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ABSTRACT

Background: Multiple sclerosis (MS) is a very common immune-mediated inflammatory demyelinating
disorder of the central nervous system (CNS). Psychiatric and behavioral manifestations are well-documented
but rarely dominate the initial sign, often adjourning diagnosis.

Case Presentation: We report the case of a 32-year-old male with a history of polysubstance abuse who
presented with bizarre behavior, inappropriate laughter, and tremors, primarily suggesting a psychiatric disorder.
Detailed assessment, including magnetic resonance imaging (MRI) and cerebrospinal fluid (CSF) analysis,
showed findings consistent with MS, in accordance with the revised McDonald criteria. Exclusion of metabolic
and genetic conditions strengthened the diagnosis. The patient was initiated on fingolimod 0.5 mg daily, ensuing
in significant improvement of neuropsychiatric symptoms and tremors at two-month follow-up.

Conclusion: This case underlines the importance of preserving diagnostic vigilance for MS in patients
presenting with atypical psychiatric or behavioral symptoms. Early recognition and timely initiation of disease-
modifying therapy can improve both neurological and psychiatric outcomes.
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INTRODUCTION

Multiple sclerosis (MS) is an immune-mediated demyelinating disease of the CNS affecting over 2.8 million
people globally.l*! Classically, MS presents in young adults with focal neurological deficits such as optic
neuritis, motor weakness, sensory disturbances, gait imbalance, and bladder dysfunction.”l Although
psychiatric and behavioral disturbances such as depression, anxiety, and cognitive decline are highly

predominant over the disease course, their occurrence as initial manifestations is infrequent.*

Neuropsychiatric onset complicates the diagnostic pathway, as patients are often misclassified as having

primary psychiatric illness. This diagnostic delay may postpone initiation of disease-modifying therapy (DMT),
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with adverse long-term effects.[®! The revised McDonald criteria emphasize dissemination of lesions in space

and time, reinforced by paraclinical evidence such as CSF oligoclonal bands. These principles are critical in
distinguishing MS from imitating metabolic, genetic, and psychiatric conditions.

We present a case of a young man who originally exhibited bizarre behavior and tremors, prompting psychiatric
evaluation before an eventual diagnosis of MS. This case highlights the clinical complexity of psychiatric-

dominant MS onset and emphasizes the role of complete diagnostic workup and early therapeutic intervention.

CASE PRESENTATION

A 32-year-old Caucasian male with a past medical history of polysubstance abuse was brought to the emergency
department for bizarre behavior at home, including urinating and defecating on the floor. He carried a prior
diagnosis of Parkinson’s disease made at a local clinic but was non-compliant with prescribed medications. The

patient refuted recent illicit drug usage.

On examination, his vital signs were stable (BP 118/73 mmHg, HR 65 bpm, RR 12/min). He was thin, with
inappropriate laughter and slow speech but no hallucinations. Ocular findings included right eye esotropia and
marked horizontal and vertical nystagmus. Tremors were noted in all four extremities at rest, without

cogwheeling. Psychiatry was consulted and excluded an acute psychiatric disorder.

Investigations:
® MRI brain (without contrast): suggested demyelinating or metabolic disorder.
®  Copper studies: unremarkable.
® Lumbar puncture: 6 oligoclonal bands, elevated IgG index (1.03), and 1gG synthesis rate (8.1).
¢ EEG: mildly abnormal with disorganized background and excessive beta activity.

® Metabholic/Genetic testing: very long chain fatty acids, arylsulfatase A, and COORF72 DNA were
normal.

MRI brain (with contrast): demonstrated Dawson’s fingers protruding perpendicular into gray matter,

highly suggestive of MS.

Differential Diagnosis:
Adrenoleukodystrophy, Wilson’s disease, dystonia/Parkinsonism, spinocerebellar ataxia, Huntington’s disease,
vitamin E deficiency, essential tremor, and polysubstance abuse were considered but excluded based on

investigations.

