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Background: Advanced cardiomyopathy after anthracycline therapy is poorly responsive to therapy, 
with a high rate of mortality or cardiac transplantation. 

Purpose:  To determine the feasibility of a trial of the angiotensin-converting enzyme inhibitor (ACEi), 
perindopril, in pediatric cancer survivors who develop signs of early left ventricular remodelling after 
anthracyclines. 

Methods:  A prospective open-label feasibility study in survivors aged <20 years who completed 
anthracycline therapy ≥36 months prior to recruitment. Eligibility required LV posterior wall (LVPW) 
thinning (z-score≤ -2.0) on 2 separate echocardiograms 3-15 months apart, with preserved left 
ventricular ejection fraction (LVEF>50%). Therapy consisted of perindopril (2-8 mg daily depending on 
weight) for 18 months with interval echocardiographic assessment. 

Results: 318 asymptomatic survivors (50% female), median age 14.1 years (range 4.4-19.0), were 
screened with echocardiography at a median of 103 months (range 36-194) following completion of 
anthracycline therapy (median doxorubicin-equivalent dose 190mg/m2, range 18-500mg/m2). 24 (7.5 %) 
had a LVEF >50% and a LVPW z-score ≤-2.0 on initial assessment. On repeat assessment, only 6/24 had a 
z-score that remained ≤-2.0. 

All 6 eligible patients declined or remained ambivalent towards enrolment. In all cases, the patient 
and/or parents reported significant anxiety regarding the possibility of having cardiac dysfunction.  This 
anxiety was exacerbated by the perceived uncertainty surrounding the significance of the 
echocardiographic measures and the risk for LV remodelling progressing to clinical disease. The study 
was closed by the data safety monitoring board after 24 months because of no recruitment.  

Conclusion: Early intervention for pre-symptomatic anthracycline cardiac toxicity presents significant 
challenges. A low incidence rate, limitations of echocardiographic parameters of remodelling, patient 
and family anxiety, and the inability to predict whether ventricular remodelling will progress to clinical 
disease were significant barriers to the completion of a feasibility study of ACEi therapy.  

 

 

 



Proposed Study Procedure: 

 

 

 

 


