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rdheim-Chester disease macrophages  (xanthic  cells,  CD68  +,  CD163  +,  S100-,  CD1a−)

(Fig.  2).

Initially,  the  patient  was  treated  with  high  doses  of  corti-
costeroids  (prednisone  1  mg/kg/day)  and  interferon.  Since
2016,  he  has  presented  an  increase  in  his  basal  dyspnea
and  a  progressive  elevation  of  acute  phase  reactants.  It
was  decided  to  extend  the  study  with  complementary  tests.
Among  them,  splenomegaly  and  pulmonary  infiltrate  with  an
interstitial  pattern  were  observed  without  significant  bone
findings.  The  patient  presented  a negative  molecular  study
for  mutations  in  the  regions  of  the  NRAS  and  BRAF  genes.

In  2019,  it  was  decided  to  prescribe  anakinra  100  mg  sub-
cutaneously  daily  as  an  off-label  indication5 due  to  the  lack
RAF  (-). Diagnosis through
utaneous manifestations and
ood  response with anakinra
reatment�

ear  Editor,

rdheim-Chester  disease  (ECD)  is  a  very  rare  non-Largerhans
ystemic  histiocytosis  of  unknown  origin.  Approximately
50  cases  have  been  described  in  literature  since  its  first
ublication.1

It  is  characterized  by  xanthogranulomatous  infiltration  of
ifferent  tissues  with  numerous  foam  histiocytes.  The  dis-
ase  can  be  very  heterogeneous,  ranging  from  indolent  cases
o  a  life-threatening  multisystemic  disease  with  possible
one,  neurological,  skin,  hypothalamic-pituitary,  pulmonary
nd  renal  infiltration.

Long  bones  are  affected  in  more  than  90%  of  the  cases.
hey  have  a  typical  infiltration  pattern  which  consists  of
ymmetric  osteosclerosis  patches  in  the  diaphyses  without
piphyses  affection.1

The  most  frequent  cutaneous  manifestations  are
anthelasma-type  lesions  that  occur  in  25  %---30  %  of  patients
nd  which  can  become  very  deforming.  Sometimes  skin  man-
festations  precede  the  systemic  clinic.2

Historically,  ECD  lacked  effective  treatments.  The  recent
iscovery  that  more  than  60%  of  patients  with  ECD  have
he  BRAFV600E mutation  has  led  to  the  indication  of  targeted
herapies  (MEK  and  BRAF  inhibitors).3,4 However,  when  BRAF
utation  is  negative,  there  have  not  been  prospective  con-

rolled  therapeutic  trials  to  compare  treatments.
We  have  followed  up  on  a  55-year-old  man  for  a  decade.

n  2010,  at  45  years  old,  the  patient  made  a  consultation
bout  cutaneous  facial  thickening  and  progressive  facial
eformity  with  difficulty  in  oral  opening.  He  presented
xophthalmos  with  yellow-orange  skin,  large  telangiec-
asias,  and  lower  eyelid  big  bags  (Fig.  1).

The  cutaneous  manifestations  were  very  disfiguring.

fter  multiple  facial  biopsies,  the  diagnosis  of  ECD  was
eached  after  visualizing  an  extensive  infiltration  by  foam

� Study conducted at the Dermatology team of the Hospital Uni-
ersitario Virgen de Valme, Sevilla, Spain.

Fig.  1  Physical  appearance  2010:  cutaneous  facial  thickening
and progressive  facial  deformity,  exophthalmos  with  yellow-
orange skin,  large  telangiectasias  and  lower  eyelid  big  bags.
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Fig.  2  (A)  Hematoxylin  &  eosin  (×20):  extensive  infiltration  by  foam  macrophages.  (B)  IHQ  (×10):  xantic  cells  CD68+.  (C)  IHQ
(×10); xantic  cells  S100−,  CD1a−.
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We  have  presented  a  rare  multisystemic  disease  of
unknown  etiology,  whose  diagnosis  and  treatment  continue
to  be  a challenge  today.

