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Successful venom immunotherapy to paper
wasp, in IgE-venom negative patient
To the Editor:

Venom immunotherapy (VIT) is indicated only in patients
with anaphylaxis and detectable venom IgE.1,2 However,
some patients with severe anaphylaxis to insect stings, with
negative skin test and RAST, need more than a set of
adrenaline for protection.

A 44-year-old male roof maker was stung by a paper wasp
during his work on a roof (common place of paper wasp nest)
and after 30 minutes flushing of face, dizziness and difficulty
in breathing occurred. A week later, another sting of an
unknown insect caused no reaction at that time. It might have
been a common wasp sting because it occurred in an open
market place. A month later, another paper wasp sting
occurred during his work and immediately he felt flushing,
dizziness, difficulty in breathing and he lost consciousness
within 10 min. Thanks to his profession he was able to
recognise the culprit insect and in addition he brought us the
polistes nest. Intradermal skin tests were negative in venom
at concentration up to 1 m/ml for all insects. RAST to all insect
venoms were negative too. Serum tryptase was 9 mg/ml.

Three and six months later venom skin test and RAST
remained negative. Diagnostic challenge with paper wasp
sting was not carried out for ethical reasons. Although
venom immunotherapy was not indicated according to
recent guidelines, in this case we decided to perform it
because of the severity of the reaction, the convincing
history and his frequent exposure at his work place.2 VIT
was carried out with paper wasp venom (Pharmalgen
ALK ),and no reactions occurred. Paper wasp venom 100 mg
as maintenance dose, every four weeks, had been
administered.

A year later we challenged him with paper wasp sting in
order to check the effectiveness of VIT but some concern
was raised about the treatment’s success because venom
preparation was derived from American polistes which
seems to differ from European polistes venom in the
structure of antigen 5 and protease.3 Despite that the
patient tolerated the challenge test with two paper wasps
stings in a 15 min interval. Challenge with two common wasp
stings did not cause any reaction either.
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According to EAACI-position paper, patients with anaphy-
laxis to hymenoptera sting but undetectable IgE to venom
are not recommended to receive VIT.1,2 Contrary to the
common belief that skin test is positive in the majority of
patients with a clear history of sting anaphylaxis, some
studies showed negative skin test responses in up to 32% of
patients with a convincing history.4 This low sensitivity of
the skin test and RAST might be the cause of undetectable
venom specific IgE in our case. A supposed sensitization in an
epitope existed only in European polistes venom but not in
American commercial polistes venom did not occur in our
case.3 This group of IgE venom negative patients should not
be ignored. In an interesting study the frequency of a future
systemic reaction as it has been assessed by challenge test
was the same in patients with convincing positive history,
regardless of their skin test response to venom (21% in
patients with positive skin test, and 22% in those with
negative skin test).4 The repetition of skin test and RAST
three and six months later does not usually solve the
problem. FAST (basophilic activation tests) may offer some
help.5 Western blot may be an alternative sensitive method
but more studies are needed to verify this concept.
Molecular components of polistes venom are not available.

Published practice guidelines and parameters state that
patients with negative skin test responses are not candidates
for immunotherapy, but no guidance is provided for mana-
ging these patients.1,2 Skin test and RAST with venom seem
to lack the necessary sensitivity to detect low level of venom
specific IgE, thus we consider that venom immunotherapy
may be a challenging option in patients with undetectable
venom IgE, but only when the following criteria are fulfilled:
(1) frequent severe anaphylactic reactions; (2) definite
recognition of the offending insect; and (3) a job-related
exposure. Venom immunotherapy was proven to be success-
ful in this case because the patient tolerated two stings
challenges tests with paper wasps after VIT.

Conflict of interest

We declare that none of the aforementioned authors has
conflict of interest.

References

1. Bilo MB, Rueff F, Mosbech H, Bonifazi F, Oude-Elberink JNG.
Diagnosis of Hymenoptera Venom Allergy. Allergy. 2005;60:1339–49.
aña, S.L. All rights reserved.

2010.04.004

dx.doi.org/10.1016/j.aller.2010.04.004
dx.doi.org/10.1016/j.aller.2010.04.004
dx.doi.org/10.1016/j.aller.2010.04.004


RESEARCH LETTER2
2. Bonifazi F, Jutel M, Bilo M, Birnbaum J, Muller U; the EAACI
Interest Group on Insect Venom Hypersensitivity. Prevention and
Treatment of Hymenoptera Venom Allergy. Allergy. 2005;60:
1459–70.

3. Fitch CD, Morris PR, Moawad TIS, Schmidt M, Hoffman DR.
Comparison of North American and European Polistes Venom
Allergens. J Allergy Clin Immunol. 2006;117(2: Sup 1):309.

4. Golden DBK, Kagey-Sobotka A, Norman PS, Hamilton RG,
Lichtenstein M. Insect Sting Allergy with Negative Venom Skin
Test Responses. J Allergy Clin Immunol. 2001;107:897–901.

5. Sainte-Laudy J, Sabbah A, Drouet M, Lauret MG, Loiry M.
Diagnosis of Venom Allergy by Flow Cytometry. Correlation with
Please cite this article as: Vovolis V, et al. . 2010. doi:10.1016/j.aller
clinical history, skin tests, specific IgE, histamine and leukotriene
C4 release. Clin Exp Allergy. 2000;30:1166–71.
V. Vovolis*, N. Mikos, N. Koutsostathis

Department of Allergy and Clinical Immunology, Laiko
General Hospital, Athens, Greece

nCorresponding author.
E-mail address: vasvovolis@gmail.com (V. Vovolis).
.2010.04.004

mailto:vasvovolis@gmail.com
dx.doi.org/10.1016/j.aller.2010.04.004

	Successful venom immunotherapy to paper wasp, in IgE-venom negative patient
	Conflict of interest
	References




