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Suppl 1. Search term. 

Database Search term 

PubMed (("Fluorouracil"[Mesh] OR fluorouracil[TW] OR 5-FU[TW]) OR ("Capecitabine"[Mesh] OR capecitabine[TW])) AND 

("Cardiotoxicity"[Mesh] OR cardiotoxicity[TW] OR (("Heart"[Mesh] OR heart[TW] OR cardiac[TW] OR cardio[TW] OR 

"Myocardium"[Mesh] OR myocardial[TW] OR chest[TW]) AND ("toxicity" [Subheading] OR toxic [TW] OR “Drug-

Related Side Effects and Adverse Reactions"[Mesh] OR “adverse drug reaction”[TW] OR “adverse drug event”[TW] OR 

“side effect”[TW] OR failure[TW] OR pain[TW] OR “Infarction"[Mesh] OR infarction[TW] OR attack[TW] OR 

arrhythmia[TW] OR dysrhythmia[TW] OR arrest[TW] OR death[TW])) OR "Myocarditis"[Mesh] OR myocarditis[TW] 

OR "Chest Pain"[Mesh] OR “chest pain”[TW] OR “precordial catch”[TW] OR Texidor[TW] OR "Angina Pectoris"[Mesh] 

OR angina[TW] OR "Arrhythmias, Cardiac"[Mesh] OR "Bradycardia"[Mesh] OR bradycardia[TW] OR 

"Tachycardia"[Mesh] OR tachycardia[TW] OR "Long QT Syndrome"[Mesh] OR (QT[TW] AND (long[TW] OR 

prolong[TW])) OR "Heart Failure"[Mesh] OR "Thromboembolism"[Mesh] OR thromboembolism[TW] OR 

(("Electrocardiography"[Mesh] OR electrocardiogram[TW] OR EKG[TW] OR ECG [TW] OR "Natriuretic 

Peptides"[Mesh] OR “natriuretic peptide”[TW] OR BNP[TW] OR "Troponin"[Mesh] OR troponin[TW] OR “ejection 

fraction”[TW] OR LVEF[TW]) AND (change[TW] OR elevation[TW] OR increase[TW] OR decrease[TW] OR 

reduce[TW]))) 

Scopus TITLE-ABS-KEY (((fluorouracil OR 5-FU OR capecitabine) AND (cardiotoxicity  

OR ((heart OR cardiac OR cardio OR myocardium OR myocardial OR chest) AND (toxicity OR toxic OR “side effects” 

OR “adverse reaction” OR “adverse drug reaction” OR “adverse drug event” OR failure OR pain OR infarction OR attack 

OR arrhythmia OR dysrhythmia OR arrest OR death)) OR myocarditis OR “chest pain” OR “precordial catch” OR Texidor 

OR angina OR bradycardia OR tachycardia OR “Long QT Syndrome” OR (QT AND (long OR prolong)) OR 

thromboembolism OR ((electrocardiography OR electrocardiogram OR EKG OR ECG OR “natriuretic peptide” OR BNP 

OR troponin OR “ejection fraction” OR LVEF) AND (change OR elevation OR increase OR decrease OR reduce)))))  

CINAHL ((fluorouracil OR 5-FU OR capecitabine) AND (cardiotoxicity  

OR ((heart OR cardiac OR cardio OR myocardium OR myocardial OR chest) AND (toxicity OR toxic OR “side effects” 

OR “adverse reaction” OR “adverse drug reaction” OR “adverse drug event” OR failure OR pain OR infarction OR attack 

OR arrhythmia OR dysrhythmia OR arrest OR death)) OR myocarditis OR “chest pain” OR “precordial catch” OR Texidor 

OR angina OR bradycardia OR tachycardia OR “Long QT Syndrome” OR (QT AND (long OR prolong)) OR 

thromboembolism OR ((electrocardiography OR electrocardiogram OR EKG OR ECG OR “natriuretic peptide” OR BNP 

OR troponin OR “ejection fraction” OR LVEF) AND (change OR elevation OR increase OR decrease OR reduce)))) 



ScienceDirect (5-fluorouracil OR 5-FU OR capecitabine) AND (cardiotoxicity OR “myocardial infarction” OR “chest pain”) 
Opengrey.eu (5-fluorouracil OR 5-FU OR capecitabine) AND cardiotoxicity 

Suppl 2. Additional baseline characteristics of the included studies. 
No. Author, year Characteristics of participants 
1 Alberto et al, 1988 WHO index > 4, white blood cell (WBC) count > 4,000/mm3, platelet count > 100,000/mm3 as well as normal bilirubin and creatinine 

levels. 
2 Ansari et al, 2017 Patients were those with clinically resectable adenocarcinoma of the rectum, ultrasound or magnetic resonance imaging staged as T3, 

with the lower border of the tumor within 12 cm of the anal verge and with no evidence of any distant metastases. 
3 Bajetta et al, 1993 Patients were required to have histologically confirmed colorectal carcinoma, advanced, metastatic or recurrent, not suitable for curative 

surgery and not previously treated with chemotherapy. 
Patients with one lesion < 3 cm in diameter on the liver, ascites, pleural effusion or bone metastases as the unique lesion were considered 
ineligible. 

4 Barutca et al, 2004 - Patients had colorectal cancer and gastrointestinal system cancers. 
- Patients with cardiac diseases, diabetes mellitus, neuropathy, pulmonary insufficiency, renal and hepatic dysfunctions  and those 
receiving medications that would interfere with the parameters studied were excluded. 

5 Bécouarn et al, 1995 Histologically confirmed adenocarcinoma, documented tumor progression at initiation of treatment, measurable disease, performance 
status of 50% or more (Karnofsky’s scale), life expectancy of at least 2 months, normal hematologic, renal, cardiac, and hepatic functions 
(apart from abnormalities due to cancer extent), Patients who had received prior chemotherapy for metastatic disease were eligible, and 
four of the seven patients in this category experienced disease progression after receiving 5-FU bolus. 

6 Berenberg et al, 1995 Patients with biopsy-proven gastric adenocarcinoma that was locally advanced and/or metastatic were enrolled. Eligibility criteria 
specified no prior chemotherapy, a life expectancy of greater than 10 weeks, and a performance status of 0-3 (SWOG). Bidimensionally 
measurable disease was required, defined as a palpable mass equal to or greater than 2 cm or a clearly defined lesion on imaging study or 
radionuclide liver scan. 

7 Bonnetain et al, 2005 Eligible patients had a histological-proven metastatic adenocarcinoma, a measurable metastatic disease, no symptomatic brain metastases, 
an age between 18 and 75 years, and a World Health Organization performance status (WHO PS) d 2 with life expectancy of more than 2 
months. 

8 Breton et al, 2021 From each of the included data sets, the following information was collected: age at diagnosis, sex, body mass index, Eastern 
Cooperative Oncology Group (ECOG) performance status, number of sites with metastatic disease, primary tumour resection, primary 
tumour site, biological parameters (complete blood count, kidney and liver function, serum lactate dehydrogenase level, tumour markers), 
Ko¨hne and GERCOR scores, chemotherapy characteristics and toxicity regardless of the grade, and type of adverse events. 

9 Brücher et al, 2004 Patients with histological proven locally advanced esophageal squamous cell carcinoma without distant metastases (uT3/4-, N0/C-, M0-
tumours), who were considered physiologically fit for surgery. 

10 Cascinu et al, 2003 - Patients must have had proven histology of adenocarcinoma of the colon and have undergone complete resection of the primary tumor, 
without any evidence of gross or microscopic residual disease. 
- Only patients whose primary colon cancer showed evidence of regional lymph node metastases were eligible. 
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