Management and Follow-up:

The patient was diagnosed with MS based on clinical, radiological, and CSF findings in accordance with the
revised McDonald criteria.®! He was initiated on fingolimod 0.5 mg daily. After 10 days of inpatient care, he
was discharged to an acute rehabilitation facility for ongoing therapy. At two-month follow-up, the patient

demonstrated improvement in bizarre behavior and tremor, and remained adherent to fingolimod therapy.
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DISCUSSION
This case illustrates a diagnostically challenging presentation of MS dominated by psychiatric and behavioral
disturbances. Although psychiatric symptoms occur in up to 95% of MS patients during their lifetime,

psychosis, inappropriate behaviors, or bizarre conduct are rarely the first manifestations. [’

Neuropsychiatric Spectrum in MS:

Cognitive impairment and depression are the most common neuropsychiatric features, with psychosis being far
less frequent.’®! Bader et al.[*! reported a case where psychotic symptoms revealed underlying MS, paralleling
our patient’s initial psychiatric presentation. Pathophysiologically, psychosis in MS may be linked to lesion

burden in temporal and periventricular regions, white matter disconnection, and neuroinflammatory cytokines.

[10]

Diagnostic Considerations:

The McDonald criteria (2017 revision) integrate MRI evidence of dissemination in time and space with CSF
markers.®l Our patient’s MRI showed Dawson’s fingers—classic radiological features of MS—alongside
positive CSF oligoclonal bands, fulfilling diagnostic requirements. Differential diagnoses including
metabolic (Wilson’s disease, adrenoleukodystrophy) and genetic disorders (spinocerebellar ataxia,

Huntington’s disease) were appropriately excluded.

Therapeutic Implications:

Fingolimod, an oral sphingosine-1-phosphate receptor modulator, has demonstrated efficacy in reducing relapse
rates and delaying disability progression in relapsing MS.[*] Recent studies suggest potential benefits of
fingolimod in mood regulation, with reduced odds of depression among stressed MS patients.['?! While evidence
regarding psychotic presentations remains sparse, our case supports fingolimod’s potential in ameliorating both
neurological and psychiatric symptoms.

Literature Context:

Neuropsychiatric onset of MS has been described in several case reports.>*° These cases consistently
emphasize delayed recognition due to initial psychiatric labeling, underscoring the need for heightened clinical
suspicion. A systematic review of psychiatric manifestations in MS highlighted that psychiatric symptoms can
precede neurological deficits in 2-3% of cases.[**! Early initiation of DMT is critical, as delays are associated

with poorer long-term outcomes. !

Lessons for Clinical Practice:

1. Psychiatric or behavioral changes in young adults warrant neurological evaluation, particularly if

atypical in onset or course.
MRI and CSF studies remain pivotal for differentiating MS from primary psychiatric disorders.

Disease-modifying therapy such as fingolimod may be effective even when psychiatric
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manifestations dominate the clinical picture.

CONCLUSION

This case highlights an atypical psycho-neurological presentation of MS, where bizarre behavior and tremors

preceded classic neurological findings. Clinicians should maintain a high index of suspicion for MS in patients

with atypical psychiatric symptoms, particularly when accompanied by subtle neurological signs. Early

recognition and initiation of DMTSs such as fingolimod can significantly improve outcomes.

DECLARATIONS

Patient Consent: Written informed consent was obtained from the patient for publication.
Ethics Approval: Not applicable.
Funding: None.

Conflicts of Interest: The author declares no conflicts of interest.

REFERENCES

1.

Clare Walton, Rachel King, Lindsay Rechtman, Wendy Kaye, Emmanuelle Leray, Ruth Ann Marrie, et

al. Rising prevalence of multiple sclerosis worldwide: Insights from the Atlas of MS, third edition.
Mult Scler.2020;26(14):1816-1821.

Reich DS, Lucchinetti CF, Calabresi PA. Multiple sclerosis. N Engl J Med. 2018;378:169-180.

Chiaravalloti ND, DelLuca J. Cognitive impairment in multiple sclerosis. Lancet Neurol. 2008;7:1139-
1151.

Feinstein A, Magalhaes S, Richard JF, et al. The neuropsychiatry of multiple sclerosis: a review. J
Neurol Neurosurg Psychiatry. 2014;85(1):61-71.

Anna He, Bernd Merkel, James William L Brown, Lana Zhovits Ryerson, llya Kister, Charles B

Malpas, et al. Timing of high-efficacy therapy for multiple sclerosis: a retrospective
observational cohort study. Lancet Neurol. 2020;19(4):307-316.

Alan J Thompson, Brenda L Banwell, Frederik Barkhof, William M Carroll, Timothy Coetzee,

Giancarlo Comi, et al. Diagnosis of multiple sclerosis: 2017 revisions of the McDonald criteria. Lancet
Neurol. 2018;17(2):162-173.

Ruth Ann Marrie, Stephen Reingold, Jeffrey Cohen, Olaf Stuve, Maria Trojano, Per Soelberg

Sorensen, et al. The incidence and prevalence of psychiatric disorders in multiple sclerosis: a
systematic review. Mult Scler. 2015;21(3):305-317.

