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CASE AND RESEARCH LETTERS

Indeterminate Cell Histiocytosis
in Children: A Case Report�

Histiocitosis de células indeterminadas en
edad pediátrica: a propósito de un caso

To  the  Editor:

Indeterminate  cell  histiocytosis  (ICH)  is  a  rare  disease  char-
acterized  by  a  proliferation  of  histiocytes  with  a  mixed
immunohistochemical  phenotype  between  Langerhans  cells
and  non-Langerhans  histiocytes.  The  behavior  of  the  dis-

Figure  1  A,  Erythematous-orange  papules,  some  of  which  are  umbilicated  and  show  pseudovesiculation  and  the  presence  of
scabs. B  and  C,  A  week  later,  all  the  lesions  were  in  the  papular  phase,  and  yellow-orange  papules  had  appeared  on  the  forearms.
D, Bullous  lesions  on  the  hands  2  months  after  onset  of  the  condition.

� Please cite this article as: Sahuquillo-Torralba A, Navarro-Mira
MA, Llavador-Ros M, Botella-Estrada R. Histiocitosis de células inde-
terminadas en edad pediátrica: a propósito de un caso. Actas
Dermosifiliogr. 2017;108:871---874.

ease  varies  from  exclusively  cutaneous  forms  with  a  chronic
benign  or  self-resolving  clinical  course  to  fulminant  acute
systemic  forms.

We  present  the  case  of  a  girl  aged  16  months,  with  no
personal  or  family  history  of  interest.  She  was  seen  in  outpa-
tients  for  facial  lesions  that  had  appearance  rapidly  15  days
earlier  and  had  not  improved  with  amoxicillin---clavulanic
acid,  which  was  prescribed  by  her  health  area  pediatri-
cian  because  of  the  sudden  onset  of  the  condition.  No
manifestations  of  any  associated  disease  were  detected  in
the  medical  history.  Physical  examination  revealed  mul-
tiple  erythematous-orange  papules  with  an  erythematous
halo,  some  showing  pseudovesiculation,  umbilication,  and
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Figure  2  Ulcerated  epidermis  with  a  nodular  superficial  and  deep  dermal  infiltrate,  with  a  predominance  of  mononuclear  histi-
ocytes accompanied  by  lymphocytes  and  eosinophils.  A,  Hematoxylin  and  eosin  (H&E),  original  magnification  ×40.  B,  H&E,  original
magnification  ×100;  C,  H&E,  original  magnification  ×200;  D,  Detail  of  a  nodule.  H&E,  original  magnification  ×400.

the  formation  of  a  central  scab  (Fig.  1A).  The  lesions  mainly
affected  the  face  and  there  were  no  palpable  lymph  nodes.
A  smear  was  taken  from  the  lesions  for  direct  microscopy,
microbiological  culture,  and  polymerase  chain  reaction  for
varicella-zoster  virus  and  coxsackieviruses.  The  results  were
normal  or  negative.  A  week  later,  all  the  lesions  persisted
in  their  papular  phase,  with  the  additional  appearance  of
yellow-orange  papules  on  the  forearms  and  root  of  the  limbs
(Fig.  1,  B  and  C).  The  patient  remained  in  a  good  gen-
eral  state  of  health.  With  a  suspected  diagnosis  of  benign
cephalic,  generalized  eruptive,  or  Langerhans  cell  histio-
cytosis  (LCH),  skin  biopsy  was  taken  from  a  lesion  on  the
right  forearm.  Histology  revealed  an  ulcerated  epidermis
with  an  infiltrate  formed  mainly  of  mononuclear  and  histi-
ocytoid  cells,  accompanied  by  lymphocytes  and  occasional
eosinophils,  affecting  the  papillary  dermis  and  deep  dermis,
where  histiocytic  nodules  were  observed  (Fig.  2).  Immuno-
histochemistry  was  intensely  and  diffusely  positive  for  CD1a
both  in  the  epidermis  and  in  the  dermal  nodules,  with  clear
and  intense  but  more  scattered  positivity  for  CD68  and
S100  in  the  epidermis,  interstitial  dermis,  and  in  the  his-
tiocytic  nodules.  In  contrast,  langerin  (CD207)  was  positive
in  the  epidermal  control  sample,  and  very  focally,  practi-
cally  negative,  in  the  interstitial  dermis  and  dermal  nodules.
Based  on  these  findings  we  made  a  diagnosis  of  ICH  (Fig.  3).
The  workup  was  completed  with  blood  biochemistry,  com-
plete  blood  count,  plasma  osmolarity,  and  urinary  sediment,
together  with  abdominal  ultrasound,  and  x-rays  of  the  chest,
cranial  vault,  and  vertebral  column.  The  additional  tests
were  within  normal  limits.  After  2  months  of  follow-up,

and  on  treatment  with  only  topical  methylprednisolone,  the
facial  lesions  started  to  resolve.  However,  bullous  lesions
appeared  on  the  forearms  and  hands  (Fig.  1D),  obliging  us
to  start  systemic  corticosteroid  treatment,  which  achieved
good  control  of  the  new  lesions.  At  the  time  of  writing,  no
systemic  complications  have  developed,  but  the  patient  has
required  a  low  maintenance  dose  of  oral  corticosteroids  to
prevent  outbreaks  of  vesicular-bullous  lesions  on  the  trunk
and  limbs,  and  periodic  follow-up  has  been  continued  due  to
the  possibility  of  developing  associated  hematologic  tumors
or  extracutaneous,  multiorgan  forms  of  her  disease.

The  histiocytoses  are  a  heterogeneous  group  of  disor-
ders  whose  common  feature  is  an  excessive  proliferation
of  histiocytes.  They  are  traditionally  classified  according
to  their  immunohistochemical  phenotype  as  LCH  (CD1a+,
S100+, langerin+, and  CD68−)  and  non-LCH  (CD68+,  CD1a−,
S100−, langerin− and  factor  XIIIa±).  ICH  is  a  rare  group
within  this  spectrum  of  histiocytoses,  with  markers  of  the
2  main  groups,  that  is,  CD1a+,  S100+,  CD68+,  with  langerin−

(langerin  is  the  immunohistochemical  marker  of  Birbeck
granules).1,2

ICH  has  been  reported  in  patients  of  all  ages  and  even  as
a  congenital  disease.  It  presents  with  brownish-red,  occa-
sionally  ulcerated  papular  lesions  on  the  trunk  and  limbs,
and  that  may  be  widely  distributed  or  occur  as  an  isolated
lesion;  cases  similar  to  ours,  with  predominantly  or  exclu-
sively  facial  lesions,  have  been  reported.1 Although  purely
cutaneous  involvement  with  an  acute,  chronic,  or  recurrent-
remitting  presentation  and  an  indolent  or  even  self-resolving
clinical  course  are  typical  of  ICH,  eye  or  bone  involvement
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