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Anaphylaxis; Hypersensitivity reactions to hymenoptera venom are infrequent in paediatric patients.
Hymenoptera; A study was made to determine the incidence of this pathology in children, based on an
Immunotherapy; epidemiological survey targeted to all members of the SEICAP (Sociedad Espafiola de
Children Inmunologia Clinica y Alergia Pedidtrica/Spanish Society of Paediatric Clinical Immunology

and Allergy), and designed to collect the data on patients under 17 years of age diagnosed
with hymenoptera venom allergy. Results: The data corresponding to 175 patients (135
males) were collected. The mean age was 9.9+ 3.6 years. Seventeen percent (32 patients)
were the offspring of beekeepers, and 68.9% had experienced previous stings. The causal
insect was Apis melifera, implicated in 55 cases, followed by Polistes dominulus (33
cases). In 151 patients (83.9%) the condition consisted of a local reaction. The most
frequent systemic response was urticaria and angio-oedema. Fourteen patients suffered
anaphylactic shock. The diagnosis was based on skin test (intradermal and prick) and/or
specific IgE testing. Three treatment categories were established: (a) prevention and
educational measures; (b) symptomatic treatment with oral antihistamines as well as self-
injectable adrenalin; and (c) immunotherapy. In this context, 135 patients underwent
immunotherapy with a mean duration of 3.5+1.7 years (range 2-5 years) — with excellent
tolerance. The starting regimen was predominantly conventional (92 patients). Conclu-
sions: The results of this survey show hypersensitivity reactions to hymenoptera venom to
be infrequent in paediatrics, though with a strong impact upon patient quality of life.
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Introduction

The results of the Alergologica 2005 epidemiological study
on allergic diseases in Spain have recently been published.'
In the chapter corresponding to hypersensitivity reactions to
hymenoptera venom, paediatric patients are reported to be
barely affected in comparison with the adult population.
However, as has also been mentioned by other authors,? it is
not easy to establish the true prevalence of this problem in
paediatric subjects. On the other hand, it has been
postulated that such reactions are underdiagnosed, parti-
cularly considering that children show greater exposure
levels than adults (except in the case of beekeepers),
especially in urban settings, and their self-protection
capacity is much more limited.

The SEICAP (Sociedad Espanola de Inmunologia Clinica y
Alergia Pedidtrica/Spanish Society of Paediatric Clinical
Immunology and Allergy), through its Immunotherapy Work
Group, conducted a survey among all its members with the
purpose of determining the situation of allergy to hyme-
noptera venom in Spanish children. Specifically, the aim was
to determine the number of affected patients and the
diagnostic and management approaches used, as seen from
the specialised care setting.

Material and methods

In 2006, a survey was conducted among all members of the
SEICAP, designed to collect the data on all patients under 17
years of age diagnosed with hymenoptera venom allergy
(HVA) by a specialist.

Specifically, the following information was collected:

Clinical history: patient relationship to beekeeping,
personal and family history of atopic disorders, family
antecedents of reactions to hymenoptera stings, and
previous stings experienced by the patient.

The type of reaction experienced as a result of the sting
leading to allergological study of the patient was registered,
along with the time elapsed from sting to reaction.

Diagnostic tests used: specific IgE testing and skin tests.

Repeat stinging (spontaneous or induced) was also
recorded.

Treatment provided: educational and preventive mea-
sures, symptomatic treatment and/or immunotherapy.

The characteristics of immunotherapy and tolerance of
the latter were registered.

Results

Data were received on a total of 175 patients, of which 135
corresponded to children who were receiving or had
received specific immunotherapy.

The number of patients studied in each region in the
country is shown in Figure 1: most of the subjects were from
Andalusia, followed by Navarra, the Canary lIslands and
Catalonia.

The mean patient age was 9.9+ 3.6 years (range 2-17
years). In the immunotherapy group these data were
10.3+3.7 years (2-17 years), versus 8.7+2.8 years (4-14
years) in the non-immunotherapy group.
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Figure 1 Regional distribution of the survey.

