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Knowledge of the literature is crucial for
meta-analyses

To the Editor:

We read with interest the recent meta-analysis by Dretzke et al'
indirectly comparing subcutaneous immunotherapy (SCIT) and
sublingual immunotherapy (SLIT) for seasonal allergic rhinitis.
In 2012, this very journal published the first meta-analysis—based
indirect comparison of SCIT and SLIT for seasonal allergic
rhinitis.” In that meta-analysis, which the authors did not mention,
only randomized controlled trials on grass allergens were
included, whereas Dretzke et al' also included other airborne
allergens. However, even though the study by Dretzke et al was
published 1 year later, it offers no new information for grass,
and 5 relevant studies on SCIT, Bousquet et al,’> Dolz et al*
(for symptom score [SS]),4 DuBuske et al,” Pfaar et al.° and
Pastorello et al’ (citing only those regarding grass allergens),
were not included. The study by DuBuske et al’ could have
been included because the data concerning SSs and medication
scores, which were not available in the original study, were
published in the earlier meta-analysis,” which was obtained
from the authors. The study by Pfaar et al® reported both SSs
and medication scores. In the study by Dolz et al,* nasal and
conjunctivitis SSs, which were reported separately, were very
similar, and therefore no difference in the overall result appears
if only nasal SSs are included. For similar reasons, the studies
by Bousquet et al® and Pastorello et al’ were also included in
the earlier analysis to avoid a loss of data. Considering these
studies, even the controversial study by DuBuske et al,” the
only non-European study, the difference in efficacy between
SCIT and SLIT, at least for grass, was more evident (SS-SMD
[standardized mean difference] = —0.92 [or —1.05 with exclu-
sion of the study by DuBuske et al’] for SCIT vs —0.35 for
SLIT). This difference is sufficiently large to suggest the superi-
ority of SCIT over SLIT for grass, even considering (1) the high
heterogeneity, which was discussed in detail in the earlier meta-
analysis and in the subsequent correspondence,” and (2) the lower
SCIT efficacy over time described by Dretzke et al' but less
evident for European grass studies. However, this difference in
efficacy over time is not sufficient to doubt the validity of the older
studies. In particular, the treatment duration seems to be corre-
lated with the efficacy of SCIT: studies with longer treatment
(>1 year) appear more effective than studies with shorter treat-
ment (<1 year).” It is worth pointing out that the most recent
studies commonly used an ultrashort protocol for SCIT adminis-
tration, aiming to provide more convenient treatment (to be more
similar to SLIT) by reducing the number of injections, office
visits, and so on, even though a 3-year course of therapy is gener-
ally recommended.

In their analysis of the relative efficacy of SCIT versus SLIT
over time, Dretzke et al' conclude that the probability of SCIT
being more effective shifts to SLIT being more effective in
approximately 2007 by using the deviance information criterion
(DIC), further reporting a very small difference between the 2
models. Much criticism can be found in the literature on the use
of the DIC in a model-selection procedure and on the significance
of the difference between the DICs of 2 competing models. For
example, see the discussion by Moreno et al’ presented at the

Annual Meeting of the Royal Statistical Society in September
2013.

Another concern with the methodology used by Dretzke et al’
regards the covariates they used. The covariate values for each
study are reported neither in the published article nor in the
supplementary material. This is particularly important, especially
when a variable is categorized by the authors. For example, “year
of publication” is divided into 3 categories, 2000, 2005, and 2010,
without explaining why. But do these years represent the center of
the classes or the cutoff points? In the first case, assuming a
category of 2008-2011, they considered only 2 SCIT studies
against 14 SLIT studies. Therefore this analysis was conducted
comparing 2 very disproportionate groups, which raises concern
about the reliability of the conclusions.

In conclusion, the widespread use of SLIT, particularly in
southern European countries, does not appear justified on the
basis of the available evidence, at least for grass, because its
efficacy was never shown to be greater than or equal to that of
SCIT, and in contrast to what is claimed, the number of adverse
events, both those that are mild to moderate and those serious
enough to cause the withdrawal of patients from randomized
controlled trials, is higher than that of SCIT, except for the
anaphylactic reactions, which occurred in a very small number of
cases.” We do agree with Dretzke et al' that a direct comparison
between SLIT and SCIT is needed for a confident judgment on
this matter, as was mentioned in the earlier meta-analysis.”
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