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In  our  second  case,  the  marked  vascularization  present
on Doppler  led us  to  consider  a differential  diagnosis
with  venous  malformations.  On ultrasound,  venous  mal-
formations  are  seen  as  tubular  structures,  occasionally
with  hyperechoic  structures  with  a  posterior  shadow  (phle-
boliths),  with  a venous  wave  on pulsed  Doppler.  In  this case,
as  the  lesion  was  small and  had  not  presented  episodes  of
increasing  size,  we  observed  a  predominance  of  areas  with
Doppler  flow  and a  smaller  anechoic  central  region.

In  conclusion,  Doppler  can  be  a  very  useful  tool  for the
diagnosis  of  ADF.  The  anechoic  areas  with  no flow  corre-
spond  histologically  to  the ectatic  areas  and  the regions  with
Doppler  flow  correspond  to  the vascularized  and  cellular
areas.
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Familial Mediterranean Fever:
Diagnostic Difficulties in an
Atypical Case�

Fiebre  mediterránea  familiar. Dificultades
diagnósticas en un  caso atípico

To  the  Editor:

A  68-year-old  woman  with  a  history  of  neurosensorial  deaf-
ness  and  anemia  of  chronic  disease  consulted  for more
than  20  years  of recurrent  episodes  of  fever,  joint  and
muscle  pain,  and skin  lesions  on  the  arms  and  trunk.  The
episodes  occurred  every  2  to  6  months  and  lasted  around
2  weeks.  She  was  asymptomatic  between  episodes.  Large
edematous  erythematous  plaques  arose  on  her trunk and
the  root  of  her  upper  limbs  (Fig.  1),  associated  with  fever  of
38 ◦C.  Blood  tests  were  normal.  Skin biopsy  showed  edema
and  an  inflammatory  infiltrate  of  lymphocytes  and  neu-

� Please cite this article as: Pascual LL,  García ML, Chávarri CL,
Bayona JIY. Fiebre mediterránea familiar. Dificultades diagnósticas
en un caso atípico. Actas Dermosifiliogr. 2017;108:161---164.

trophils  in  the  superficial  dermis,  without  fibrinoid  necrosis
(Fig.  2).

She subsequently  developed  fever  associated  with  ery-
thema  and  increased  temperature  in  1  of  her  legs, with
blisters  and an  abundant  exudate  (Fig.  3).  A  gram-negative
microorganism  was  isolated  on culture,  and  this was  inter-
preted  as infectious  cellulitis.  Four  months  later  she
presented  similar  manifestations  in  her other  leg.

Genetic  analysis  was  performed  of  genes  MEFV,
TNFRSF1A, MVK, NLRP3, NOD2,  and PSTPIP1. The  patient
was  heterozygous  for  the  c.1772T>C  variant  of gene  MEFV.

As  she  also  satisfied  the Tel-Hashomer  diagnostic  crite-
ria  for  familial  Mediterranean  fever  (FMF) (Table  1), she
was  diagnosed  with  this  entity.  Treatment  was  started  with
colchicine,  which  led to a  marked  improvement  in the clin-
ical  manifestations.

FMF  is  the most  common  autoinflammatory  disease  of
adults.1 It  has a  monogenic  autosomal  recessive  inheritance,
caused  by  a mutation  in  gene MEFV  (16p13.3),  although  20%
of  patients  are  heterozygous.2 This  could  be because  it  is
actually  an autosomal  dominant  disease  with  variable  pene-
trance,  it was  not  possible  to  detect  the second  mutation
due  to  technical  limitations,  or  that it could  be  a  poly-
genic  disease.  Some  authors  have stated  that  these  patients
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Figure  1  A and  B,  Large edematous  erythematous  plaques  with  an  urticarial  appearance  and increased  local  temperature.  The
lesions were  found  on the  trunk  and  root  of  the upper  limbs.

have  a  later  onset  of  the  disease,  with  a shorter  duration
of  outbreaks,  milder  symptoms,  and  longer  symptom-free
intervals.3

