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short  period  of  follow-up,  the  administration  of  Acaroid® in
patients  with  IgE-mediated  rhinoconjunctivitis  and  asthma
has  shown  statistically  significant  improvements  in patient’s
health-related  quality  of  life. Confirmation  of  these results
should  be  expected  considering  a higher  sample  size  and a
longer  period  of  follow-up.
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Serum IgE discriminates allergy from
sensitisation better than skin testing

To  the  Editor,

Respiratory  allergies,  such as  allergic  rhinitis  and  asthma,
are  a  frequent  disorder  affecting  up  to  40%  of  the  general
population.  Allergic  disorders  are characterised  by  abnormal
production  of  allergen-specific  immunoglobulin-E  (IgE).  IgE
may  be  easily  evaluated  at serum  level.  Thus,  serum  spe-
cific  IgE  may  be  considered  a biomarker  for  identifying  the
allergic  phenotype.

Sensitisation  is  the immune  phenomenon  defined  by  the
production  of  allergen-specific  IgE.  Sensitisation  may  be
demonstrated  by  positive  skin  prick  test  (SPT)  or  serum  IgE
measurement.  However,  sensitisation  does  not correspond

to allergy.  In  fact,  the diagnosis of  allergic  disorders  is  based
on the demonstration  of  a  cause-effect  relationship:  such as
the  occurrence  of symptom  consequent  to the  inhalation
of the  allergen  causing  sensitisation.  In  this regard,  pos-
itive  SPT  is  a  necessary,  but  not  sufficient,  condition  for
diagnosing  allergy.  The  diagnostic  pathway  should  consider
the  history  of the individual  patient.  Therefore,  manag-
ing  allergic  patients  well  is  mandatory  to  optimise  medical
resources.

Skin  prick  tests  are considered  positive  when  the cuta-
neous  reaction  is  equal  (graded  as  +++)  or  more  (++++)  than
that provoked  by  histamine.  Consequently,  there  are  only
two grades  of  cutaneous  positivity:  +++  or  ++++.  On  the
contrary,  serum  IgE  assessment  allows  a  wider  scale  ran-
ging  from  0.35  to >100  kU/L.  Therefore,  the hypothesis  is
that  serum  IgE  measurement  might  be  more  useful than
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SPT  in  discriminating  sensitisation  from  true  allergy.  To  test
this  thinking,  we evaluated  a group  of consecutive  subjects
reporting  respiratory  symptoms  suggestive  for  allergy,  i.e.
nasal  itching,  sneezing,  watery  rhinorrhoea,  nasal  obstruc-
tion,  occurring  after  exposure  to  allergens.  All  patients
referred  to  the Respiratory  Diseases  Clinic  of  the San  Matteo
Hospital  of  Pavia  (Italy).  All  patients  were  visited  and  SPT
was  performed  according  to  the EAACI  guidelines.1 The  pro-
cedure  was  approved  by the  Review  Board  and all  patients
gave  a  written  informed  consent.

We  considered  only  patients  with  SPT 4+,  hypothesising
that  the  maximal  cutaneous  response  could  be  useful  to  dis-
criminate  true  allergy.  Thus,  122  patients  (71  males,  mean
age  33.2  years)  were  further  studied,  also  assessing  serum
specific  IgE.  Serum-specific  IgE  were  detected  by  the IFMA
procedure  (ImmunoCAP  Thermo  Fisher  Scientific)  in periph-
eral  blood  samples  from  patients.  Quantitative  specific  IgE
concentrations  were  expressed  in kU/L  according  to  the
traceable  calibration  to  the 2nd  IRP WHO  for Human  IgE.
Specific  IgE levels  were  considered  positive  over  0.35  kU/L.

Statistical  analysis  was  performed  using  the statistical
software  package  Medcalc  9 (Frank  Schoonjans,  BE). Medi-
ans  (md)  and percentiles  (25th  and  75th,  IQR)  were  used
as  descriptive  statistics.  The  non-parametric  Wilcoxon’s

test  was  used  to  compare  samples.  The  non-parametric
Kruskal---Wallis  rank test  was  performed  to evaluate  the  anal-
ysis  of variance  between  groups  of patients.  In  addition,  a
receiver  operating  characteristic  (ROC)  curve  analysis  was
performed  in order  to  determine  a  cut-off  for  sIgE  that  could
optimise  the sensitivity  and  the  specificity  of  the test,  to
identify  patients’  aeroallergens  sensitisation  or  allergy.  A
p-value  ≤0.05  was  considered  statistically  significant.

