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ANA,  ASLO  titer,  rheumatoid  factor,  complement,  IgE  lev-
els,  proteinogram,  �-2  microglobulin,  and  thyroid  function
test  were  normal.  Chest  radiograph,  Mantoux  skin  test,
and  abdominopelvic  ultrasonography  were  unremarkable.
These  findings  were  consistent  with  erythema  annulare  cen-
trifugum  (EAC),  superficial  type.

Administration  of  amitriptyline  was  suspended  and
mometasone  furoate  0.1%  cream  was  prescribed,  showing
moderate  improvement  at  the  one-month  follow-up  visit.
Fluconazole  100  mg/day  was  prescribed  for  four  weeks.  Due
to  inefficacy,  it  was  changed  to  erythromycin  250  mg  four
times  a  day  for  four  weeks.  After  this  treatment,  the  patient
showed  nearly  complete  response.  At  the  one-year  follow-
up,  some  minor  recurrences  were  noted,  which  only  required
short  courses  of  topical  corticosteroids.  Amitriptyline  oral
rechallenge  was  refused  by  the  patient.

EAC  is  classified  as  a  reactive  erythema,  along  with
erythema  chronicum  migrans,  erythema  marginatum,  and
erythema  gyratum  repens.  Each  entity  is  separated  by
clinical  and  histopathologic  correlation.  EAC  is  divided  in
superficial  and  deep  forms.1 The  superficial  form  often  has
scaly  borders  tending  to  form  on  the  trailing  edge  of  the
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Erythema annulare centrifugum
associated with chronic amitriptyline
intake�,��

Dear  Editor,

A  41-year-old  woman  presented  to  the  hospital  with  a  mild
pruritic  exanthem  which  had  appeared  two  months  before
She  had  been  presenting  similar  episodes  for  the  past  fiv
years,  treated  with  topical  corticosteroids  and  short  course
of  methylprednisolone.  Each  episode  lasted  longer  and  wa
more  widespread  than  the  previous  one.  She  denied  feve
or  any  systemic  symptoms.  The  patient  reported  a  hi
tory  of  migraines,  treated  with  amitriptyline  for  the  pa
five  years  and  occasional  anti-inflammatories.  Amitriptylin
was  started  two  weeks  before  the  first  appearance  of  sk
lesions,  but  the  patient  did  not  associate  both  events.  Phy
ical  examination  revealed  annular  and  polycyclic  plaque
with  a  trailing  scale  and  central  clearing,  predominant
in  lower  limbs  (Fig.  1).  A  skin  biopsy  from  the  edge  o
a  lesion  was  performed,  showing  mild  papillary  edem
spongiosis,  lymphocyte  exocytosis  and  a  perivascular  lym
phohistiocytic  infiltrate  in  a  ‘‘coat  sleeve’’  appearanc
(Fig.  2).  Periodic  acid-Schiff  staining  did  not  show  fung

forms.  Fungal  culture  was  negative.  Laboratory  tests  includ-
ing  complete  blood  count,  liver  and  kidney  function  tests,
serological  tests  for  HBV,  HCV,  HIVH,  borrelia  and  syphilis,

� How to cite this article: Fernandez-Nieto D, Ortega-Quijano D,
Jmenez-Cauhe J, Bea-Ardebol S. Erythema annulare centrifugum
associated to chronic amitriptyline intake. An Bras Dermatol.
2021;96:114---6.

