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	Table S1. Full search strategy

	PubMed

	1. Anthracycline therapy
	"Anthracyclines"[Mesh] OR "Antineoplastic Agents/adverse effects"[Mesh] OR "Neoplasms/drug therapy"[Mesh] OR "Cardiotoxins"[Mesh] OR anthracyclin*[tiab] OR antracyclin*[tiab] OR doxorubic*[tiab] OR dox sl[tiab] OR daunorubic*[tiab] OR NSC 82151[tiab] OR demethoxydaunorubic*[tiab] OR IMI 30[tiab] OR IMI30[tiab] OR NSC 256439[tiab] OR idarubic*[tiab] OR epidoxorubic*[tiab] OR epi dxr[tiab] OR NSC 256942[tiab] OR IMI 28[tiab] OR IMI28[tiab] OR epirubic*[tiab] OR adriamyc*[tiab] OR epiadriamyc*[tiab] OR plicamyc*[tiab] OR farmorubic*[tiab] OR rubidomyc*[tiab] OR rubomyc*[tiab] OR daunomyc*[tiab] OR adriablastin*[tiab] OR adriblastin*[tiab] OR cerubidin*[tiab] OR daunoblastin*[tiab] OR daunoxom*[tiab] OR daunosom*[tiab] OR doxil[tiab] OR caelyx[tiab] OR myocet[tiab] OR cardiotoxin*[tiab] 

	2. 
Children
	"Child"[Mesh] OR "Infant"[Mesh] OR "Adolescent"[Mesh] OR "Pediatrics"[Mesh] OR "Minors"[Mesh] OR "Young Adult"[Mesh] OR child*[tiab] OR infant*[tiab] OR baby[tiab] OR babies[tiab] OR newborn*[tiab] OR new-born*[tiab] OR neonat*[tiab] OR perinat*[tiab] OR toddler*[tiab] OR adolescen*[tiab] OR pubescen*[tiab] OR teen*[tiab] OR youth*[tiab] OR young age[tiab] OR minors*[tiab] OR pediatric*[tiab] OR paediatric*[tiab] OR juvenil*[tiab] OR boy[tiab] OR boyhood[tiab] OR girl*[tiab] OR schoolchild*[tiab] OR school child*[tiab] OR kid[tiab] OR kids[tiab] OR young male[tiab] OR young female[tiab] OR young adult*[tiab] OR young men[tiab] OR young woman[tiab]

	3. 
Asymptomatic systolic dysfunction
	"Heart/adverse effects"[Mesh] OR "Heart/toxicity"[Mesh] OR "Ventricular Dysfunction"[Mesh] OR "Cardiotoxicity"[Mesh] OR cardiotoxicit*[tiab] OR ejection fraction[tiab] OR LVEF[tiab] OR "Stroke Volume"[Mesh] OR contractilit*[tiab] OR "Cardiomyopathies"[Mesh] OR cardiomyopath*[tiab] OR ((cardiac[tiab] OR myocard*[tiab] OR heart[tiab] OR ventricular[tiab] OR systolic[tiab]) AND (damage[tiab] OR injur*[tiab] OR toxicit*[tiab] OR disease*[tiab] OR dysfunct*[tiab] OR function[tiab] OR strain[tiab]) OR deform*[tiab] OR speckle track*[tiab] OR 2DSTE[tiab] OR "Echocardiography"[Mesh] OR echocardiograph*[tiab] OR fractional shortening[tiab] OR shortening fraction[tiab]

	
	1 AND 2 AND 3 NOT ("Animals"[Mesh] NOT "Humans"[Mesh])

	EMBASE

	1. Anthracycline therapy
	1. exp antineoplastic antibiotic/ 
2. exp cancer chemotherapy/ 
3. exp cardiotoxin/ or cardiotoxin$.ti,ab,kw.
4. (anthracyclin$ or antracyclin$).ti,ab,kw.
5. (daunoxom$ or daunosom$ or doxil or caelyx or myocet or doxorubic$).ti,ab,kw.
6. (NSC-82151 or NSC 82151 or NSC82151).ti,ab,kw.
7. (cerubidin$ or daunoblastin$ or daunorubic$).ti,ab,kw.
8. (dauno-rubidomyc$ or rubidomyc$ or rubomyc$ or daunomyc$).ti,ab,kw.
9. (adramyc$ or adriamyc$ or adriablastin$ or adriblastin$ or DOX-SL or DOX SL).ti,ab,kw.
	10. (IMI-28 or IMI 28 or IMI28 or NSC256942 or NSC-256942 or NSC 256942).ti,ab,kw.
11. (epirubic$ or farmorubic$).ti,ab,kw.
12. (4-epi-adriamy$ or epiadriamyc$ or 4-epiadriamy$ or 4-epi-DXR or DXR).ti,ab,kw.
13. (NSC 256439 or NSC-256439 or NSC256349 or IMI30 or IMI 30 or IMI-30 or idarubic$).ti,ab,kw.
14. (4-demethoxydaunorubi$ or demethoxydaunorubic$ or 4-desmethoxydaunorubi$ or desmeth oxydaunorubic$).ti,ab,kw.
15. or/1-14

