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To the Editor

In 2016, it was published that a predominant sensitization to Api m 10 may be a risk factor for
therapy failure in patients treated with bee venom immunotherapy (bee VIT).! The authors also
reported that some bee venom preparations, two non-purified and one purified preparation, contain
little to no Api m 10. Although these data were interesting, the scientific discussion went in a
strange direction. Moreover, some companies claimed (partly with no available data on safety and
effectiveness) that their venom preparations were superior because of the higher Api m 10 content
compared to commonly used products. Within a few years, this unproven narrative left the
impression that patients with predominant sensitization to Api m 10 should be treated with non-
purified venoms. However, this was not supported by any published data or endorsed by the
EAACI guidelines.?

Given the higher frequency of adverse events during treatment with non-purified venom
preparations, a recommendation to generally use such products in a subset of patients is at least
questionable. Therefore, we would like to point out obvious limitations of the study by Frick et al'
and present our own preliminary but quite different data. They retrospectively compared the IgE
sensitization profile of currently available recombinant single bee venom allergens between 79
responders and 36 non-responders treated with bee VIT in six different centers. First, the patient
number was low and not calculated to ensure a sufficient level of statistical power. Second, the
definition of “predominant sensitization” can be questioned. They chose 50% of sIgE to bee
venom, but the calculation was only based on the odds ratios for nonresponding to VIT and not
related to the amount of sIgE to other bee venom allergens. Third, and most importantly, it was
implied that two separate findings were correlated: the risk for treatment failure and the lack of
Api m 10 in bee venom preparations. In the publication, different venom preparations were
analyzed regarding the Api m 10 content. However, although the venom preparations used for 109
patients were known, there was no correlation analysis done to show that particular venom
preparations were associated with therapy failure. Therefore, these data may indicate a possible
risk for treatment failure in patients predominantly sensitized to Api m 10 but are not adequate to
show a correlation between treatment failure and Api m 10 content of venom preparations. Finally,
looking at the literature, there is no evidence for the superiority of non-purified venom
preparations containing Api m 10 compared to purified (with possibly low or no Api m 10)
preparations: 83-91% tolerated the sting challenge after non-purified bee VIT3-® and 86% after
purified bee VIT’ (p=0.933, Figure 1). The latter can be confirmed by our preliminary data:
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effectiveness was 88% (42/48) in patients treated with a purified depot bee venom preparation.
Predominant sensitization to one of the single bee venom allergens evaluated (defined as 65% of
the bee venom sIgE to ensure predominance to one allergen only) was detected in 20 patients who
tolerated sting challenges and in four of six patients who relapsed (Figure 2).

Our preliminary data suggest that other predominant sensitizations, such as Api m 2 and 5, may
also play an important role in patients with therapy failure. Furthermore, one may speculate that
the Api m 10 content is maybe not relevant for tolerance induction. This may be explained by the
fact that Api m 10 is a minor part of bee venom with less than 1% of the dry weight.® Moreover, it
has been presented orally but not yet published that the 1gG, production against Api m 10 was
very low in tolerant beekeepers, which puts the low IgG, levels in non-responders into
perspective.!

In summary, the study by Frick et al is an important basis for further research, but the results
should by no means be over-interpreted in sense of recommending certain preparations for bee
VIT. Until further data are available, the selection of a venom preparation should be based on
studies demonstrating safety and clinical effectiveness, not on the measured amount of a single
venom allergen. Whether predominant sensitization to a single bee venom allergen may be
considered a risk factor for treatment failure needs to be addressed in a prospective multicenter

study including sting challenges to monitor effectiveness.
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Figure legends
Figure 1: Comparison of VIT effectiveness in the literature. Immunotherapy was performed either using
purified (with possibly low or no Api m 10) or non-purified (containing Api m 10) bee venom

preparations. There was no difference in effectiveness (p=0.933).

Figure 2: A predominant sensitization of a single bee venom allergen was detected in 20 patients who
tolerated the sting challenge and in four of six patients, who did not (=anaphylaxis after sting challenge).

All patients with a predominant Api m 10 sensitization tolerated the sting.
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