�� Study conducted at the Hospital Universitario Ramón y Cajal,
Madrid, Spain.
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annular  lesion.  The  deep  form  has  non-scaly  indurated  bo
ders  without  marked  epidermal  changes.  The  superfici
type  is  associated  with  recurrences  and  a  shorter  duratio
of  skin  lesions  when  compared  with  the  deep  type.1 Com
mon  differential  diagnosis  includes  other  annular  erythema
such  as  erythema  chronicum  migrans,  mycosis  fungoide
urticaria,  psoriasis,  tinea  corporis,  and  annular  sarcoido
sis.  Histopathology  shows  a lymphohistiocytic  perivascula
infiltrate  in  both  superficial  and  deep  types  of  EAC.  In  th
superficial  type,  a  perivascular  infiltrate  and  dermal  edem

are  located  in  the  upper  dermis.  Epidermal  changes  such  as
acanthosis,  spongiosis  and  even  vesiculation  can  be  seen.
In  the  deep  type,  the  perivascular  infiltrate  is  found  in
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hydroxychloroquine,  hydrochlorothiazide,  spironolactone,
cimetidine,  salicylates,  piroxicam,  penicillin,  ustekinumab,
and  amitriptyline.2

Amitriptyline  has  been  classically  considered  a  typical
cause  of  EAC,  since  its  proven  association  in  1999  by  García-
Doval  et  al.4 However,  this  is  the  only  case  reported  in
medical  literature.  In  the  present  case,  amitriptyline  was
suspected  to  be  the  cause  of  EAC,  due  to  its  temporal
association  and  previous  report.  However,  drug  discontinu-
ation  did  not  resolve  EAC.  The  chronicity  of  this  drug  intake
(five  years)  could  have  triggered  a perpetuated  immune
response  that  remained  even  after  amitriptyline  discontinu-
ation.  Another  possible  explanation  is  that  amitriptyline  was
not  related  to  EAC,  and  it  was  rather  idiopathic  or  associated
to  a  hidden  bacterial  focus.  Erythromycin  and  azithromycin
have  been  reported  as  a  safe  and  effective  therapy  for  EAC,
as  in  the  present  case.5 These  antibiotics  may  have  effect
on  a  hidden  bacterial  focus  or  play  a role,  due  to  their  anti-
inflammatory  effect.
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ure  1  Annular  erythematous  plaques  with  trailing  scale
ated at  thighs  and  legs.

ure  2  Mild  spongiosis,  lymphocyte  exocytosis,  papillary
ema,  and  a  perivascular  lymphohistiocytic  infiltrate  in  a
oat sleeve’’  appearance.  No  eosinophils  were  observed
ematoxylin  &  eosin,  ×100).

 middle  and  lower  dermis,  with  a  ‘‘coat  sleeve-like’’
pearance.1 Edema  and  epidermal  changes  are  uncommon.
EAC  is  thought  to  represent  a  cutaneous  manifestation
a  type  IV  hypersensitivity  reaction  to  several  etiolo-
s;  however,  several  cases  are  idiopathic.  Treatment  and
dication  of  the  underlying  disease,  if  present,  is  usually
ective.  EAC  has  been  associated  with  bacterial,  parasitic,
al  and  fungal  infections.  Endocrine  and  immunological

orders  such  as  Graves’  disease,  Hashimoto  thyroiditis,  and
gren  syndrome  have  been  reported.2 When  it  occurs  in  a

raneoplastic  setting,  it  usually  precedes  (46%  of  cases)
is  simultaneous  within  one-month  (33%  of  cases)  of  the
covery  of  the  related  cancer.3 EAC  usually  resolves  after
ncer  treatment,  and  recurrence  is  associated  with  tumor
apse.3 EAC  has  also  been  related  to  drugs,  including

Re
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In conclusion,  chronic  drug  related  EAC  may  persist  even
er  drug  discontinuation.  Macrolides  are  a  safe  and  effec-
e  therapy  for  EAC.
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Epithelioid sarcoma of the upper limb
with nine years of evolution�,��

