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Interstitial Lung Abnormalities (ILA) 
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Interstitial Lung Abnormalities (ILA) 

• Mild, often incidental, abnormalities on chest CT suggestive of ILD

• Non-focal, ≥ 5% of a lung zone, and include GGOs, reticulations, and 

traction bronchiectasis

Hatabu H, et al. Lancet Respir Med. 2020; 8 (7): 726-737

Podolanczuk AJ*, Hunninghake GM*, et. Am J Respir Crit Care Med. 2025; 211 (7): 1132-1155



Present in 2-10% of population studies, higher in cohorts of smokers

Hatabu H, et al. Lancet Respir Med. 2020; 8 (7): 726-737

High Prevalence of ILA



Highest Risk in Relatives of Pts w/ PF

Hunninghake GM, et al. Am J Respir Crit Care Med. 2020; 201: 1240-8Salisbury ML, et al. Am J Respir Crit Care Med. 2020; 201: 1230-9

Boston PF Cohort: ILA 33%, mean age 59 Nashville FPF Cohort: ILA 23%, mean age 53 



Even mild, asymptomatic ILAs are 

associated with poor outcomes, such as 

progression and mortality

ILAs Associated with Poor Clinical Outcomes

Putman RK, et al. JAMA. 2016; 315: 672–81

Rose JA, et al. Am J Respir Crit Care Med. 2023; 207 (2): 211-214

Progression

Increased Mortality



• Risk factors: age, smoking, MUC5B, and short telomeres

• Proteomic Markers:

ILA and IPF Share Common Risk Factors 
and Molecular Markers

Putman RK, et al. Eur Respir J. 2022; 60 (2): 2101814 

Hunninghake GM, et al. N Engl J Med. 2013; 368 (23): 2192-200

Rose JA*, Steele MP*, et al. Eur. Respir J. 2025; 65 (6): 2401349 
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Early Detection in Pulmonary Fibrosis



Putman RK, et al. Am J Respir Crit Care Med. 2019; 200 (2): 175-183 

• In AGES-Reykjavik, imaging 

features/patterns associated with 

5-year radiologic progression

• ILA with fibrosis had 8-fold more 

progression than ILA without 

fibrosis

• Fibrosis associated with 

increased mortality

Radiologic Risk-Stratification of ILA



1)  Definite fibrosis on CT (mainly traction bronchiectasis)

2)  FVC <80%

3)  DLCO <70%

• Suspected ILD: ILA + one of the following:

Risk Stratification of ILA using CT and PFTs

Rose JA, et al. Am J Respir Crit Care Med. 2023; 207 (1): 60-68



ILD Criteria May Be Effective at Excluding Low 
Risk ILA (with caveats)

Outcome
No ILA

(N=2313)

ILA without suspected 

ILD (N=204)
Adjusted Analysis

Effect Estimate P value

Mean Difference (95% CI)

SGRQ—points, mean (SD) 19.4 (20.1) 18.5 (16.3) 2.2 (-0.2, 4.6) 0.1

6MWT—m, mean (SD) 421 (128) 415 (121) -5.3 (-21.0, 10.5) 0.5

Exacerbation Frequency—

no. per year, mean (SD)
0.26 (0.74) 0.16 (0.46) -0.03 (-0.1, 0.07) 0.6

Odds Ratio (95% CI)

Supplemental Oxygen—no. 

(%)
214 (9.3%) 11 (5.4%) 0.9 (0.4, 1.8) 0.7

Severe Exacerbation—no. 

(%)
177 (7.7%) 6 (3.0%) 0.5 (0.2, 1.2) 0.1

Hazard Ratio (95% CI)

Mortality—no. (%) 161 (7.0%) 13 (6.4%) 0.9 (0.5, 1.5) 0.6

*Covariates included age, race, sex, BMI, pack-years smoking, current smoking status, and GOLD stage

Rose JA, et al. Am J Respir Crit Care Med. 2023; 207 (1): 60-68



Blood Biomarkers to 

Risk-Stratify ILA

Manuscript in preparation

FDR p-value <0.05

Quartile 1

Quartile 2

Quartile 3

Quartile 4

Proteomic Score

Model                            AUC

Demographics                  0.70

  Significant Proteins          0.81

  Proteins + Demographics 0.85

Quartile 4 vs Quartiles 1-3: HR 3.9, p<0.0001

Protein-ILA Associations

Protein Detection of Fibrosis

Protein Prediction of Mortality

With vs w/o proteins: p <0.001
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ILA Recommendations for Clinical Practice
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ILD Definition
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ILA Management
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ILA Management 
Screening

• Lung cancer screening CTs should be 
evaluated for ILA

• High-risk connective tissue disease 
(SSc, RA, MCTD, Sjogren’s 
inflammatory myopathies)

• Adults >50 yo with a 1st degree relative 
with familial PF (ie someone with 2 
relatives)



Podolanczuk AJ*, Hunninghake GM*, et. Am J Respir Crit Care Med. 2025; 211 (7): 1132-1155

ILA Management 
Evaluation

• Symptoms: dyspnea and cough

• Exposure history

• Family history

• CTD assessment: 
• Symptoms (e.g. arthritis, skin changes, 

dry eyes/dry mouth, weakness) 

• Exam

• Serologies when clinically indicated

• Full PFTs

• HRCT (if not already obtained)



ILA Management 
Follow-up

Podolanczuk AJ*, Hunninghake GM*, et. Am J Respir Crit Care Med. 2025; 211 (7): 1132-1155

Based on risk assessment:



Treatment Trial in Early ILD

DROP-FPF

• Phase 3b double-blind, randomized, placebo-controlled exploratory trial

• Efficacy and safety of Nerandomilast over 2 years

• Participants >40 yo w/ ILA and 1st degree relative w/ PF; normal lung function

• Key Study Endpoints: change in quantitative CT and pulmonary function (FVC 
and DLCO)



• ILA are mild, often incidental, abnormalities on chest CT suggestive 
of ILD

• They are highly prevalent and highest in 1st degree relatives of 
patients with PF 

• ILA may be the key to early detection of progressive fibrosis

• High risk populations like CTD and 1st degree relatives should be 
screened for ILA

• When detected, should have a thorough evaluation and be followed 
systematically to identify progression as soon as able

Conclusions
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Comments?
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