Patel VP, Feinstein A. Psychosis in multiple sclerosis: a population-based study. J Neurol Sci.
2019;396:89-93.

Bader S, Ellouz E, Abbes W, et al. Psychotic symptoms revealing multiple sclerosis: Case report. Mult
Scler Relat Disord. 2022;58:103526.

10. Patten SB, Marrie RA, Carta MG. Depression in multiple sclerosis. Int Rev Psychiatry.

Int Clinc Med Case Rep Jour (ICMCRJ) 2026 | Volume 5 | Issue 1


https://pubmed.ncbi.nlm.nih.gov/33174475/
https://pubmed.ncbi.nlm.nih.gov/33174475/
https://pubmed.ncbi.nlm.nih.gov/33174475/
https://pubmed.ncbi.nlm.nih.gov/29320652/
https://pubmed.ncbi.nlm.nih.gov/19007738/
https://pubmed.ncbi.nlm.nih.gov/19007738/
https://pubmed.ncbi.nlm.nih.gov/32199096/
https://pubmed.ncbi.nlm.nih.gov/32199096/
https://pubmed.ncbi.nlm.nih.gov/32199096/
https://pubmed.ncbi.nlm.nih.gov/29275977/
https://pubmed.ncbi.nlm.nih.gov/29275977/
https://pubmed.ncbi.nlm.nih.gov/29275977/
https://pubmed.ncbi.nlm.nih.gov/25583845/
https://pubmed.ncbi.nlm.nih.gov/25583845/
https://pubmed.ncbi.nlm.nih.gov/25583845/
https://pubmed.ncbi.nlm.nih.gov/16503492/
https://pubmed.ncbi.nlm.nih.gov/16503492/
https://www.msard-journal.com/article/S2211-0348(22)00113-4/abstract
https://www.msard-journal.com/article/S2211-0348(22)00113-4/abstract
https://pubmed.ncbi.nlm.nih.gov/28681616/

% Salient Visionary
International Clinical and Medical Case Reports Journal
Case Report (ISSN: 2832-5788)
2017;29(5):463-472.

11. Ludwig Kappos, Ernst-Wilhelm Radue, Paul O'Connor, Chris Polman, Reinhard Hohlfeld, Peter

Calabresi, et al. A placebo-controlled trial of oral fingolimod in relapsing multiple sclerosis. N Engl J
Med. 2010;362:387-401.

12. O S Gammoh, A Al-Smadi, A Alqudah, S Al-Habahbeh, F Weshah, W Ennab, A-E Al-Shudifat, et al.
Association between fingolimod and mental health outcomes in multiple sclerosis patients under stress.
Eur Rev Med Pharmacol Sci. 2023;27(13):6018-6026.

13. Berna F, Favre S, Januel D. Should a psychotic or manic episode be considered a first manifestation of
multiple sclerosis? Mult Scler Relat Disord. 2016;7:52-55.

14. Chalah MA, Ayache SS. Psychiatric event in multiple sclerosis: could it be the tip of the iceberg? Mult
Scler Relat Disord. 2017;13:87-89.

Int Clinc Med Case Rep Jour (ICMCRJ) 2026 | Volume 5 | Issue 1


https://pubmed.ncbi.nlm.nih.gov/28681616/
https://pubmed.ncbi.nlm.nih.gov/20089952/
https://pubmed.ncbi.nlm.nih.gov/20089952/
https://pubmed.ncbi.nlm.nih.gov/20089952/
https://pubmed.ncbi.nlm.nih.gov/37458640/
https://pubmed.ncbi.nlm.nih.gov/37458640/
https://pubmed.ncbi.nlm.nih.gov/37458640/
https://pubmed.ncbi.nlm.nih.gov/27063631/
https://pubmed.ncbi.nlm.nih.gov/27063631/
https://pubmed.ncbi.nlm.nih.gov/28355344/
https://pubmed.ncbi.nlm.nih.gov/28355344/

	Atypical Psycho-neurological Presentation of Multiple Sclerosis: A Case Report
	ABSTRACT
	INTRODUCTION
	CASE PRESENTATION
	Investigations:
	Differential Diagnosis:
	Management and Follow-up:
	DISCUSSION
	Neuropsychiatric Spectrum in MS:
	Diagnostic Considerations:
	Therapeutic Implications:
	Literature Context:
	Lessons for Clinical Practice:
	CONCLUSION
	DECLARATIONS
	REFERENCES

