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[ Abstract] Non-small cell lung cancer (NSCLC) is a clinically common malignant tumor. In recent years, immune
checkpoint inhibitors (ICIs) have become a core treatment modality in the perioperative period and for advanced diseases.

However, drug resistance and immune-related adverse events (irAEs) remain critical bottlenecks limiting long-term patient
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benefits. Currently, modern medicine lacks systematic intervention strategies, and an integrated treatment system combining
traditional Chinese and Western medicine for immunotherapy has yet to be established. This study is grounded in the theory of
distance of lung fire from Wai Jing Wei Yan, employing the transmission and transformation of Qi-fire in five Zang-Organs to
elucidate the dynamic pathogenesis at various stages of NSCLC immunotherapy. The core pathogenesis of NSCLC can be
categorized into two fundamental states: distant fire (characterized by cold coagulation and Qi depletion) and near fire
(characterized by intense heat scorching and qi consumption). Distant fire refers to the failure of Fire from other organs to reach
the lung, leading to loss of warmth, congealing cold, and Qi depletion, manifesting as an initial immunosuppressed state.
Specifically, the neoadjuvant therapy, adjuvant therapy, and advanced stages pertain to lung deficiency and Qi weakness,
collapse of pectoral Qi and middle Qi, and decline of the life-gate fire, respectively. Near fire refers to pathogenic fire from other
organs ascending to harass and scorch the lung, and intense fire consumes qi, forming the pathogenic basis for irAEs.
Specifically, the neoadjuvant therapy, adjuvant therapy, and advanced stages are attributed to lung fire-toxin accumulation,
upsurge of Yin fire, and kidney deficiency with floating fire, respectively. Within each stage, a tendency toward drug resistance
is attributed to constrained pivot of the liver, congealing into distant fire. However, this can also transform back into near fire,
promoting disease progression. Furthermore, the prosperity or decline of the sovereign fire is related to the lung's governance and
regulation, and is closely associated with initial immunosuppression, drug resistance, and irAEs. On this basis, our team
proposes the core therapeutic principle of harmonizing the Qi-fire in five Zang-Organs to restore the gentle warming of the subtle
fire within the lung. For the transformation of distant fire, the treatment at neoadjuvant therapy, adjuvant therapy, and advanced
stages focuses on regulating Qi-fire in the lung, fortifying the earth to generate metal, and reinforcing the root and cultivating the
source, respectively. For the harm of near fire, the treatment at neoadjuvant therapy, adjuvant therapy, and advanced stages
necessitates securing and protecting the lung, raising Yang and constraining Fire, and directing fire downward and anchoring the
lung, respectively. In the drug-resistant progression phase, unblocking the pivot and expelling toxins can be used to improve
immune status, while clearing lung and pacifying wood can be adopted to alleviate physical and mental symptoms. Additionally,
on the basis of stage- and phase-specific syndrome differentiation, the treatment should regulate the sovereign fire from the heart,
calming the spirit and harmonizing the mind. These methods are implemented concurrently without conflict, aiming to
re-establish the body's state of Yin-Yang self-harmony, thereby providing a precise and dynamic theoretical basis and a clinical
paradigm for integrated traditional Chinese medicine and immunotherapy for NSCLC.

[Keywords] non-small cell lung cancer; distant fire; near fire; Qi-fire in five Zang-Organs; immune checkpoint inhibitor
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