
CASE  AND  RESEARCH  LETTERS  885

10. Levi A, Wulf HC, Enk CD. Two cases of  actinic cheilitis responsive
to  daylight activated photodynamic therapy (DA-PDT). Photo-
dermatol Photoimmunol Photomed. 2013;29:268---71.

P.  Martín-Carrasco,∗ M.  Sendín-Martín,
J.J.  Domínguez-Cruz,  J.  Bernabeu-Wittel

Servicio  de  Dermatología,  Hospital  Viamed  Santa  Ángela
de  la  Cruz,  Sevilla,  Spain

∗ Corresponding  author.
E-mail  address:  doctormartincarrasco@gmail.com
(P.  Martín-Carrasco).

https://doi.org/10.1016/j.adengl.2020.10.015
1578-2190/ ©  2020 AEDV. Published by Elsevier España, S.L.U. This
is  an open access article under the CC BY-NC-ND license (http://
creativecommons.org/licenses/by-nc-nd/4.0/).

Secondary erythromelalgia ---
case  report�

Eritromelalgia secundaria: informe  de caso

To  the  editor,

A  56-year-old  caucasian  female  presented  to  our  derma-
tology  department  with  episodes  of  erythematoviolaceous
dyschromia  along  the  outer  side  of the  left foot.  The  der-
matosis  had  started  1 year  before  and  the patient  was  having
2-3  episodes  per  month,  each  one  lasting  from  hours  to
a  maximum  of  2 days,  with  variable  intervals  between
the  crises.  The  condition  was  accompanied  by a  nonspe-
cific  local  discomfort,  although  the  patient  denied  manifest
pain.  Each  episode  evolved  towards  total  resolution,  with
no  sequelae.  At  this  point,  the functional  impact  caused
by  the  dermatosis  was  negligible.  Previous  medical  history
was  unremarkable  and there  were no new  drugs  adminis-
tered.  The  patient  had  noticed  the complaints  were  favored
by  the  pending  position  of  the left  lower  limb  and  contact
with hot  water  and  relieved  with  ibuprofen  and  by  raising
the  limb.  Physical  examination  revealed  only  2  erythema-
toviolaceous  plaques  on  the  outer  side  of the  left  foot,
with  relatively  well  defined  borders  (Fig.  1).  An  incisional
skin  biopsy  obtained  from one  of the  lesions  showed non-
specific  findings:  a  capilar  proliferation  in the dermis,  with
some  ectatic  vessels,  and  a a  discrete  lymphocytic  inflam-
matory  infiltrate.  In the following  months,  thrombocytosis
(800  ×  109/L)  and  a borderline  erythrocitosis  (15,4  g/dL)
were  detected  in  routine  analyses  and  the  patient  was
referred  to hematology  consultation.  Concomitantly  there
was  a  clinical  worsening  of  the  dermatosis,  with  an  increase
in  the  frequency  and  severity  of  the episodes,  including  noc-
turnal,  now  inducing  local  pain,  warmth  and sensation  of
burning.  The  dimensions  of  the left foot  plaque  increased
and  the  dermatosis  progressed,  involving  both  hands  (Fig.  2)
and  feet,  this  time  markedly  limiting  the functional  capac-
ity  of  the  patient.  At  this  point the  patient  underwent
laboratory  studies  searching  for  autoimmunity,  which  were
negative.  Meanwhile  the investigation  performed  in the con-
text  of  hematology,  with  bone  marrow  examination  findings
compatible  with  a  myeloproliferative  neoplasm,  allowed  the
diagnosis  of  polycythemia  vera  with  positive  JAK-2  muta-
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tion.  Conjugating  the clinical  and  histopathological  data
available  with  the polycythemia  vera  detected,  the  diagno-
sis  of  erythromelalgia  secondary  to  the myeloproliferative
disorder  was  established.  In collaboration  with  hematol-
ogy,  the  patient  was  started on  hydroxyurea  500 mg/day
and  acetylsalicylic  acid  100  mg/day  and advised  to  avoid
the  precipitating  factors  and comply  with  resting  periods
with  raised lower  limbs.  This  approach  lead  to  an  evident
symptomatic  improvement:  after  6 months  the  patient  had
no  more  episodes  of  erythematoviolaceous  plaques  although
reported  occasional  warmth  and discomfort  on  the left foot.
Platelet  count  and  hemoglobin  normalized.

