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Erythromelalgia is a rare disorder characterized by 
erythema, warmth, and episodic burning pain of the ex-
tremities, which is relieved by cooling and worsened by 
warming (1). Erythromelalgia is commonly divided into 
primary and secondary cases. We report here a case of 
erythromelalgia associated with neuropathy in Sjögren’s 
syndrome (SS).

CASE REPORT

A 35-year-old woman presented with numbness in her 
limbs, voiding dysfunction, palpitations, tachycardia, 
and profuse sweating. She was referred to neurology 
due to worsening symptoms. Antinuclear antibody levels 
were found to be high in laboratory tests (1: 160; normal 
range, <1: 40) and an anti-SS-A antibody was positive 
(683 U/ml; normal range, ≤ 10 U/ml). Salivary gland 
scintigraphy revealed reduced uptake, and the chewing 
gum test was positive. A nerve conduction test revealed 
perceptual neuropathy. The patient was diagnosed with 
sensory and automatic neuropathy in SS. Subsequently, 
she had frequent burning pains together with erythema 
in her legs and feet, and was referred to our Department 
of Dermatology of Shinshu University Hospital. Physical 
examination indicated redness, heat, and oedema in both 
legs and feet (Fig. 1A, B). Excessive cooling caused fis-
sures and ulcers on her feet (Fig. 1C). A dorsal foot skin 

biopsy revealed perivascular lymphocyte infiltration in 
the dermis (Fig. 1D). There were no signs of vasculitis. A 
diagnosis of secondary erythromelalgia associated with 
neuropathy in SS was made. She received 2 courses of 
intravenous immunoglobulin (400 mg/kg/day for 5 days 
at 4-week intervals), and oral prednisolone (starting 
dose 40 mg/day). In addition, pregabalin 600 mg/day, 
tramadol 150 mg/day, and loxoprofen 180 mg/day were 
administered to relieve pain. Her symptoms progres-
sively improved once she began receiving therapy. She 
could continue her everyday activities although she still 
had mild symptoms. 

DISCUSSION

This was a case of secondary erythromelalgia associated 
with neuropathy in SS. Recent research suggests that 
erythromelalgia is associated with small fibre neuro­
pathy (SFN) (2). Primary erythromelalgia is linked to the 
SCN9A mutations that produce SFN (2, 3). SFN selec-
tively damages peripheral Aδ and C fibers, and also the 
automatic nervous system: the former cause neurological 
pain, numbness, and burning sensation, and the latter 
leads to automatic dysfunction. Erythema with warmth 
is thought to be induced by vasodilation and increased 
blood flow due to SFN (2). SFN is thought to occur in 
5–10% of patients with SS (4). Although there have 
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Fig. 1. Clinical and histological findings. (A, B) Oedematous erythema in both legs and feet. (C) Fissures caused by excessive cooling. (D) Skin biopsy 
revealed perivascular lymphocyte infiltration in the dermis. Scale bar: 500 µm.
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been few reports of SS-related erythromelalgia, patients 
with SS may occasionally have erythromelalgia if mild 
symptoms are included. Erythromelalgia is caused by 
various diseases (collagen disease, vasculitis, diabetes, 
sarcoidosis, amyloidosis, and drug-induced, etc.) asso-
ciated with SFN (5), and it may not be a rare disorder.

No specific and effective therapies exist for erythrome-
lalgia (2). In secondary erythromelalgia, therapy should 
focus on both the underlying disorders and symptom 
relief (1). As reported previously, a delayed initiation of 
therapy can lead to a negative prognosis (6). An early 
therapeutic intervention may have resulted in an impro-
ved outcome in the current case study.
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