	2. 
Children
	1. infan$.ti,ab,kw.
2. (newborn$ or new-born$).ti,ab,kw.
3. (perinat$ or neonat$).ti,ab,kw.
4. exp childhood/
5. (baby$ or babies).ti,ab,kw.
6. toddler$.ti,ab,kw.
7. minors$.ti,ab,kw.
8. (boy or boys or boyhood).ti,ab,kw.
9. girl$.ti,ab,kw.
10. (kid or kids).ti,ab,kw.
11. exp child/
12. child$.ti,ab,kw.
	13. school child/ or school$.ti,ab,kw.
14. (schoolchild$ or school child$).ti,ab,kw.
15. (adolescen$ or youth$ or young age or teen$).ti,ab,kw.
16. (juvenil$ or under$age$).ti,ab,kw.
17. pubescen$.ti,ab,kw.
18. exp pediatrics/ or p?ediatric$.ti,ab,kw.
19. (prematur$ or preterm$).ti,ab,kw.
20. exp young adult/ or young adult$.ti,ab,kw.
21. (young wom#n or young men or young male or young female).ti,ab,kw.
22. exp childhood cancer survivor/ 
23. or/1-22

	3. 
Asymptomatic systolic dysfunction
	1. exp heart injury/ 
2. exp cardiotoxicity/ or cardiotoxicit$.ti,ab,kw.
3. exp cardiomyopathy/ or cardiomyopath$.ti,ab,kw. 
4. ((myocard$ or heart or ventricular or cardiac or systolic) and (damage or injur$ or disease$ or dysfunct$ or function or toxicit$ or strain)).ti,ab,kw.
5. exp heart function/ or (ejection fraction or LVEF or contractil$).ti,ab,kw.
	6. exp echocardiography/ or echocardiograph$.ti,ab,kw.
7. (speckle track$ or 2DSTE or deform$).ti,ab,kw.
8. (fractional shortening or shortening fraction).ti,ab,kw.
9. or/1-8

	
	1 and 2 and 3 NOT ((exp animal/ or nonhuman/) NOT exp human/) NOT (‘editorial’ or ‘conference review’ or ‘conference paper’ or ‘conference abstract’)[Publication type]

	Cochrane CENTRAL

	1. Anthracycline therapy
	MeSH descriptor: [Anthracyclines] explode all trees OR MeSH descriptor: [Cardiotoxins] explode all trees OR MeSH descriptor: [Antineoplastic Agents] explode all trees and with qualifier(s): [adverse effects - AE] OR MeSH descriptor: [Neoplasms] explode all trees and with qualifier(s): [drug therapy - DT] OR (anthracyclin* OR antracyclin* OR doxorubic* OR dox OR daunorubic* OR NSC82151 OR 82151 OR demethoxydaunorubic* OR IMI30 OR NSC256439 OR 256439 OR idarubic* OR epidoxorubic* OR dxr OR NSC256942 OR 256942 OR IMI28 OR epirubic*  OR adriamyc* OR epiadriamyc* OR plicamyc* OR farmorubic* OR rubidomyc* OR rubomyc* OR daunomyc* OR adriablastin* OR adriblastin* OR cerubidin* OR daunoblastin* OR daunoxom* OR daunosom* OR doxil OR caelyx OR myocet OR cardiotoxin*):ti,ab,kw

