
Reply

To the Editor:
Reijmerink et al1 raise an important issue that the

association between the Toll-like receptor 4 (TLR4)
Asp299Gly polymorphism and lower LPS-induced
IL-12(p70) and IL-10 secretion reported by us2 might be
confounded by asthma status. Atopic asthma was by itself
associated with both the polymorphism and low LPS-
induced cytokine secretion.2 When comparing individuals
without asthma separately, the association between the
TLR4 Asp299Gly polymorphism and low IL-12(p70)
release remains in our study, however (Fig 1, A), and a
similar trend is observed for LPS-induced IL-10 secretion
(Fig 1, B). Because of the small number of individuals,
and because none of the patients with atopic asthma re-
sponded with IL-12(p70) release, the association to the
polymorphism was not analyzed in the group with asthma
separately. The results indicate that the polymorphism
by itself is associated with impaired responses to LPS
and does not just mirror the link between asthma and
low cytokine release and genetic variation.

Reijmerink et al1 illustrate their concern regarding our
results with an example from their own study in which
an association among the CD14/-159 polymorphism, fre-
quency of CD141 cells, and atopy was observed.3 We em-
phasize that in our study, this polymorphism (CD14/-159)
was associated with low IL-12(p70) release but not with
atopy or allergic symptoms.

In conclusion, in our study, the TLR4 Asp299Gly poly-
morphism is associated with asthma and independently
also with low LPS-induced cytokine secretion.
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FIG 1. LPS-induced IL-12(p70) (A) and IL-10 (B) secretion from

PBMCs in individuals without asthma divided into groups accord-

ing to the TLR4 (Asp299Gly) AA and AG genotype.
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The contribution of major and minor
determinants from benzylpenicillin to the
diagnosis of immediate allergy to b-lactams

To the Editor:
We would like to comment on the recent letter pub-

lished by Bousquet et al,1 which emphasizes the role of
major and minor determinants of benzylpenicillin (ben-
zylpenicilloyl polylysine [PPL] and minor determinants
mixture [MDM]; Allergopen, Allergopharma, Reinbeck,
Germany) for skin testing in patients with allergy to
b-lactams. The withdrawal from the market of these re-
agents has set us back many years, and an approach based
only on the clinical history might classify as false-positive
many patients who are suspected of being allergic to
b-lactams but who in fact have good tolerance after an
appropriate allergologic workup.2 According to the letter,
14.7% of the cases would have been missed if these re-
agents had not been used. Moreover, if we include those
patients who had positive results to different penicillin
determinants (and which, in some countries, are not always
available) and who also had positive results to PPL,
MDM, or both (32%), the number of nondiagnosed cases
would have increased to 46.7%. Thus almost half of all
the patients would not have received proper diagnoses if
PPL and MDM had not been used.1

Studies have shown that of patients with allergic
reactions to penicillin confirmed by means of skin testing,
75% had positive results to PPL, 10% to MDM, and
14.8% to PPL and MDM.3 In our experience the contribu-
tion of PPL, MDM, or both to total skin test positivity
was 42.1%,2 which is similar to the results reported by
Bousquet (46.7%).

The disagreement seen between groups1,2 reflects dif-
ferent patterns of b-lactam prescription and consumption
that vary from country to country and even within the
same country over the years. To this extent, we have
shown that differences exist when analyzing populations
in one country at different times,2 such that the contri-
bution of PPL, MDM, or both to skin test positivity in
the 1990s was 77.7%, in 2000 was 42.1%, and in 2005
is 22.1%, as suggested by current information from our
database.

In conclusion, although differences exist between coun-
tries and over time, skin testing with PPL and MDM is
more necessary for the diagnosis of b-lactam allergy than
suggested in the letter. An international coordinated effort
under the direction of experts is necessary to provide



The use of principal component analysis to
explore relationships between factors

To the Editor:
As a researcher who is currently selecting validated

outcome measures to include in a clustered, randomized
controlled trial, it was with great interest that I read the
recent article by Schatz et al.1 The authors used principal
component analysis with varimax rotation to reveal a model
of 5 independent factors underlying 4 validated tools.

However, I would like to offer a word of caution
regarding one aspect of their analysis: the understanding
of the relationship between factors. The aim of principal
component analysis is to transform a set of variables into
a smaller set of variables2: their study revealed that
the principal component was ‘‘symptom frequency.’’ How-
ever, the use of varimax rotation produces factors that
are orthogonal (ie, uncorrelated).3 It is therefore not sur-
prising that the 5 factors included in the reported hypo-
thetic model were independent.

It would be of interest to know whether the authors
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industry with the support required to continue producing
these valuable reagents.
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Reply

To the Editor:
We would like to thank Torres et al1 for their comments.

We are pleased to see that we have the same viewpoint
concerning the importance of benzylpenicilloyl polylysine
(PPL) and minor determinants mixture (MDM) in the diag-
nosis of b-lactam allergy and that another study made in
another country can confirm our findings.

As they mentioned, 46.7% of the patients in our
study and 42.1% in their study would not have received
proper diagnoses if PPL and MDM had not been used.
Moreover, the proportion of patients with positive re-
sponses to PPL, MDM, or both decreases over time.
Torres et al1 suggest that 22.1% of their patients have pos-
itive responses to PPL, MDM, or both only in 2005, which
is not significantly different from our data (14.7%), with
an increase of the proportion of patients with positive re-
sponses to other haptens, such as the side chain of
amoxicillin.

These findings reinforced our perception of the
importance of PPL and MDM in the diagnosis of b-
lactam allergy. Effort should be made to produce these
reagents.

Philippe Jean Bousquet, BSc

Pascal Demoly, MD, PhD

From the Exploration des allergies, Maladies Respiratoires—INSERM U454,
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conducted additional unreported analysis, such as princi-
pal axis factoring with oblique rotation, and if so, what the
outcome of this additional analysis was. This latter method
differentiates between unique and common factors and
relaxes the rule of orthogonality. This might lead to a
different model, possibly ultimately resulting in a different
selection of validated quality-of-life tools in a research
setting, clinical setting, or both.
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Reply

To the Editor:
We thank Ms Upton for her letter1 and interest in our

article, ‘‘Relationships among quality of life, severity,
and control measures in asthma: an evaluation using factor
analysis.’’2 We agree that the 5 factors included in the final
model should be independent on the basis of the metho-
dology (varimax rotation) that we used. At Ms Upton’s
suggestion, we performed the factor analysis using prin-
cipal axis factoring with oblique rotation. We found
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