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intentional diagnostic sting challenges: an
important medical issue

To the Editor:

In a letter in the May 1993 issue of the JouRNAL,
Robert E. Reisman (page 1100) expresses his concern
about three aspects of our study in which delib-
erate sting challenges were performed (J ALLErcy CLIN
ImmuNoL 1992;90:110-8). First is the potential danger of
inducing an anaphylactic reaction in otherwise healthy
subjects. In the referred study by Smith et al. and in the
original study on which this article was based,' no
clinical data on any of the 59 insect-sting—challenged
subjects were given. In three patients anaphylactic
shock developed, but we were not informed about the
use of B-blockers or concurrent atherosclerotic, pulmo-
nary, or other diseases in these patients, which might
have influenced the clinical reaction after the sting. In
our study, subjects were selected carefully to minimize
potential risks due to sting challenges. In addition, all
challenges were carried out in an intensive care unit.
When a severe anaphylactic reaction occurred (17 of
138 subjects), these persons stayed overnight for obser-
vation. As indicated, none of them required any addi-
tional therapy. There was thus no medical indication,
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other than a need for reassurance, for keeping these
subjects hospitalized.

The second concern of Dr. Reisman deals with the
identification of subjects at risk of developing another
insect-sting anaphylactic reaction. Fortunately, insect-
sting anaphylaxis is a self-limiting disease in most
persons.” We agree with Dr. Reisman that the severity
of the previous reaction relates to some degree to the
reaction after a future sting. However, in our view this
is not a sufficient criterion for starting immunotherapy.
In a recent article (J ALLergy CLIN ImmuNoL 1994;94:
151-9), we describe 324 subjects with previous insect-
sting anaphylaxis. Of these subjects, 48% of the honey-
bee-sensitive persons and 75% of the yellow jacket-
sensitive persons did not react at all to a sting
challenge. Of the patients with a previous severe reac-
tion, only 30% of honeybee-sensitive persons and 15%
of yellow jacket—sensitive persons had a severe reaction
after this sting challenge. Upgrading from mild to
severe reactions was never observed. In addition, none
of the tests to assess insect-sting hypersensitivity (i.e.,
skin test, [gE, 1gG,) significantly related to the reaction
after sting challenge, as demonstrated previously.’
Alarmingly, approximately 5% of subjects with negative
skin test results or undetectable plasma levels of spe-
cific IgE did have a second anaphylactic reaction after
sting challenge. These patients would normally not
have been treated with venom immunotherapy, but they
were at risk for a severe anaphylactic reaction after a
future field sting. However, we prospectively demon-
strate that subjects with a mild reaction after a field
sting may not need to be treated with immunotherapy
at all, and in this respect we agree with Dr. Reisman.

The real concern of our sting-challenge procedure
was the reaction after future field stings. Preliminary
results from questionnaires sent to all our (untreated)
subjects with a negative sting-challenge test result show
approximately 4% recurrence of (mild) anaphylactic
symptoms after a field sting up to 10 years after the
challenge. This rate is comparable to the prevalence of
insect-sting anaphylaxis in the general population.? This
indicates a benefit of relieving approximately 80% of
subjects from unnecessary, costly, and time-consuming
immunotherapy versus a 4% risk for a mild anaphylac-
tic reaction in untreated subjects. Although we are
well aware of the potential legal consequences re-
garding the sting-challenge procedure in the United
States, we think that this risk-to-benefit ratio is low
enough to advocate the standardized, in-hospital pro-
cedure as the best selection criterion for venom immu-
notherapy.

The third concern of Dr. Reisman is that we did not
use epinephrine for treatment of all anaphylactic reac-
tions in the intensive care unit. There are no prospec-
tive clinical trials on the use of epinephrine or any
other medication in the treatment of anaphylaxis. We
know that the therapeutic regimen in an intensive care
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unit is not applicable to field stings. In our recent
article in the JournaL, 324 subjects who previously had
insect-sting anaphylaxis underwent a sting challenge.
Anaphylactic reactions were observed in 96 (28%) of
them. In 27 of these subjects hypotension developed.
Three of these 96 patients received standard doses of
epinephrine and were noted to have cardiac arrhyth-
mias immediately after this therapy. The remaining 95
of these patients did not receive epinephrine but in-
stead received varying regimens of intravenous antihis-
taminic drug and, if necessary, plasma expander. All of
them recovered quickly and uneventfully. It is known
that epinephrine therapy in anaphylaxis has a some-
what increased risk of death.® Therefore in a clinical
setting, epinephrine may not necessarily be the therapy
of choice. The appropriate treatment of the anaphylac-
tic reaction needs to be studied in both clinical and
field settings.
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