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et al. But for the reasons cited above, we caution against
accepting the Diacano et al’s data as prima facie evidence of
the necessity of needle penetration of the facia as a require-
ment for IM delivery of epinephrine. In addition, we disagree
that there are no published data supporting evidence of a
possible gender difference in the pharmacokinetics of
epinephrine and their assumption that such baseline differ-
ences could not affect such pharmacokinetics. Finally, we
feel that a role of compression in the depth of penetration
cannot be excluded based on available data.

Perhaps the final take home from these exciting polemics is that
dogmatic conclusions as to how we apply these studies to patient
care should be avoided. The studies are sparse, and the numbers
are small.
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The real world is not standardized
To the Editor:
The editorial by Wang1 that accompanied the article on peanut

oral immunotherapy (OIT) in clinical practice2 notes the size of
the reported cohort and the duration of observations of our clinical
practice. However, the editorial criticizes the report for not being
the randomized, controlled trial that it was never intended to be.
Baseline food challenges were not performed in patients with a
history of an IgE-mediated reaction within 2 years of starting
OIT. Would it have been ethical to challenge patients with known
peanut allergy? As we note in our article, no patient was excluded
fromOIT because of the severity of reaction history or the magni-
tude of peanut specific IgE. All patients, except for the 8 who
refused consent, were reported. The only bias was the choice par-
ents made in seeking care for their children. The editorial also
criticizes the absence of prespecified clinical end points when,
in fact, the end point of passing a 6000-mg peanut protein chal-
lenge (substantially higher than in most controlled trial reports)
was clearly stated.

We aremost concerned about the use of the editorial to promote
a product. Although the editorial properly notes that there are no
reports of adverse events occurring as a result of changing the
source of peanut protein in our patients, it attributes the need for
OIT practitioners to be prepared for and educate their patients
about reactions solely to nonstandardized peanut. The editorial
appears to conflate the use of nonstandardized peanut with the
‘‘lack of sufficient personnel and resources’’ as the reason allergy
practices may not implement OIT. Most allergy practices do not
outsource premade subcutaneous immunotherapy vaccines
because of ‘‘lack of sufficient personnel and resources.’’ The
editorial implies that it is not possible to have a guideline or
billing code without a commercial product. It seems to ignore the
Learning Early About Peanut Allergy (LEAP) study that was
based on the use of Bamba and the subsequent guidelines
recommending Bamba, peanut butter, or peanut butter powder
for the prevention of peanut allergy.

The insistence on the use of a ‘‘standardized’’ peanut product
will be costly and will limit patients’ access to care. Allergists
have, for more than a century, safely and effectively used extracts
for injected immunotherapy in which the allergen content may
vary by as much as 10-fold. Cost-effective medicine requires
balancing the risks and benefits of a therapy. Our reports2,3 along
with the early published trials from academic medical centers,4,5

using readily available peanut foods, have demonstrated an effi-
cacy and major adverse event rate comparable to that in studies
that used a ‘‘standardized’’ product for a material cost of just
‘‘peanuts.’’
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Reply
To the Editor:

In the opening paragraph, Wasserman et al1 state that my

editorial ‘‘criticizes the report for not being the randomized,
controlled trial that it was never intended to be.’’ I am surprised
that they interpreted the editorial to be a criticism as I simply
pointed out that ‘‘the authors acknowledge certain limitations
given the retrospective nature of their data,’’2 which is a reiter-
ation of Wasserman et al’s3 own words in the discussion of their
original report, ‘‘As a retrospective study, there are potential
biases.’’ As the authors already present their report as being
from real-world practice, the editorial serves to point out to
readers the similarities and differences, as well as advantages
and limitations, when examining different approaches to peanut
oral immunotherapy.

