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Questions to Tackle 

Why is diagnosing neuropathy (not just neuropathy 
symptoms) important? 

What does a comprehensive work-up for peripheral 
neuropathy entail? 

What are possible relatively common causes for 
idiopathic neuropathy - and what does this imply about 
new directions in treatment?
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Neuropathy

One of the most prevalent neurologic 

conditions encountered by physicians of 

all specialties

Prevalence:

2.4% in the general population

8% over age 55  
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Mayo Clin Proc. 2015;90(7):940-951

https://www.amazon.com/Neuropathy-Pain-Symptom-Tracker-

Management/dp/B097SRZGSB



Causes of Neuropathy 
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• Neuropathy cause identified in majority of cases 

• Idiopathic diagnosis for 25% to 46% of cases  

Mayo Clin Proc. 2015;90(7):940-951

Am Fam Physician 2020;102(12):732-739



When Zebras are Really Horses… Refocusing in the Forest 

5

• Other common conditions mimic neuropathy 

• This is why diagnosis via EMG/NCS or punch skin biopsy is important 

• Some patients may have an alternate diagnosis, or multiple diagnoses

https://www.dallasequestriancenter.com/zebra-and-horse-a-bit-similar/



Serologic Evaluation
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Mayo Clin Proc. 2015;90(7):940-951

• Celiac disease serum studies

• Copper, vitamin E, B1, B6 

deficiency 

• Vitamin B6 toxicity 



Autoimmune Neuropathy Testing

7https://neuromuscular.wustl.edu/lab/reqs/SerumRequisition.pdf

https://neuromuscular.wustl.edu/lab/reqs/SerumRequisition.pdf


Misdiagnosis: 
Autoimmune Demyelinating Neuropathies
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Two studies showed between 20%-68% of 

patients receive an initial alternative 

diagnosis before ultimately being correctly 

identified as having CIDP

Reasons? 

• Complex EMG criteria

• Missed/misinterpreted physical exam 

findings/symptoms (proximal weakness)

• Lack of specific/uniform biomarkers 



Neuropathy Genetic Testing
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• Cost can be prohibitive 

• Access can be a moving target 

• Sponsored programs are helpful

• partnerships with biopharma companies

• patients meet eligibility criteria  



Post-Viral Neuropathy
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Virus may trigger an autoimmune response

 that leads to neuropathy – rather than the 

virus itself directly causing neuropathy.  

Can be challenging to prove as a cause. 



Idiopathic Neuropathy: What are we Missing? 

…. In 25-46% of cases   
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Idiopathic Neuropathy: What else are we Missing? 
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Are we missing things we can’t test for? (medication/environmental toxicities/prior exposure/prior infection)

  

Are we missing things we can’t test for yet? (hereditary, complex immune)

Is there something common causing neuropathy that may be challenging to prove as a cause 

on an individual level? 



Metabolic Syndrome and Neuropathy 
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Metabolic Syndrome and Neuropathy 

• Metabolic Syndrome, WHO (1999)

• Impaired glucose tolerance, diabetes and/or insulin 

resistance + 2 or more of the following: 

‒ High BP 

‒ Elevated triglycerides (or on treatment) 

‒ Low HDL

‒ Central obesity

‒ Microalbuminuria  

• Abdominal fat cells raise levels of free fatty acids, which 

contribute to insulin resistance, inflammation  
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Metabolic Syndrome and Neuropathy 

Studies have shown a higher risk of neuropathy in the setting of 

obesity, even in the absence of diabetes or pre-diabetes. 
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Metabolic Syndrome and Neuropathy 

2019 and 2023 studies show - Bariatric 

surgery demonstrates significant benefits for 

neuropathy in patients with obesity, including 

those with idiopathic neuropathy, though the 

evidence comes primarily from observational 

studies rather than randomized controlled trials. 

(cannot do placebo-controlled studies) 

Outcomes included corneal nerve fiber recovery, 

symptom and sensory improvement 

Improvements occurred in patients with diabetes 

and those with morbid obesity without diabetes
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Metabolic Syndrome and Neuropathy 

GLP-1 (glucagon-like peptide-1) 

receptor agonists work by 

mimicking the natural GLP-1 

hormone which is released in the 

gut in response to eating. 

Medications currently on the market 

include: 

Semaglutide (Ozempic) 

Liraglutide (Victoza) 

Tirzepatide (Mounjaro) 
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Metabolic Syndrome and Neuropathy 

New directional shift toward finding 

treatments for idiopathic neuropathy

GLP-1 receptor agonists significantly improved 

nerve conduction velocity (NCV) compared to 

controls independent of glucose lowering 

suggestive of direct neuroprotective effect (anti-

oxidant, anti-inflammatory, neurotrophic effects) 
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Metabolic Syndrome and Neuropathy 

Caveats with GLP-1 receptor agonist 

medications, in diabetic patients can trigger 

inflammatory nerve complications if HgbA1c 

drops too quickly, nerve compression risk if 

weight loss is too significant 

Overall clinical evidence is limited and mixed 

currently – reinforces importance of diet and 

lifestyle interventions 
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Final Comments: 
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Talking about Idiopathic Neuropathy – Removing Blame 

• Society values concept of having explanations for events in life… asking “why” 

• Research has identified that self-blame for illness is associated with emotional distress

• Emphasis of importance for providers to be mindful of how they communicate with patients about 

neuropathy, the cause of their neuropathy  
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https://centerforspineandortho.com/news/symptoms-of-diabetic-peripheral-neuropathy/

https://www.psychologytoday.com/us/blog/chronically-me/202111/self-blame-and-chronic-illness
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• Desire for a “cure” or external treatment 

• Caution regarding marketing of potentially expensive, ineffective, unproven interventions

HOPE

• Path to findings treatments may be stepwise, incremental – not “one size fits all” 

 

A Few Closing Thoughts 
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Thank You!
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