
P3.100: SCGB1A1 Potentiates Radioimmunotherapy and Alleviates Lung Toxicity via 
IL1B+Neutrophil-PD1+γδT17 Pathological Crosstalk
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 Mechanically, the absence of CC10 establishes a 
pulmonary pro-inflammatory microenvironment that 
induces neutrophil chemotaxis and IL-1β secretion. 
IL-1β subsequently acts on PD-1⁺ γδT17 cells, 
promoting their transition toward a type III immune 
polarization; under PD-1 inhibitor exposure, this 
further enhances their type III immune effector 
functions, thereby inflicting lung tissue damage. 
Concurrently, IL-1β stimulates pulmonary fibroblasts to 
upregulate inflammatory cytokines, leading to massive 
recruitment of myeloid-derived suppressor cells 
(MDSCs), which in turn attenuates antitumor 
immunity. 

 Clinically, CC10 expression levels may serve as a 
biomarker for assessing both the efficacy and toxicity 
of combination radio-immunotherapy, and exogenous 
CC10 supplementation holds promise for decoupling 
therapeutic benefit from pulmonary toxicity..
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 First, peripheral plasma samples will be prospectively 
collected from a cohort of non-small cell lung cancer 
(NSCLC) patients receiving combination 
radio-immunotherapy, and subjected to proteomic 
sequencing. Differential analyses will be performed 
based on subgroups stratified by therapeutic efficacy 
and pulmonary toxicity, with the aim of screening for 
biomarkers and key molecular targets that enable the 
decoupling of antitumor benefit from lung toxicity. 

 Second, using an orthotopic lung cancer mouse 
model, both knockout and overexpression 
of Scgb1a1 will be employed to validate its 
modulatory effects on the efficacy and pulmonary 
toxicity of radio-immunotherapy in NSCLC. 

 Subsequently, Scgb1a1 knockout mice will be 
generated and subjected to radiotherapy combined 
with immunotherapy; immune cells will then be 
harvested for single-cell sequencing to identify the 
critical downstream target cells of CC10. 

 Finally, in vivo experiments will be conducted to 
evaluate the clinical value of CC10 supplementation 
in alleviating pulmonary toxicity while simultaneously 
enhancing the therapeutic efficacy of combination 
radio-immunotherapy.
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The PACIFIC trials established concurrent 
chemoradiotherapy plus durvalumab as the 
standard of care in radio-immunotherapy. 
Nevertheless, although this combination augments 
antitumor immunity, it is frequently accompanied 
by systemic inflammatory adverse events, notably 
pneumonitis—the most common grade ≥3 toxicity, 
with an all-grade incidence of up to 61%, resulting 
in diminished quality of life and potentially fatal 
consequences. Current management remains 
largely reactive, lacking proactive pre-emptive 
measures, and high-dose glucocorticoid therapy 
may attenuate the antitumor response. Accordingly, 
reliable biomarkers are urgently required for early 
risk identification, aiming to reduce pulmonary 
toxicity without compromising efficacy—thereby 
effectively dissociating therapeutic benefit from 
lung toxicity.
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