCSs
	 
	Controls
	 
	Total

	 
	 
	 
	(n = 78)
	 
	 (n = 54)
	 
	n = (132)
	 
	 
	 (n = 62)
	 
	(n = 15)
	 
	n = (77)

	Variables associated with peak BP
	 
	n
	 
	n
	 
	n
	 
	 
	 
	 
	n
	 
	n
	 

	Age, years 
	 
	78
	59 ± 6
	54
	58 ± 5
	132
	58 ± 5
	 
	62
	59 ± 7
	15
	58 ± 5
	77
	59 ± 7

	BMI, kg/m2
	 
	78
	26.7 ± 4.1
	54
	27.9 ± 4.8
	132
	27.1 ± 4.4
	 
	62
	27.1 ± 5.0
	15
	29.0 ± 5.8
	77
	27.5 ± 5.1

	Resting BP
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 

	Systolic BP, mmHg
	 
	78
	135 ± 18
	54
	136 ± 19
	132
	135 ± 18
	 
	62
	135 ± 18
	15
	143 ± 19
	77
	137 ± 18

	Diastolic BP, mmHg
	 
	78
	83 ± 8
	54
	81 ± 8
	132
	82 ± 8
	 
	62
	82 ± 7
	15
	84 ± 7
	77
	82 ± 7

	Hypertensiona, n (%)
	 
	78
	31 (40)
	54
	22 (41)
	132
	53 (40)
	 
	62
	23 (37)
	15
	7 (47)
	77
	30 (39)

	Antihypertensive medication, n (%)
	 
	78
	10 (13)
	54
	8 (15)
	132
	18 (14)
	 
	62
	8 (13)
	15
	4 (27)
	77
	12 (16)

	High BPb, n (%)
	 
	78
	29 (37)
	54
	21 (39)
	132
	50 (38)
	 
	62
	19 (31)
	15
	7 (47)
	77
	26 (34)

	LV mass, g/m2 
	 
	78
	74 ± 12
	54
	73 ± 14
	132
	72 ± 14
	 
	62
	71 ±15
	15
	75 ± 8
	77
	74 ± 13

	Peak V̇O2, L/min
	 
	78
	2.08 ± 0.34
	54
	2.10 ± 0.31
	132
	2.09 ± 0.33
	 
	62
	2.04 ± 0.40
	15
	2.12 ± 0.42
	77
	2.06 ± 0.40

	Peak V̇O2, mL/kg/min
	 
	78
	27.8 ± 5.3
	54
	27.1 ± 5.1
	132
	27.5 ± 5.2
	 
	62
	27.3 ± 5.5
	15
	27.2 ± 6.8
	77
	27.3 ± 5.8

	aSystolic BP ≥ 140 mmHg, diastolic BP ≥ 90 mmHg, and/or current antihypertensive treatment.

	bSystolic BP ≥ 140 mmHg and/or diastolic BP ≥ 90 mmHg.

	BCS, breast cancer survivor; BMI, body mass index; BP, arterial blood pressure; V̇O2, oxygen uptake.
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