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Statins Can Produce Ataxia in 
Bipolar Disorder: Two Case Reports

To the Editor: Aggressive cholesterol reduction via HMG-
CoA reductase inhibitors (statins) in individuals at risk for 
vascular disease is currently standard of care, perhaps even the 
modal intervention, given compliance issues with diet and exer-
cise changes. These recommendations, however, do not generally 
cite the results of large double-blind trials suggesting modest ad-
verse central nervous system (CNS) effects of insomnia1 and cog-
nitive impairment2 with statin use. Sporadic case reports of more 
severe CNS effects (dementia, irritability, and central fatigue) 
have also appeared, suggesting important individual vulnerabili-
ties. We report 2 cases of acute ataxia coincident with statin onset 
in individuals with bipolar disorder, referencing these reports to 
the growing literature on mitochondrial encephalopathies.

Case 1. Mr A, a 52-year-old man, had good control of his 
bipolar disorder since 2000 on treatment with lamotrigine 700 
mg and topiramate 400 mg daily. He presented in 1999 with a 
modal weekly frequency of alternating hypomania and severe 
depression found subsequently to be completely unresponsive 
to lithium, dopamine antagonists, and tamoxifen.

In 2008, Mr A reported in follow-up new-onset ataxia, re-
quiring decreased dosing of lamotrigine to 400 mg at the cost 
of decreased mood stability. Addition of atorvastatin 20 mg to 
his chronic regimen was noted. Subsequent discontinuation of 
this agent resulted in complete cessation on his ataxia at interval 
6-month follow-up.

Case 2. Ms B, a 64-year-old woman, was seen in consulta-
tion in 2008 for subacute onset of gait and writing ataxia in the 
context of psychiatric polypharmacy: zolpidem 20 mg/d, carba-
mazepine 1 g/d, and lamotrigine 450 mg/d. She had been main-
tained for decades on 1 g/d of carbamazepine for ultradian mood 
instability. 

Ms B fell on the examiner at his desk upon entering the  
office, and during history-taking, she held her head in her hands,  
citing postural instability. Her husband noted progressive cogni-
tive slowing coincident with simvastatin addition 2 years prior. 
Simvastatin discontinuation resulted in complete cessation of 
ataxia and cognitive complaints at 4 weeks.

Statins can have profound effects on mitochondrial function 
as assessed by muscle biopsy on individuals receiving simvasta-
tin.3 I suggest the hypothesis, conceptually consistent with the 
concept that statins may act as unmasking agents for latent neu-
romuscular disorders, that neuropsychiatric statin intolerance 
suggests preexisting CNS metabolic disorder.4 Individuals with 
bipolar disorder, as a group, have been reported to have compo-
nents of metabolic dysfunction as evidenced by animal knockout 
models (polyG),5 elevated lactic acid in cerebrospinal fluid6 and 
magnetic resonance spectroscopy,7 and elevated joint prevalence 
with systemic mitochondrial disorders.8

Bipolar disorder symptoms distribute on a polygenetic dimen-
sional continuum. It would be of interest to ascertain whether 
common CNS symptoms associated with mitochondrial disor-
ders, such as pain, rage, hyperekplexia, migraine, irritable bowel, 
and myoclonus, predict statin intolerance in bipolar patients.

Delayed clinical offsets and onsets of drug side effect may 
complicate individual diagnoses. Statin myopathy has a bimodal 
temporal onset, with the later peak occurring 12 months after 
use.9 The concern arises, analogous to initial experience with an-
tidepressant use in bipolar disorders, that short-term drug trials 
significantly understate risks of chronic use. Use of lipophilic 

statins (simvastatin > lovastatin > atorvastatin > rosuvastatin) with 
preferential CNS relative to hepatic targeting may pose higher 
risks of adverse effects.1,3

RefeRences

 1. Phend C. AHA: Some statins may disrupt sleep. Nov 8, 2007. 
http://www.medpagetoday.com/MeetingCoverage/ 
AHAMeeting/tb/7301.

 2. Muldoon MF, Barger SD, Ryan CM, et al. Effects of lovastatin 
on cognitive function and psychological well-being. Am J Med. 
2000;108(7):538–546. PubMed doi:10.1016/S0002-9343(00)00353-3

 3. VanCoster R, Smet J, DePaepe B, et al. High dose statins and skeletal 
muscle metabolism in man: a randomized, controlled trial. J Inherit 
Metab Dis. 2005;28(suppl 1):125.

 4. Tsivgoulis G, Spengos K, Karandreas N, et al. Presymptomatic neuro-
muscular disorders disclosed following statin treatment. Arch Intern 
Med. 2006;166(14):1519–1524. PubMed doi:10.1001/archinte.166.14.1519

 5. Kasahara T, Kubota M, Miyauchi T, et al. Mice with neuron-specific  
accumulation of mitochondrial DNA mutations show mood disorder-
like phenotypes. Mol Psychiatry. 2006;11(6):577–593, 523. PubMed doi:10.1038/sj.mp.4001824

 6. Regenold WT, Phatak P, Marano CM, et al. Elevated cerebrospinal fluid 
lactate concentrations in patients with bipolar disorder and schizophre-
nia: implications for the mitochondrial dysfunction hypothesis. Biol 
Psychiatry. 2009;65(6):489–494. PubMed doi:10.1016/j.biopsych.2008.11.010

 7. Dager SR, Friedman SD, Parow A, et al. Brain metabolic alterations in 
medication-free patients with bipolar disorder. Arch Gen Psychiatry. 
2004;61(5):450–458. PubMed doi:10.1001/archpsyc.61.5.450

 8. Fattal O, Link J, Quinn K, et al. Psychiatric comorbidity in 36 adults 
with mitochondrial cytopathies. CNS Spectr. 2007;12(6):429–438. PubMed

 9. Movahed MR, Samsamsharaiat SA. Reproducible tendinitis-like  
symptoms related to statin therapy. J Clin Rheumatol. 2006;12(6): 
320–321. PubMed doi:10.1097/01.rhu.0000250239.01489.3a

Jon E. Berner, MD, PhD
jonbernermd@yahoo.com

Author affiliation: Woodinville Psychiatric Associates, Woodinville, Washington. 
Potential conflicts of interest: None reported. Funding/support: None reported.
doi:10.4088/JCP.09l05412yel
© Copyright 2010 Physicians Postgraduate Press, Inc.


	Table of Contents



