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ABSTRACT OBJECTIVE: To systematically analyze the interstitial lung disease (ILD) induced by programmed
death-1 (PD-1)/programmed death-ligand 1 ( PD-L1) inhibitors, and to provide evidence-based basis for clinical safe
application of PD-1/PD-L1 inhibitors. METHODS: Adverse drug events ( ADE) reports related to ILD that confirmed
to be induced by 8 types of PD-1/PD-L1 inhibitors including pembrolizumab, nivolumab, atezolizumab, durvalumab,
avelumab, cemiplimab, tremelimumab and dostarlimab from the first quarter in 2014 to the fourth quarter in 2024 were
collected from the U.S. Food and Drug Administration Adverse Event Reporting System ( FAERS) database, report
odds ratio (ROR) method and information component (IC) method were used to evaluate the correlation among the 8
drugs and ILD. The risk signal intensity of ILD induced by different types of PD-1/PD-L1 inhibitors were compared,
and a descriptive analysis was conducted on the main characteristics of patients with ILD ( gender, age, ADE outcome,
and occurrence time ). RESULTS:. A total of 4 032 ADE reports of ILD related to pembrolizumab, nivolumab,
atezolizumab , durvalumab, avelumab, cemiplimab, tremelimumab and dostarlimab were collected, respectively 1 562,
1 302, 670, 364, 75, 42, 9 and 8 reports, the ROR (95%CI) values were respectively 10. 38 (9. 87-10.92), 7. 11
(6.72-7.51), 11.46 (10.62-12.38), 13.46 (12.13-14.93), 15.68 (12.48-19.70), 7.05 (5.20-9.55), 18.71
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(9.67-35.21) and 4.92 (2.45-9.85), the sequence of risk signal intensity was successively tremelimumab >

avelumab > durvalumab > atezolizumab > pembrolizumab > nivolumab > cemiplimab > dostarlimab. Among the reports
with available data, there were more males than females (2 724 cases vs. 920 cases) ; 63. 14% (2 546/4 032) were

aged 65 years or above. The median onset time of ILD induced by pembrolizumab, nivolumab, atezolizumab,

durvalumab, avelumab, cemiplimab, tremelimumab and dostarlimab was respectively 31, 42, 42, 30, 46, 87, 88
and 93 d after administration. The ILD resulted in 37.25% (1 502 cases) of deaths. CONCLUSIONS: There is
significant heterogeneity in the risk of ILD induced by different PD-1/PD-L1 inhibitors, with a high incidence in the
initial treatment stage, and the elderly ( =65 years) have a higher susceptibility. ILD is a severe ADE of PD-1/

PD-L1 inhibitors, which should be paid attention.
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