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Acute amiodarone interstitial toxicity presenting as 
unilateral pneumonitis
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DESCRIPTION
A man in his 80s with a background of low- grade 
B cell lymphoma, localised colorectal cancer in 
remission and hypertension was admitted for an 
Enterococcus urinary tract infection following 
instrumentation. He had no known drug allergies 
or previous exposure to antiarrhythmics. Exam-
ination demonstrated a new apical pansystolic 
murmur, which a transesophageal echocardio-
gram confirmed mitral valve vegetation suggestive 
of infective endocarditis. A peripherally inserted 
central catheter was inserted and he underwent a 
bioprosthetic mitral valve replacement on Day 0 
with a short episode of postoperative atrial fibrilla-
tion (AF) requiring 4.4 g of amiodarone orally over 
4 days (Days 6–10) before cessation.

On transfer to our rural hospital, he denied any 
respiratory symptoms and had a clear chest X- ray 
(CXR) (figure 1A). On Day 32, while continuing 
his parenteral antibody therapy, he developed 
AF, dyspnoea and hypoxia, which was presumed 
secondary to acute pulmonary oedema. He was 
given diuretics alongside AF treatment including 
amiodarone.

While his tachycardia resolved, his dyspnoea and 
hypoxia continued, with subsequent development 
of a dry cough. CXR on Day 34 (figure 1B) demon-
strated increasing right- sided opacification with a 
concurrent rise in inflammatory markers. Due to 
concern for aspiration pneumonia, he was escalated 
to empirical piperacillin/tazobactam. The patient 
deteriorated with worsening hypoxia, delirium and 
CXR findings, hence he was escalated to mero-
penem, high dose trimethoprim/sulfamethoxazole 
and prednisolone to cover for multiresistant organ-
isms, Pneumocystis pneumonia and inflammatory/
drug- related pneumonitis.

Numerous investigations including blood 
cultures, serial- induced sputum, respiratory virus 
including SARS- CoV- 2, legionella and pneumo-
coccus urinary antigen, serum galactomannan 
and vasculitis screen were unremarkable for an 
aetiology. Repeat echocardiogram on Day 36 
did not demonstrate features of decompensated 
heart failure, with competent mitral valve with no 
features of regurgitation. CT chest/abdomen/pelvis 
on Day 37 (figure 2) demonstrated patchy ground- 
glass airspace disease with subpleural consolidation 
predominantly of the right lung and no other overt 
concerning features including malignancy.

He continued to deteriorate both clinically and 
biochemically. Bronchoscopy was considered, 
however, was deemed too high risk. Consideration 
of amiodarone- induced interstitial pneumonitis was 

considered and therefore amiodarone was ceased 
on Day 50, with the patient receiving 7.2 g of 
amiodarone over 18 days. Serial CXR on Days 46 
and 51 (figure 1C,D) demonstrates rapid progres-
sive opacification of the right lung with relative 
sparing of the left with resultant complete white out 

Figure 1 Chest X- ray series. (A) Day 23 with normal 
appearance on admission to our hospital. (B) Day 34 
following commencement of amiodarone. (C) Day 46, 
after 16 days of exposure to amiodarone. (D) Day 51 with 
complete whiteout of the right lung.

Figure 2 A—CT chest scan on Day 37—unilateral 
ground- glass opacities with subpleural predominantly of 
the right lung.
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of the right lung. Due to the rapid progression, clinical deterio-
ration and the patient’s family’s wishes, he was transitioned to 
end of life care and passed away on Day 53.

A postmortem needle biopsy of the right lung was performed 
on Day 55. The histopathology noted a spectrum of changes 
including active alveolar damage with hyaline membrane forma-
tion, mild chronic interstitial inflammation, patchy alveolar 
fibrosis thickening and prominent interstitial fibrosis. Numerous 
foamy macrophages were seen within the alveoli with the pres-
ence of type II pneumocytes hyperplasia. This was consistent 
with amiodarone- induced interstitial pneumonia. No organism 
was cultured or identified on either biopsy or pleural fluid 
aspirate.

Amiodarone- induced interstitial pneumonitis is a recognised 
adverse drug reaction typically associated with prolonged 
amiodarone exposure.1 It typically presents with insidious 
onset non- productive dyspnoea and cough after 6–12 months 

of therapy and bilateral chest infiltrates.1 However, this presen-
tation can vary, and acute amiodarone interstitial pneumonitis 
has been recognised especially in the context of cardiothoracic 
surgery. It is rarer and more aggressive with typical presenta-
tion as acute respiratory distress syndrome and has associated 
high mortality.2 Understanding of the incidence, underlying risk 
factors and pathogenesis is poorly understood. Current manage-
ment suggests cessation of amiodarone and supportive care.2
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Learning points

 ► Amiodarone- induced interstitial pneumonitis can be acute 
and is not necessarily dose- dependent on amiodarone 
exposure.

 ► The presentation can be varied including unilateral pulmonary 
interstitial changes and should be considered a differential 
for any patients with respiratory symptoms on amiodarone.
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