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(Letter to the Editor)
SIR, Erythromelalgia is an unusual disorder characterized by the triad of red, hot and
painful extremities. The symptoms are exacerbated by heat and improved by cold. Its
aetiology is not fully understood. Numerous different medications including aspirin,
gabapentin, amitriptyline, benzodiazepines and opiates have been used in attempts to
treat the symptoms of erythromelalgia, with varying success.[1] We report our experience
with the use of venlafaxine (Efexor®; Wyeth Ayerst Pharmaceuticals, St Davids, PA,
USA), a serotonin and noradrenaline reuptake inhibitor, in the treatment of primary
erythromelalgia. Venlafaxine has previously been reported to improve the symptoms in
one case of Raynaud's phenomenon [2] and two cases of erythromelalgia.[3]
Ten patients with primary erythromelalgia were studied. Appropriate investigations
were performed to exclude associated causes. Patients were subsequently treated with
oral venlafaxine 37.5 mg twice daily. The patients were examined weekly for evaluation
of symptoms, as well as for severity and extent of skin warmth and erythema.
All patients were able to tolerate the treatment without major side-effects. Following 1
week of therapy, a marked improvement in pain and burning was reported by all patients.
There was also an appreciable decrease in the warmth and erythema in all patients. The
most common side effect was nausea, reported in two patients. The patients continued the
treatment for up to 6-18 months with continued benefit, and no adverse reactions.
Primary erythromelalgia is a rare condition, usually diagnosed clinically, based on
history, signs and symptoms. Investigation to exclude associated medical conditions,
particularly myeloproliferative disorders, is required. Microscopic evaluation of skin
biopsies is not always diagnostic. The pathogenesis of primary erythromelalgia is not
entirely known. [1,4-6] A localized defect in the vascular and neural function of the
involved skin has been proposed.[6] Arteriovenous shunting in the affected skin, with
subsequent hypoxia and metabolic deficit, may play a significant role. Inhibition of
serotonin uptake by platelets has been shown to decrease platelet function and reduce
platelet plug formation under shear stress.[7,8] We hypothesize that venlafaxine exerts its
therapeutic benefit in erythromelalgia in part through this mechanism. The vasoactive
properties of serotonin are not clearly understood, and the potential effects of serotonin

reuptake inhibitors on the microvasculature are not known.[3] Histological examination
of erythromelalgia skin has shown a decrease in the sympathetic innervation and deficient
sympathetic regulation in the affected skin.[4,9] The implications of this decreased
sympathetic innervation in the pathogenesis of erythromelalgia are not evident.
Venlafaxine has been shown to inhibit noradrenaline uptake,[10] which may be an
additional mechanism of action in erythromelalgia. Therefore, via its influence on
noradrenaline as well as serotonin, venlafaxine may have dual efficacy in treating the
underlying neurovascular phenomenon involved in erythromelalgia, rendering a
therapeutic advantage over other selective serotonin reuptake inhibitors.
Venlafaxine has been used for the treatment of depression, anxiety and obsessivecompulsive disorders.[10] It has a low affinity for muscarinic, histaminergic and áladrenergic receptors, and has a low side-effect profile. The most common side-effects
include nausea, somnolence and dry mouth, which decrease in severity with long-term
therapy. [3,10] The recommended starting dose of venlafaxine for depression is 37.5 mg
twice daily, and may be increased up to 375 mg daily.[10]
The results of this pilot study indicate that venlafaxine may be a safe and effective
therapeutic option for patients with primary erythromelalgia. A placebo effect cannot be
ruled out. This study is also limited by the small patient numbers and the lack of an
objective measure of clinical improvement such as blinded assessment of photographs. A
double-blind placebo-controlled randomized study is under way; however, it has been
limited by the low incidence of this disorder.
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