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Cerebral Cavernous
Malformation: When the  Key to
Diagnosis  Is on the Skin�

Cavernomatosis  cerebral  múltiple:  cuando  la
clave del diagnóstico está en la piel

To  the  Editor:

Multiple  cerebral  cavernous  malformations  (MCCMs)  is
characterized  by  the presence  of  multiple  vascular  malfor-
mations  in  the  central  nervous  system.  It can  also  affect
the  retina  and  the skin.  The  disease  usually  presents  spo-
radically;  of  the patients  that  present  the familial  form,
the  majority  show  autosomal  dominant  inheritance.1 We
describe  2  families  with  familial  MCCMs  diagnosed  because
of  skin  lesions  detected  in  2 children  of  12  and  13  years  of
age.

Our  first patient  was  a  12-year-old  boy  with  no  past  his-
tory  of  interest.  He  was  seen  for asymptomatic  skin lesions  of
vascular  appearance  that had  been  present  for a  year.  Physi-
cal  examination  revealed  2  reddish  papules  similar  to  cherry
angiomas  on the neck  and  right  leg  (Fig.  1A),  3 reddish-pink
macules  with  a  dotted  dermoscopic  pattern  on  the  trunk
and  left  leg  (Fig.  1B),  an erythematous  macule  on  the trunk,
with  a  reticulated  vascular  dermoscopic  pattern  (Fig.  1  C),
and  2 small,  violaceous  angiokeratoma-like  papules  on
the  trunk  and left leg  (Fig.  1D).  The  initial family  history
was  negative,  but  a targeted  medical  history  revealed  the
presence  of cerebrovascular  lesions  in the maternal  grand-
mother,  diagnosed  on  magnetic  resonance  imaging  (MRI)
performed  5 years  earlier  for  sudden  onset hearing  loss.  Skin

� Please cite this article as: Escudero-Góngora MM, Bauzá A, Gia-
caman A, Martín-Santiago A. Cavernomatosis cerebral múltiple:
cuando la clave del diagnóstico está en la piel. Actas Dermosifiliogr.
2017;108:680---683.

examination  of  the grandmother  revealed  multiple  reddish,
cherry  angioma-type  papules  on  the  trunk.  The  medical
history  and physical  examination  of  the  other  family
members  only  detected  2  bluish  nodular  lesions  suggestive
of  venous  malformations  on  the right  arm  of  the patient’s
mother.  Given  the  family  history,  MRIs  of the patient  and
his  mother were  requested,  observing  the presence  of
cerebral  cavernous  malformations  in both  of them.  Genetic
analysis  was  performed  on  the 3  affected  family  members,
revealing  the c.268C  >  T mutation,  a  substitution  of  arginine
that  gives rise  to  a stop  codon  at position  90  of exon  6  of
gene  KRIT1  (CCM1)  (Molecular  Genetics  Laboratory,  Hôpital
Lariboisière,  Paris,  France),  which  confirmed  the diagnosis
of  MCCMs.

The  second  patient  was  a 13  year-old  boy  with  no  past  his-
tory  of  interest.  He  presented  a lesion  that had  arisen  on his
knee  some  months  earlier.  The  clinical  manifestations,  der-
moscopy,  and  histology  were  suggestive  of  angiokeratoma
(Fig.  2,  A-C). The  medical  history  revealed  that  the father
had  been  diagnosed  with  MCCMs.  The  patient’s  MRI  revealed
MCCMs  (Fig. 2D).  The  genetic  analysis  showed  a  pattern
of  deletion  of  exons  1, 2, and 3  of  gene  KRIT1  (CCM1)

(Genetics  Department,  Fundación  Jiménez  Díaz,  Madrid,
Spain).

