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i _The prognosis of severe heart failure is_unacceptably poor and it is urgent
to establish new therapies for this critical condition. Some patients with heart failure do not

respond to established multidisciplinary treatment and are classified as “ non-responders” . The
outcome is especially poor for non-responders, and underlying mechanisms are largely unknown. We
examined endomyocardial biopsies and metabolomic analysis in patients with idiopathic dilated
cardiomyopathy (IDCM). Patients were classified as non-responders when the left-ventricular (LV)
ejection fraction and LV end-diastolic dimension did not show more than 10% improvement over the
long-term after cardiac biopsy. We here demonstrate that reduction of mitofusin-1 expression impairs
cardiomyocyte metabolism and may have a crucial role in the pathology of non-responsive IDCM.
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