Gene  MEFV  codes  the  protein  pyrin,  also  known  as
marenostrin,  which  plays  a role  in  regulation  of  the innate
immune  response.  Alteration  of  this  protein  removes  control
from  the  pathway,  increasing  the levels  of  interleukin  1�,
responsible  for  the inflammatory  response  in this  disease.4

Soriano  and Manna5 described  4  clinical  phenotypes  of
the  disease:

--- Type 1:  Patients  with  recurrent  episodes  of  short  duration
(12-72  h)  with  fever,  acute  abdominal  pain,  joint  involve-
ment,  acute  chest  pain  due  to  pleuritis/pericarditis,
and  various  skin  manifestations.  Patients  are usually
asymptomatic  between  outbreaks,  although  biochemical
evidence  of the  disease  can  be  detected.

---  Type  2:  Patients  who  develop  secondary  amyloidosis  (AA
type)  with  proteinuria  or  kidney  failure  before  they

Figure  2  Edema  associated  with  a  moderate  inflammatory
infiltrate  of  lymphocytes  and  neutrophils  in the  superficial
dermis,  with  occasional  images  of  leukocytoclasia.  No extrava-
sation  of  red  blood  cells  is observed,  nor  the presence  of
hemosiderophages  or  lesions  of  fibrinoid  necrosis  in  the  vessel
walls. Hematoxylin  and  eosin,  original  magnification  ×20.

develop  other  signs of FMF,  or  as  the  only manifestation
in  relatives  of  patients  with  FMF.

---  Type  3: Carriers  of a mutation  of  gene  MEFV with  no  clin-
ical  manifestations  of the  disease  and  no  amyloidosis.
This  occurs  in endemic  populations  (such  as  Iraqi  Jews
and  Ashkenazi  Jews),  with  a prevalence  of  1  in 25  to  1  in
300  persons.  Although  the majority  never  present  clinical
manifestations,  some  do develop  amyloidosis  with  time
(phenotype  2).

--- FMF-like:  Heterozygous  patients  with  mild  clinical  man-
ifestations  of  the disease.  Our  patient  falls  into  this
phenotype.

Cutaneous  manifestations  of the disease  occur  in  10%
to  40%  of  affected  patients.6 Only  erysipelas-  or  cellulitis-
like  lesions,  seen  in  5% to  30%  of  patients  with  FMF,
are  considered  specific,  and  they  arise  on  the  anterior
surface  of the legs  and  dorsum  of  the  feet.  Histology
reveals  a  perivascular  dermal  infiltrate  made  up  mainly  of
mononuclear  cells  and  neutrophils,  but  with  no  vasculitis.7

The  episodes  that  affected  our  patient’s  legs  probably
corresponded  to  this  clinical  presentation.  Panniculitis
can  present  as  erythema  nodosum  or  neutrophilic  pan-

Figure  3  Hot  erythematous  plaque  on  a  leg,  with  blister  for-
mation and an abundant  exudate.
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Table  1  Tel-Hashomer  Diagnostic  Criteriaa

Major  Criteria  Minor  Criteria  Data That  Support  the  Diagnosis

Typical  episodes:  recurrent,  <72 hours,
febrile
1.  Diffuse  peritonitis
2.  Unilateral  pleuritis  or pericarditis
3.  Monoarthritis  of  the  lower  limbs
4.  Fever  as  the only  manifestation

Atypical  episodesb:  no  fever,  longer
duration,  other  manifestations  different
from  1-3 of the Major  Criteria
4.  Pain in the  lower  limbs  on  exertion
5. Favorable  response  to colchicine

1.  Family  history  of  FMF
2. Typical  ethnic  origin
3.  Onset  <  20  years
Characteristics  of the  episodes:
4. Marked  alteration  of the  general

state,  requiring  rest

5. Spontaneous  remission

6. Symptom-free  between  episodes

7. Elevation  of  at  least  1 AFR:  fibrinogen,
white  cell count,  ESR
8.  Episodes  of  proteinuria  or hematuria
9. Acute  abdomen  with  negative
exploratory  laparotomy
10. Consanguinity

a Diagnostic requirements: 1 mayor criterion, 2 minor criteria, 1 minor criterion +  5 findings that support the diagnosis, or 4 of the first
5 parameters that support the diagnosis.

