
sleep and quality of life, but also that the most effective
class of medication (ie, intranasal steroids) should be
considered as initial therapy for relief of nighttime rhinitis
symptoms.
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464 Correspondence
Efficacy of ant venom immunotherapy and
whole body extracts

To the Editor:
Golden1 presents a useful review of insect venom

immunotherapy, but we disagree with his conclusion
that imported fire ant (IFA) whole body extract (WBE)
has been proven efficacious. Golden1 stresses the need
to understand the natural history of sting allergy and
the importance of controlled studies. We add to this the
need for prospective design, adequate randomization, and
double-blinding.
No prospective controlled study of IFAWBE treatment
efficacy or prospective study of the natural history of IFA
allergy has been published. Retrospective studies have
selection bias, and the natural history of allergy can vary
enormously between species. Large prospective studies
have found reaction rates on re-exposure to range from
70% for the jack jumper ant through 50% for the honeybee
and to 25% for the yellow jacket.2,3 Individuals allergic to
IFA who react to multiple simultaneous stings (as often
occurs) may experience few reactions when exposed to
smaller doses of venom.

Our randomized, double-blind, placebo-controlled trial
of venom immunotherapy (VIT) provides a model that
could be used to assess IFAWBE.3 How didwe justify our
study, and why did 2 respected university ethics commit-
tees approve? First, large studies that have demonstrated
the safety of sting challenges after applying health and age
exclusion criteria included a total of 238 patients with
severe (Mueller grade IV) allergy. Second, the efficacy
data from 2 controlled trials of VIT to prevent honey bee
and vespid sting anaphylaxis are suboptimal by contem-
porary standards. One allocated treatment according to
patient choice, with outcomes determined by reactions
occurring outside hospital that were unobserved by the
investigators. The other was single-blind and stratified by
using factors that do not influence reaction risk. Finally,
the efficacy of immunotherapy varies between species,
and we could not be sure of the efficacy of jack jumper ant
VIT.

Without double-blinding, investigators can be misled
by personal bias and subjective features such as itch, mild
flushing, breathlessness, anxiety, and hypotension asso-
ciated with bradycardia and anxiety. It is notable that we
gave epinephrine to a patient who appeared to have a
moderate reaction to an injection that was later revealed
to be placebo.3

The inclusion of a blind placebo group is the only way
to be certain that a sting challenge adequately tests treat-
ment efficacy. This is an important ethical issue; we have
observed the death of a man who believed he was pro-
tected by ant WBE, reinforcing the risks of a flawed
evidence base. As explained, the exposure to a small
number of IFA in a sting challenge may be insufficient
to provoke anaphylaxis in many people with allergy.
Furthermore, insect handling procedures may lead to a
depletion of venom as assessed at the time of venom sac
dissection.3

Imported fire ant WBE may be an effective treatment,
because extracts contain venom proteins and quality con-
trol methods have been developed. However, uncertainties
remain with regard to the natural history of IFA allergy
and whether the dose of venom delivered by IFA WBE
extracts is sufficient to confer protection.

Simon G. A. Brown, MBBS, PhD, FACEMa

Robert J. Heddle, MBBS, PhD, FRACP, FRCPAb

Michael D. Wiese, BPharm, MClinPharmc

Konrad E. Blackman, MBBS, FACEMc

aUniversity of Western Australia

Fremantle Hospital



contain sufficient venom allergens to have acceptable,
albeit suboptimal, efficacy. Also, unlike the winged
Hymenoptera WBE, there are relatively few reports of
treatment failure with IFA WBE, and no fatalities. Brown
et al1 mention a fatal reaction but not the species of WBE
used for treatment or the dose, schedule, and duration
of treatment. However, our experience with the winged
Hymenoptera WBEs ‘‘demonstrates the value of a com-
plete understanding of the natural history of the disease in
determining the efficacy and indications for treatment and
the importance of clinical trials.’’2 As Brown et al1 point
out, prospective design and blind treatment are also critical
to the strength of the evidence.

The lack of IFA venom products for diagnosis and
immunotherapy in the United States is a continuing gap in
our repertoire. It is not the ethics but the economics of
clinical trials that has deterred the performance of double-
blind, placebo-controlled clinical trials of IFA WBE and
venom products and encouraged the acceptance of the
WBEs as the only option in practice. However, the
dilemma posed by the authors has attracted the attention
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Reply

To the Editor:
I appreciate the comments of Brown et al.1 It was clearly

only by unintended oversight that the exemplary work of
the authors was not cited in my review that focused on
treatment strategies in the United States.2 Their work on
the natural history of ant venom allergy and their con-
trolled trial of ant venom immunotherapy are a model to
which we should aspire.3,4 In contrast, there has been no
controlled trial of imported fire ant (IFA) whole body
extract (WBE) immunotherapy, and the natural history of
IFA allergy is unknown.

I am dismayed that my statements were construed to
imply that IFA WBE has been proven efficacious.
Comparison of IFA WBE and venom in vitro and by
skin test suggests that although inferior to the venom,
WBE contains sufficient allergen to provide reasonable
diagnostic accuracy.5-8 For this reason, I stated, ‘‘For fire
ant allergy, venom is themost accurate diagnosticmaterial,
but WBE have shown adequate diagnostic sensitivity.’’
My statement that ‘‘Fire ant immunotherapy is performed
with WBE that contains sufficient venom allergens to
provide reasonable clinical protection’’ was based on the
reported content of venom allergens in IFA WBE. I did
not state that WBE was as potent as venom.8 The report
of clinical efficacy of IFA WBE by Freeman et al9 had
the strengths of prospective sting challenge (instead of
retrospective field sting reports) and a limited (but
highly significant) control group. Still, Freeman et al9

concluded that ‘‘A controlled prospective trial of WBE
versus placebo is needed.to help define the natural
history of IFA hypersensitivity.’’ Of recent interest are
reports of rush immunotherapy with IFA WBE to prevent
systemic and large local reactions, but these too were
uncontrolled.10,11

Together, the in vivo and in vitro evidence led to the
belief that unlike the other Hymenoptera, IFA WBE does

of the Insect Committee of the American Academy of
Allergy, Asthma and Immunology, who have now re-
solved to explore the development of a controlled trial
of IFA WBE immunotherapy. (Nelson, personal com-
munication, March 2005). When the efficacy of current
treatment has not been proven up to current standards
and the risk of treatment failure is a life-threatening
reaction, a controlled trial is clearly justified. Our
thanks to Brown et al1 for exposing this important
issue.

David B. K. Golden, MD

Johns Hopkins Asthma and Allergy Center
5501 Hopkins Bayview Blvd

Baltimore, MD 21224
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