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        Abstract

        
          Background

          X-linked spinal and bulbar muscular atrophy (SBMA) is a rare adult-onset neuronopathy. Although tremor is known to occur in this disease, the number of reported cases of SBMA with tremor is rare, and the number with videotaped documentation is exceedingly rare. Our aim was to describe/document the characteristic signs of tremor in spinal and bulbar muscular atrophy.

        

        
          Case Report

          We report a case of a 58-year-old male with a positive family history of tremor. On examination, the patient had jaw and hand tremors but he also exhibited gynecomastia, progressive bulbar paresis, and wasting and weakness primarily in the proximal limb muscles. The laboratory tests revealed an elevated creatine phosphokinase. Genetic testing was positive for X-SBMA, with 42 CAG repeats.

        

        
          Discussion

          Essential tremor is one of the most common movement disorders, yet it is important for clinicians to be aware of the presence of other distinguishing features that point to alternative diagnoses. The presence of action tremor associated with muscle atrophy and gynecomastia should lead to a suspicion of SBMA.

        

      

    

    
      
        Introduction

        X-linked spinal and bulbar muscular atrophy (SBMA) is a slowly progressive, degenerative disorder of the lower motor neurons caused by an expanded cytosine, adenine, guanine (CAG) repeat length in the first exon of the gene encoding the androgen receptor, located on chromosome X (Xq11–12).1–8 Phenotypically, patients present with weakness and wasting of the facial, bulbar, and limb muscles, sensory disturbances, and endocrinological abnormalities. Although tremor is known to occur in this disease, the number of reported cases of SBMA with tremor is rare, and the number with videotaped documentation is exceedingly rare. Our aim was to describe/document the characteristic signs of tremor in spinal and bulbar muscular atrophy.

      

      
        Case Report

        A 58-year-old male presented with postural and kinetic, non-alcohol responsive hand tremor for 15 years. This was followed in the last 3 years by numbness in both hands and feet, cramps in the neck and legs, and proximal weakness of the legs and masseter muscles. Family history revealed that his two brothers and one daughter also had tremors. Past medical history was significant for high blood pressure, diabetes mellitus, systemic lupus erythematosus, and cutaneous porphyria. He was taking oral agents for his diabetes (metformin 850 mg per day), and chloroquine (250 mg twice a day). Examination revealed gynecomastia, mild facial diplegia with temporal bilateral muscular atrophy, tongue fasciculations, lower extremity hypopallesthesia, muscle wasting and weakness primarily in the proximal limb muscles, and generalized areflexia. He had a jaw tremor when his mouth was both open and closed, and low-frequency postural and kinetic tremors in the distal upper limb muscles, which did not interfere with his activities of daily living. There was no resting tremor (Video 1). His blood examinations revealed an elevated creatine phosphokinase (CPK) level of 734 (normal range: 38–190). Electromyography showed chronic sensory axonal polyneuropathy. Spiral drawn of our patient is impaired due to both hands tremor (Figure 1). Genetic testing was positive for X-SBMA, with 42 CAG repeats. Owing to cramps, he was started on carbamazepine 200 mg t.i.d., with moderate benefit.

        
          
            File type video/mp4 not supported by EPUB. Download File from Web
View larger versionVideo 1. Physical examination of our patient: gynecomastia, mild facial diplegia with temporal bilateral muscular atrophy, tongue fasciculations, positional and action hands tremor, and normal gait.Videotape segment showing gynecomastia, mild facial diplegia with bilateral temporal muscular atrophy, tongue fasciculations, jaw tremor, absence of rest tremor, postural land kinetic tremors of the hands, and normal gait.
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        Discussion

        Previous reports in the literature reveal that tremor is a common feature in patients with SBMA, and that while the tremor mimics that of essential tremor, the pathophysiology and degree of responsiveness to alcohol, propanolol, and other drugs such as gabapentin is different.2,7 In essential tremor, which is considered to be generated by a central mechanism, the movement is always associated with electromyography (EMG) grouping activities at the same frequency, and it is resistant to external perturbation, such as weight loading.7 In SBMA, two different mechanisms might contribute to tremor generation: mechanical oscillation and reflex mechanisms.7 In support of this, in SBMA tremor frequency is affected by postural changes and weight loading, suggesting that it might be considered a reflex tremor, mediated through reflex loops between peripheral nerves and the central nervous system, similar to the stretch reflex.7 In addition, the presence of sensory neuropathy in some patients might also contribute to reflex tremor.2 On the other hand, because motor units are markedly decreased in SBMA, the muscle spindle feedback might also play an important role in the generation of tremor due to motor unit synchronization.7 Motor symptoms have been attributed to the accumulation of mutant androgen receptors in the nucleus of lower motor neurons, which is more profound in patients with a longer CAG repeat. The CAG repeat size and the age at onset are usually different between patients with motor- and sensory-dominant SBMA phenotypes, indicating that a longer CAG repeat (≥47) is more closely linked to the motor-dominant phenotype, and a shorter CAG repeat (<47) is linked to the sensory-dominant phenotype.3 The presence of tremor in SBMA could thus be a clinical feature that predicts shorter CAG repeats of the androgen receptor gene.

