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DETAILED METHODS 

The project was approved by the American Thoracic Society (ATS). Co-chairs were 

recruited by the ATS Chief of Guidelines and Documents based upon suggestions from editors of 

the American Journal of Respiratory and Critical Care Medicine and the leadership of the 

Assembly on Clinical Problems. Participants were selected by the co-chairs based upon their 

expertise in ILD clinical care, molecular mechanisms, histopathology, or radiology. A diversity 

of perspective was sought by considering seniority, geographical location, gender, and 

ethnicity/race. Two patient representatives were included. A methodology team was assigned to 

the project, which was led by the ATS Chief of Guidelines and Documents and consisted of three 

members of the ATS Guideline Methodology Training Program. Participation was contingent 

upon disclosure and vetting of industry relationships according to the policies and procedures of 

the ATS.  

The co-chairs drafted key clinical questions in a PICO (Population, Intervention, 

Comparator, and Outcome) format. The questions were discussed, modified, and approved by the 

full committee. While evidence syntheses were performed by the methodology team to inform 

each question, the co-chairs led the committee in defining ILAs using consensus by discussion 

over a series of video conferences. 

The evidence syntheses began with systematic searches of Medline via PubMed in 

October 2023. Results were initially screened based on titles and abstracts, then the full text of 

potentially relevant publications was reviewed. The bibliographies of selected studies, 

bibliographies of related systematic reviews, and articles suggested by the committee members 

were also reviewed. Notably, no studies comparing the intervention versus no intervention were 

identified for any question; therefore, the study selection criteria were broadened to allow 

selection of studies without a no intervention group. This change yielded studies to inform the 
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questions. Data from selected studies were extracted into data tables. The searches, study 

selection, and data extraction were not performed in duplicate, which was the primary difference 

between the evidence syntheses and a systematic review.  

When data were amenable to weighted pooling, a random effects model was used. For 

prevalence, generic inverse variance was used to calculate summary estimates. Relative risk 

(RR) was used to report the summary estimates for other outcomes in which patients with 

ILA/ILD were compared to patients without ILA/ILD. The accompanying 95% confidence 

interval (CI) was determined for both measures.  Statistical heterogeneity of the pooled results 

was measured using the I2 statistic, considering an I2 value ≥50% as significant heterogeneity. In 

cases of heterogeneity, a stepwise approach was followed: 1) the input data were confirmed, 2) 

studies were removed from the meta-analysis one at a time to identify which studies contributed 

to the heterogeneity (i.e., sensitivity analysis), and 3) any responsible studies were compared to 

the other studies and characteristics that might have contributed to the differing results were 

sought. If a reason for the differing results was not identified, the outlying studies were excluded. 

The quality of evidence (confidence in the estimates) was presumed to be low throughout all 

discussions. This was based upon the observation that all studies were uncontrolled relative to 

the intervention specified in the PICO questions (i.e., none of the studies had a no intervention 

group), most studies were small with wide confidence intervals, and heterogeneity was common.  

The methodology team provided the committee with a video presentation summarizing 

the evidence synthesis for each PICO question prior to a meeting of the full committee by video 

conference. Each meeting began with the opportunity to discuss the evidence synthesis, followed 

by the co-chairs sharing their opinion on each question, and then a full committee discussion 

about potential modifications to the suggestions. Following the video conference, the participants 
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voted to accept or not accept the suggestions. Seventy percent agreement was needed to approve 

a suggestion.  Failure to achieve 70% agreement resulted in no suggestion for or against the 

intervention.  

The initial draft of the manuscript was written by the co-chairs and methodologists, with 

the latter specifically drafting the evidence summaries. All members of the committee reviewed 

the manuscript; comments were addressed by the co-chairs and then incorporated into the revised 

manuscript. The manuscript was redistributed to the full panel for further review and approval, 

followed by external peer review.  

 

 

 

 

 

 

 

E5



Figure E1. Axial CT images of subpleural nonfibrotic ILA at baseline (A) and follow-up 4 years later (B). 

(A) 

 

 

(B) 
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Figure E2 A&B. Axial (A) and coronal (B) CT images demonstrating paraspinal fibrosis that is not considered to be 
ILA. 

(A) 

 

(B) 
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Figure E2 C&D. Axial (C) and coronal (D) CT images demonstrating fibrotic ILA with honeycombing but not meeting 
criteria for ILD. 

(C) 

 

 

(D) 
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INTERSTITIAL LUNG ABNORMALITIES ARE CLINICALLY MEANINGFUL (ILA/ILD present versus ILA/ILD absent) 

Figure E3. Interstitial lung abnormalities are associated with chronic cough 

 

Figure E4. Interstitial lung abnormalities are associated with dyspnea on exertion 
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Figure E5. Interstitial lung abnormalities are associated with mortality 

 

Table E1. Interstitial lung abnormalities are associated with impaired lung function 

 

  

E10



Table E2. Interstitial lung abnormalities and lung function decline 

 

Table E1. Interstitial lung abnormalities are associated with mortality 
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QUESTION 1: SHOULD ADULT SMOKERS UNDERGO CHEST CT SCAN SCREENING TO IDENTIFY ILA/ILD? 

