
  

Neurabilities NeuroGenomics Service Peer-to-Peer Notes  
Client:   

Date:  3/20/2023  

Patient:   

DOB:  1/3/1942 (81y)  

Service level: Basic Standard Comprehensive  

Test/lab:      WGS singleton/Variantyx   

Off-target:  Requested by adult patient, Dr.  

Summary of the discussion:  

Referral:  

  

 

  

 
  

  



 
  

 

Patient information:  

Chief complaints:  

1. Fatigue  

2. Myalgia/buzzing  

Family history:  

None; no chronic pain, no immunodeficiency phenotype  

Non-genetic test results:  

Carnitine: low by report prior to supplementation  

MitoSwab: RC-I 1.4 low, RC-IV 0.44 nl, CS 4.56 low nl  

NCV/EMG: normal  

Genetic test results:   

Official laboratory report:  

  



 
Comprehensive Sequence Re-analysis - Variants of potential interest:  

Functional disease gene list: ATP1A2, ATP1A3, ATXN8OS, CACNA1A, CACNA1S, CDK8,  

CHAMP1, CLCN1, CNR1, COQ2, GFAP, GLA, GLS2, HMBS, INF2, KCNH2, KCNJ18,  

KCNK18, KIF1B, INF2, MAP1B, MEFV, OCM, OPRM1, OTC, PMP22, POGZ, POLG,  

PPM1D, PRRT2, RYR2, SCN1A, SCN2A, SCN4A, SCN9A, SCN10A, SCN11A, SH3TC2,  

SLC1A3, SLC2A1, TNFRSF1A, TNFRSF1B, TNXB, TRAP1, TRPA1, TRPC3, TRPV1, TUBB3   



SCN9A c.4156A>C, p.Lys1386Gln, ch2:166,228,741, heterozygous:  
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TNXB c.6074A>T, p.Asp2025Val, chr6:32,068,536, heterozygous:  

  

 

  

 
  



TNFRSF13B c.204dupA, p.Leu69ThrfsTer12, heterozygous:  

 

 

  

   

Per our discussion today:  

• SCN9A c.4156A>C, p.Lys1386Gln, ch2:166,228,741, heterozygous:   

o This variant is highly likely to alter protein function as it is very rare in humans, 

highly conserved, and predicted as such by computer algorithms.  

o Variants in this gene can result in small fiber neuropathy with exaggerated 

sensation, including pain and fatigue. Other sensations I have seen in patients with 

variants in this gene include tinnitus and interstitial cystitis. Erythroderma is also 

then described.  

o This variant is an excellent fit for the disease in this patient, and thus is highly 

likely contributing in a polygenic/multifactorial manner.  

• TNXB c.6074A>T, p.Asp2025Val, chr6:32,068,536, heterozygous:  

o This variant is likely to alter protein function as it is rare in humans, conserved, 

and predicted as variably such by computer algorithms.  

o Variants in this gene can result in Ehlers-Danlos syndrome-like issues, including 

dysautonomia.  



o This variant is a potential risk factor for fatigue in this patient, via vascular 

hypotension.  

• TNFRSF13B c.204dupA, p.Leu69ThrfsTer12, heterozygous:  

o This variant results in protein loss of function, and assessed as Pathogenic. o 

Variants in this gene can result in common variable immunodeficiency.  

o This variant shows poor clinical correlation to the phenotype in this patient, 

however, it is possible that low immunoglobulin levels are a contributing factor in 

his disease.  

Potential management issues for consideration:  

• Consider SCN9A-targeted medications:   

o Gabapentin, duloxetine, sertraline, amitriptyline  

• Consider increasing mitochondrial cocktail. The potential conflict of interest was 

discussed.  
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