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Paediatric hypertension-associated
erythromelalgia responds to corticosteroids
and is not associated with SCN9A mutations

SIR, we report the case of a 9-year-old boy admitted to our

Pediatrics Service in May 2010 with severe burning pain of

his hands and feet. The pain became progressively more

intense, leading to gait alterations and severe sleep dis-

turbance. He developed erythema, increased warmth and

mild oedema with socks and gloves distribution, but had

no vascular changes compatible with Raynaud’s syn-

drome. Distal pulses were normal. In addition, he had

severe arterial hypertension up to 150/96 mmHg (>99th

percentile), with poor correlation of blood pressure to

pain crises. There was no history of heavy metal ingestion.

Family history was negative for autoimmune, neurological

and metabolic diseases.

The boy reported that the pain was alleviated only with

cold water, so he persistently kept his hands and feet in

cold water basins. He began treatment with intravenous

NSAIDs with no response. He was progressively treated

with increasing strength of analgesic agents, showing a

poor response to methadone, gabapentin, amitriptyline,

lidocaine patches and lidocaine intravenous infusions.

Arterial hypertension was initially treated with nifedipine

with poor control, subsequently being switched to doxa-

zosin and atenolol. This combination was successful in

achieving normotension but not pain control.

Laboratory studies included normal complete blood

counts, ESR and blood biochemistry. Normal a-galactosi-

dase levels ruled out Fabry disease. Electromyography

and spine and brain MRI were completely normal, ruling

out demyelinization, large-fibre polyneuropathy and myel-

opathy. The patient did not have symptoms or signs sug-

gestive of small-vessel vasculitis, had negative ANCA and

normal von Willebrand factor antigen. Lesional skin biopsy

was normal with no signs of small-vessel vasculitis.

Abdomen CT and I131-labelled MIBG scintigraphy ruled

out pheochromocytoma.

After 14 days of hospitalization, the patient continued to

have incapacitating pain and poor response to analgesia.

Hypertension-associated erythromelalgia (HAE) was

suspected. Based on the reports of a possible autoimmune

aetiology of this condition and effective treatment with

corticosteroids [1, 2], methylprednisolone pulses (30 mg/

kg/dose) were administered on three consecutive days

with rapid reduction of pain severity from 10/10 to 3/10. A

gradual taper of prednisone was prescribed over 3 months,

quickly achieving complete remission of symptoms. Anti-

hypertensive drugs were weaned over 2 months and dis-

continued, after which the patient remained normotensive.

Genotyping studies of SCN9A, encoding the sodium

channel a subunit protein NAV1.7, which has been asso-

ciated with familial erythromelalgia [3, 4], were normal in our

patient. During prednisone treatment, the patient also

received oral mexiletine, which was discontinued once

genetic studies were received. He was discharged from

the hospital without pain and achieved prolonged remis-

sion off corticosteroids at 18-month follow-up.

Erythromelalgia is a rare disease characterized by

erythema, increased warmth and severe pain of the

hands and feet. Pain is usually precipitated by increased

temperature and exercise, and alleviated with cold water.

It has been described in primary and secondary forms: the

latter is usually present in adults and is associated with

myeloproliferative disease or autoimmune diseases such

as lupus [5]. A few cases of HAE have been described in

children with transient non-relapsing severe attacks of

erythromelalgia with variable elevations in blood pressure

[1, 2, 6�8].

The pathogenesis of HAE in children is yet unclear.

Pathogenic mutations in the SCN9A gene have been

described in cases of primary EM with autosomal domin-

ant inheritance, but this gene has not been previously

studied in cases of HAE [3, 4]. Electrophysiological

alterations of motor and sensory nerves, as well as a

decrease in small-fibre nerve density have been

described in HAE patients [1, 7], similar to other types of

erythromelalgia [9]. An autoimmune aetiology of HAE has

been postulated due to the findings suggestive of a

small-fibre axonopathy and an exquisite response to

corticosteroids [1, 2].

Optimal treatment of erythromelalgia in children is yet

unclear. A targeted therapeutic approach of erythromelal-

gia attacks ideally requires unraveling its pathogenesis

through ancillary studies. However, excepting the cases

of familial erythromelalgia, likely to be associated with

SCN9A mutations, this is a slow and difficult process.

Genotyping studies and pathological confirmation of a

small-fibre axonopathy are cumbersome and not

commonly available to rheumatologists and other clin-

icians. Thus the choice of treatment is generally based

on clinical judgement and usually left to trial and error.

Sodium nitroprusside has been effective in controlling

hypertension and pain in HAE [6, 7]. This was not tried

in our patient, because normotension was achieved with

oral antihypertensive drugs, but without pain control.

Lidocaine and mexiletine, sodium channel blockers,

have been effective in treating erythromelalgia due to

SCN9A mutations [10], but have not induced remission

in HAE [1]. As seen in our patient, HAE appears to be

unrelated to SCN9A mutations, and thus treatment with

sodium channel blockers may not be effective. In fact, the

exquisite responsiveness to corticosteroids suggests that

this entity may be due to an inflammatory, possibly
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autoimmune, small-fibre neuropathy. Aggressive treat-

ment with corticosteroids led to remission in our patient,

and may be an effective option for other cases of HAE.

Rheumatology key message

. Corticosteroid response and the absence of SCN9A
mutations suggest an autoimmune pathogenesis in
paediatric HAE.
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Sustained improvement of diffuse systemic
sclerosis following human cytomegalovirus
infection offers insight into pathogenesis and
therapy

SIR, SSc remains an enigmatic disease of unknown aeti-

ology, although genetic predisposition, environmental trig-

gers and infectious agents have all been postulated. Here

we report a case of severe diffuse SSc that demonstrated

rapid and sustained improvement following severe inter-

current human CMV infection that occurred in the context

of systemic immunosuppression with MMF. The patient

had previously relapsed after withdrawal of MMF, but

has not required any additional disease-modifying therapy

after recovery from her CMV-related illness. The striking

improvement suggests that CMV infection may have had

a disease-modifying effect in this case.

We report the case of a 54-year-old female patient with

diffuse SSc who improved dramatically after a severe

CMV infection. Initially in 2004, she noted the develop-

ment of characteristic RP, associated with puffy fingers

and rapidly progressive skin thickening according to the

diffuse subtype of SSc. Testing for ANAs (titre >1:1000)

revealed anti-RNA polymerase (RNAP) autoantibodies

with a fine speckled pattern (ENA�). It is noteworthy

that in 1988 she had suffered from severe post-infectious

polyneuropathy (Guillain�Barré syndrome) that had been

treated with plasma exchange and from which she made a

full recovery following a prolonged hospital admission

including ventilatory support. Due to the very progressive

course of skin involvement from dcSSc with discolour-

ation, itchiness and swelling involving the forearms,

neck, face, back and the medial parts of the lower

limbs, she commenced MMF 1 g twice daily in 2005,

which stabilized her skin involvement and symptoms.

However, an attempt to reduce and stop this treatment

in May 2009 was associated with significant worsening of

skin thickening and constitutional symptoms, strongly

suggesting that she had previously responded well to

MMF therapy. MMF was therefore re-instituted at the

same dose in September 2009. Nine months later, in

June 2010, she developed abrupt onset of severe

bloody diarrhoea and was diagnosed with a CMV viraemia

(CMV DNA detected in citrated blood); results were con-

sistent with a primary CMV infection, confirmed by a
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