The  bone  clinic,  the  main  manifestation  of  the  disease,
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Juan-Manuel  Morón-Ocaña: Preparation  and  writing  of  the
manuscript  and  critical  literature  review.
ig.  3  Physical  appearance  2020:  The  skin  infiltration  has
emitted  after  anakinra,  blepharoplasty  and  dye-pulsed  light.

f  response  to  the  combined  therapy.  In  case  of  no  clinical
esponse,  anakinra  could  be  increased  to  200  mg/day.6

Since  then,  the  patient  has  improved  progressively  with-
ut  requiring  an  increase  in  anakinra  dose.  Nowadays,  the
atient  is  asymptomatic.  The  skin  filling  has  been  remitted

ut  it  has  required  a  blepharoplasty  to  correct  the  redun-
ant  skin  and  multiple  sessions  of  dye-pulsed  light  for  the
reatment  of  facial  vascular  lesions  (Fig.  3). m

74
s  always  absent.  In  this  case,  the  cutaneous  manifestations
tand  out  from  the  beginning,  even  before  the  systemic
ymptoms.

Although  the  discovery  of  the  involvement  of  the  BRAF
athway  in  ECD  has  led  to  a  revolution  in  its  treatment,  in
ur  case  it  is  also  absent.  Due  to  the  ultra-rareness  of  ECD,
here  have  not  been  any  prospective  controlled  clinical  trials
o  compare  treatments.

Proinflammatory  cytokines,  such  as  IL-1,  IL-6,  and  TNF-
lpha,  are  strongly  increased  in  ECD  lesions.  These  findings
uggested  that  inhibition  of  the  IL-1  pathway  could  be  a
romising  therapeutic  area  for  ECD  treatment.5

Our  experience  supports  the  use  of  anakinra,  an  IL-1
eceptor  antagonist,  as  a  therapeutic  option  for  ECD  when
he  BRAF  mutational  study  is  negative.

Despite  the  progress  in  understanding  the  underlying
athogenesis  and  biology  of  ECD,  we  believe  that  more
fforts  are  needed  in  the  study  of  the  disease.
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iant perforating pilomatricoma
ith osseous metaplasia�

ear  Editor,

 34-year-old  male  patient,  a  microentrepreneur,  sought
ermatological  care  due  to  a  tumor  measuring  approxi-
ately  6x5  cm  in  diameter,  with  erythematous  infiltrated

dges,  and  extrusion  of  whitish  stone-like  material  in  its
entral  portion,  on  the  posterolateral  region  of  the  right

arm  (Fig.  1). The  reported  evolution  was  approximately
two  years  and  six  months.  An  excisional  biopsy  was  per-
formed  with  wide  margins  and  histopathology  showed  an
expansive  growth  neoplasm  (Fig.  2),  consisting  of  basaloid
cells  and  ‘‘ghost  cells’’  (Fig.  3),  affecting  the  subcutaneous
adipose  tissue  and  showing  metaplastic  osseous  metapla-
sia,  dystrophic  calcification  (Fig.  4),  ulceration,  and  a
chronic  inflammatory  process  associated  with  a  gigantocel-
lular  reaction  of  the  foreign  body  type  and  stromal  fibrosis,
compatible  with  perforating  pilomatricoma  with  osseous
metaplasia.
igure  1  Tumor  measuring  approximately  6×5  cm  in  diame-
er, on  the  posterolateral  region  of  the  right  arm.

� Study conducted at the Hospital de Clínicas, Universidade Fed-
ral do Triângulo Mineiro, Uberaba, MG, Brazil.

F
w
(

74
igure  2  Giant  pilomatricoma:  well-defined  proliferation,
ith expansive  growth,  adjacent  to  subcutaneous  adipose  tissue

Hematoxylin  &  eosin,  ×200).
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