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Small Fiber Neuropathy

Hyo Eun Lee, MD, Ha Young Shin, MD

Department of Neurology, Yonsei University College of Medicine, Seoul, Korea

ABSTRACT Small fiber neuropathy is a clinical condition which affects small caliber peripheral nervesi.e. A6 and C fibers.
Main clinical characteristics of small fiber neuropathy are neuropathic pain and autonomic symptoms.
Diagnosis of small fiber neuropathy is challenging due to absence of a gold standard diagnostic test, so the
diagnosis is based on typical small fiber neuropathy related symptoms, normal nerve conduction studies,
reduced intraepidermal nerve fiber density at the ankle, and/or abnormal quantitative sensory testing.
Although small fiber neuropathy may be assocatiated with various systemic diseases, this neuropathy remains
idiopathic in a large portion of patients. Recently, gain of function Nav1.7 mutation has been found in about
30% of patients with idiopathic small fiber neuropathy. Because there are several treatable disorders
associated with small fiber neuropathy, the correct and early diagnosis of small fiber neuropathy and the effort
to find the underlying disorders are important.

(J Pain Auton Disord 2013;2:89-94)
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Table 1. Classification and function of sensory peripheral nerve fiber types

Fiber type Myelination Fiber diameter Conduction velocity (m/s) Function
Ao and B + 5-20 30-70 Light touch, pressure, vibration
Ay + 3-6 15-30 Spindle afferents
Ad + 2-5 12-30 Pain, temperature (cold), pinprick
B + 1-3 3-15 Multiple autonomic function
C - 0.3-1.1 0.5-2 Pain, temperature (warm)
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Table 2. Definition of negative and positive symptoms and
signs

Definition

Negative symptoms and signs
Hypoalgesia ~ Reduced sensation to painful stimuli
Hypoaesthesia Reduced sensation to non-painful stimuli

Positive symptoms and signs
Hyperalgesia ~ Pain from normally painful stimuli

Hyperesthesia  Exaggerated sensation to non-painful stimuli

Paraesthesia ~ Non-painful ongoing sensation
Dysesthesia Any abnormal sensation
Allodynia Abnormal perception of pain from normally
non-painful stimuli
A BEASE 22 olrt 3197 ZH(proprioception) 7+ K1E-7F2)

2
FAE) WAL

=
(vibration) S £
Holrk' A7 ubAKdeep tendon reflexes) <A A4

oJol S8 9ioI SOk ol = o] Aol
el

FABR S dele= %312} q}%_;—;goﬁ(-
glucose tolerance; IGT)7} AA|EFA}F] 35% & 71 S50 7%
o] BlR}of| A f1@EE o], 599 FRFoA] AIA A B
o] HFAE|SIIL 40%E EX

L EuFY(idiopathic) o] Q! A-8-417
W o ooy

HRlef tisl & 30 713kl
T} Y52 ol (impaired glucose tolerance) &= <=4/
A7 ¥ S(pure small fiber neuropathy)®] 713 &3+ 919

Tk e 497t &8



°
fol
rlo
i
o
I.

e
R
=
0
oF
ol

Table 3. Conditions associated with small fiber neuropathy

Metabolic Diabetes

Impaired glucose tolerance

Rapid glycaemia control in diabetes
Hyperlipidemia

Hypothyroidism

Vitamin B12 deficiency

Drugs and toxics  Antiretroviral agents
Statins
Metronidazole
Bortezomib
Nitrofurantoin
Flecainide
Linezolid
Alcohol abuse
Industrial, environmental, and marine toxins

Infections HIV
Hepatitis C
Epstein-Barr virus
Leprosy
Diphtheria
Chagas’ disease
Botulism

Idiopathic Idiopathic small fiber neuropathy
Erythromelalgia

Burning mouth syndrome

Faecal urgency and rectal hypersensitivity
Complex regional pain syndrome I

Ross’ syndrome

Hereditary

Immune-mediated Anti-sulfadite antibodies

Anti-trisulfated heparin disaccharide antibodies
Monoclonal gammopathy of undetermined origin
Guillain-Barre” syndrome

Celiac disease

Sjogren’s syndrome

Vasculitis

Sarcoidosis

Systemic lupus erythematodes

Rheumatoid arthritis

Systemic amyloidosis

Paraneoplastic neuropathies

Inflammatory bowel diseases

Fabry’s disease

Tangier’s disease

Familial amyloidosis

Familial burning feet syndrome

Hereditary sensory autonomic neuropathies
Charcot-Marie-Tooth type 2B

Generalized anhidrosis

Hemochromatosis

Sodium channel mutations (SCN9A)
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Item 0: Never

1: Sometimes

2: Often 3: Always

Changed sweating pattern

Diarrhea

Constipation

Micturation problems

Dry eyes

Dry mouth

Dizziness on standing

Palpitations

Hot flashes

Sensitive skin

Burning feet

Sheet intolerance

Restless legs

Total Score

Figure 1. Small nerve fiber symptom inventory questionnaire (SFN-SIQ).
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