Erythromelalgia  is  a  rare  clinical  syndrome  characterized
by  episodes  of  erythema,  increased  temperature  and  burn-
ing  pain,  primarily  involving  the extremities,1,2 with  lower
limbs  being  more  commonly  affected.3 Physical  exercise,
dependency  of  the affected  limbs  and  heat  exposure  are
potential  triggers,  while  cold,  rest  and  elevation  relieve
symptoms.1---4 The  classification  of  this condition  varies
among  authors,  but  essentially  there  are primary  forms,
which  can  be  further  divided  into  familial  or  sporadic  of  early
(juvenile)  or  late  (adult)  onset,  and  secondary  forms.5 Multi-
ple  diseases  are associated  with  this  clinical  picture,  such  as
myeloproliferative  neoplasms,  arterial  hypertension,  venous
insufficiency,  diabetes  mellitus,  systemic  lupus  erythemato-
sus,  rheumatoid  arthritis,  lichen  sclerosus,  gout,  spinal
diseases  and  multiple  sclerosis.2,4,6 Associated  diseases  may
precede  erythromelalgia,  coincide  with  the beginning  of the
disease  or  occur  during  its  evolution.7,8 Ethiopathogenesis  of
erythromelalgia  is  not  known.  Vascular  abnormalities,  small-
fiber  neuropathy  and  arteriovenous  shunting  are thought
to  be involved,  contributing  to  the erythema  and pain,
but  is  unclear  which  one  is  the  inciting  event  or  pri-
mary  abnormality.1,4,5 Histology  is  usually  non-specific  and
some  biopsy  specimens  don’t  show  any  pathological  find-
ings  but  capillary  proliferation,  swelling  of  endotelial  cells,
perivascular  edema  and  a  sparse  lymphocytic  infiltrate  are
common.2 There  are no  established  diagnostic  criteria,  no
clinical  guidelines  of  management  or  large randomised  con-
trolled  trials  of  treatment.3,9 Erythema,  burning  pain  and
hyperalgesia  are  features of  many  conditions.  Posttraumatic
reflex  dystrophies,  including  causalgia,  reflex  sympathetic
dystrophy  and shoulder-hand  syndrome,  can  closely  mimic
erythromelalgia.  Peripheral  neuropathies,  peripheral  vascu-
lar  disorders,  Fabry  disease  and bacterial  cellulitis  should
also  be  included  in the  differential  diagnosis.6,10 In  the
absence  of  a confirmatory  diagnostic  test,  diagnosis  is  based
on a careful  history  and supported  by  physical  examination
during  the  episodes  and,  once a  diagnosis  is  established,
potential  secondary  causes  must  be excluded.5 There  is  no
universally  effective  treatment  for erythromelalgia  and the
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Figure  1  Well  defined  erythematoviolaceous  plaques  on the

outer  side  of  the  left  foot.

Figure  2 Erythema  on the  palmar  surface  of  the  fingers.

mainstay  of  therapy  is  support  and avoidance  of  triggering
factors.1,5 Cases  of erythromelalgia  that are associated  with
myeloproliferative  disorders  usually  respond  to  aspirin.11

Otherwise,  drugs  acting  in the  neuropathy  (gabapentin,
tricyclic  antidepressants,  selective  inhibitors  of  seroton-
ina  reuptake),  in vasculopathy  (acetylsalicylic  acid,  calcium
channel  blockers,  prostaglandins)  and various  nerve  blocks
have  been  attempted,  with  variable  success.1,4,5 In our case
the  patient  presented  initially  with  non-specific  clinical  and
histological  pictures.  The  diagnosis  of  erythromelalgia  was
only  established  after  the  detection  of  polycythemia  vera
and  the  exacerbation  of  the symptomatology,  with  the  char-
acteristic  triad  of erythema,  hyperthermia  and  pain  with
intense  burning.  Our  patient’s  complaints  were  successfuly
controled  with  daily  low-dose  aspirin.  In  our  case,  besides
erythromelalgia,  which  can cause  ulcers  in severe  cases,
hydroxyurea,  used  in  the  treatment  of  polycythemia  vera,
can  also  induce  distal  cutaneous  ulceration,  an association
to  keep  in  mind  in  the follow-up  of  the  patient.  Erythrome-

lalgia  is  a rare  heterogeneous  disorder  with  a variable
spectrum  of  severity  and  should  be considered  in patients
with  paroxysmal  neuropathic  pain.  It  is  probably  underdiag-
nosed  and  its  early  recognition  is crucial  to  minimize  the
impact  on  patients’  quality  of  life.
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