The correspondence takes issue with my statement about the
lack of food challenges, which simply stated: ‘‘The authors
acknowledge certain limitations.For example, baseline food
challenges were not performed so the magnitude of efficacy
remains uncertain.’’2 The authors themselves state in their orig-
inal article that ‘‘clinicians modified patient treatment according
to their judgment’’ and specifically say that ‘‘because all patients
were not challenged before beginning POIT, we cannot be certain
that they were all peanut allergic.’’3 Therefore, it is merely a state-
ment of fact on my part that baseline food challenges were not
performed for the patients in their cohort, and not an implication
of inferiority. However, I would not agree with Wasserman et al’s
conclusion that ‘‘the only bias was the choice parents made in
seeking care for their children’’ when we are discussing a retro-
spective review of an open treatment.

Wasserman et al1 further question ‘‘would it have been ethical
to challenge patients with known peanut allergy?’’ Although it is
understandable why this ‘‘real-world’’ study decided not to
routinely perform food challenges, I take issue with the comment
that doing so is unethical. There are dozens of completed and
ongoing clinical trials of peanut allergy that are sponsored by
the National Institutes of Health, investigator-initiated or
pharmaceutical trials that include baseline food challenges for pa-
tients with known peanut allergy. These studies have all under-
gone review and received approval by different institutional
review boards and Data Safety Monitoring Boards. The mandate
of institutional review boards is to provide ethical and regulatory
oversight of research that involves human subjects. Therefore,
challenging patients with known peanut allergy has repeatedly
been found to be an acceptable procedure to be included in peanut
allergy studies.

Wasserman et al allege that the editorial is promoting a specific
product. First, there is no mention of any specific product
anywhere in the editorial.2 Second, the word ‘‘product’’ is used
as a generic term throughout the editorial, defined as ‘‘something
that is marketed or sold as a commodity.’’4 This term was chosen
because there are different sources of peanut protein available
(including peanut, peanut butter, peanut flour) that have been
used for peanut oral immunotherapy (OIT). The authors also
mistakenly interpret the editorial statement on allergic reactions
due to OIT, erroneously assuming that it refers only to the use
of nonstandardized peanut. The editorial notes that Wasserman
et al’s report is in fact similar to other published reports in finding
that allergic symptoms to OIT are common. The references I cite
included 4 different studies that used different peanut sources/
products, 3 of which used nonstandardized products (Blumchen
et al5 used crushed roasted peanut and Anagnostou et al6 and Var-
shney et al7 used lightly roasted flour).

Another point related to safety brought up in the editorial to
which Wasserman et al take offense is that switching between
peanut protein sources during OIT could pose a potential safety
concern. This concernwas raised on the basis of data published by
Filep et al8 and Hindley et al,9 which demonstrate variability in
peanut protein content across different peanut foods. Following
Wasserman et al’s suggestion to compare peanut OIT to subcu-
taneous immunotherapy for environmental allergies, I would
point out that the practice parameter on allergen immuno-
therapy10 specifically states that:

‘‘[A]n allergen immunotherapy extract must be considered
different from a clinical standpoint if there is any change in
the constituents of the allergen immunotherapy extract.
These include changes in the lot, manufacturer, extract type
(eg, aqueous, glycerinated, standardized, and nonstandar-
dized), and component allergens and their respective
concentrations in the allergen immunotherapy extract.
There is potentially an increased risk of a systemic reaction
if the allergen immunotherapy extract is changed and the
patient’s dose is not modified.’’

As such, an analogous approach should not be unexpected for
peanut OIT in that caution would be warranted when switching
between peanut protein sources from different manufacturers,
both standardized and nonstandardized. Although Wasserman
et al3 did not report any problemswhen their patients switched be-
tween peanut products, these data from a single cohort are insuf-
ficient to deem this concern to be irrelevant, such that no caution is
warranted for any patient.

Wasserman et al also take offense to the points made in my
editorial about reasons why practices may find implementing OIT
to be challenging. The reasons listed for physician concern are
taken directly from the study by Greenhawt and Vickery11 who
conducted a survey of American Academy of Allergy, Asthma
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