Table 1  Number of patients with positive skin tests

Intradermoreaction Vespula Polistes Apis
concentrations (ug/ml)

0.001 4 1 10
0.01 7 11 13
0.1 31 24 22

1 15 12 8

Most of the patients (n=135; 75%) were males, 80 had a
history of atopy (44.4%), 32 were the offspring of bee-
keepers (17%), and 68.9% had experienced stings prior to the
episode leading to specialist consultation.

The most frequently implicated insect was Apis melifera
(55 patients), followed by Polistes dominulus (33 patients).
In 32 patients the causal insect could not be identified, and
in 39 patients several insects were involved.

Type of reaction and clinical characteristics of the
sting

A total of 151 patients suffered local reactions (83.9%). As
regards systemic reactions at the time of the sting, the most
common manifestations were urticaria and angio-oedema.
Fourteen patients suffered anaphylactic shock.

The time elapsed from sting to onset of the reaction was
under 30 min in 154 cases; 30-60 min in three cases; and
over one hour in 11 cases. The time from sting to onset of
the reaction was not known in 12 cases.

Diagnosis

The diagnosis was based on skin test (intradermal and prick)
and/or specific IgE testing.

The results of the skin tests (Table 1) show that at the
lowest concentrations (0.001 and 0.01 pg/ml), the number
of positive readings was very low. Most positive readings
corresponded to the concentration of 0.1 ug/ml.

Table 2 in turn presents the specific IgE values obtained,
showing predominance of the intermediate IgE classes (2
and 3).
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Table 2 Patient distribution according to specific IgE
classes
IgE class Vespula Polistes Apis
1 10 10 5
2 55 33 11
3 41 32 26
4 12 17 11
5 4 7 14
6 2 2 4

A total of 18 patients (17 belonging to the immunotherapy
group) suffered repeat bites (accidental in 12 cases),
without any associated systemic manifestations.

Treatment

Three treatment categories were established:

—_

. Educational and preventive measures.

2. Symptomatic treatment with oral antihistamines as well
as self-injectable adrenalin.

3. Immunotherapy.

In the group of patients without immunotherapy, 19
children only received educational and preventive mea-
sures, while 26 received such measures together with
symptomatic treatment in the form of oral antihistamines
and self-injectable adrenalin.

In the group of patients administered immunotherapy,
two children received only immunotherapy, while 19
additionally received educational and preventive measures,
and 114 received all three of the above-mentioned treat-
ment categories.

In reference to immunotherapy, 135 patients followed
treatment with a mean duration of 3.54+1.7 years (range
2-5 years). The immunotherapeutic regimen used was
predominantly conventional (92 patients), followed by a
rush protocol (25 patients) and, less frequently, a cluster
protocol (16 patients). An ultra-rush immunotherapy proto-
col was employed in only two cases.

With regard to the type of immunotherapy used, a
Vespula extract was administered in 39 cases, a Polistes
extract in 45, and an Apis extract in 45. Two extracts were
used in two patients: Vespula and Polistes.

The tolerance of immunotherapy was excellent: 35
patients experienced local reactions — 7 treated with
Vespula (17.9%), 14 with Polistes (31.1%), and 14 with Apis
(28.6%). Systemic reactions in turn were documented in 6
patients: two with Apis extract which proved mild, while
three developed Miiller type 3 reactions® (two with Vespula
and one with Apis extract), and one patient developed a
type 3 reaction with Polistes extract. As regards the regimen
employed, two reactions occurred with conventional
immunotherapy, one with a rush regimen, and another with
a cluster regimen.

Discussion

Evaluation of the data obtained on the 175 patients relating
to the diagnosis and treatment of hymenoptera venom
allergy in children showed the distribution of patients to
vary with respect to the information published by the
Alergologica 2005 study,’ where most cases were seen to
come from Andalusia, followed by Galicia and Castilla.
However, in our series most cases were from Andalusia, the
Canary Islands, Navarra and Catalonia. Clearly, the volun-
tary nature of collaboration and the non-utilisation of
sampling techniques explain this situation.

