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To get lost in the laboratory when the clinical
light is off

To the Editor:
In their article on molecular profiles of IgE to Phleum pratense

in children with grass pollen allergy, Tripodi et al,1 analyzing the
sera from 176 children sensitized to grass and using aPhleum pra-
tense extract, detected 39 profiles of sensitization to the 8 aller-
genic molecules tested. On the basis of matching the IgE
profiles with the only molecular preparation thus far developed,
containing Phl p 1, Phl p 2, Phl p 5a, Phl p 5b, and Phl p 6,2

they found that only 4% of the patients perfectly matched such
predefined preparation, while the remaining 96% showed 4 mis-
matches that the authors defined ‘‘underpowered immunization,’’
‘‘overpowered immunization,’’ mixed (with both the mis-
matches), and ‘‘unrelated immunization.’’ In the conclusion, the
authors hope that their findings might lead to trials to test whether
different sensitization profiles underlie different clinical re-
sponses to the same allergen preparation for immunotherapy.

This point of view can hardly be shared on the basis of
general knowledge considerations. First, IgE sensitization to the
naturally occurring allergens from grass pollen (as to any other
allergen source) is an individual process, driven by the interac-
tion between the patient-related genetic background and the
environment-related allergen exposure; because there are sev-
eral allergenic molecules able to elicit an IgE response, the
number of combinations is high, and should be even higher if
not only a single grass (as done by Tripodi et al) but also
different grasses are used to analyze the IgE profile. Second, the
entering of the allergens by a route different from the natural
exposure, that is, by allergen immunotherapy, has the recog-
nized capacity to elicit a different immune response, character-
ized by an ongoing tolerance to the administered allergens.3

Actually, the perfect match is to use an allergen extract contain-
ing all the allergens occurring in the natural source, provided
the extract is correctly standardized. The possibility that an
allergen present in the extract for immunotherapy and previ-
ously not eliciting an IgE response may induce a new sensitiza-
tion (ie, the mismatch defined as ‘‘overpowered immunization’’)
has scant data in favor and thus seems more hypothetical than
real. Still, the major issue against the analysis by Tripodi et al
is provided by the results of the study on the predefined allergen
preparation they used to match the IgE profiles: such prepara-
tion showed excellent clinical results, with a 36.5% lower me-
dian average symptom score for active treatment compared
with placebo,2 which is quite better than the 4% of matching re-
sulting from the laboratory model. Moreover, some patients
were not sensitized to Phl p 5 but nevertheless developed strong
IgG response to such allergen.
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