Explanatory models for medically unexplained symptoms aim to help patients create a coherent, non-dualistic understanding of their experiences. Contemporary models typically integrate biological, psychological, and social processes, rather than attributing symptoms to a single cause. The following are examples of commonly cited mechanisms; they are not exclusive and often operate in combination.
1. Neurobiological stress response model
Activation of the physiological stress response is a normal, adaptive process that enables the body to respond to internal and external demands. However, when stress responses are severe, frequent, or prolonged, they may contribute to both physical and psychological symptoms.
Stress responses can be triggered by a wide range of stressors, including physical illness, injury, emotional distress, cognitive strain, or adverse social circumstances. These responses involve multiple interacting systems, including:
· The hypothalamic-pituitary-adrenal (HPA) axis
· The autonomic nervous system
· Immune and inflammatory pathways
· Brain networks involved in salience detection, arousal, affect regulation, and pain processing
Dysregulation across these systems has been implicated in the development and persistence of medically unexplained symptoms.
2. Central sensitisation
Central sensitisation refers to increased reactivity of the central nervous system to sensory input. Repeated or sustained nociceptive input, alongside stress-related neurobiological changes, may lead to alterations in pain and sensory processing. These changes can result in hyperalgesia (heightened sensitivity to painful stimuli) and allodynia (perception of normally non-painful stimuli as painful). 
In other words, the body’s “alarm system” becomes hypersensitive, amplifying the experiential intensity of symptoms even in the absence of present tissue damage.
3. Self-perpetuating symptom cycles
Regardless of the original precipitating factor, symptoms may be maintained by interrelated physiological, cognitive, emotional, and behavioural processes.
For example, symptoms that are perceived as threatening or unexplained may:
· Activate physiological stress responses affecting multiple organ systems (e.g., cardiovascular, gastrointestinal, musculoskeletal)
· Lead to maladaptive behavioural responses, such as hypervigilance of symptoms and bodily sensations, rumination and catastrophising, excessive reassurance seeking, and activity avoidance 
· Contribute to deconditioning, social withdrawal, increased stress, and reduced self-care
These processes can form self-reinforcing cycles in which physiological arousal, symptom monitoring, and behavioural changes interact to perpetuate or amplify symptoms over time.



