Yanagawa N.

Wi

5i2  Aug, 18,2025
Atrticle

Clinical and histopathological features of immune checkpoint inhibitor-induced lung toxicity.
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Fig.1 Representative chest radiographic findings. (A) RT-based cat- struction (B1) and interlobular thickening resembling lymphangitic
egory — case no. 4 (CRT+ICI), contralateral areas of consolidation pattern (arrowhead) lung window (B2). (C) ICI-mono category —
with air bronchogram (arrow-head). Left pleural effusion and paren- case no. 15. Lung lesion in the upper lower lobe (arrow) and areas of
chymal consolidation in the RT-area. (B1, B2) CT-based category — ground-glass densification (arrowhead) scattered bilaterally

case no. 13 (CT +ICI), Scattered micronodularity (arrow) MIP recon-
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Fig.2 Representative histopathologic findings for interstitial compartment: A interstitial thickening; B interstitial lymphocytic infiltrate; C, D
granulomas

Fig.3 Representative histopathologic findings for pneumocyte “compartment™: A pneumocyte hyperplasia; B pneumocyte desquamation; C
pneumocyte atypia: D cytoplasmic vacuolization
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Fig.4 Representative histopathologic findings for alveolar space “compartment™: A organizing pneumonia; B intra-alveolar fibrin; C hyaline
membranes; D foamy macrophages

Fig.5 Representative histopathologic findings for bronchial mucosa “compartment™: A bronchial mucosa thickening: B squamous metaplasia
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Fig.6 Histopathologic findings in different compartments, according to the study category (RT-based, CT-based, and ICI-mono)

Table 2 Pathologic findings RT-based CT-based ICI-mono

in the ICI-treated cohort,

according to the three study n % M=9) n % (n=5) n % (n=2)

groups (RT-based, CT-based,

ICI-mono) Specimen type (TBB/LB) (8/1/0) (4/0/1) (1/1/0)
Interstitium
Interst thickening 9 100 100 2 100
Interstitial lymphoc infiltrate 9 100 100 2 100
Granulomas 5 56 20 0 0
Pneumocyte
Pneumocytes hyperplasia S 56 2 40 2 100
Pneumocytes desquamation d 78 - 80 2 100
Pneumocytes atypia 5 56 2 40 0 0
Cytoplasmic vacuolization 4 44 3 60 1 50
Alveolar airspace
Organizing pneumonia 2 22 1 20 1 50
Intra-alveolar hemorrhage / fibrin 6 67 3 60 1 50
Hyaline membranes 4 4 - 80 2 100
Foamy macrophages 6 67 5 100 2 100
Bronchial mucosa
Broncial mucosa thickening 5 56 1 20 0 0
Squamous metaplasia 3 33 0 0 0 0
CD4/CD8= <1 7 88 5 100 2 100
PD-L1 (SP263) T 100 3 75 1 50




#2 - Durva (21¢, On-tx) + CT+ VMTA
(66Gy/24#,17)

#15 - Pembro (36¢, 12) #3- 00 (3c,3) 0”Cf0 T (Socv/24%,

#4 - Durva (13¢, 7) + CT + VMTA

#14 - Pembro (7¢, 5) (66Gy/24%, 8)

#5 - Durva (26¢, 5) + CT+ VMTA

#13 - Nivo (2¢, 2) + CT (66Gy/30#, 19)

#6 - Durva (21, 8) + CT +RTE

#11 - Pembro (19¢, On-tx) + CT (66Gy/33, 22)

#7 - Durva+Monalizumab (13¢, On-tx) +
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#9 - Durva (10c, On-tx) + CT + IMRT
(66Gy/244,7)
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Fig.7 CD4 and CDS8 T cell population analysis plus therapeutic protocol information for the three-tier study categories (RT-based, CT-based.

and ICI-mono). RT-based: case nos. 2-9; CT-based: case nos. 10A, 10B, 11, and 13; ICI-mono: case nos. 15 and 16
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Fig.9 SP263 PD-L1 expression in immune cells. A Representative positive staining (case no. 4). B Representative negative staining (case no. 5)
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