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Rapidly Fatal Pulmonary Fibrosis in a Patient with Psoriatic

Arthritis Treated with Adalimumab 

To the Editor:

Anti-tumor necrosis factor-a (TNF-a) drugs are used with increasing fre-

quency for disorders involving the skin, joints, and gastrointestinal tract. A

wide range of adverse effects have been identified among over one million

patients treated with this class of drugs1. These include bacterial infections,

mycobacterial infections, fungal infections, cutaneous malignancies, exac-

erbations of congestive heart failure, and autoimmune diseases1,2,3. In

addition, anecdotal reports have linked interstitial lung disease (ILD) and

pulmonary fibrosis to etanercept4, infliximab5, or adalimumab6,7. Recently,

one study reported no clear pattern of causal relationship of treatment with

infliximab and hospitalization for ILD in patients with rheumatoid arthritis

(RA)8. Another investigation determined that the mortality of RA patients

with ILD does not appear to increase with the use of anti-TNF therapy

compared to treatment with traditional disease-modifying antirheumatic

drugs9. We describe a case of pulmonary fibrosis occurring in a patient

with psoriatic arthritis treated with adalimumab.

A 31-year-old man in good health and with no medical problems devel-

oped psoriatic arthritis and presented to his rheumatologist. When non -

steroidal antiinflammatory drugs proved inadequate, he was treated with

low-dose prednisone, and adalimumab 40 mg every other week was initi-

ated as the disease-modifying therapy. Before starting therapy with adali-

mumab a PPD test and screening chest radiograph were both negative.

Shortness of breath along with subjective fevers and chills accompanied

the third dose and adalimumab was withheld. Suspected pneumonia

appeared to resolve with moxifloxacin. Extensive skin disease and dis-

abling pain with swelling of the hands, ankles, and feet recurred during the

2 months without adalimumab. A weekly regimen of adalimumab was

resumed. Following 2 doses of adalimumab, he developed headaches,

shortness of breath, cough, fevers, and blurred vision leading to hospital-

ization. A computerized axial tomography scan of the thorax without con-

trast showed multifocal bilateral patchy areas of consolidation and

ground-glass opacity with underlying interstitial prominence, predomi-

nantly in the lower lobes and right middle lobe (Figure 1). A wedge resec-

tion was performed and the tissue specimen was extensively evaluated for

pathogens including bacterial, fungal, and viral etiologies. Microscopic

examination of the sample was positive for diffuse interstitial fibrosis

(Figure 2). Rapidly progressive pulmonary fibrosis and death ensued with-

in 1 month while the patient was awaiting lung transplant.

Our case raises concern that adalimumab may have triggered and/or

accelerated incipient pulmonary fibrosis. These observations emphasize

the conundrum associated with interpreting the role of TNF-a in fibrotic

diseases. While some studies have described TNF-a exhibiting profibrotic

properties, the majority of in vitro studies show antifibrotic effects of

TNF-a10. Therefore, inhibiting antifibrotic conditions in the lungs with a

potent antagonist of TNF-a such as adalimumab could potentially lead to

interstitial pulmonary fibrosis in susceptible patients.

Despite the considerable efficacy of TNF-a antagonists in treating a

host of disorders, new information regarding the potential side effects asso-

ciated with this class of drugs continues to emerge. In our case, it remains

unclear if an infection, possibly viral, may have triggered a cascade of

events leading to pulmonary fibrosis or whether inhibiting TNF-a directly

caused the pulmonary fibrosis to develop. This case emphasizes that con-

tinuing pharmacovigilance is essential to elucidating the rare risks of a new

therapy. Moreover, unpredictable outcomes underscore the need to identi-

fy risk factors for pulmonary injury and fibrosis among patients receiving

this important class of drugs.
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Figure 1. Peripheral and basilar predominant interstitial opacity and pneumomediastinum.
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Figure 2. Lung with organizing diffuse alveolar damage with fibroblastic foci (H&E and trichrome stain).
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