
Systemic lupus erythematosus (SLE) 
is a chronic autoimmune disease 

that can affect multiple organ systems, 
including the central nervous system 
(CNS) and peripheral nervous system 
(PNS). The European League against 
Rheumatism (EULAR)/American Col-
lege of Rheumatology (ACR) 2019 cri-
teria [1] for classification of SLE does 
not include PNS involvement. However, 
the 2012 Systemic Lupus Collaborating 
Clinics (SLICC) classification criteria 
[2] acknowledged the importance of PNS 
disorders and peripheral neuropathies 
as manifestations of the disease. Small 
fiber neuropathy (SFN) is a disorder af-

unmyelinated C-fibers. It is not currently 
recognized as a criterion for SLE diag-
nosis [1,2], and its incidence in SLE is 
unknown. We present a case of SFN as 
the presenting feature of SLE.

A 15-year-old previously healthy female 
was admitted to our hospital for evalua-
tion of severe burning/pruritic pain on 

the palmar aspect of her left hand for 4 
months. The pain was non-radiating and 
not related to movement of the hand. The 
patient reported no exacerbating or incit-
ing factors. She described erythema and 
edema in the affected region that corre-
sponded with the intensity of the pain. 
Treatment with non-steroidal anti-inflam-
matory drugs did not relieve the pain, and 
application of ice to the painful region was 
the single affective alleviating factor. She 
also reported that 6 months prior to her 
admission she had 3 weeks of intermittent 
headaches. The headaches were bitempo-
ral and were accompanied by blurry vi-
sion. A fundoscopy and a brain magnetic 
resonance imaging/magnetic resonance 
venography (MRI/MRV) were normal 
and the headaches resolved spontaneous-
ly. The patient denied any joint pain, rash-
es, abdominal and chest pain, or fever. The 
patient’s medical history was significant 
for atopic dermatitis in early childhood.

Physical exam showed erythema and 
edema over the palmar aspect of the 
metacarpal joins on the left hand that 
was sensitive and tender to pressure with 
no accompanying warmth of the region. 
Full physical examination, including a 
neurological exam, was otherwise un-
revealing. Triage vitals were significant 
for hypertension 138/91 mmHg but were 
otherwise within normal limits. 

Lab tests showed normal blood count 
with no cytopenia and normal renal and 
liver functions. Urinalysis was also nor-

mal. A full workup for peripheral neurop-
athy was initiated and results were pos-
itive for antinuclear (ANA) antibodies, 
double-stranded DNA, lupus anticoag-
ulant (LAC), anti-cardiolipin antibodies 

Complement C3 and C4 levels were low 
and immunoglobulins IgG and IgE were 
significantly elevated. erythrocyte sed-
imentation rate was elevated 70 mm/hr 
and direct Coombs test was positive. An-
ti-ribosomal P, anti-RO/SSA, anti-LA/
SSB, anti-Sm, anti-RNP, and anti-neu-
trophil cytoplasmic antibodies were all 
negative. The patient had normal thyroid 
function tests. 

Renal Doppler ultrasound, ordered to 
investigate new-onset hypertension, had 
no pathological findings. A nerve con-
duction velocity (NCV) test was normal. 

The patient was diagnosed with SLE 
based on positive ANA, anti dsDNA, 
positive Coombs, and low complement. 
Because of the SFN, she was started on 
prednisone 0.5 mg/kg/day and she report-
ed immediate resolution of symptoms. 
Prednisone was later tapered gradually. 
Hydroxychloroquine 200 mg/day was 
initiated as well as aspirin 100 mg/day 
for the triple-positive antiphospholipd 
antibodies (APLA) test. 

Following the first dose of predni-
sone the patient’s blood pressure nor-
malized, which suggests that the pre-
senting hypertension was most probably 
secondary to pain.



We concluded that peripheral neurop-
athy was the first clinical sign of lupus in 
our patient. 

SLE is a chronic autoimmune inflamma-
tory disease. It has a diverse clinical pre-
sentation, as it can affect different organ 
systems with varying levels of severity. 
Central and peripheral nervous system in-
volvement is classified as neuropsychiatric 
systemic lupus erythematosus (NPSLE). 
PNS involvement varies between studies 
and the exact prevalence is difficult to 
establish. Oomatia et.al [3], in their Hop-
kins lupus cohort, recorded a prevalence 
of peripheral neuropathies (PN) of 5.9% 
(123/2097), of which 66.7% (82/123) had 
PN attributable to SLE. 

