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Abstract  Langerhans  cell  histiocytosis  is  a  rare  clonal  proliferative  disease,  characterized
by the  infiltration  of  one  or  multiple  organs  by  histiocytes.  Due  to  the  diversity  of  signs  and
symptoms,  the  diagnosis  of  this  disease  is  often  late.  The  estimated  incidence  in  adults  is  one
to two  cases  per  million,  but  the  disease  is  probably  underdiagnosed  in  this  population.  This
report presents  a  case  of  disseminated  Langerhans  cell  histiocytosis.  The  authors  highlight  the
most characteristic  aspects  of  this  rare  and  heterogeneous  disease,  which  usually  presents  as

a challenging  clinical  diagnosis.
© 2019  Sociedade  Brasileira  de  Dermatologia.  Published  by  Elsevier  España,  S.L.U.  This  is  an
open access  article  under  the  CC  BY  license  (http://creativecommons.org/licenses/by/4.0/).

v
t
s
f

Case report

A  female  patient,  63  years  old,  had  pruritic  and  diffused  red-
dish  spots  on  her  body  with  about  six  months  of  evolution.

Her  external  laboratory  tests  showed  thrombocytopenia
and  anemia,  and  the  anatomopathological  exam  suggested
pharmacodermy.  The  physical  examination  showed  multiple
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iolaceous  papules  and  nodules,  sometimes  with  ulcera-
ion  and  crusting  at  both  ends  and  lace-like  erythematous
pots  in  the  abdomen  (Figs.  1  and  2).  Skin  biopsy  was  per-
ormed.  The  anatomopathological  exam  showed  histiocytic
nfiltrate  in  the  papillary  and  reticular  dermis,  forming  cell
ggregates  of  intermediate  size,  with  clear  and  abundant
ytoplasm,  nuclei  sometimes  cleaved,  and  with  pseudoclefts
Fig.  3).  Immunohistochemistry  showed  immunoreactivity
or  S100,  CD1a  (Fig.  4),  and  langerin,  suggesting,  along
ith  the  anatomopathological  exam  and  clinical  history,
angerhans  cell  histiocytosis  (LCH).  The  patient  initiated
ystemic  chemotherapy  with  vinblastine  associated  with

rednisone.  Due  to  little  response  after  three  cycles,  the
reatment  was  replaced  with  cytarabine.  The  patient  died
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Figure  1  Ulcer  with  crust  centers  on  the  left  lower  limb.
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Figure  3  Histopathology  with  Hematoxylin  &  eosin  staining,
×40.
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Figure  2  Nodular  lesion  on  the  right  lower  limb.

ue  to  acute  respiratory  failure,  likely  due  to  pulmonary
epsis.

iscussion

CH  is  a  rare  and  heterogeneous  disease.  With  the  recent

iscovery  of  the  BRAF-V600E  mutation  in  a  high  prevalence
f  LCH  cases  (50%---60%),  the  disease  was  recognized  as
ancer  with  marked  inflammation.1,2 Recent  studies  sug-
est  a  clinical  correlation  between  the  presence  of  the
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Figure  4  Immunohistochemistry  ---  CD1a.

utation  and  the  recurrence  and  severity  of  the  disease.3

here  is  a  current  division  between  local  and  disseminated
CH.  The  clinical  manifestations  vary  widely  due  to  dif-
erences  between  the  age  of  onset,  the  proliferation  rate
f  Langerhans  cells,  and  the  tissues  and  organs  involved.
one  involvement  is  the  most  common  form  of  presenta-
ion,  both  in  adults  and  children.  Skin  rashes  of  this  disease
n  adults  can  simulate  other  common  dermatoses,  such  as
eborrheic  dermatitis  and  atopic  eczema.4,5 In  this  case,
iffused  erythematous  lesions  generated  a  clinical  diagno-
is  of  pharmacodermy.  Cutaneous  lesions  are  present  in  40%
f  cases  associated  with  the  multisystem  disease,  thus  their
resence  must  motivate  the  investigation  of  other  organs
nvolved.6 The  diagnosis  requires  a high  index  of  suspicion
nd  depends  on  clinical  and  radiology  findings  associated
ith  histopathology  and  immunohistochemistry.4 The  gold

tandard  test  verifies  the  presence  of  Birbeck  bodies,  gran-
les  in  the  cytoplasm  of  Langerhans  cells,  in  the  electron
icroscopy.  The  main  immunohistochemical  manifestation

s  the  presence  of  the  proteins  S100  and  CD1a(+).6,7 The
reatment  must  be  individualized,  considering  the  organs
nfected,  the  disease  extent,  and  the  age  group  affected.7

urgery,  intralesional  corticotherapy,  and  local  radiotherapy
re  some  of  the  therapeutic  options  for  the  local  disease.  In
ase  of  multisystem  disease  or  involvement  of  risk  organs
spleen,  liver,  bone  marrow,  and  lung),  chemotherapy  is

ndicated  (vinblastine  and  prednisolone,  cytarabine,  among
thers).2,6 BRAF  inhibitors  such  as  vemurafenib  are  new  ther-
peutic  options.2 Although  the  therapy  improves  the  survival
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rate,  morbidity  remains  high  for  patients  with  Langerhans
cells  histiocytosis,  and  permanent  sequelae  are  observed  in
20%---30%  of  patients.8 The  treatment  of  this  condition  needs
to  be  provided  in  specialized  centers  in  order  to  provide
multidisciplinary  care.3,7
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