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Necrolytic migratory erythema
associated with painful plantar
keratoderma. A new diagnostic clue for this
paraneoplastic syndrome?�,��

developed  diabetes,  normocytic  anemia,  zinc  deficiency,  o
fatty  acid  or  amino  acid  deficiency,  etc., NME  may  be  th
first  and  only  glucagonoma  symptom.2,3 The  pathogenesis  o
NME  can  be  explained  due  to  the  fact  that  hyperglucagone
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mia  stimulates  hepatocyte  gluconeogenesis  and  lipolysis
leading  to  hypoaminoacidemia.  Liver  dysfunction  results  in
decreased  albumin,  which  is  the  main  carrier  of  zinc  and
fatty  acids,  and  thus  contributes  to  fatty  acid  and  zinc
deficiency.  Glucagon  also  causes  vitamin  B  and  nutrient  defi-
ciencies,  such  as  zinc  deficiency,  which  may  contribute  to
increased  levels  of  arachidonic  acid,  prostaglandins,  and
leukotrienes,  and  thus  predisposing  individuals  to  develop
inflammatory  skin  lesions,  such  as  NME,  and  the  classic
epidermal  necrolysis  seen  in  the  histology.1 The  evolution
of  skin  lesions  in  outbreaks,  which  are  sometimes  self-
healing,  the  nonspecific  histology  in  some  cases,  and  the
long  evolution  of  the  lesions  are  the  reason  for  the  diag-
nostic  delay.3 It  should  be  noted  that  the  ‘‘tricolor  flag’’
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Dear  Editor,

The  presence  of  recurrent  skin  lesion  outbreaks  in  intertrig
nous  areas  and  lower  extremities,  during  years  of  evolution
may  be  a  presenting  form  of  necrolytic  migratory  erythem
(NME),  which  is  a  paraneoplastic  skin  disease  that  is  assoc
ated  with  malignant  glucagonoma  in  90%  of  cases.1

This  report  presents  the  case  of  a  59-year-old  woma
with  a  history  of  keratoconjunctivitis,  asthenia,  an
constipation.  She  was  referred  to  evaluate  recurrent  sk
lesions  with  four  years  of  evolution.  She  was  affected  b
erythematous,  scaly  plaques  and  hyperpigmentation  in  th
legs,  gluteal  area,  groin  area,  thighs,  and  elbows,  with  n
associated  systemic  symptoms  (Fig.  1).  She  provided  sever
skin  biopsies,  which  had  been  diagnosed  as  toxicoderm
and  eczema,  but  the  patient  denied  taking  drugs.  A  ne
biopsy  showed  an  epidermis  with  a  marked  pale  centr
area  due  to  the  presence  of  apoptotic  keratinocytes  o
vacuolated  appearance  below  a  layer  of  extensive  hype
keratosis  and  parakeratosis  (Fig.  2).  This  gave  a  ‘‘tricolo
flag’’  image,  which  is  suggestive  of  vitamin  deficiency.  

addition,  a  deficit  of  zinc  and  fatty  acids  was  observed
and,  after  starting  vitamin  and  zinc  supplements,  th
patient  remained  asymptomatic  for  eight  months.  Neve
theless,  she  subsequently  presented  more  severe  outbreak
with  blisters,  edema,  and  scaling  predominantly  on  th
dorsum  of  the  feet,  associated  with  a  very  painful  planta
keratoderma  (Fig.  3).

With  the  suspicion  of  NME  and  high  levels  of  glucagon
an  abdominal  CT  scan  was  made  showing  a  4  cm  mass  in  th
pancreas,  and  the  presence  of  a  malignant  glucagonoma  wa
confirmed  by  pathological  anatomy.  The  skin  lesions  com
pletely  resolved  after  tumor  resection.  However,  one  yea
later  she  developed  liver  metastasis  with  no  recurrence  o

skin  lesions.

Although  malignant  glucagonoma  may  be  accompanied
by  systemic  symptoms  such  as  diarrhea,  weight  loss,  newly

� How to cite this article: Gracia-Darder I, Ramos D, Boix-Vilanova
J, Bauzá-Alonso AF. Necrolytic migratory erythema associated with
painful plantar keratoderma. A new diagnostic clue for this parane-
oplastic syndrome? An Bras Dermatol. 2020;95:666---8.

