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Abstract
Amiodarone is one of the most known antiarrhythmic agents. However, it can be responsible of several side effects including thy-

roid, hepatic, cardiac, ocular and pulmonary toxicity. Amiodarone induced pulmonary toxicity is one of the most serious side effects
of using amiodarone, it occurs in approximately 5 to 7% of patients receiving long time therapy based on amiodarone. It can lead to

pulmonary fibrosis and even death if the treatment is delayed especially with old patients suffering from other comorbidities so that
clinicians must be vigilant for amiodarone-induced lung toxicity. Treatment of choice is to stop using amiodarone and administrating

systemic glucocorticoid therapy during two- to six-month period. We describe a case of an old woman who developed acute pulmonary distress after a month of using amiodarone as a treatment of her atrial fibrillation and who developed a significant response to
systemic corticosteroid.
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Introduction
Amiodarone is a class III antiarrhythmic medication that is used for both supraventricular and ventricular dysrhythmias. Many side

effects have been notified by using this drug especially with old patients and after a prolonged use [1]. Amiodarone toxicity occurred in 66
of 91 patients (72.5%) treated for more than 1 week [2]. Pulmonary toxicity is not the most documented but it is one of the most serious

complications. Although presentation is frequently subacute or chronic, a number of acute respiratory failures are noticed with some pa-

tients. It can lead to the development of acute respiratory distress syndrome (ARDS), pulmonary fibrosis and even death if the treatment
is delayed. Diagnosis may be difficult especially with patients suffering from cardiac problems.

Case Report

A 85-year-old woman, presented to the emergency department complaining of shortness of breath and dyspnea at rest. Her past

medical history included hypothyroidism equilibrated with treatment, bronchiectasis since 1985 and paroxysmal atrial fibrillation diag-

nosed a month ago and treated with amiodarone 200mg daily. The patient affirms that symptoms have appeared three weeks after using

amiodarone and that she developed a limited physical activity. She was admitted to take charge of this acute respiratory failure. Physical
examination showed a blood pressure 100/50 mmHg, regular pulse rate at 100 beats/min, respiratory rate 26 breaths/min and pulse

saturation in oxygen at 80% on room air. Auscultation showed crackles in both lung fields heard in inspiration with no physical signs
of heart failure and an electrocardiogram with sinus tachycardia. The rest of physical examination was unremarkable. The chest X-ray
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revealed bilateral and diffuse interstitial and alveolar opacities (Figure 1). She had a mild leukocytosis with 79% neutrophils, a normal

rate of D-dimers and brain natriuretic peptide (BNP), blood and urine cultures were sterile. Pulmonary function tests showed restriction
and pulmonary computed tomography showed aerated condensation with diffuse interstitial infiltration with bilateral pleural effusion
(Figure 2). The differential diagnoses included pulmonary embolism, acute heart failure and pneumonia. Control of ventricular rate and

diuresis didn’t make any improvement, BNP and D-dimers were normal and cultures were sterile. So that, the most likely etiology was
amiodarone-induced lung toxicity.

Figure 1: Chest X-ray showing bilateral and diffuse interstitial and alveolar opacities.

Figure 2: Pulmonary computed tomography showing interstitial diffuse infiltration.

The treatment consisted on stopping using amiodarone, oxygen with 3 to 4 l/min with nasal cannula, and systemic corticosteroid

(prednisone 1 mg/kg daily). The patient showed a good response after 48 hours of treatment, and was discharged home two weeks after
with prednisone use over three months. Pulmonary computed tomography performed one month after, showed significant improvement
of images with disappearance of pleural effusion and very important reduction of alveolo-interstitial opacities (Figure 3).
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Figure 2: Pulmonary computed tomography after one month of corticosteroids with significant improvement of
images: disappearance of pleural effusion and very important reduction of alveolo-interstitial opacities.

Discussion
Amiodarone-induced pulmonary toxicity is often described as a result of a longtime use of high doses of amiodarone (> 400 mg daily)

that can lead to the development of a subacute or chronic fibrosis. However, some publications have reported cases of acute respiratory
failure after few weeks of treatment and with lower doses of amiodarone [3-5]. Pulmonary toxicity is related to other risk factors, it has
been noticed with aged patients, suffering from pre-existing lung disease, cardiac comorbidities or after cardiac surgery [4-7] with the

use of intravenous amiodarone to prevent perioperative dysrhythmia [8]. Many clinical presentations were described: it can be presented

in a chronic form with attenuated symptoms and a slow evolution which can lead to the development of pulmonary fibrosis with chronic
respiratory failure.

The clinical presentation is variable from ARDS, diffuse alveolar hemorrhage, solitary pulmonary mass to pneumonia [9,10]. For old

cases reported ARDS occurs almost exclusively after thoracic surgery but in our case ARDS appeared outside a postoperative context.

Other subacute cases were published with appearance of ARDS. Our case presents a rare case of acute lung toxicity after a short time

of treatment with low dose of amiodarone. Diagnosis was made based on clinical risk factors pulmonary toxicity and clinical presentation
after few time post administration of amiodarone. Risk factors of our patient were age, pre-existing lung disease.

The mechanism of action of amiodarone toxicity remains unknown. Amiodarone is known to inhibit phospholipase and lead to direct

cell injury [11]. To histology we can see vacuoles at the level Type II alveolar epithelial cells, bronchiolar epithelium and interstitial fibroblasts. Similar vacuoles can be seen in the lymph nodes, circulating blood, liver, thyroid, GI tract and skin [12]. Another theory explain that

cell damage may be in part due to toxic oxygen free radicals [1]. The immunological system is also implicated, indeed, in patients exhibiting amiodarone toxicity we find raised counts of polymorphonuclear leukocytes, t-suppressor and cytotoxic lymphocytes [8].

Clinical symptoms, signs, laboratory and radiographic findings of amiodarone toxicity are nonspecific and there is no clinical, physi-

ological, biological or radiological gold standard to diagnose AIPT. The clinical presentations include chronic non-specific interstitial

pneumonitis, chronic eosinophilic pneumonia, organizing pneumonia, idiopathic pulmonary fibrosis, desquamate interstitial pneumonia,

solitary pulmonary mass, diffuse alveolar hemorrhage and ARDS. Pleural effusion which is usually unilateral and at the right side, or bilateral, can be seen during amiodarone treatment [13].

The diagnosis of amiodarone-induced lung toxicity can be difficult and can be taken as acute congestive heart failure, pulmonary

embolism or pneumonia. Physical examination, cultures and biological exams can eliminate these diagnoses. The computer tomography
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shows an infiltrative lung disease with combined alveolar and diffuse interstitial opacities [13]. Risk factors in our case include preexisting lung disease and old age [14].

When there is a strong suspicion for amiodarone-induced lung toxicity, the treatment must be started immediately. It consists on in-

terrupting the use of amiodarone and introducing systemic corticosteroids for 3 to 6 months to attain complete recovery. It can be maintained over 12 months in some severe presentations. Corticosteroid therapy allows rapid improvement of pulmonary gas exchange and

reversibility of radiological abnormalities. Relapse after discontinuation of corticosteroid treatment has been reported mainly in obese
subjects [15]. In our case the patient was put on steroids with a good clinical and radiological course after 1 month.

Conclusion

Amiodarone is a lung toxic drug that can be responsible of a chronic lung disease especially with old patients with a long time use of

high cumulative doses of amiodarone. Our presentation described a rare case of acute lung toxicity with low doses of amiodarone and
after only a month of starting the treatment. So that every clinician must be vigilant in front of such acute presentation that can be severe
eventually if the patient is suffering from other cardiac or lung disease.
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