Our patient had clinical manifestations 
of SFN, a condition not included in SLE 
classification criteria [1,2], and whose asso-
ciation with SLE has not been established.

Oomatia et al. [3] suggested that SFNs 
are more often observed in SLE patients 
than other peripheral neuropathies associ-
ated with NPSLE. In that study, SFN was 
observed in 17.1% of cases in patients 
presenting with peripheral neuropathy. 
However, we could not find any report of 
SFN as the initial and single clinical pre-
sentation of SLE. 

SFN presents with disturbances of 
sensation. Patients often report tingling, 
pruritis, or a painful burning sensation 
in more severe cases. Patients may also 
present with autonomic dysfunction de-
scribing symptoms including nausea, dry 
eyes, and presyncope.

The pathophysiology of SFN is unclear 
-

bers and C-fibers has yet to be defined. 
SFN can have a range of etiologies, 

including metabolic conditions, im-
mune-mediated diseases, infectious diseas-
es, neurotoxic drug exposure, hereditary 
diseases, and idiopathic causes. In most of 
these cases, the neuropathic pain develops 
in a stocking-glove distribution starting in 

the distal feet. In our case, the patient pre-
sented with asymmetric neuropathic pain 
that did not conform to the stocking-glove 
distribution. In the Hopkins Lupus cohort 
[3], 5/14 patients with biopsy-proven SFN 
had the characteristic stocking-glove dis-
tribution, categorized as length-dependent 
SFN. In 9/14 patients, the neuropathic pain 
had a non-characteristic, asymmetric pre-
sentation with a generalized or proximal 
distribution categorized as non-length-de-
pendent SFN. 

As described by Hovaguimian and 
Gibbons [4], physical exam, neurologic 
assessment, and NCV studies play an im-
portant role in diagnosing SFN and ruling 
out large-fiber involvement. In isolated 
SFN, patients often display a normal neu-
rological exam; however, they may ex-
perience reduced sensation in the region 
of pain. The patient in our report had no 
pathological findings. Skin changes may 
be observed, as was seen in our patient, 
where the affected region of her hand was 
erythematous and slightly edematous. 

Little is known about the prognosis of 
SFN associated with SLE. 

Peripheral neuropathies have been as-
sociated with a lower SLE mean disease 
activity score, yet higher disease damage, 
and an increase in co-morbidities such as 
opportunistic infections and osteoporo-
sis, have been reported [3].

Treatment of SFN usually involves 
addressing the underlying cause. Symp-
tomatic treatment options for neuropath-
ic pain include antidepressants (tricyclic 
antidepressants and selective serotonin 
reuptake inhibitors), anticonvulsants 
(pregabalin and gabapentin), opioids, tra-
madol, and topical lidocaine [4]. Dabby 
et al. [5] reported four cases of acute idio-
pathic SFN that showed a rapid response 
to steroids after failed trials with antide-
pressants, anticonvulsants, and/or intra-
venous immune globulin. Our case sup-
ports this finding, as our patient reported 
immediate remission of neuropathic pain 
following the initial dose of corticoste-
roid administration. Localized erythema 

and edema gradually declined over the 
course of 3 days and steroids were con-
tinued for 2 weeks and then tapered.

Inclusion of peripheral neuropathy un-
der the NPSLE domain could assist with 
the diagnosis of early SLE. It is there-
fore important for family practitioners, 
pediatricians, and rheumatologists to 
know how to discern and diagnose SFN. 
Non-length-dependent distribution may 
be regarded as a non-organic pain dis-
order [3] delaying diagnosis. The delay 
in diagnosis can have negative results on 
the patient’s health and quality of life, as 
higher disease damage has been observed 
in SLE patients with peripheral neurop-
athies [3]. Early diagnosis with subse-
quent treatment and management of the 
disease provides vital organ protection. 
Our case supports the efficacy of steroid 
treatment for SLE-related SFN. 


