Table S1 Cardiovascular toxicity definitions as established by the 2022 ESC guidelines on cardio-oncology

CTR-CVT Severity

Definitions

Symptomatic
Very severe
CTR-CVT
Severe
Moderate
Mild
Asymptomatic
Severe
CTR-CVT
Moderate
Mild

HF requiring inotropic support, mechanical circulatory support, or
consideration of transplantation

HF hospitalization

Need for outpatient intensification of diuretic and HF therapy

Mild HF symptoms, no intensification of therapy required

New LVEF reduction to < 40%

New LVEF reduction by >10 percentage points to an LVEF of 40%~49%
OR

New LVEF reduction by <10 percentage points to an LVEF of 40%~49%
and either new relative decline in GLS by >15% from baseline or new rise

in cardiac biomarkers

LVEF >50% and new relative decline in GLS by >15% from baseline

and/or new rise in cardiac biomarkers

Abbreviations: CTR-CVT, cancer therapy-related cardiovascular toxicity; HF, heart failure; GLS, global longitudinal strain;

LVEEF, left ventricular ejection fraction.



Table S2 Evidence-based cardioprotective medications for the cancer therapy-related cardiovascular toxicity

Category Agent Chemotherapy Evidence

OVERCOME (Bosch et al.) (1)

ACEI Enalapril Anthracyclines )
ICOS-ONE (Cardinale et al.) (2)

o ) Trastuzumab; stratified by )
ACEI Lisinopril . Kentucky (Guglin et al.) (3)
anthracycline use

ACEI Perindopril Trastuzumab MANTICORE (Pituskin et al.) (4)

PRADA (Gulati et al.) (5)
ARB Candesartan  Anthracyclines+trastuzumab PRADA substudy (Gulati et al.) (6)
PRADA extended follow-up (Heck et al.) (7)

ARB Candesartan Trastuzumab Boekhout et al. (8)

PRADA (Gulati et al.) (5)

Metoprolol . .
BB ot Anthracyclines+trastuzumab PRADA substudy (Gulati et al.) (6)
succinate
PRADA extended follow-up (Heck et al.) (7)
BB Bisoprolol Trastuzumab MANTICORE (Pituskin et al.) (4)
. . OVERCOME (Bosch et al.) (1)
CCB Carvedilol Anthracyclines

CECCY (Avila et al.) (9)

. Trastuzumab; stratified by .
CCB Carvedilol . Kentucky (Guglin et al.) (3)
anthracycline use

MRA Spironolactone Anthracyclines Akpek et al. (10)

Statins Atorvastatin Anthracyclines Acar et al. (11)

Abbreviations: ACEI angiotensin-converting enzyme inhibitors; ARB, angiotensin receptor blockers; BB, beta-blockers; CCB,
calcium channel blockers; CECCY, Carvedilol Effect in Preventing Chemotherapy-Induced Cardiotoxicity; ICOS-ONE,
International Cardio-Oncology Society-ONE; MANTICORE, Multidisciplinary Approach to Novel Therapies in Cardio-
Oncology Research; MRA, mineralocorticoid receptor antagonists; OVERCOME, preventiOn of left Ventricular dysfunction
with Enalapril and caRvedilol in patients submitted to intensive ChemOtherapy for the treatment of Malignant hEmopathies;

PRADA, Prevention of Cardiac Dysfunction During Adjuvant Breast Cancer Therapy.



Table S3 Meta-analyses of primary prevention of cancer therapy-related cardiovascular toxicity

Category/Agent Chemotherapy Meta-analysis

Anthracyclines, trastuzumab, cyclophosphamide, .
ACEI i Lietal. (12)
taxanes, platinum agents, 5-FU, and others

Vaduganathan et al. (13)

ACEI/ARB Anthracyclines )
Caspani et al. (14)

ACEI/ARB Anthracyclines+trastuzumab Fang et al. (15)

Vaduganathan et al. (13)
BB Anthracyclines Huang et al. (16)
Caspani et al. (14)

Anthracyclines, trastuzumab, cyclophosphamide, .
BB . Lietal (12)
taxanes, platinum agents, 5-FU, and others

Vaduganathan et al. (13)

MRA Anthracyclines )
Caspani et al. (14)

Dexrazoxane Anthracyclines Macedo et al. (17)

. Anthracyclines, trastuzumab, cyclophosphamide, )
Statins . Lietal. (12)
taxanes, platinum agents, 5-FU, and others

Abbreviations: 5-FU, 5-fluorouracil; ACEI, angiotensin-converting enzyme inhibitors; ARB, angiotensin receptor blockers; BB,

beta-blockers; MRA, mineralocorticoid receptor antagonists; RAASI, renin-angiotensin aldosterone system inhibitors.
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