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Interstitial pneumonia (IP) is a heterogeneous diffuse lung 
disorder that is characterized by microscopic patterns of 
inflammation and fibrosis of the lung tissue. The common 
causes of IP include collagen vascular diseases, drugs, 
environmental and occupational exposure, inhaled antigens, 
infection, and radiation (1). However, the causes of IP 
in most patients are unknown and this is referred to as 
idiopathic IPs (IIPs) (1). Diagnosis of IP is challenging and 
several etiologies can overlap in many cases.

He et al. reported bilateral IP with multiple possible 
etiology (J Xiangya Med 2020). The patient has had ulcerative 
colitis since 2013 and has been using sulfasalazine since 2014. 
During this time, cough and dyspnea appeared concurrently. 
He was diagnosed with IIP (undifferentiated type) in 2016, 
however, his cough and dyspnea have gradually gotten worse 
and visited many hospitals without any improvement. The 
patient was presented to the Xiangya Hospital of Central 
South University for further treatment. Expert discussions 
diagnosed him with chronic IP and infection. Possible 
causes of IP are chronic hypersensitivity pneumonia due to 
unspecified inhaled antigen, drug-induced lung injury due to 
sulfasalazine, and pulmonary complications due to ulcerative 
colitis. Discontinuation of sulfasalazine, steroid treatment, 
and long-term follow-up were recommended. Most patients 
with IP can be given a single diagnosis, but multiple etiologic 
or coexisting radiologic or pathologic patterns may be found 
in the same patient.

Chronic hypersensitivity pneumonitis (HP) is a complex 
disorder caused by exposure to a variety of organic particles 
such as thermophilic actinomycete species, fungi, and 

bird proteins (2). It occurs in a variety of occupational and 
environmental changes. Chest high-resolution computed 
tomography (HRCT) findings in acute or subacute HP 
include centrilobular diffuse micronodules, ground-glass 
opacities and mosaic attenuation. HRCT findings in 
chronic HP include reticulation and traction bronchiectasis 
superimposed on findings of acute/subacute HP (3). The 
clinicians need to collect a detailed patient history of 
occupational and environmental exposure and assess the 
relationship between the possible causative antigen and 
the initial onset of symptoms as well as episodic clinical 
manifestations. For the diagnosis of chronic hypersensitivity 
pneumonia, a specific inhalation challenge test may be useful. 
However, the methods and the criteria are not standardized 
and it requires experienced techniques and laboratories.

Sulfasalazine is a commonly used medication for 
the long-term treatment of ulcerative colitis and it can 
cause lung toxicity. In the review of 50 patients with 
sulfasalazine-induced lung injury, 72% of the patients had 
ulcerative colitis and the average duration of exposure 
to sulphasalazine was 17.8 months (4). Radiological and 
histological findings varied in the literature. Interestingly, 
there were several reported cases that acute or chronic 
HP occur after sulphasalazine treatment (5,6). Thus, 
sulphasalazine-induced lung injury can represent HP-like 
patterns. It is also reported that drug withdrawal can resolve 
symptoms rapidly in most cases (4).

The pulmonary manifestation of ulcerative colitis 
includes small and large airway inflammation, IP, 
serositis, and pulmonary embolism (7). The prevalence 
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of IP in ulcerative colitis remains unknown and the most 
common radiological feature is organizing pneumonia. 
One case series of inflammatory bowel disease including 
ulcerative colitis show that the most common pulmonary 
manifestations are drug-induced lung disease (8). The 
progression of lung complications is not paralleled with the 
progression of intestinal lesions (9,10).

How do we do management and treatment of the case that 
has multiple possible causes? When coexisting causes occur, 
we need to determine the clinical significance of individual 
etiologies (1). Additionally, we would like to check the 
medical records including laboratory and radiological data 
from the other hospitals that the patient previously visited. A 
long-term clinical history and medical records may provide 
clues for a better understanding of triggering factors and 
aggravating conditions of IP. As some experts have suggested, 
the withdrawal of a suspected drug should be considered for 
the diagnosis and treatment. Improved clinical parameters 
using antigen avoidance tests (e.g., hospitalization) may 
support the diagnosis of hypersensitivity pneumonia (11). 
Administration of glucocorticoids is also an option for 
treatment. However, we need to decide the dosage, duration, 
and tapering schedule, as well as carefully monitor the side 
effects and underlying disease condition. If IP develops a 
progressive and fibrosing phenotype, an antifibrotic drug, 
called nintedanib may be effective. Lung transplantation 
might be considered if the patient has a risk of death due to 
lung fibrosis and respiratory failure. 

Diagnosis and management of IP with multiple possible 
etiology are challenging. In the present case, He et al. made 
a diagnosis appropriately based on the radiological and 
pathological findings as well as a multidisciplinary team 
approach. Although surgical lung biopsy was helpful for 
diagnosis, it can induce post-operative acute exacerbation. 
Predicting the risk for acute exacerbation of IP is difficult 
and controversial in this case. However, before undergoing 
surgical lung biopsy, we recommend evaluating more 
about the clinical findings and disease course, including the 
withdrawal of suspected drugs and avoidance of possible 
antigens. Multidisciplinary team approach can provide 
better diagnostic and therapeutic decisions. In addition, it 
may improve management and care for the IP patient. 
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