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A structured literature review of peer-reviewed
articles, clinical guidelines, and trial data published
between 2015 and 2025 was undertaken,
emphasizing both symptomatic management and
novel disease-targeting approaches.

•Effective MS pain management requires a multidisciplinary approach,
integrating pharmacological, device-based, emerging, and holistic
interventions.
•Future research should focus on pain-specific outcomes in DMT trials, enhance
evidence for non-pharmacological therapies, and develop precision strategies
for tailored interventions.
•Addressing these research gaps could connect symptomatic relief with disease
modification, enhancing patient quality of life.
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Pain in MS arises from neuroinflammatory,
neurodegenerative, musculoskeletal, and psychosocial
factors, creating a complex burden.

Expanded Therapeutic Landscape (2015-2025):
• Pharmacological Treatments: New and improved
medications targeting pain relief.
• Device-Based Interventions: Neurostimulation
devices introduced to alleviate pain.
• Non-Pharmacological Approaches: Holistic
strategies, such as physical therapy and psychological
support, integrated into treatment plans.
• Emerging Disease-Modifying Therapies (DMTs):
Novel therapies aimed at altering disease progression
and reducing pain.

Results

Pharmacological Therapies:
➢ Anticonvulsants (gabapentin, pregabalin): Moderate neuropathic pain relief.
➢ Antidepressants: Moderate neuropathic pain relief.
➢ Baclofen, tizanidine: Target spasticity pain.
➢ Cannabinoids (nabiximols): Neuropathic & musculoskeletal pain relief;

regulatory/tolerability limits.
➢ Opioids: For refractory cases; dependence risks.
Device-Based Interventions:
➢ TENS: Modest relief, patient empowerment.
➢ Spinal cord stimulation: Up to 80% pain reduction for severe neuropathic pain.
Emerging Therapies:
➢ BTK inhibitors (fenebrutinib, tolebrutinib): Reduce lesions & disability; pain outcomes

unclear.
➢ OCTOPUS trial (alpha lipoic acid): Targets disease progression & neuropathic pain.
Non-Pharmacological Interventions:
➢ Exercise, physiotherapy, yoga, CBT: Limited evidence; need larger, long-term studies

(2018 Cochrane review).