b The criteria in our patient, who satisfied 2  minor criteria and 4 findings that supported the diagnosis, are shown in bold type.
AFR indicates acute phase reactant; ESR, erythrocyte sedimentation rate.

niculitis.  Urticarial  manifestations  are more  typical  of
other  autoinflammatory  syndromes,  such as  TRAPS  (tumor
necrosis  factor  receptor  associated  periodic  fever  syn-
drome)  and  CAPS (cryopyrin-associated  autoinflammatory
syndromes).8

The  differential  diagnosis  should include  other  autoin-
flammatory  diseases.8 In our  case,  we  considered  Muckle-
Wells  syndrome  because  of  the  urticarial  lesions  and
neurosensorial  deafness,  although  the genetic  analysis
finally  confirmed  the diagnosis  of  FMF.  Some  authors
believe  that  patients  with  FMF  may  have  a  greater  preva-
lence  of  auditory  loss  than  the unaffected  population,
but  there  has  been  no  evidence  of  this in  any  controlled
study.9

The  diagnostic  criteria  of  FMF  were  established  in 1997
(Table  1).10 The  diagnosis  is  clinical;  genetic  analysis  is  only
used  for  support.  In  our  opinion,  genetic  analysis  may  be fun-
damental  to  reaching  the diagnosis  in some cases.  However,
detection  of  a  mutation  cannot  alone  confirm  the diagnosis,
particularly  in endemic  populations  in which  prevalence  of
the  mutation  is  very  high.

The  main  objectives  of  treatment  are the prevention  of
outbreaks  and,  in the  long-term,  of  secondary  amyloidosis.
The  drug  of  choice  is  colchicine,  1-3 mg/d.4

In  conclusion,  in patients  with  recurrent  episodes  of
fever  with  cutaneous  manifestations,  we  should  consider  the
autoinflammatory  syndromes,  which  include  FMF.  The  diag-
nosis  is  basically  clinical,  although  genetic  analysis  can  be
very  useful.  This  disease  is  classically  considered  to  have
autosomal  recessive  inheritance,  although  a  notable  per-
centage  of  heterozygous  patients  have symptoms,  meaning
that  aspects  of  the genetics  of  this  disease  still  remain to  be
clarified.
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Retrospective Observational
Epidemiologic Study  of
Sensitization to Gold Sodium
Thiosulfate in the  Allergy Clinic
of a  Tertiary Hospital�

Estudio  epidemiológico, observacional y
retrospectivo de la  sensibilización a tiosulfato
sódico de  oro  en la consulta de  alergias de
contacto de un  hospital de tercer nivel

Dear  Editor:

Gold  sodium  thiosulfate  (GST)  is  a common  sensitizer  that
is  very  prevalent  in the environment.  It  was  named  aller-
gen  of the  year  by  the North  American  Contact  Dermatitis
Society  in  2001, and in 2012, it  was  included  in the T.R.U.E.
TEST  allergen  panel.  T.R.U.E.  TEST  is  a ready-to-use  diag-
nostic  test  comprising  36  substances  in 3 custom-prepared
panels  that  provides  the optimal  allergen  concentration  in
each  of  its patches.  Consequently,  since  it first  appeared,
it  has  become  increasingly  used  in dermatology  depart-
ments,  to  the  extent  that  it  is  now  the standard  series  in
many  hospitals.  The  use  of  gold  in  patch  tests  is  contro-
versial.  Its  results  are  difficult  to  interpret,  and,  like  many
other  metals,  it is  a  common  irritant.  Consequently,  it has
been  associated  with  late  and  persistent  reactions  (the  pos-
sibility  of active  sensitization  has  even  been  considered).
Furthermore,  its  relevance  is  difficult  to  identify,  and  the
exact  mechanisms  by  which this substance  interacts  with
the  human  body  remain  unknown.1---8

The  objective  of  the  present  study  was  to  determine
where  GST  ranks  in  the  order  of frequency  of sensitizers
causing  positive  results  in patients  seen  in  the contact
allergy  department.  We  also  aimed  to  identify  the  demo-
graphic  characteristics  of  patients  who  tested  positive  to
GST,  establish  the relevance  of  the  positive  results,  and
define  the  usefulness  of  standardized  patch testing  with  the
allergen.

