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Background: 

Long Covid Syndrome (LCS) is marked by persistent fatigue, psychological symptoms, and immune-

metabolic changes. Dysregulation of the complement system, inflammatory mediators, and serotonin 

pathways may contribute to symptom persistence. Therapeutic fasting has been proposed as a strategy to 

influence inflammation, metabolism, and neurotransmission. The FASTCOV-P pilot study was developed 

to test the feasibility and preliminary effects of a caloric restriction (CR) intervention in LCS. 

Materials and Methods: 

Twenty participants with LCS underwent a 7-day ambulatory CR program following the Buchinger-

Wilhelmi method, with subsequent gradual dietary reintroduction. Nineteen completed the study; one 

discontinued during CR, and two stopped on day six but were included in analyses. Blood and urine 

samples were collected at baseline (V2), post-CR (V3), and three weeks later (V4). Biomarkers assessed 

included complement proteins (C3, C4), CRP, glucose, total cholesterol, triglycerides, renal indices, and 

urinary serotonin. Validated questionnaires (FAS, GAD-7, PHQ-9, WHODAS, WHOQOL-BREF) were 

administered at each timepoint, and biochemical–clinical associations were explored. 

Results: 

The intervention proved feasible and well tolerated, with no serious adverse events. CR was associated 

with reductions in C3, C4, and CRP, which correlated with improved fatigue, anxiety, and depression 

scores. WHODAS results showed functional gains, while WHOQOL-BREF indicated enhanced quality of 

life. Metabolic improvements included lower glucose, cholesterol, triglycerides, and better renal markers. 

Increased urinary serotonin was linked to greater improvements in psychological and quality-of-life 

measures. 

Conclusions: 

Therapeutic fasting may beneficially modulate immune, metabolic, and neurotransmitter pathways in LCS. 

Larger controlled trials are warranted. 
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