        With regard to female carriers, about 50% of the cases do not present with clinical manifestations.1 The other half may present with fasciculations, minimal distal weakness, muscle cramps, tremor, and elevated CPK later in life.2 Treatment is symptomatic, and muscular cramps may respond to tizanidine, baclofen, gabapentin, valproic acid, and quinine.4 Although it has been reported in animal models of SBMA are responsive to androgen-reducing treatments, no significant benefit has been reported in clinical trials in humans.5,6

        In our patient, other common causes of action tremor have been excluded, such as hyperthyroidism, hypoglycemia, alcohol, and medication. We recognize that the presence of a family history of tremor might make us suspect essential tremor. However, the high prevalence of tremor in SBMA reported in large series 2,3,7,8 suggests that tremor is intrinsically related to SBMA. The lack of biological markers of essential tremor and SBMA-related tremor, besides EMG features, make this differentiation difficult.

        In conclusion, essential tremor is one of the most common movement disorders, yet it is important for clinicians to be aware of the presence of other distinguishing features that point to alternative diagnoses. The presence of action tremor associated with muscle atrophy and gynecomastia should lead to a suspicion of SBMA.

      

    

    
      
        Footnotes

        
          Funding: None.

        

        
          Financial Disclosures: None.

        

        
          Conflict of Interests: The authors report no conflict of interest.

        

      

      

      
        Articles from Tremor and Other Hyperkinetic Movements are provided here courtesy of Center for Digital Research and Scholarship at Columbia University Libraries/Information Services

      

      
        PMC Copyright Notice
        The articles available from the PMC site are protected by copyright, even though access is free. Copyright is held by the respective authors or publishers who provide these articles to PMC. Users of PMC are responsible for complying with the terms and conditions defined by the copyright holder.

        Users should assume that standard copyright protection applies to articles in PMC, unless an article contains an explicit license statement that gives a user additional reuse or redistribution rights. PMC does not allow automated/bulk downloading of articles that have standard copyright protection.

        See the copyright notice on the PMC site, https://www.ncbi.nlm.nih.gov/pmc/about/copyright/, for further details and specific exceptions.

      

      References

      
        	
          Finsterer J, author. Perspectives of Kennedy's disease. J Neurol Sci. 2010;298:1–10. [CrossRef] [PubMed] 
        

        	
          Dias FA, Munhoz RP, Raskin S, et al., authors. Tremor in X linked recessive spinal and bulbar muscular atrophy (Kennedy's disease). Clin Sci. 2010;66:955–957
        

        	
          Atsuta N, Watanabe H, Ito M, et al., authors. Natural history of spinal and bulbar muscular atrophy (SBMA): A study of 223 Japanese patients. Brain. 2006;129:1446–1455. [CrossRef] [PubMed] 
        

        	
          Finsterer J, Stollberger C, authors. Quinine-responsive muscle cramps in X-linked bulbospinal muscular atrophy Kennedy. J Neurol. 2009;256:1355–1356. [CrossRef] [PubMed] 
        

        	
          Katsuno M, Banno H, Suzuki K, et al., authors. Efficacy and safety of leuprorelin in patients with spinal and bulbar muscular atrophy (Jasmitt study): A multicenter, randomized, double-blind, placebo-controlled trial. Lancet Neurol. 2010;9:875–884. [CrossRef] [PubMed] 
        

        	
          Fernández-Rhodes L, Kakkinis A, White M, et al., authors. Efficacy and safety of dutasteride in patients with spinal and bulbar muscular atrophy: A randomized placebo-controlled trial. Lancet Neurol. 2011;10:140–147. [CrossRef] [PubMed] 
        

        	
          Ritsuko H, Yasuo T, Setsu Nakatani-Enomoto, et al., authors. Postural tremor in X-linked spinal and bulbar muscular atrophy. Mov Disord. 2009;24:2063–2069. [CrossRef] [PubMed] 
        

        	
          Kerasnoudis A, Gisa E, Gold R, et al., authors. Teaching video neuroimages: Spinal and bulbar muscular atrophy mimicking essential tremor. Neurology. 2012;78:[CrossRef] 
        

      

    

  
    
      [Back]
    

    
      
        
          Video 1. Physical examination of our patient: gynecomastia, mild facial diplegia with temporal bilateral muscular atrophy, tongue fasciculations, positional and action hands tremor, and normal gait.
        

        Videotape segment showing gynecomastia, mild facial diplegia with bilateral temporal muscular atrophy, tongue fasciculations, jaw tremor, absence of rest tremor, postural land kinetic tremors of the hands, and normal gait.
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          Figure 1. Picture of spirals according to Clinical rating Scale for tremor or our patient.
        

        Spirals drawn by our patient.
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