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Development of a novel immunotherapy for lung cancer targeting Interleukin(IL)
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In this study, we evaluated the expression of Interleukin (IL%-SS in tumor
cells, tumor-associated neutrophils (TANS), and tumor-associated macrophages (TAMs) through
immunohistochemical staining in 209 specimens of surgically resected lung adenocarcinoma.
Additionally, we established a mouse model by subcutaneously injecting lung cancer cell lines
overexpressing IL-38 and assessed TANs and TAMs within the tumors. High expression of IL-38 in lung
adenocarcinoma was significantly correlated with increased infiltration of TANs and TAMs.
Consistently, in the mouse model, IL-38 overexpression resulted in elevated infiltration of TANs and
TAMs. Our findings elucidate that IL-38 induces the infiltration of TANs and TAMs, suggesting the
potential of IL-38 as a therapeutic target for lung cancer.
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Characteristics Low (n=103) High (n=106) p value

Age <70 61 (59.20%) 55 (51.90%)  0.3304
>70 42 (40.80%) 51 (48. 10%)

Sex Male 43 (41.70%) 53 (50. 00%)  0.2674
Female 60 (58.30%) 53 (50. 00%)

Smoking Never smoker 55 (53.40%) 58 (54.70%)  0.8900
Smoker 48 (46.60%) 48 (45. 30%)

Pack Year Index mean and range 16.5  (0-150) 23.9 (0-165) 0.0744
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>N1 4 (3.90% 15 (14. 10%)

pStage I 94 (91.30%) 72 (67.90%)  <0.0001
>11 9 (8.70% 34 (32.10%)

Pleural invasion Negative 91 (88.40%) 76 (71.70%)  0.0032
Positive 12 (11.60% 30 (28. 30%)

Vascular invasion Negative 80 (77.70%) 72 (67.90%)  0.1229
Positive 23 (22.30%) 34 (32.10%)

Lymphatic invasion Negative 91 (88.40%) 91 (85.90%) 0.6816
Positive 12 (11.60% 15 (14. 10%)

Histological subtype Micropapillary/Solid 1 (1. 00%) 10 (9. 40%) 0. 0098
Others 102 (99.00%) 96 (90. 60%)

EGFR mutation Wild type 25 (43.10%) 37 (57.80%) 0.1466
Mutant 33 (56.90%) 27 (42. 20%)

IL-38 expression Low 60 (58.30%) 32 (30.20%)  <0.0001
High 43 (41.70%) 74 (69. 80%)
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Characteristics Low (n=105) High (n=104) p value

Age <70 66 (62.90%) 50 (48.10%)  0.0371
>70 39 (37. 10%) 54 (51. 90%)

Sex Male 48 (45.70%) 48 (46. 10%) 1. 0000
Female 57 (54. 30%) 56 (53. 90%)

Smoking Never smoker 57 (54. 30%) 56 (53. 90%) 1. 0000
Smoker 48 (45. 70%) 48 (46. 10%)

Pack Year Index mean and range 17.3  (0-150) 23.3  (0-165) 0. 1470

BMI mean and +SD 22.3  (£3.0) 22.6  (£3.0) 0.4817

pT T1 70 (66.70% 55 (52.90%)  0.0478
>T2 35 (33.30%) 49 (47. 10%)

pN NO 97 (92.40% 93 (89.40%)  0.4815
>N1 8 (7. 60%) 11 (10. 60%)

pStage I 91 (86.70% 75 (72.10%)  0.0104
>11 14 (13.30%) 29 (17. 90%)

Pleural invasion Negative 92 (87. 60%) 75 (72.10%) 0. 0058
Positive 13 (12. 40%) 29 (17. 90%)

Vascular invasion Negative 89 (84. 80%) 63 (60. 60%) <0. 0001
Positive 16 (15. 20%) 41 (39. 40%)

Lymphatic invasion Negative 93 (88. 60%) 89 (85. 60%) 0. 5432
Positive 12 (11. 40%) 15 (14. 40%)

Histological subtype Micropapillary/Solid 2 (1. 90%) 9 (8. 60%) 0. 0333
Others 99 (98. 10%) 95 (91. 40%)

EGFR mutation Wild type 38 (56.70%) 24 (43.60%)  0.2026
Mutant 29 (43. 30%) 31 (54. 40%)

IL-38 expression Low 56 (53.30%) 36 (34.60%  0.0081
High 49 (46. 70%) 68 (65. 40%)
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