Figure E6. Flow of information diagram 

Table E4. Selected studies 

 

  

E12



Figure E7. Prevalence of ILA/ILD among smokers (with outliers) 

 

Figure E8. Prevalence of ILA/ILD among smokers (outliers removed) 
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QUESTION 2: SHOULD ADULTS WITH CONNECTIVE TISSUE DISEASE UNDERGO CHEST CT SCAN SCREENING TO 

IDENTIFY ILA/ILD?  

Figure E9. Flow of information diagram 

 

Table E5. Selected studies 
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Figure E10. Prevalence of ILA/ILD among patients with connective tissue disease (with outliers) 
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Figure E11. Prevalence of ILA/ILD among patients with connective tissue disease (outliers removed) 

 

Figure E12. Prevalence of ILA/ILD among patients with Rheumatoid Arthritis 
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Figure E13. Prevalence of ILA/ILD among patients with Systemic Sclerosis 

 

Figure E14. Prevalence of ILA/ILD among patients with Sjogren’s Syndrome 

 

Figure E15. Prevalence of ILA/ILD among patients with Inflammatory Myositis 
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QUESTION 3: SHOULD ADULTS WITH A FIRST-DEGREE RELATIVE WITH PULMONARY FIBROSIS UNDERGO CHEST CT 

SCAN SCREENING TO IDENTIFY ILA/ILD?  

Figure E16. Flow of information diagram 

 

Table E6. Selected studies 
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Figure E17. Prevalence of ILA/ILD among first-degree relatives of patients with familial pulmonary fibrosis 

  

 

Figure E18. Prevalence of ILA/ILD among first-degree relatives of patients with IPF and no other known family 

members with ILD 
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QUESTION 4: SHOULD ADULTS WITH A FIRST-DEGREE RELATIVE WITH PULMONARY FIBROSIS UNDERGO MUC5B 

TESTING TO IDENTIFY ILA/ILD?  

Figure E19. Flow of information diagram 

 

Table E7. Selected studies 
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Figure E20. Prevalence of ILA/ILD among adults with a first-degree relative with pulmonary fibrosis who have the 

MUC5B promoter variant (rs35705950) 

 

*Rose 2023 was removed because the cohort overlaps with Hunninghake 2020. 

 

Figure E21. Sensitivity and specificity of the MUC5B promoter variant (rs35705950) in predicting ILA/ILD in adults 

with a first-degree relative with pulmonary fibrosis 
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QUESTION 5: SHOULD ADULTS WITH A FIRST-DEGREE RELATIVE WITH PULMONARY FIBROSIS UNDERGO 

TELOMERE LENGTH MEASUREMENT TO IDENTIFY ILA/ILD?  

Figure E22. Flow of information diagram 

 

Table E8. Selected studies 
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QUESTION 6: SHOULD PATIENTS WITH ILA UNDERGO BASELINE SYMPTOM ASSESSMENT? 

Figure E23. Flow of information diagram 

 

Table E9. Selected studies 

 

Table E10. Baseline symptom assessment in ILA effect-direction table 
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QUESTION 7: SHOULD PATIENTS WITH ILA UNDERGO BASELINE PULMONARY FUNCTION TESTING? 

Figure E24. Flow of information diagram 

 

Table E11. Baseline pulmonary function testing in ILA effect-direction table 
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QUESTION 8: SHOULD PATIENTS WITH ILA UNDERGO BASELINE LUNG SAMPLING FOR HISTOPATHOLOGICAL 

ANALYSIS? 

Figure E25. Flow of information diagram 

 

Table E12. Selected studies 

 

Table E13. Baseline lung sampling in ILA effect-direction table 
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QUESTION 9: SHOULD PATIENTS WITH ILA UNDERGO BASELINE MUC5B TESTING? 

Figure E26. Flow of information diagram 

 

Table E14. Selected studies 
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Table E15. Baseline MUC5B testing in ILA effect-direction table 
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QUESTION 10: SHOULD PATIENTS WITH ILA UNDERGO BASELINE TELOMERE LENGTH MEASUREMENT? 

Figure E27. Flow of information diagram 

Table E16. Selected studies 

Table E17. Baseline telomere length measurement in ILA effect-direction table 
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QUESTION 11: SHOULD PATIENTS WITH ILA UNDERGO LONGITUDINAL FOLLOW-UP WITH SERIAL CHEST CT 

SCANS? 

Figure E28. Flow of information diagram 

 

Table E18. Prevalence of imaging progression of ILA 
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Figure E29. Meta-analysis of prevalence of imaging progression of ILA 

All studies 

 

Outliers removed 
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Table E19. Imaging progression (identified by serial chest CT scans) association with mortality effect-direction table 
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