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[ Abstract] Cerebral small vessel disease (CSVD) is a chronic vascular disease affecting the small blood vessels in the brain and
the surrounding brain parenchyma. Its pathological mechanisms are complex, and specific therapies are still lacking. Mitophagy, as a
key quality control mechanism for maintaining intracellular homeostasis, plays a significant role in the pathogenesis and progression
of CSVD, with its dysfunction being a critical factor. The traditional Chinese medicine theory of "Qi deficiency with stagnation"
profoundly explains the dynamic pathogenesis of diseases characterized by deficiency leading to excess and the intermingling of deficiency
and excess. It closely aligns with the fundamental deficiency and superficial excess nature of CSVD. This article systematically integrates
the "Qi deficiency with stagnation" theory with the concept of mitophagy to explore its pathogenic implications in CSVD. It posits that
"deficient Qi" (primarily primordial Qi deficiency) is the root cause of the disease, corresponding to impaired cellular energy metabolism
and inadequate initiation of mitophagy. "Stagnation" ( primarily phlegm and blood stasis obstruction) represents the manifestation of the
disease, corresponding to the vicious cycle of accumulated damaged mitochondria, burst of reactive oxygen species and

neuroinflammation resulting from dysfunctional autophagy. Based on this, the fundamental therapeutic principle of "tonifying deficiency
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to unblock stagnation" is proposed, with the core approach being "to replenish Qi and fortify the primordial to restore the foundation

of mitophagy, and to invigorate blood and resolve phlegm to unblock the stagnation of mitophagy". By leveraging the multi-component,

multi-target holistic regulatory effects of traditional Chinese medicine, this strategy aims to restore mitophagy homeostasis and improve

neurovascular unit function, thereby providing a new theoretical basis and therapeutic approach for the integrated prevention and treatment

of CSVD with traditional Chinese and Western medicine.
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