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[ Abstract] Chronic constipation is a common digestive disease that affects people's quality
of life, with complex causes and difficult treatment. Nearly half of the patients with chronic
constipation do not achieve satisfactory treatment results, which is referred to as refractory
constipation. Current clinical strategies for addressing refractory constipation have predominantly
focused on the mitigation of intestinal symptoms. However, emerging evidence suggests that the
pathogenesis and progression of refractory constipation are multifactorial and highly intricate, and
that strategies targeted solely at symptom relief may be insufficient to yield optimal therapeutic
outcomes. Based on the concept of disorders of brain gut interaction disorder (DBGI) proposed by
Rome IV, we found that DBGI may play a key role in patients with refractory constipation. From the
perspective of DBGI, this review synthesized the contemporary insights into the pathological
mechanisms underlying refractory constipation, as well as diagnostic and therapeutic strategies
focusing on four aspects: the central nervous system, the peripheral nervous system, the endocrine
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system, and the intestinal environment.
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