Coinciding with the literature, the percentage of affected
boys (75%) was far greater than the percentage of girls
(23.3%),"* though in reference to beekeeping or agriculture
our findings differ, since only 17.8% of the children were the
offspring of beekeepers. This indicates that insect stings in
our paediatric patients occur in the context of outdoor
playing activities, since among adults the highest percen-
tages (70.1%) correspond to the rural setting, and in 52.8% of
the cases occupational or leisure activities entail a high risk
of insect stings.™®

In turn, previous stings were reported in 68.9% of the
patients — this percentage being similar to the values
reported in the literature for the general population.’ >

In turn, 44.4% of the children had antecedents of
atopy - this figure being higher than that reported in the
literature.™

With respect to the type of insect involved, Apis melifera
was implicated in 69 cases, followed by Polistes dominulus
(42 patients). Vespula was not often involved - this possibly
being explained by the fact that the activities of the
children are related to their playing areas. Among adults,
the causal insect is related to professional or occupational
fact?ras:7 Apis melifera in beekeepers or farm workers,
etc.””

In reference to the type of clinical manifestations
recorded, we found that the patients not administered
immunotherapy logically experienced milder reactions
(generally grade 1), with exclusively non-specific symptoms
in a large number of cases. The systemic manifestations
documented in the literature for paediatric patients® are
generally urticaria and anaphylaxis in 0.4-0.8% of cases. In
our series, the systemic manifestations were of grade 2-3
(urticaria and angio-oedema).

In addition to the clinical history, explorations, skin tests
and/or specific IgE determinations were made to confirm the
diagnosis, in compliance with usual practice in all studies of
hymenoptera allergy. In relation to skin testing, mention
should be made of the fact that scant positivity was
recorded for concentrations under 0.1 pg/dl. In children,
the relationship between the concentration at which testing
proves positive and the severity of the reaction has not been
established,®® although it does seem that the lower
concentration is of little use in establishing the diagnosis.
Repeat sting testing was not carried out in any of our
patients for diagnostic conformation or for follow-up of the
response to immunotherapy, in line with the little use made
of this technique in the paediatric population.

All patients subjected to immunotherapy are advised and
instructed on the use of self-injectable intramuscular
epinephrine,®'® as well as on the avoidance of stings, in
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abidance with the international guidelines for patient
control and follow-up.

Immunotherapy has been indicated in patients with
systemic manifestations after stings,®'° although it has also
been used in subjects experiencing important local reac-
tions, with positivity in the in vivo and in vitro tests, as these
are patients at risk due to exposure in leisure areas.
Nevertheless, the indication of immunotherapy in these
patients should be assessed on the basis of the consulted
literature sources. "

In most cases the type of immunotherapy regimen was
conventional, although in 43 patients other regimens were
used, in view of the good tolerance presently demonstrated
by the rush regimens.'>'> Tolerance in our series was good,
and only 35 patients developed local reactions which
required no change in regimen. Regarding the systemic
reactions, our recorded tolerability was better than that
indicated in the literature '*'® and that described with
other types of extracts. In this sense, improved tolerance of
these extracts can be assumed in children, with good
acceptance and only few dropouts.

Conclusion

The results of this survey show hypersensitivity reactions to
hymenoptera venom to be infrequent in paediatrics, and
involve conduction of a complete allergological diagnosis.
Correct patient education is indicated both to avoid further
stings and to treat any accidental exposures. The use of
immunotherapy in these children is established according to
the indications related to this pathology in paediatric
patients.

Acknowledgements

The authors thank the contribution of the following
investigators: F. de la Torre-Morin. J.M. Lucas-Moreno,
J.C. Cerda-Mir, A. Martorell-Aragones, S. Nevot-Falco,
R. Guspi, J.M. Garcia-Martinez, M.F. Martin-Mufoz,
M.C. Garcia-Ara, M.M. Bosque-Garcia, M.T. Marco-Valls,
H. Larramona-Carrera, A. Malet-Casajuana, P. Amat,
M. Roig-Riu, L. Moral-Gil, A. Rodriguez-Caamano, A. Molina,
J. Torres, L. Zapatero-Remon, E. Alonso-Lebrero,
M.I. Martinez-Molero, J.E. Sancha-Pacheco, A.M. Paya-Ldpez,
A. Armentia-Medina, A. Bilbao-Aburto.

References

1. Alergologica 2005. Factores epidemioldgicos, clinicos y socio-
econdmicos de las enfermedades alérgicas en Espana en 2005.

