Prolonged shedding of respiratory syncytial virus in a child with heart transplant and resolution after conversion from everolimus to MMF: A Case Report
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Background: Respiratory syncytial virus (RSV) is known to be one of the important causes of morbidity and mortality in transplant recipients. However, the clinical features of RSV infection in children with heart transplant using newer generation immunosuppressive drugs are less well characterized. We report a pediatric case with heart transplant who suffered from prolonged pulmonary infection of RSV and recovered after conversion from everolimus to mycophenolate mofetil (MMF). 
Patients: A 6-year-old female underwent orthotropic heart transplantation at the age of 3 for dilated cardiomyopathy. She had been on immunosuppressive treatment with tacrolimus and everolimus. She was admitted to our hospital because of recurrent fever and chronic productive cough for 3 weeks. 
Auscultation revealed diffuse inspiratory crackles over both lungs. Laboratory testing revealed increases in a lactate dehydrogenase level of 419U/L, and a C-reactive protein of 17.7mg/L. Chest X-ray and pulmonary CT scan showed bilateral pulmonary infiltrates, mostly in the inferior lobes. Culture results and tests for influenza virus, cytomegalovirus, Epstein-Barr virus, Pneumocystis jiroveci, and Mycobacterium tuberculosis complex were all negative. A rapid RSV antigen panel was found to be positive, and persistent RSV infection was confirmed by viral culture test. Her symptoms and positive rapid RSV antigen panel continued for 2 months until everolimus was stopped with a switch to MMF. This resulted in gradual improvement of her respiratory status, and RSV rapid antigen panel became negative within 1 month. A repeat CT scan performed 5 months after discharge showed resolution of the previous radiographic features.
Summary: Prolonged RSV shedding in a child with heart transplant was successfully treated with conversion of immunosuppressive drugs. In addition to inhibiting T cell proliferation, everolimus has recently been implicated in association with the production of typeⅠinterferons by plasmacytoid dendritic cells that are crucial for anti-viral immunity. Therefore, we may require more attention to prolonged viral infection when we use everolimus

