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One of several kinds of ILD

• Drug-induced pneumonitis

- one of exposure-related ILD

- usually acute to subacute course

- but can cause chronic ILD

Lancet. 2022



Challenging diagnosis

• Nonspecific & Variable manifestation

• Difficulty in definitive diagnosis 

- challenge in assessing causality

- time relationship

- consideration of other potential causes

- biologically explainable 

WHO-UMC causality category



Recent update in ILD terminology

• Expert opinion of Fleischner Society

• Some controversial aspects

- hypersensitivity pneumonitis (HP) vs. Bronchiolocentric interstitial pneumonia (BIP)

Am J Respir Crit Care Med. 2025



Regarding drug-induced pneumonitis

• Induced vs. Associated

• Pneumonitis vs. Interstitial lung disease

• Needs to align terminology with oncologic field

Am J Respir Crit Care Med. 2025



Checklists for considering association with drugs

• Potential drug? Timing of exposure?

• Other causes?

• Discontinuation? Rechallenge?

Eur Respir J. 2022



Epidemiologic data from France

• Nationwide data from France

• Overall increasing number of cases

Eur Respir J. 2025



Possible culprit drugs identified in France

• Nationwide data from France – Drugs suspected in at least 50 cases

Eur Respir J. 2025



Most suspected drugs in France

• Nationwide data from France – Most common drugs imputed as “at least plausible”

• Variable time to onset 

Eur Respir J. 2025



Epidemiologic data from FDA data

• FDA Adverse Event Reporting System (FAERS) data

Ther Adv Drug Saf. 2024



Commonly reported drugs in FDA data

• FDA Adverse Event Reporting System (FAERS) data

Ther Adv Drug Saf. 2024



Drugs with highest signal strength in FDA data

• FDA Adverse Event Reporting System (FAERS) data

• Reporting odds ratio (ROR), Proportional reporting ratio (PRR)

Ther Adv Drug Saf. 2024



Epidemiologic data from Japan

• Relatively more frequent reports of drug-induced pneumonitis in Japan

• Genetic factors in East Asian? or only in Japanese?

Respir Investig. 2025



Epidemiologic data from Korea

• HIRA data – Only anti-neoplastic drugs

• Some differences with Japanese data

Expert Opin Drug Saf. 2025 



Pathogenesis & Risk factors

• Pathogenesis mostly unknown

- may involve cytotoxic damage to epithelial and endothelial cells & immune dysregulation

• Risk factors

J Bras Pneumol. 2024



Recent interests in antibody-drug conjugates (ADC)

• ADC – Biological missile → New era of targeted cancer therapy

• Pulmonary toxicities reported from ADCs targeting HER2

JAMA Oncol. 2021



Suggested mechanisms of ADC-related lung injury

• Multiple potential mechanisms

- target-dependent uptake of ADC

- target-independent uptake of ADC 

- bystander killing by free payload 

released from tumor cell

- circulating free payload 

due to deconjugation of ADC

JAMA Oncol. 2021



Impact of underlying ILD

• Consistent data regarding immune checkpoint inhibitors

• Not enough data regarding other potential culprit drugs

Chest. 2022

Any grade Grade 3 or more



Impact of underlying ILA

• Only limited data regarding immune checkpoint inhibitors

- especially higher risk in subpleural fibrotic ILA

Respir Med. 2026

Any grade Grade 3 or more



Clinical manifestation

• Highly variable

- some associations

between certain drug

and disease pattern, 

but not so definite

Eur Respir J. 2022



Diagnostic approach

• Suspicion is always most important – Temporal association

• Chest imaging – Various patterns : prognostic information

• Histopathologic exam – Rarely needed

Radiographics. 2022



Chest CT patterns

Radiology. 2021



Prognostic impact of chest CT finding

• Diffuse alveolar damage (DAD) pattern has worse prognosis

J Cancer Res Clin Oncol. 2022 



Role of bronchoscopy

• Exclusion of alternative diagnoses

- opportunistic infection, especially Pneumocystis

• BAL fluid lymphocytosis

- often CD8 predominance

• Consideration of risk vs. benefit

Sci Rep. 2019
BMC Cancer. 2021



Potential role of KL-6

• Well-known biomarkers of ILD

• Limited data in immune checkpoint inhibitors

Immunobiology. 2025
Tuberc Respir Dis. 2026



Therapeutic approach

• Drug discontinuation ± Rechallenge

• Glucocorticoid therapy

- dosage based on severity 

routinely prednisolone 0.5~1.0 mg/kg/day

pulse therapy in severe cases (ex. methylpredisolone 500~1000 mg/day)

- gradual tapering based on clinical course

• Additional immunosuppressants 

- infliximab, mycophenolate, calcineurin inhibitor, IVIG, etc. → not well studied

• Antifibrotics

- theoretically can be helpful in progressive pulmonary fibrosis → not well studied

JCO Oncol Pract. 2023



Overall management flowchart

Eur Respir J. 2022



Multi-disciplinary discussion

• Particularly in cases of anti-neoplastic drugs

• Lung condition vs. Tumor control

• Curative setting vs. Palliative setting

• Expected survival

• Next line treatment options



Thank you for your attention
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