�� Study conducted at the Department of Dermatology, Son
Espases University Hospital, Palma de Mallorca, Baleares, Spain.
histological  image  is  associated  not  only  with  skin  lesion
due  to  nutritional  deficits  and  acral  necrolytic  erythem
but  also  with  the  advanced  cutaneous  lesions  of  NME.4 It  

also  important  to  highlight  the  presence  of  a  painful  plan
tar  keratoderma,  which  was  not  found  to  be  associate
with  this  syndrome  in  the  literature,  and  which  was  com
pletely  resolved  with  the  removal  of  the  neoplasm.  Eve
though  malignant  glucagonoma  is  a  slow-growing  tumo
more  than  50%  of  the  cases  at  diagnosis  already  hav
metastatic  involvement.5 For  this  reason,  it  is  crucial  t
highlight  the  importance  of  an  early  diagnosis  of  this  clinic
presentation,  which  can  lead  to  preventing  the  appearanc
of  metastases  leading  to  a  worse  prognosis.  In  conclusion
this  report  describes  patient  with  recurrent  skin  lesion
Figure  1  Erythematous,  scaly,  erosive,  and  crusty  lesions  on
the dorsum  of  the  feet.
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ure  2  Histology  of  the  lesions.  Atrophic  epidermis  can  be  seen  with  moderate  spongiosis  and  a  central  area  with  marked  pallor
e to  the  presence  of  apoptotic  keratinocytes  of  vacuolated  appearance  below  a  more  superficial  layer  of  extensive  hyperkeratosis
d parakeratosis,  producing  a  ‘‘tricolor  flag’’  appearance  (Hematoxylin  &  eosin,  ×20).

gure  3  Plantar  hyperkeratotic  patches  with  reddish  dots.

ere  the  histological  findings  were  the  key  to  establish-
 the  diagnosis,  as  the  only  manifestation  of  a  malignant
cagonoma.
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Ecthyma gangrenosum and severe
transitory neutropenia in an
immunocompetent girl�,��

Dear  Editor,

Ecthyma  gangrenosum  (EG)  is  a  rare  cutaneous  lesion,
principally  caused  by  Pseudomonas  aeruginosa, through
either  primary  infection  or  hematogenous  spread.  Other
pathogenic  agents  responsible  have  also  been  described,
such  as  Aeromonas  hydrophila, Staphylococcus  aureus, and
Aspergillus  spp.,  among  others.1,2 It  generally  develops  in
patients  with  sepsis  or  immunosuppression,  in  a  context  of
hematological  malignancies  or  immunosuppressive  therapy.
It  presents  with  erythematous/violaceous  or  hemorrhagic
lesions  that  evolve  into  a  central  necrotic  ulcer  with  an  ery-
thematous  halo,  preferentially  situated  on  the  buttocks  and
legs.1 This  report  presents  the  case  of  a  previously  healthy
baby  girl  with  genital  EG  and  the  subsequent  development
of  a  severe  transitory  neutropenia.

A  previously  healthy  17-month-old  girl  presented  with
a  hemorrhagic  blister  on  the  left  side  of  her  vulva.  It
had  started  seven  days  before,  with  perilesional  erythema
(Fig.  1)  that  progressively  developed  ulceration  and  edema.
There  was  no  fever  or  other  systemic  symptoms.  She  was
treated  with  oral  cefpodoxime  and  clindamycin.  As  there
was  no  improvement  after  72  hours,  she  was  hospitalized
and  referred  to  dermatology.  On  physical  examination,  the
patient  was  in  good  general  condition  with  stable  hemo-
dynamics  and  no  fever.  She  had  a  skin  ulcer  on  the  left
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labia  majora  with  a  maximum  diameter  of  1.7  cm  an
well-defined  borders.  There  was  fibrin  at  its  base,  muc
swelling,  and  perilesional  induration,  sensitive  to  the  touc
(Fig.  2).  A  hemogram  was  carried  out  which  showed  5,84
leucocytes/mm3,  an  absolute  neutrophil  count  (ANC)  o
876  mm3,  and  C-reactive  protein  of  33  mg/dL.  Polymeras
chain  reaction  (PCR)  tests  of  the  lesion  for  herpes  sim
plex  viruses  1  and  2,  cytomegalovirus,  varicella-zoster  viru
and  the  Epstein-Barr  virus  were  all  negative.  Blood,  fun

� How to cite this article: Vargas-Mora P, García S, Aranibar 
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�� Study conducted at the Department of Dermatology, Faculty of
Medicine, University of Chile. Santiago, Chile.
Figure  1  Hemorrhagic  blister  on  vulva,  two  days  of  evolutio
Figure  2  Skin  ulcer  in  labia  majora,  seven  days  of  evolution.
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