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Primary erythromelalgia is characterized by burning pain, redness, and warmth in the extremities. We 
present two cases of primary erythromelalgia both of whom presented with a history of several months of 
severe burning pain in both hands and feet. Both patients had received multiple pain medications with no 
improvement in symptoms. Rain was relieved by putting affected parts in ice cold water, which resulted in 
immersion injury of the affected parts. Both patients stopped taking part in school and social activities. We 
tried oral mexiletine, a class lb antiarrythmic agent, in view of its reported role in various chronic painful 
conditions. Dramatic improvement was observed with its use. Both patients improved after several weeks 
of use, and there were fewer soaking episodes. We observed no adverse effects with mexilitine therapy.

rythrom ela lg ia is a disorder characterized by se
vere bu rn ing  pain, m ainly invo lv ing the extrem i
ties and associated w ith  erythema and increased 

tem perature o f  the affected parts. W arm th  aggravates 
the symptoms and cold provides re lie f.1 Frequent im 
mersion in to  ice cold water fo r re lie f o f  pain is a con
stant feature o f  the disease and is considered pathog
nom onic.2 The pain associated w ith  erythrom elalg ia is 
often resistant to treatm ent. A lthough  a w ide variety 
o f  therapies have been tried , no effective treatm ent is 
yet available. In  a review o f  data fo r 168 patients w ith  
erythrom elalg ia at the M ayo c lin ic  i t  was found tha t 
patients had used 84 diffe rent types o f  medications.3 
W e present tw o  patients w ith  p rim ary  erythrom ela l
gia, bo th  o f  whom  had received a num ber o f  pa inkillers 
before reporting  to us. B oth patients were given a tr ia l 
o f  oral m exilitene and showed remarkable response.

E

CASE 1
A  12-year-old male presented to us w ith  a h is to ry  o f  
severe bu rn ing  pain in  bo th  hands and feet associated 
w ith  redness and erythema fo r the previous 3 months. 
Pain was aggravated by heat and classically relieved by 
placing the hands and feet in  ice cold water. Because o f  
the severe pain, the patien t w ou ld  keep bo th  hands and 
feet immersed in  ice cold water most o f  the tim e, as a 
result o f  w h ich the patien t developed a severe im m er
sion in ju ry  (F igure 1). There was no p rio r h is to ry  o f

drug intake o r im m uniza tion .
C lin ica l exam ination revealed a weight o f  35 kg. 

There was no abnorm ality apart from  the im m er
sion in ju ry  and no neurological deficit. The complete 
blood count was norm al apart from  a hem atocrit o f  
45%. R B C  mass was 34 m L /k g . A  complete metabolic 
workup, liver function  tests, a w ork-up  fo r connective 
tissue disorders (antinuclear antibodies, an ti-doub le  
stranded D N A ) ,  coagulation tests, nerve conduc
t io n  ve locity (N C V ) ,  electrom yography (E M G ) were 
w ith in  norm al lim its .

In itia lly , the pa tien t was given asp irin  (15 m g / 
kg /day) fo r about 1 week w ith  no im provem ent in  
sym ptom s. Subsequently, m orph ine (2.5 mg I V  ev
ery 4 hours) was added, b u t again the pa tien t showed 
no im provem ent. T rea tm en t was d iscon tinued after
2 weeks. The pa tien t was started on ora l m exiletine 
in it ia lly  at 100 mg three tim es a day, w h ich  was in 
creased subsequently to  200 mg three tim es a day. N o  
adverse effect was observed. Im provem ent began af
ter 2 weeks o f  therapy. The frequency, du ra tion , and 
in tens ity  o f  the pa in episodes con tinued to  decrease 
sign ificantly  and by 5 weeks o f  therapy all sym ptom s 
com plete ly resolved. As o f  6 m onths from  discharge 
the pa tien t had experienced very few episodes o f  m ild  
b u rn ing  pain, w h ich  d id  no t incapacitate the patien t. 
The pa tien t reported no side effects from  m exiletine 
therapy.
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Figure 1. Photograph of a 12-year-old child showing 
erythromelalgia of both hands.

