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Background and Objective
While motor impairment has traditionally dominated MS clinical assessments, the patient-perceived burden of non-motor symptoms—particularly fatigue—remains poorly described. This multinational qualitative study aimed to comprehensively understand how symptoms impact daily life from the patient perspective across relapsing-remitting MS (RRMS), primary progressive MS (PPMS), and non-relapsing secondary progressive MS (nrSPMS).
Methods
In-depth interviews (50–90 minutes) were conducted with 45 adults with MS (15 RRMS, 15 PPMS, 15 nrSPMS) across the United States, United Kingdom, and Germany. Eligibility required MS diagnosis ≥6 months prior, gradual worsening over 12 months, and no relapses in 24 months for progressive types. Symptoms were organized by Expanded Disability Status Scale systems. Patient-Determined Disease Steps captured disability severity. Visual flow diagrams mapped relationships between symptoms and daily life impacts.
Results 
Participants had median age 50 years (range 30–76); 29/45 female. Mean PDDS scores: 2.9 (RRMS), 5.3 (PPMS), 5.7 (nrSPMS).
Fatigue was endorsed by 42/45 overall (RRMS: 15/15, PPMS: 13/15, nrSPMS: 14/15), with 23/45 reporting constant fatigue. Critically, 21/45 ranked fatigue among their top three most bothersome symptoms—the highest proportion. Patients ranked fatigue and cognition as the second most important domains they didn’t want to worsen.
In RRMS, fatigue and cognitive difficulties were most invasive, influencing physical activities, social functioning, and work productivity. In PPMS, motor functions dominated, with fatigue secondary. In nrSPMS, fatigue, cognitive difficulties, and motor functions were equally invasive.
Fatigue linked strongly to reduced home/work productivity (38/45), reduced work ability (36/45), and impaired relationships (33/45). Notably, 6/15 of RRMS participants identified fatigue as most rapidly worsening over 12 months.
Conclusion 
This study establishes fatigue as one of the most impactful MS symptoms, comparable to motor problems in patient-perceived burden. 
These findings challenge the traditional emphasis on motor disability in MS assessment and support elevating fatigue as a priority for clinical evaluation and therapeutic interventions.
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