
C

A
a
B

D

A
d
t
c
m
t
i
B

o
e
l
p
t
o
t
r
s
h
a
h
n
d
a
(
A
t
r
T
w

a
c
d
e

S
R

Anais Brasileiros de Dermatologia 2022;97(4):532---547

Anais Brasileiros de

Dermatologia
www.anaisdedermatologia.org.br

ASE LETTER

cquired generalized idiopathic
F
i

s
p

m
m
g
b
m

i
h
t
d

nhidrosis --- rare case in a
razilian patient�

ear  Editor,

cquired  generalized  idiopathic  anhidrosis  (AGIA)  is  a  rare
isease  without  a  defined  etiology,  non-related  to  dysau-
onomia  or  neurological  abnormalities.1 It  is  an  uncommon
ondition,  with  approximately  100  cases  described,  the
ajority  in  Asia,  affecting  men  aged  20  to  30  years  80%  of

he  time.1 Considering  the  predominance  of  cases  described
n  Asia,  this  case  report  describes  an  unprecedented  case  in
razil.

A  20-year-old  military  male,  of  non  Asian  descent,  with-
ut  comorbidities,  had  developed  diffuse  anhidrosis  for
ight  months,  not  affecting  the  palmoplantar  and  axil-
ary  regions,  associated  with  multiple  small  normochromic
apules,  with  an  erythematous  base,  affecting  the  face,
runk,  back  region  and  upper  limbs  (Fig.  1).  The  rash  onset
ccurs  after  physical  activity,  exposure  to  heat,  or  emo-
ional  stress  and  has  a  short  duration,  showing  spontaneous
esolution  and  is  associated  with  a  burning  sensation.  The
ymptoms  are  worse  in  summer,  and  there  is  no  family
istory  of  sweating  disorder  or  urticaria.  The  diagnosis  of
nhidrosis  was  confirmed  by  Minor’s  test  (Fig.  2),  and  the
istopathological  examination  revealed  a  decrease  in  the
umber  of  eccrine  glands  and  the  presence  of  a  periglan-
ular  lymphocytic  infiltrate.  The  laboratory  tests  showed

 slightly  elevated  carcinoembryonic  antigen  (CEA)  level
7.5  ng/mL),  normal  IgE  levels,  negative  ANA,  Anti-SSA,  and
nti-SSB,  with  normal  results  for  the  blood  count,  renal  and
hyroid  function,  and  fasting  glucose  tests.  The  magnetic
esonance  imaging  of  the  skull  showed  no  abnormalities.
here  was  a  partial  and  gradual  improvement  of  the  rash
ith  prednisone  1  mg/kg/day,  orally.

AGIA  clinically  presents  as  the  absence  of  sweating
fter  stimulation.  The  symptoms  of  heat  intolerance  and
holinergic  urticaria  are  associated,  corroborating  the  pre-

ominance  in  individuals  whose  work  activity  involves
xposure  to  heat.  Preserved  palmoplantar  and  axillary

� Study conducted at the Ambulatory of Sanitary Dermatology,
ecretaria Estadual de Saúde do Rio Grande do Sul, Porto Alegre,
S, Brazil.
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igure  1  Several  normochromic  papules  and  erythema
nduced  by  physical  activity.

weating  is  justified  by  the  adrenergic  innervation  and  the
redominance  of  apocrine  sweat  glands,  respectively.2

The  diagnosis  is  clinical,  and  pathological  examination
ay  reveal  the  presence  of  perieccrine  lymphocytic  inflam-
atory  infiltrates.1 CEA  is  expressed  in  normal  eccrine

lands,  and  the  increase  in  CEA  levels  correlates  with  the
ody  surface  area  affected  by  anhidrosis  and  can  be  used  to
onitor  disease  activity.3

The  differential  diagnosis  of  anhidrosis  includes  congen-
tal  and  acquired  causes  (Table  1).  Three  subtypes  of  AGIA
ave  been  described:  eccrine  gland  dysfunction,  sudomo-
or  axis  neuropathy,  and  idiopathic  pure  sudomotor  axis
ysfunction,  which  is  the  most  common  subtype  and  is
ound  in  cases  where  cholinergic  urticaria  is  associated.1,4

ts  pathogenesis  is  not  well  understood1,4 but  it  is  known  that
here  is  a  reduction  in  muscarinic  receptors  in  the  eccrine
lands,  as  evidenced  by  immunohistochemistry.5 A  reduction
n  the  enzyme  acetylcholinesterase  is  also  found,  resulting  in

xcess  acetylcholine  in  the  synaptic  cleft.  The  latter  binds  to
uscarinic  receptors  in  mast  cells,  inducing  degranulation

nd  wheal  formation.  It  is  postulated  that  the  expression
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Figure  2  Minor’s  test  demonstrating  preserved  sweating  on

Table  1  Causes  of  anhidrosis.

