
LETTER  - CLINICAL

Diagnosis of pseudoxanthoma
elasticum in a patient with
discrete skin lesions�

Dear  Editor,

Pseudoxanthoma  elasticum  (PXE)  is  an autosomal  recessive
genetic  metabolic  condition  characterized  by  aberrant  cal-
cification  with  the fragmentation  of  elastic  fibers  in  the
dermis,  retina  and  tunica  intima  of  arteries.1 We  present
the case  of a patient  with  ocular  alterations  and  slight  cuta-
neous  signs  as  a  debut  form  of  PXE,  which  was  confirmed  by
skin  biopsy.

A  33-year-old  woman  with  a history  of  systemic  lupus
erythematosus  was  referred  because  an  ocular  fundus  exam-
ination  revealed  angioid  streaks  associated  with  decreased
foveolar  brightness  and  diffuse  pigmentary  changes  called
‘‘peau  d’orange’’  (Fig.  1). Physical  examination  revealed
two  2 mm  whitish  papules  on  the  lateral  cervical  fold
(Fig.  2). The  patient  was  normotensive  with  peripheral  and
symmetrical  pulses  present.  Calcium,  phosphorus,  and  lipid
profile  values  were  normal.  Histological  examination  of  the
cervical  lesions  revealed  thickened  and fragmented  dermal
elastic  fibers.  Von  Kossa  staining  was  positive  for  calcium
deposition  in elastic  fibers  (Fig. 3),  confirming  the diagnosis
of  PXE.

The  prevalence  of  PXE  varies  between  1/25,000  and
1/100,000,  with  female  predominance.  It  is caused  by
a  mutation  in  the ABCC6  gene,  located  on  chromosome

Figure  1  Fundus  photograph  of  the right  eye.  Note  the  ‘‘peau  d’orange’’  appearance  of  the  fundus  temporal  to  the  macula  (arrow)

and barely  visible  angioid  streaks  radiate  outwards  from  the optic  disc  giving  the  appearance  of a  ‘‘spider  web’’  (arrowhead).

Fluorescein  angiography  of  the  left  eye demonstrated  the angioid  streaks  with  hyperfluorescent  edges  radiating  from  the  optic

nerve up  to  the  midperiphery  (arrow).

� Study conducted at the Hospital Barros Luco Trudeau, Santiago,

Chile.

16,  which  encodes  a  transmembrane  transport  protein
MRP6.2 The  pathophysiology  involves  reduced  levels  of
the  anti-mineralization  factor  inorganic  pyrophosphate
(PPi),  dysfunctional  extracellular  calcium  homeostasis,  and
ectopic  mineralization  of  tissues  rich  in  elastic  fibers.
There  is  a considerable  phenotypic  heterogeneity  that
could  explain  the  late  diagnosis  of  the clinical  case
presented.3

Although  cutaneous  findings  usually  represent  the  first
clinical  sign,  they  are typically  subtle  and  not evident  until
the  second  or  third decade.3 The  first cutaneous  sign  is
small,  discrete,  yellowish  papules  at  the lateral side  of
the  neck,  axillae,  antecubital  and  popliteal  fossae.  These
papules  coalesce  to  form  plaques  of  corrugated  and  inelastic
appearance.2,3 Despite  the innocuous  appearance  of  these
skin  changes,  they  may  reveal  significant  ocular  and  vascular
involvement.  Subsequently,  it is  associated  with  redundant
skin  in flexural  folds, generally  in the axillae  and  groin.4

In  some  patients  with  angioid  streaks,  a biopsy  of  healthy
axillary  or  scar skin  may  reveal  histological  findings  char-
acteristic  of  PXE.4 Electron  microscopy  of  the skin  reveals
bulky  mineral  deposits  that disrupt  and  break  elastic fibers
in  the  mid-dermis.2

The  first  visible  changes  on  funduscopy  are  pigment
irregularities  with  a  ‘‘peau  d’orange’’  appearance  that
typically  precedes  angioid  streaks  by  one to  eight  years.
Angioid  streaks  originate  from  the  optic  disc  and  radiate
outwards  as  brownish-grey  irregular  lines,  histopathological
findings  show breaks  of the  calcified  and thickened  Bruch’s
membrane.  The  latter  predisposes  to  secondary  choroidal
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Figure  2  (A)  Left  cervicolateral  skin  area  with  two  barely  perceptible  whitish  papules,  2 mm  in diameter,  marked  with  a  blue

pencil (arrows).  (B)  Dermoscopy  of  one  of  the whitish  papules  marked  with  blue  pencil.