CASE 2
A n  8-year-old male ch ild  presented w ith  burn ing pain 
in  both hands and feet associated w ith  erythema for the 
previous m onth. Classically, the pain was relieved by 
im m ersing the affected part in  cold water. Symptoms 
were aggravated by heat. The patient had developed im 
mersion in ju ry  to both hands. There was no significant 
illnesses in  the past p r io r to the disease. The patient 
was a product o f  a nonconsanguinous marriage w ith  
no fam ily h is to ry o f  any m yeloproliferative or connec
tive tissue disorder. C lin ica l examination revealed a 
weight o f  25 kg, and im m ersion in ju ry  o f  the le ft foot. 
A  complete blood count revealed a hem atocrit o f  36%. 
A  complete metabolic workup, liver function  tests, 
workup for connective tissue disorders (antinuclear 
antibodies, an ti-double stranded D N A ),  coagulation 
tests, nerve conduction velocity (N C V ) ,  electromyog
raphy (E M G ) were w ith in  norm al lim its . In itia lly , the 
patient was treated w ith  aspirin fo r about 1 week w ith  
no improvement. Subsequently, gabapentin was added. 
H e showed a partia l response to com bination therapy, 
bu t the patient was s till no t able to participate in  school 
and other social activities. H e was started on oral m exi
letine, in itia lly  100 mg three times a day, which was in 
creased subsequently to 200 mg three times a day. The 
frequency, duration, and in tensity o f  the pain episodes 
continued to decrease significantly. D u rin g  regular fo l- 
low -up fo r tw o m onths after discharge the patient expe
rienced no side effects from  m exilitine and had marked 
im provem ent in  symptoms w ith  on ly a few episodes o f  
pain, which were not incapacitating.

DISCUSSION
Because o f  lack o f  understand ing o f  the pathophysi
o logy and its low  prevalence, trea tm ent o f  e ry th ro 
melalgia is poo rly  understood and often d iff ic u lt  to 
treat. Early studies suggested tha t asp irin  effectively 
relieved sym ptom s, b u t asp irin  appears to  be sig
n ifican tly  m ore effective when there is an associated 
throm bocythaem ia and polycythem ia vera.2 Various 
pharm acologic tria ls  have been conducted w ith  varied 
results. These include use o f  tr icyc lic  antidepressants, 
gabapentin, anticonvulsants, and others.4,5 M exile tine  
has been used in  various chronic pa in fu l cond itions 
and has been found  qu ite  effective.6 I t  is a class IB  
o ra lly  active an ti-a rrh y th m ic  agent, a sodium -channel 
in h ib ito r  tha t shortens the action po ten tia l du ra tion . 
M u ta tio ns  in  regions o f  chrom osom e 2q, w h ich  con
ta in  a cluster o f  sodium  channel genes, have been iden
t ifie d  among patients w ith  p rim a ry  erythrom ela lg ia .7 
S od ium -channe l blockers like  m exiletine are w ide ly  
used to  treat neuropath ic pain. Subacute o r chronic 
in flam m ation  also produces p ro found  changes in  the 
exc ita b ility  o f  p rim a ry  afferent neurons inne rvating  the 
in flam ed tissue.8 Recent evidence suggests tha t post- 
trans la tiona l m od ifica tions o r abnorm al expression o f  
sodium  channels in  dorsal roo t ganglion neurons oc
curs after tissue in flam m ation .9 In  fact, there are few 
published case reports on the ben ific ia l effect o f  oral 
m exiletine in  p rim a ry  e ry th rom ela lg ia .10 N a than  et 
a l11 reported on an 11-year-old, w h ite  male ch ild  w ith  
p rim a ry  erythrom ela lg ia  w ho dem onstrated m arked 
im provem ent fo llow ing  trea tm ent w ith  a com bination  
o f  in travenous lidocaine and ora l m exile tine therapy. 
K u h n e rt et a l10 also dem onstrated a s im ila r effect in  an 
adu lt pa tien t w ith  severe erythrom ela lg ia . M exile tine  
has also been found  useful in  in flam m ato ry  pa in in  
experim ental an im als12 and in  the pain associated 
w ith  d iabetic neuropathy.13 M ex ile tine  provides anal
gesia by b lock ing  sod ium  channels at bo th  periphera l 
and centra l sites. The a b ility  o f  m exile tine to  selec
tive ly  b lock nerves in  a m ore depolarized state makes 
th is  d rug  useful fo r b lock ing  pa in pathways in  w h ich  
neural ac tiv ity  is increased.

In  summary, we present tw o  cases o f  p rim a ry  e ry th 
rom elalgia w ho were suffering from  a severe bu rn ing  
pa in w ith  a severe degree o f  im m ers ion in ju ry  whose 
sym ptom s were signficantly con tro lled  by oral m exi
le tine w ith  no recognizable side effect o f  therapy.
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