Dear  Editor,

Epithelioid  sarcoma  (ES)  is  a  rare  histopathological  subtype
of  soft  tissue  sarcoma,  accounting  for  less  than  1%  of  all
adult  soft  tissue  sarcomas.1 It  mainly  affects  the  limbs  of
young  patients  and  involves  dermis,  subcutaneous  tissue,  or
deeper  soft  tissues.  The  etiology  remains  unknown,  with  a
high  percentage  of  lymph  node  and  lung  metastasis.2 The
authors  report  a  case  of  a  49-year-old  male  patient,  who
presented  multiple  painful  ulcers  on  the  left  upper  limb  for
nine  years,  which  increased  in  number  and  extension  and  did
not  heal.  The  condition  started  with  a  left  wrist  injury  after
blunt  trauma  with  a  hammer.  Upon  dermatological  examina-
tion,  the  authors  observed  the  presence  of  multiple  ulcers
with  bloody,  elevated,  infiltrated  edges,  some  with  a  puru-
lent  floor,  others  with  a  granular  and  bloody  floor,  grouped,
of  varying  sizes,  affecting  the  entire  extension  of  the  left
upper  correct  to  CC  BY  limb  (Figs.  1  and  2).  There  were  also
nodules,  one  of  them  soft  and  erythematous-violaceous,  and
others  with  exulcerated  surfaces,  in  a  linear  distribution  on
the  left  shoulder.  He  presented  weight  loss  of  10  kg  in  the
last  year.  The  patient  also  had  severe  and  continuous  pain,
requiring  frequent  use  of  analgesics  and  anti-inflammatory
drugs.  He  had  already  undergone  several  oral,  parenteral,
and  local  antibiotic  therapies,  without  improvement.  The
initial  hypotheses  were  mycobacteriosis  and  deep  mycoses.
Chest  radiography  showed  linear  dense  areas  in  the  pul-
monary  bases  and  a  small  nodular  image  projected  in  the  left
lung  field  measuring  approximately  0.3  cm.  Histopathologi-
cal  examination  showed  an  infiltrative  neoplasm  consisting
of  epithelioid  and  spindle  cells  with  eosinophilic  cytoplasm
and  irregular  nuclei  with  evident  nucleoli,  fibrosis  of  the

initially  presents  as  painless,  localized,  slowly  growing  nod
ules,  which  evolve  to  chronic  ulcers  that  do  not  heal,  wit
raised  margins,  usually  in  the  distal  limbs  of  young  adult
although  there  are  reports  of  cases  affecting  children  an
the  elderly.  Despite  its  slow  growth,  it  can  be  an  extreme
aggressive  tumor  with  a  clinical  course  characterized  b
high  rates  of  local  recurrence  and  metastatic  potentia
especially  for  lymph  nodes  and  lungs.3,4 Histopathologicall
it  presents  a  nodular  arrangement  of  epithelioid  neopla
tic  cells  with  central  degeneration  and  necrosis.  Vascula
invasion  is  rare.  Neoplastic  cells  are  oval  or  polygon
and  large,  similar  to  rhabdomyosarcoma.  The  spindle  cel
resemble  fibrosarcoma  or  malignant  fibrohistiocytoma.2

immunohistochemical  analysis,  ES  characteristically  show
reactivity  for  epithelial  markers,  as  well  as  for  mesenchym
markers.  It  is  consistently  positive  for  cytokeratin,  EMA,  an
vimentin  expression.  There  is  a  positive  reaction  with  CD3

Figure  1  Multiple  ulcers  with  raised  and  infiltrated  edge
some  with  a  purulent  floor  and  others  with  a  granular  and  blood
floor.
adjacent  tissue,  and  focal  necrosis  (Fig.  3).  The  immunohis-
tochemical  examination  showed  expression  for  cytokeratins
AE1/AE3,  CD34,  and  complete  loss  of  INI-1  expression.  These
findings  are  consistent  with  the  diagnosis  of  ES.  The  ES

� How to cite this article: Bittencourt MJS, Lima CS, Dias AL, Neri
CC. Epithelioid sarcoma of the upper limb with nine years of evolu-
tion. An Bras Dermatol. 2021;96:116---7.

�� Study conducted at the Centro Universitário do Estado do Pará,
Belém, PA, Brazil.

1

Figure  2  Detail  of  multiple  ulcers  with  raised  and  infiltrated
edges.
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