Figure  3  (A)  Epidermis  without  alterations,  dermis  with  increased  and  fragmented  elastic  fibers,  which  are thickened  and with

increased basophilia  (Hematoxylin  &  eosin,  40×).  (B)  Von  Kossa  stain  positive  for  calcium  deposition  in  elastic  fibers  (Von  Kossa,

40×).

neovascularization  with  the  consequent  risk  of  hemorrhage
and  blindness  in  the  later  stages  of  the disease.5 Although
highly  suggestive,  angioid  streaks  have  also  been  reported
in  patients  with  hemoglobinopathies,  Paget’s  disease,  and
Ehler-Danlos  syndrome.2

Manifestations  of vascular  involvement  include  loss
of  peripheral  pulses,  claudication,  hypertension,  myocar-
dial  infarction  and ischaemic  or  hemorrhagic  strokes.
These  findings  reflect  the  mineralization  of  the  mid-
dle  and intimal  layers  of  small  and  medium-caliber
arteries.2,3
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We  present  this case  given  the  unusual  clinical  presenta-
tion  and  highlight  the  importance  of  cutaneous  alterations
in  the  diagnostic  confirmation  of  this entity.
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Generalized nodular tinea
profunda in an
immunosuppressed patient
caused by Trichophyton
rubrum�

Dear  Editor,

We  report  the case  of  a  65-year-old  man with  general-
ized  subcutaneous  nodules  with  intense  pruritus  for  1 year
(Fig.  1).  He  had a history  of  diabetes  mellitus  for 7 years,
hypertension  and chronic  kidney  disease  for  5 years,  and
Bullous  Pemphigoid  (BP)  for  2  years.  Systemic  glucocorti-
coid  (oral  prednisone  25  mg twice  a day)  was  prescribed  to
treat  his  BP  for  more  than  1 year.

� Study conducted at the Department of Dermatology, The Sec-

ond Affiliated Hospital, Zhejiang University School of  Medicine,

Hangzhou, China.

After  admission,  blood  test  for  fungal  glucan  was
213  pg/mL  (the  normal  is  lower  than  60  pg/mL),  which
indicated  a deep fungal  infection.  Blood  culture  for  fungi
was  negative,  and no  lymphadenopathy  was  detected  by
ultrasonography.  The  light microscopy  showed  epidermal
hyperplasia,  dermal  abscess,  and infiltration  of  neutrophils,
lymphocytes,  epithelioid  cells,  and scattered  multinu-
cleated  giant  cells  (Fig.  2A).  Intracellular  hyphae  were
observed  in multinucleated  cells  in  the  granuloma  (Fig. 2B).
The  skin  sample  was  also  sent  for Next Generation  Sequenc-
ing  (NGS)  to  identify  the  pathogen.  The  NGS  reported
Trichophyton  rubrum  nucleotide  sequences  (Cover  rate:
0.0199%)  in DNA extracted  from  the skin  specimen.  Consider-
ing  the patient’s  clinical  and histological  manifestations,  and
the  notable  high  sequencing  reads  compared  to  a negative
control,  we  established  the diagnosis  of  generalized  nodular
tinea  profunda  caused  by  Trichophyton  rubrum. Oral  ther-
apy  with  250 mg  terbinafine  per  day was  initiated  and  the
nodules  regressed  completely  after  3  months.

Trichophyton  rubrum  often  causes  superficial  dermato-
mycosis,  such  as  tinea  manus,  tinea  pedis  and tinea  corporis.
But  in very  few  cases,  T. rubrum  penetrate  into  the  dermis
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