	2. 
Children
	MeSH descriptor: [Child] explode all trees OR MeSH descriptor: [Infant] explode all trees OR MeSH descriptor: [Adolescent] explode all trees OR MeSH descriptor: [Pediatrics] explode all trees OR MeSH descriptor: [Minors] explode all trees OR MeSH descriptor: [Young Adult] explode all trees OR "Young Adult"[Mesh] OR (child* OR infant* OR baby OR babies OR newborn* OR new-born* OR neonat* OR perinat* OR toddler* OR adolescen* OR pubescen* OR teen* OR youth* OR young age OR minors* OR pediatric* OR paediatric* OR juvenil* OR boy OR boyhood OR girl* OR schoolchild* OR school child* OR kid OR kids OR young male OR young female OR young adult* OR young men OR young woman):ti,ab,kw

	3. 
Asymptomatic systolic dysfunction
	MeSH descriptor: [Ventricular Dysfunction] explode all trees OR MeSH descriptor: [Cardiotoxicity] explode all trees OR MeSH descriptor: [Cardiomyopathies] explode all trees OR MeSH descriptor: [Stroke Volume] explode all trees OR MeSH descriptor: [Echocardiography] explode all trees OR (cardiotoxicit* OR ejection fraction OR LVEF OR contractilit* OR cardiomyopath* OR deform* OR speckle track* OR 2DSTE OR echocardiograph* OR fractional shortening OR shortening fraction OR ((ventricular OR cardiac OR systolic OR heart OR myocard*) AND (damage OR injury OR disease* OR function OR dysfunct* OR strain OR toxicit*))):ti,ab,kw

	
	Limit: trials
1 AND 2 AND 3 NOT (MeSH descriptor: [Animals] explode all trees NOT MeSH descriptor: [Humans] explode all trees)




	Table S2. Risk of bias assessment criteria

	
	Internal validity
	External validity

	Study group
	Selection bias (representative: yes/no) 
• if the described study group consisted of more than 95% of the original cohort of asymptomatic 5-year survivors of childhood cancer treated with anthracyclines with(out) radiotherapy on the heart region 

• or if it was a random sample with respect to the cancer treatment
	Reporting bias (well‐defined: yes/no) 
• if the mean, the median or the range of the cumulative anthracycline, other potential cardiotoxic treatment (radiotherapy, mitoxantrone, ifosfamide, cyclophosphamide and vincristine) was mentioned and prior cancer treatment (++). 

• if only the mean, the median or the range of the cumulative anthracycline and irradiation dose was mentioned (+)

	Follow-up
	Attrition bias (adequate: yes/no) 
• if the outcome was assessed for more than 95% of the study group of interest (++) 

• or if the outcome was assessed for 65‐95% of the study group of interest (+)
	Reporting bias (well‐defined: yes/no) 
• if the length of follow‐up was mentioned

	Outcome
	Detection bias (blind: yes/no) 
• if the outcome assessors were blinded to the investigated determinant
	Reporting bias (well‐defined: yes/no) 
• if clearly defined cut-off values were used according to guidelines, controls or vendor-specific normative values

	Risk estimation
	Confounding (adjustment for other factors: yes/no) 
• if important prognostic factors (i.e. sex, age at diagnosis, co‐treatment) and either attained age or follow‐up from diagnosis were taken adequately into account
	Analyses (well‐defined: yes/no) 
• if a risk ratio, odds ratio, attributable risk, linear or logistic regression model, mean difference or Chi² was calculated










	Table S3. Reasons for exclusion of 152 studies (multiple reasons per study possible)

	Reason for exclusion (n)
	References

	Not original study (28)
	(1-28)

	Conference abstract (4)
	(29-32)

	Case report (3)
	(33-35)

	Wrong study design / selected population (6)
	(36-41)

	Adults / not specific on children (16)
	(42-57)

	Asymptomatic status not mentioned (5)
	(58-62)

	Not specific on anthracyclines (7)
	(61, 63-68)

	Follow-up too short / unclear (49)
	(49, 51, 54, 58, 59, 61, 65, 66, 69-109)

	Too small cohort (22)
	(75, 81-83, 86, 91, 93, 101, 108, 110-122)

	Wrong outcome / not defined (41)
	(39-41, 43, 44, 46, 57, 58, 60, 62, 66, 68, 69, 77, 81, 92, 94, 96, 98, 102-104, 108, 109, 117, 123-138)

	Unable to obtain full-text / translation (4)
	(139-141) / (142)

	Overlapping cohorts (14)
	(67, 70, 106, 107, 136, 143-151)

	Authors contacted: no response, refusal or invalid (25)
	(57, 60-62, 65, 66, 68, 70, 96-100, 102-105, 109, 134-136, 142, 144, 152)
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