Congenital  Acquired

Anhidrotic  ectodermal
dysplasia

Idiopathic

Insensitivity  to  pain  and
anhidrosis

Acquired  generalized
idiopathic  anhidrosis

Rapp Hodgkin  Syndrome
Fabry  disease

Secondary

Central  neurological
diseases
Parkinson’s  disease
Ischemia
Lewy  bodies  dementia
Multiple  sclerosis
Tumors
Peripheral  neurological
diseases
Diabetes  mellitus
Leprosy
Alcoholism
Collagenoses
Sjogren’s  syndrome
Medications
Psychotropic  agents
Anticholinergics
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4. Pargfrieder C, Struhal W,  Sega W, Klein G, Sepp N, Exler G.

Acquired idiopathic generalized anhidrosis in a young Austrian
f  cytokines  CCL2/MCP-1,  CCL5/RANTES,  and  CCL17/TARC
s  increased  in  glandular  cells,  recruiting  lymphocytes  that
ould  affect  the  expression  of  muscarinic  receptors  and
cetylcholinesterase.5

Despite  reports  of  therapeutic  success  with  corticos-
eroid  use,  there  are  no  clinical  studies  to  prove  its  efficacy.
here  is  no  consensus  on  the  method  of  administration,
ose,  and  duration  of  treatment.1 If  corticosteroid  therapy
ails,  cyclosporine,  intravenous  immunoglobulin,  and  omal-

zumab  can  be  used.1,4

53
ly  in  the  axillary  region  after  strenuous  physical  activity.
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cthyma gangrenosum in
eutropenic patients and the

mportance of an early skin biopsy for
irect examination�

ear  Editor,

cthyma  Gangrenosum  (EG)  was  once  considered  pathog-
omonic  for  sepsis  caused  by  Pseudomonas  aeruginosa.1

owever,  other  agents  have  been  described  in  oncohaemato-
ogical  patients.2 Skin  biopsies  are  often  not  performed,  and
reatment  is  usually  empirical.  This  report  describes  three
ases  of  neutropenic  patients  with  EG  who  underwent  skin
iopsy  with  direct  examination.

Patient  1:  Male,  36  years  old,  with  acute  lymphoblastic
eukemia,  presented  with  febrile  neutropenia  (FN)  during
hemotherapy,  and  treatment  with  cefepime  was  started.
fter  ten  days,  he  once  again  had  a  fever,  with  the  appear-
nce  of  erythematous  lesions  with  a  necrotic  center  on  the
ace  and  chest.  He  had  neutropenia  (10/mm3)  and  thrombo-
ytopenia  (24,000/  mm3).  Blood  cultures  and  a  skin  biopsy
ere  collected,  and  liposomal  amphotericin  B  and  voricona-
ole  were  started.  Direct  examination  identified  septate
yaline  hyphae  (Fig.  1),  which  were  later  also  detected  in
he  histopathological  examination.  Fusarium  spp. was  iden-
ified  in  blood  and  skin  cultures.  The  patient  did  not  survive
epicting  of  the  treatment.

Patient  2:  Male,  47  years  old,  had  FN  during  chemother-
py  for  acute  myeloid  leukemia,  and  treatment  with
efepime  was  started.  After  fourteen  days,  he  once  again
ad  a  fever,  with  the  appearance  of  a  single  erythema-
ous  lesion  with  a  necrotic  center,  on  the  chest  (Fig.  2).
e  had  neutropenia  (40/  mm3)  and  thrombocytopenia

44,000/  mm3).  Blood  cultures  and  a  skin  biopsy  were  col-
ected.  Direct  examination  revealed  non-septate  hyaline
yphae  (Fig.  3),  which  were  later  seen  in  the  histopatho-
ogical  examination.  Antifungal  treatment  with  liposomal
mphotericin  B  was  started.  Subsequently,  Syncephalastrum
pp. was  identified  in  the  skin  culture.  The  patient  remained

cefepime  was  started.  After  four  days,  he  had  a  fever,  and
arterial  hypotension,  with  the  appearance  of  an  erythe-
matous  lesion  with  a  necrotic  center  on  the  back  region.
Antibiotic  therapy  was  expanded  to  include  polymyxin  B,
amikacin,  and  meropenem.  He  had  neutropenia  (170/  mm3)
and  thrombocytopenia  (2,000/  mm3).  A  skin  biopsy  was
collected,  and  a  direct  examination  identified  the  pres-
ence  of  gram-negative  rods.  No  specimen  was  sent  for
histopathological  examination.  Subsequently,  multidrug-
resistant  Pseudomonas  aeruginosa  was  identified  in  the  skin
and  blood  cultures.  The  antimicrobial  regimen  was  main-
tained  until  a  clinical  resolution  was  attained.

The  present  report  describes  three  cases  of  neutropenic
patients  who  developed  EG.  All  had  a  similar  clinical  pre-
sentation,  with  fever  recurrence  and  the  appearance  of
lesions  during  antibiotic  therapy.  In  the  first  patient,  direct
febrile,  with  neutrophilic  recovery.
Patient  3:  Male,  36  years  old,  had  FN  during  chemother-

py  for  acute  myeloid  leukemia,  and  treatment  with

� Study conducted at the Instituto Nacional de Câncer, Rio de
aneiro, RJ, Brazil.
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igure  1  Septate  hyaline  hyphae  with  branching  at  an  acute
ngle. Direct  examination,  KOH  20%,  ×40.
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