The  comparison  between  history  and  positive  allergy
testing  revealed  that 42.6%  of patients  were  true  allergic,
while  57.4%  were  only sensitised,  as  shown  in Fig.  1a.  More-
over,  serum  IgE  levels  were significantly  higher  (p  < 0.0001)
in patients  with  allergy  rather  than  in  patients  with  sensitisa-
tion  (Fig.  1b).  The  ROC  analysis  showed  a  sIgE  concentration
>9.58  kU/L  to  be the optimal  cut-off  to  discriminate  sensiti-
sation  and allergy.  The  associated  sensitivity  and  specificity
were  77.3%  (95%  CI  71.6---82.3) and 75.5%  (95%  CI  70.3---80.2),
respectively.  The  positive  and negative  predictive  values
were  71.9%  and  80.4%.  The  corresponding  area  under  the
ROC  curve  of  0.831  (95% CI  0.797---0.861)  indicated  a good
discriminating  ability  (Fig.  1c  and  d).

Therefore,  this  study,  conducted  on  a  real life  basis,
demonstrates  that  true  allergy  is  documented  in  less  than
50%  of  sensitisation.  This  finding  is  clinically  relevant,
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Figure  1  (a)  Percentage  of patients  with  sensitisation  and  allergy.  (b)  Specific  IgE  distribution  (kU/L)  evaluated  in  patients

with allergy  (causal  allergens)  or with  sensitisation  (sensitising  allergens)  to  aeroallergens  with  skin  prick  test  4+.  Values  were

represented  as  medians  (black  line),  quartiles  (25th  and 75th  percentiles,  white  box),  and  p-value  between  the  groups.  (c) ROC

curve and  (d)  discrimination  ability  of  the  chosen  cut-off  of  9.58  kU/L  for  the  specific  IgE  levels  in  patients  with  sensitisation  or

allergy to  aeroallergens  with  skin  prick  test  4+.
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overall  concerning  the decision  of  prescribing  allergen-
specific  immunotherapy.  Therefore,  SPT  could  be  considered
a  first  line  testing:  useful for  selecting  patients  with  possi-
ble  allergy.  On the  contrary,  serum-IgE  measurement  may
be  a  reliable  tool  for  identifying  true  allergic  patients  and
choosing  the  allergen  extract  for  immunotherapy.
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Symmetrical drug-related intertriginous
and flexural exanthema induced by two
different antibiotics

To the  Editor,

Symmetrical  drug-related  intertriginous  and  flexural  exan-
thema  (SDRIFE)  is  a benign  drug  reaction.1 SDRIFE  diagnostic
criteria  are  exposure  to  a systemically  administrated  drug
(at  the  first  or  subsequent  doses,  excluding  contact  aller-
gens),  sharply  demarcated  erythema  of  the  gluteal  area
and/or  V-shaped  erythema  of  the inguinal/perigenital  area,
involvement  of  at  least  one other  intertriginous/flexural
localisation,  symmetry  of  affected  areas  and  absence  of sys-
temic  symptoms  and  signs.2 The  difference  between  SDRIFE
and  baboon  syndrome  or  stage  3B  allergic  contact  dermati-
tis  syndrome  is  that  in  SDRIFE  there  is  no  previous  contact
sensitisation.3 The  exact  mechanism  of SDRIFE  is  not  known.
A  T-cell  mediated  delayed  type  of  hypersensitivity  reaction
type  IV may  play  a role  in the pathogenesis.1,2,4

A  twenty-two-month-old  male  patient  presented  with
bilateral  axillary  rash  and  pruritus  on  the third  day of a
course  of  cefixime  treatment  for  acute  otitis  media.  Physical
examination  revealed  a demarcated  pruritic  erythematous
papulovesicular  rash  with  slight  desquamation  in the  bilat-
eral  axillary  region  (Fig.  1). The  patient  had been treated
with  prophylactic  ampicillin  since  birth due  to  hydronephro-
sis  and  recurrent  urinary  tract infections.  He  did  not use  any
antibiotics  except  for amoxicillin  clavulanate  and amikacin.
No  adverse  drug  reaction  was  reported.  Other  personal  and
family  history  was  unremarkable.

Upon a presumptive  diagnosis  of  SDRIFE,  the patient’s
antibiotic  therapy  (cefixime)  was  ended.  His  complete  blood
count,  liver,  and renal  function  tests  were  normal,  and  viral
serology  was  negative  for  CMV,  EBV,  rubella,  hepatitis  A,  and
hepatitis  B.  When  sent  for  consultation  with  the dermatology

Figure  1  Demarcated  pruritic  erythematous  papulovesicular

rash with  slight  desquamation  in right  axillary  region.
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