We  performed  an observational  retrospective  epidemi-
ological  study  of  all  patients  seen  in the  contact  allergy

� Please cite this article as: Arteaga-Henríquez M, Latour-Álvarez
I, García-Peris E, Pérez-Robayna N. Estudio epidemiológico, obser-
vacional y  retrospectivo de la sensibilización a tiosulfato sódico de
oro en la consulta de alergias de contacto de un hospital de tercer
nivel. Actas Dermosifiliogr. 2017;108:164---166.

department  of  a  tertiary  hospital  from  January  to  June  2015.
Of  the  234 patients  seen,  85  (36.32%)  were  excluded  because
either  they  had not  undergone  patch  testing  or  the results
of  their  patch  tests  were negative.  The  series  used  was  the
T.R.U.E.  TEST.  For  all  patients,  the variables  studied  were  as
follows:  age,  sex,  profession,  known  allergies,  intolerance
to  metals,  time  since  lesions  first  appeared,  symptoms,  loca-
tion,  patient’s  identification  of  contactant,  presence  of  any
other  skin  complaint,  and  frequency  of positive  results  in
the  T.R.U.E.  TEST.  Data  were  processed  and  analyzed  using
SPSS  version  11.5  for  Windows  (SPSS  Inc).  Qualitative  varia-
bles  were compared  using  the chi-square  test  with  a Yates
correction  or  the  Fisher  exact  text  when  the conditions  for
applying  the  chi-square  test  could  not  be met.

The  5 most  common  allergens  were  nickel  sulfate,  GST,
thiazolinones,  fragrance  mix,  and paraphenylenediamine.  A
total  of  35  patients  (23.5%)  tested  positive  for  GST, which
came  second  to  nickel  sulfate  (55.7%)  in the  present  series.
Dermatitis  affected  the  hands  in  57.1%  of  cases.  No  signif-
icant  differences  were  detected  with  respect  to  age,  sex,
profession,  intolerance  to  metal,  and  known  allergies.  Of  the
patients  who  tested  positive  to  GST,  82.9%  could  not  iden-
tify  a contactant  (P  = .012).  In  addition,  17.1%  were  positive
for  GST  only, whereas  99.1%  of  those  who  tested  negative
with  GST  were  sensitized  to ≥  2 allergens  (P = .001).  We  can-
not  rule  out  differences  with  respect  to  co-occurrence  with
other  skin  complaints  (P  =  .078)  (Table  1).

No  contactant  was  identified  in most of  the GST-allergic
patients.  Many  studies  point  to the  ability  of  GST  to  cause
irritation,  persistent  reaction,  or  even  active  sensitiza-
tion.  Although  the dose  used  in the T.R.U.E.  TEST  series
(75  �g/cm2) meets  the criteria  for  the minimum  concentra-
tion  for  a positive  reaction  (+  or  ++), some patients  were
seen  to  react to  low concentrations  of GST  but  not  to  slightly
higher  concentrations;  therefore,  reactivity  to  GST  could
involve  underlying  factors  other  than  the concentration  (eg,
interactions  between  local  amino  acids,  pressure,  friction,
skin  damage,  and  eczema).  The  North  American  Contact
Dermatitis  Group  recently  decided  to  remove  gold  from  its
standard  series,1 and the Spanish  Contact  Dermatitis  and
Skin Allergy  Research  Group  does  not  include  gold  in its
standard  series.  Therefore,  we  propose  withdrawing  GST
from  the widely  used  T.R.U.E.  TEST  series.  Furthermore,
patients  who  test  positive  to GST  are sensitized  to  a single
allergen  more  commonly  than  patients  who  are  sensitized
to  allergens  other  than  GST, and  patients  with  a  positive
T.R.U.E.  TEST  result  who  test  negative  for GST  were  fol-
lowed  more  frequently  in the dermatology  department  for
other  skin  complaints.  This  observation  could  be associated
with  the major  presence  of  gold  in many  areas  of  our  lives.
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