10.

1.

12.

13.

14.

15.

16.

17.

18.

. Golden DBK, et al.

. Armisén M, et al.

Sociedad Espafiola de Alergologia e Inmunologia Clinica.
Schering-Plough. Ergraf. Madrid 2006.

Outcomes of allergy to insect stings in
children, with and without venos immunotherapy. N Engl J Med.
2004;351:668-74.

. Mueller UR. In: Insect sting allergy: clinical picture, diagnosis

and treatment. Stuttgart: Gustav Fischer Verlag; 1990.

. Perez-Pimento AJ, Alonso-Gonzalez L, Pietro Lastra L, et al.

Anafilaxia por picadura de himenopteros. Estudio de 113 casos.
Med Clin. 2005;125:417-20.

. Bil BM, Rueff F, Mosbech H, Bonifazi FG, Oude-Elberink JN.

Diagnosis of Hymenoptera venom allergy. Allergy. 2005;60:
1339-49.

. Rancé F, Abbal M, Brémont F, Dutau G. Allergy to hymenoptera

venoms in children. Arch Pediatr. 1999;6(Suppl 1):555-60S.
Alergia a veneno de himendteros:
epidemiologia del area sanitaria de Santiago de Compostela.
Alergolo Inmunol Clin. 2001;16:213-6.

. Bilo MB, Rueff F, Mosbech H, Bonifazi F, Oude-Elberink JNG,

Birnbaum J. Diagnosis of hymenoptera venom allergy. Panel of
Experts of EAACI Interest Group on Insect Venom Hypersensi-
tivity EAACI POSITION PAPER. Allergy. 2005;60:1339-49.

. Schuberth KC, Lichtenstein LM, Kagey-Sobotka A, Szklo M,

Kwiterovich KA, Valentine MD. An epidemiologic study of insect
allergy in children. I. Characteristics of the disease. J Pediatr.
1982;100:546-51.

Bonifazi F, Jutel M, Bilo BM, et al. Prevention and tratamient of
Hymenoptera venom allergy: guidelines for clinical practice.
Allergy. 2005;60:1459-70.

Kwiterovich KA, Niv Y, Lichtenstain LM, Valentine MD. A
prospective stady of the natural story of large local reaction
after Hymenopthera stinging in children. J Pediatr. 104: 664-8.
Sanchez-Morillas L, Reaio M, Rodriguez M, et al. Seguridad de
la Inmunoterapia con una pauta rapida con veneno de
himendpteros. Allergol et Inmuopathol. 2005;33:224-7.

Strum G, Rudolph B, Aberer W. Rush Hymenoptera venem
immunotherapy: a safe and practical protocol for high risk
patients. J Allergy Clin Inmunol. 2002;110:928-33.

Brehler R, Wolf H, Kiitting B, Schnitker J, Luger T. Safety of a
two-day ultrarush insect venom immunotherapy protocol in
comparasion with protocols of longer duration and involving a
large number of injectios. J Allergy Clin Inmunol. 2000;
105:1231-4.

Schultze-Werninghaus C, Wahn U, Niggemann B. Evaluation of
the risk of anaphylactic reactions by wasp venom-extract
challenges in children. Pediatr Allergy Immunol. 1999;10:133-7.
Poli F, Longo G, Parmiani S. The safety and efficacy of
immunotherapy with aluminum hydroxide-adsorbed venom
extract of Vespula spp. An open, retrospective study. Allergol
et Immunopathol. 2001;29:191-6.

Merelup MT, Hahn GW, Poulsen LK. Mailling. Safety of allegen-
specific immunotherapy. Relation betewn dosage regimen,
allergen extract, disease and systemic side effect during
induction tratament. Clin Exp Allergy. 2000;30:1423-9.
Mosbech H, Miller U. Side-effect of insect venom immunother-
apy: results fron an EAACI multicenter study. Allergy.
2000;55:1005-10.



	An epidemiological survey of hymenoptera venom allergy in the Spanish paediatric population
	Introduction
	Material and methods
	Results
	Type of reaction and clinical characteristics of the sting
	Diagnosis
	Treatment

	Discussion
	Conclusion
	Acknowledgements
	References