MCCMs  can arise  sporadically  (80%)  or  be familial  (20%).2

The  familial  form  has  an  autosomal  dominant  pattern  of
inheritance  with  variable  clinical  penetrance.  To  date,
3  responsible  genes  have  been  identified----CCM1  (KRIT1),

CCM2  (MGC4607), and CCM3  (PDCD10)----with  more  than  100
different  mutations.3 The  KRIT1  gene,  detected  in both  our
families,  is  the  most  common  mutation  in patients  with
skin  lesions.4,5 The  etiology  and  pathogenic  mechanism  are
unknown,  although  it has been  observed  that  the  3  pro-
teins  coded  by  the responsible  genes  (KRIT1,  MGC4607,
and  PDCD10)  are implicated  in angiogenesis  and in vascular
remodeling.6

In  MCCMs,  the  cerebral  lesions  remain  asymptomatic
in  up  to  40%  of  patients.7 Clinical  manifestations  include
epileptic  crises,  headaches,  and  focal  neurological  deficits,
due  either  to  hemorrhage  or  to  the  compression  of adjacent
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Figure  1  Distinct  vascular  lesions  in our  first  patient.  A, Cherry  angioma  on the right  leg, with  vascular  lacunae  and  desquamating

collarettes in  the  dermoscopic  image.  B,  Capillary  malformation  on  the  left  leg  with  a  dotted  vascular  dermoscopic  pattern.  C,

Capillary malformation  with  a  reticulated  vascular  dermoscopic  pattern.  D,  Angiokeratoma-like  lesion  with  a  dark  lacuna  in the

dermoscopic  image.

structures.  The  diagnosis  is  based  on  imaging  studies,  pref-
erentially  MRI.7 No  action  protocols  or  guidelines  have  been
drawn  up  to specify  the  monitoring  and  follow-up  of these
patients.

In  2009,  Sirvente  et al.4 presented  the longest  series
of  patients  with  MCCMs,  with  417  cases,  and  reported  skin
involvement  in 9%.  Those  authors  described  3  types  of
vascular  skin  involvement:  hyperkeratotic  capillary-venous
malformation,  which  is  the most  common  (39%)  and specific;
capillary  malformation  (34%);  and  venous  malformation
(21%).  Furthermore,  they  described  2  types  of  capillary
malformations:  punctate  capillary  malformation  (most

common)  and  port  wine  stain  capillary  malformation.
The  majority  of  patients  in  that  series  presented  solitary
vascular  skin  lesions,  which  can make  the diagnosis  difficult
to  suspect  clinically  if there  is  no  family  history  of  the
disease.

In  conclusion,  we  have  presented  2  families  with  MCCMs
and  skin  involvement.  Our  first  patient  had multiple  and  var-
ied  vascular  lesions,  whereas  the  second  had  a single  lesion,
an  angiokeratoma.

When  these cutaneous  vascular  lesions  are  detected,
especially  if they  are  multiple  or  in  pediatric  patients,  it
is important  to  take  a detailed  targeted  medical  history  to
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Figure  2  A, Angiokeratoma  on the  knee.  B,  Dermoscopic  image  with  vascular  lacunae  and  a  superficial  scab.  C,  Histology  showing

vessels with  fibrin  thrombi  in the  dermis  and  epidermal  hyperplasia.  Hematoxylin  and  eosin,  original  magnification  ×4.  D,  Axial

T2-weighted cerebral  magnetic  resonance  image:  cerebral  cavernous  malformation.

detect  any  history  of  skin  or  cerebral  lesions  in relatives  and
to  consider  to  performing  cerebral  MRI  or  molecular  studies.
Additional  studies  allow  central  nervous  system  lesions  to  be
detected  early  to  be  able to  plan  the  therapeutic  strategy
and  rapid  intervention  in patients  who  develop  neurological
symptoms.
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Ultrasound Appearance of
Juvenile Xanthogranuloma�

Imagen  ecográfica de xantogranuloma  juvenil

Dear Editor:

We  present  a  7-year-old  girl  with  no  past  history  of  interest,
who  was  seen  for  an  asymptomatic  lesion  that  had arisen  in
the  right  axilla  3  months  earlier  and  had  grown  progressively,
but  that  had  remained  stable  after  a cycle  of cryotherapy  in
her  health  center  2  months  earlier.  Examination  revealed  a
well-defined  oval  papule  in the right  axilla. The  papule  was
of  yellowish  color  centrally  and more  erythematous  periph-
erally.  No  drainage  orifice  was  present  and  no  material  was
emitted  when  pressure  was  placed  on  the lesion  (Fig.  1).

