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To the Editor:

In a survey of 651 Italian children with moderate-to-severe
seasonal allergic rhinoconjunctivitis, we found that a significant
proportion of positive skin reactions to pollen extracts were not
confirmed by the detection of serum IgE specific for major
genuine allergen molecules. This inconsistency was partially
explained in many cases by IgE sensitization to profilin,
polcalcin, or both (ie, highly cross-reacting molecules that are
shared by many different pollen sources).' The study also demon-
strated that the use of molecular diagnosis profoundly affected the
decision about allergen immunotherapy prescription based on
international guidelines or a doctor’s opinion." Scala and Miceli
Sopo” propose an alternative explanation and attribute the
discrepancy between skin prick test (SPT) responses and IgE
assay results to the cutoff level for IgE positivity (0.7 kU/L) we
have adopted and propose to examine whether a lower cutoff point
would have modified our results.

The present new analysis (Table I) shows that the frequency of
class 1 serum levels (ie, between 0.35 and 0.7 kU/L) of IgE to ma-
jor allergenic proteins of pollens was quite low, ranging from
0.4% (Parj2)to 10.8% (Ole e 1, Table I). Accordingly, the discor-
dance rate between a positive (>3 mm) SPT response to a pollen
extract and a positive IgE test result to its selected major aller-
genic protein or proteins, when defined by a cutoff of 0.35 kU/L,
as suggested by Scala and Miceli Sopo,” did not significantly
change for all pollens but olive (Table I).

In addition, we offer some answers to Scala and Miceli Sopo’s
comments and questions. First, patients with specific IgE levels of a
minimum of class 2 (>0.7 kU/L) are commonly enrolled in studies
assessing the clinical efficacy of specific immunotherapy (SIT).’
Second, to the best of our knowledge, there is no published evi-
dence that SIT might be of benefit in patients with specific IgE
levels as low as between 0.1 and 0.35 kU/L. Third, in our pilot study
of the same population, we adopted not only, as stated by Scala and
Miceli Sopo,” a cutoff point of 0.35 kU/L but also a cutoff of 0.7
and 3.5 KU/L.* In that study our results and conclusions (ie, the
high heterogeneity of the molecular profiles of IgE sensitization
to Phleum pratense) were also independent of the cutoff level.

This confirmation of our previous result does not surprise
us. Receiver operating characteristic analysis and “cutoff” or
“decision” points, were first proposed in the field of allergy by de
Blay et al” and by one of us® in this Journal more than 20 years ago.
At that time, we wrote that allergy is not a yes/no phenomenon and

alerted that cutoff points cannot be extrapolated but are a variable
function of the study’s population and targets.” A few years later,
Sampson and Ho’ applied the same statistical approach to food al-
lergies, and they tried to fix IgE cut-off levels to predict positive
outcomes of food challenge tests. Later studies, as summarized
by Miceli Sopo and others, demonstrated again that IgE cutoff
points are population and food specific and cannot be extrapolated
to other populations and settings.”

Similarly, the results of our study' led us to determine that
SPTs with extracts, using a 3-mm wheal reaction as cut-off,
cannot serve in all circumstances as a gold standard of specific
sensitization, as proposed by Scala and Miceli Sopo.” Most
SPT reactions to a pollen extract because of IgE corecognition
of profilins, but not those to major allergenic proteins, produced
weak wheal reactions of approximately 3 to 4 mm.” Hence in our
population and setting, a wheal reaction of 5 mm was more spe-
cific for genuine IgE reactivity and therefore a better cutoff point
for SIT prescription.'

When are IgE levels positive? Is this the right question?
Beyond levels, many other factors (eg, IgE affinity, diversity, and
specific activity'” and competition by IgG antibodies' ') affect IgE
biological and clinical relevance. Having said that, we strongly
believe now, as well as 20 years ago, that clinicians should not
be rigidly fixed to one or another cutoff point but should rather
interpret IgE levels with a probabilistic but not dichotomist
approach in the context of other diagnostic information.

Finally, the core message of our article remains that before
prescribing a long and expensive treatment, such as allergen
immunotherapy, against one pollen source, it might be wise to be
sure that the individual patient’s IgE is not merely recognizing
profilins or polcalcins in that pollen extract but that he or she is
truly reacting against the major allergenic molecules.
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TABLE I. Discordance rate between SPT responses to pollen extracts and serum IgE levels to their major allergenic molecules

SPT, positive clinically

Relevant SPT response positivity not confirmed
by IgE to major allergenic proteins, no. (%)

SPT, >3 mm, no. relevant fraction, no. <0.70 kU/L <0.35 kU/L >0.35 and <0.70 kU/L P value*
Grass 592 568 56 (9.5) 38 (6.4) 18 (3.2) .053
Olive 405 390 111 (27.4) 69 (17.0) 42 (10.8) <.001
Pellitory 259 257 78 (30.1) 77 (29.7) 1(0.4) 924
Cypress 287 184 28 (9.8) 22 (7.7) 6 (3.3) 374
Betulaceae 309 252 146 (47.2) 135 (43.7) 11 4.4) 374
Mugwort 163 65 45 (27.6) 42 (25.8) 3 (4.6) 707

#The x* test was used to compare frequencies (<0.70 vs <0.35 KU/L).
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