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To the Editor:
Marcucci et al1 comment on some major aspects of our cross-

sectional study on IgE responses to Phleum pratense allergenic
molecules in children with hay fever and on their implication
for specific immunotherapy (SIT)2: the high heterogeneity of
IgE sensitization profiles and the immunologic and clinical im-
pact of molecularly mismatched allergen- SIT.

We agree with Marcucci et al that each patient is almost
‘‘unique’’ in his or her molecular profile of IgE sensitization:
patients grouped within the same Phleum pratense sensitization
profile would have been further differentiated by extending our
combinatorial analysis to additional molecules of pollen sources
(eg, Ole e 1, Bet v 1, Par j 2, and Amb a 1).2 Therefore, a molec-
ular approach adds precision and complexity to the diagnosis of
allergic diseases, and it raises new important questions. We
should not ignore these questions but accept the new scientific
challenge of investigating the immunologic and clinical impli-
cations of immunizing patients under well-classified mismatched
conditions. Moreover, our results may contribute to the debate on
the need of more flexible rules for the registration of preparations
for SIT in children.3

We also agree with Marcucci et al1 that the consequences of a
mismatched immunization may be positive, instead of negative.
For example, we have not excluded that an underpowered immu-
nization could stimulate a protective immunologic response
through the so-called linked suppression phenomenon2; similarly,
we have not excluded that overpowered immunization may pre-
vent new IgE sensitization.2 However, we disagree that these
‘‘beneficial’’ immunologic and clinical effects are already well
demonstrated. We believe that these assumptions are still in-
teresting hypotheses deserving to be scientifically tested in prop-
erly designed clinical and immunologic trials. Actually, unwanted
IgE sensitization during ‘‘overpowered’’ SIT has been described
by Mov�erare et al4 in 2002 in patients with birch pollen allergy
receiving a birch pollen extract as SIT.Weguess that this phenom-
enon is quite infrequent in clinical practice; however, it should not
be overlooked without further scientific evidence.

Last, Marcucci et al point out that the molecular preparation
tested by Jutel et al5 showed excellent clinical results, with a
36.5% lower median average symptom score for active treatment
compared with placebo.1 Accordingly, we have written that Jutel
et al’s experimental preparation was proved safe and effective in
adult patients.2 On the other hand, the combined frequency of 2
more ‘‘favorable’’ categories (perfect match 5 4%, overpowered
5 32%) is 36%, that is, very similar to the 36% mentioned by
Marcucci et al.1 Moreover, IgE responses against Phleum pra-
tense molecules start simple in early childhood and can become
more andmore complex with time.6 So, the quote of overpowered
immunization may be higher in the case of earlier intervention.
Taken together, all these studies further reinforce our opinion
that a molecular approach to allergy diagnosis is a strong asset
to improve our understanding of the immunologic and clinical
consequences of SIT in childhood.

Paolo M. Matricardi, MDa

Salvatore Tripodi, MDb

Riccardo Asero, MDc

From athe Department of Pediatric Pneumology and Immunology, Charit�e Medical

University, Berlin, Germany; bthe Pediatric Allergology Unit, Sandro Pertini

Hospital, Rome, Italy; and cAllergy Service, Clinica San Carlo, Paderno Dugnano,

Italy. E-mail: paolo.matricardi@charite.de.

Disclosure of potential conflict of interest: P. M. Matricardi, S. Tripodi, and R. Asero

have received payment for lectures from Thermo Fisher Scientific. P. M. Matricardi

has also received grants from the Deutsche Forschung Gessellschaft and Thermo

Fisher Scientific and has consulted for Allergopharma.

REFERENCES

1. Marcucci F, Incorvaia C, Ridolo E, Frati F. To get lost in the laboratory when the

clinical light is off. J Allergy Clin Immunol 2012;130:XXX-XXX.

2. Tripodi S, Frediani T, Lucarelli S, Macr�ı F, Pingitore G, Di Rienzo Businco A, et al.

Molecular profiles of IgE to Phleum pratense in children with grass pollen allergy:

implications for specific immunotherapy. J Allergy Clin Immunol 2012;129:834-9.

3. Calderon MA, Gerth van Wijk R, Eichler I, Matricardi PM, Varga EM, Kopp MV,

et al. Perspectives on allergen-specific immunotherapy in childhood: an EAACI po-

sition statement. Pediatr Allergy Immunol 2012;23:300-6.

4. Mov�erare R, Elfman L, Vesterinen E, Metso T, Haahtela T. Development of new IgE

specificities to allergenic components in birch pollen extract during specific immu-

notherapy studied with immunoblotting and Pharmacia CAP System. Allergy 2002;

57:423-30.

5. Jutel M, Jaeger L, Suck R, Meyer H, Fiebig H, Cromwell O. Allergen-specific im-

munotherapy with recombinant grass pollen allergens. J Allergy Clin Immunol

2005;116:608-13.

6. Hatzler L, Panetta V, Lau S, Wagner P, Bergmann RL, Illi S, et al. Molecular spread-

ing and predictive value of preclinical IgE response to Phleum pratense in children

with hay fever. J Allergy Clin Immunol 2012 [In press].

http://dx.doi.org/10.1016/j.jaci.2012.08.043
1

Delta:1_given name
Delta:1_given name
Delta:1_surname
Delta:1_given name
Delta:1_given name
Delta:1_surname
mailto:paolo.matricardi@charite.de
http://dx.doi.org/10.1016/j.jaci.2012.08.043

	Reply
	References