Color  Doppler  ultrasound  (Esaote  MyLabClass  C  with  an
18  MHz  transducer)  was  performed,  showing  a well-defined,
homogeneous,  hypoechoic  lesion  in the dermis,  measuring
6.5  ×  3.5  mm, and  that  depressed  the subcutaneous  cellular
tissue  (Fig. 2).  No  posterior  enhancement  or  lateral  shadow
was  observed.  Color  Doppler  showed  no  flow  within  the
lesion.

We  performed  complete  excision  of the  lesion.
Histopathology  study  revealed  a diffuse  histiocytic  pro-
liferation  that  occupied  the full  thickness  of the  dermis
(Fig.  3A).  The  lesion  was  formed  of  cells  with  isomorphic
oval  nuclei  and eosinophilic  cytoplasm  and  foam cells,  some
of  which  were  multinucleated,  including  occasional  Touton-
type  cells  (Fig.  3B).  These  cells  were  accompanied  by
numerous  lymphocytes.  No epidermotropism  was  observed.
The  diagnosis  was  xanthogranuloma.

Juvenile  xanthogranuloma  (JXG)  is a benign  histiocytic
tumor  characterized  by  being  most  common  in the first 2
decades  of  life.  Various  classifications  place  this  lesion  in
the  non-Langerhans  cell  histiocytoses,  together  with  other
diseases  such as  disseminated  xanthoma,  diffuse  eruptive
histiocytosis,  benign  cephalic  histiocytosis,  and sinus  his-
tiocytosis  with  massive  lymphadenopathy  (Rosai-Dorfman
disease).

JXG  is  the  most  common  histiocytic  disease  of childhood,1

though  its  incidence  may  be  underestimated  due  to  the indo-
lent,  asymptomatic  nature of  these solitary  lesions  and  their
tendency  to  resolve spontaneously.

Clinically,  it presents  as  yellowish  papulonodular  lesions
in  the  skin  and  other  organs,  but  it is  not  associated  with

� Please cite this article as: Martínez-Morán C, Echeverría-García
B, Tardío JC, Borbujo J. Imagen ecográfica de xantogranuloma juve-
nil. Actas Dermosifiliogr. 2017;108:683---685.

metabolic  disorders.  It is the  most  common  form  of  non-
X  histiocytosis  and  shows  no  racial  or  sex  differences.  Two
clinical  forms  are recognized,  both  typically  asymptomatic.
The  papular form with  firm  reddish  or  yellowish  lesions  of
2  to  5  mm  in diameter,  located  in the  skin  or  rarely  in  the
mucosas;  and  the less  common,  nodular  form, which  devel-
ops  as  an isolated  or  small  number  of round,  brownish-red
or  yellowish  lesions  of  1 to  2  cm  in  diameter.  The  2  forms
can  coexist  and can  arise  at  any  of  the  sites  affected  by  this
disease:  lung,  heart,  gastrointestinal  tract,  central  nervous
system,  adrenal  glands,  pituitary  gland,  bone,  bone  marrow,
kidney,  eyes.

Figure  1 A solid  yellowish-erythematous  papule  of  7  mm

diameter  in the  right  axilla.

Figure  2  High-frequency  (18  MHz)  Doppler  ultrasound  image

showing a  well-defined,  homogeneous,  hypoechoic  lesion  mea-

suring 6.5  × 3.5  mm  in the  dermis,  with  no  blood  flow  internally.
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