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Introduction: Early diagnosis and treatment initiation significantly influence long term outcome in multiple sclerosis
(MS). Data regarding prodromal symptoms of MS are lacking and mainly limited to retrospective studies. We
aimed at identifying prodromal symptoms of MS in a large prospective database of primary care data.
Methods: This was a nested case-control study comparing the occurrence of a variety of symptoms in MS
patients as compared to matched controls at 0-2, 2-5 and 5-10 years before index date (first MS record). A total
of 10,204 incident MS cases were identified within the UK Clinical Practice Research Datalink (CPRD) between
1987 and 2015 (age=47 (39-57) years, females=7,308 (71.6%)). Each patient was matched to up to 4 controls
with no MS record by sex, year of birth, general practitioner and year of registration (n=39,448, age=47 (39-56),
females=28,248 (71.6%)). Odds ratios with 95%CI were calculated using conditional logistic regression.
Results: MS patients had significantly higher risk of presenting at 0-2, 2-5 and 5-10 years prior to index date with
gastric and intestinal disturbances, urinary and anorectal dysfunction, anxiety, depression, fatigue, headache and
various types of pain. Sensitivity analyses were conducted in patients with age at index below 40 years and with
no evidence of neurological disturbances prior to the symptoms of interest, showing consistent results.
Conclusion: Various clinical disturbances precede MS diagnosis by several years, clearly supporting a specific
prodromal phase to the disease. Individuals presenting with such symptoms should have the consideration of MS
as a potential future diagnosis, allowing for earlier disease identification and treatment.
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