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To the Editor:

We appreciate the invaluable comments submitted by Tam
etal' in response to our article. They raise some important points
on the methodologic principles of the meta-analysis.

We agree completely that an a priori protocol is essential for a
systematic review and meta-analysis to restrict the likelihood of
biased post hoc decisions.” We are also aware that “outcome-
level” assessments are preferred and that the protocol must be
prepared for the selection of a single primary outcome for an
overall meta-analysis.3 However, in our critical appraisal of
this topic, we endeavored to integrate all available evidence
with appropriate mathematic methods to delineate the efficacy
of the treatment modality with only limited information. We cre-
ated an a priori protocol to include all published randomized
controlled trials. The primary outcome of interest was dichoto-
mized in terms of treatment success, which was defined as “the
proportion of patients whose condition improved,” and we also
included continuous outcomes measured by using any scoring
system to estimate “the percentage reduction from baseline.”
We planned to use the formula suggested by Chinn” that the stan-
dardized mean difference can be re-expressed as the log odds
ratio (OR) by multiplying by m/4/3 to convert the continuous
outcome to a dichotomous one in our protocol to combine all
published data until the present.

We agree with the concern related by Tam et al' that this
data manipulation could lead to an exaggeration of any treat-
ment benefit. Therefore we conducted a new subgroup analysis
of 5 studies that originally presented dichotomous variables
and still calculated a marginally significant result (OR, 3.56;
95% CI, 1.00-12.70; P = .05; Fig 1, A). The inherent heteroge-
neity of atopic dermatitis clinical trials still remains problem-
atic, and we hope that the results of post hoc sensitivity
analyses (each study sequentially excluded) could be helpful
at least in part.2

We would like to correct one entry error, as pointed out by Tam
et al,! which had been committed in the process of dropout resto-
ration for an intention-to-treat analysis. We substituted 25 treat-
ment/27 placebo subjects for 26 treatment/26 placebo subjects,
respectively, in the study by Kaufman and Roth,” and present a
corrected meta-analysis here (OR, 5.45; 95% CI, 1.63-18.19;
P =.006; Fig 1, B). However, we encountered no error in the study
by Glover and Atherton,® and we confirmed that the dropouts
were properly added in our result.

In conclusion, Tam et al' are quite correct in their advice on in-
terpreting the results of the systematic review and on the impor-
tance of an a priori and rigorous approach accounting for
different outcome categories in undertaking systematic reviews.
We would like to express our gratitude for their comments once
again. Despite some limitations, we maintain that our findings
could provide a perspective on allergen-specific immunotherapy
for atopic dermatitis and that systematic reviews with different

A A subgroup analysis of 5 studies of dichotomous data

Treatment Placebo Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight IV. Random, 95% Cl Year IV, Random, 95% ClI
Kaufman et al. 13 25 4 27 24.0% 6.23 [1.66, 23.32] 1974 .
Warner et al. 7 9 3 1 17.5% 9.33[1.19, 72.99] 1978 L
Glover et al. 8 13 9 13 21.2% 0.71[0.14, 3.61] 1992 "
Galli et al. 10 16 1 18 23.4% 1.06 [0.27, 4.24] 1994 3
Silny et al. 8 10 1 10 13.9% 36.00[2.72, 476.28] 2006 -
Total (95% ClI) 73 79 100.0% 3.56 [1.00, 12.70] g
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Overall meta-analysis of 8 studies
Treatment Placebo Odds Ratio Odds Ratio
—Study or Subgroup _log[Odds Ratio] SE Total Total Weight IV. Random, 95% Cl Year 1V, Random, 95% Cl
Kaufman et al. 1.8292 0.6736 25 27 13.4% 6.23[1.66, 23.32] 1974 -
Warner et al. 2.2336 1.0494 9 11 10.9% 9.33[1.19,72.99] 1978 =
Glover et al. -0.3409 0.8283 13 13 12.4% 0.71[0.14, 3.61] 1992 =
Leroy et al. 2.6847 0.87 12 1 121% 14.65 [2.66, 80.63] 1993 -
Galli et al. 0.0588 0.7074 16 18 13.2% 1.06 [0.27, 4.24] 1994 r
Silny et al. 3.5835 1.3176 10 10 9.2% 36.00[2.72,476.25] 2006 —
Pajno et al. 41359 0.6849 26 22 13.4% 62.55[16.34, 239.43] 2007 =
Novak et al. 0.1995 0.3332 107 55 15.3% 1.22[0.64, 2.35] 2012 b
Total (95% CI) 218 167 100.0%  5.45[1.63, 18.19] -
Heterogeneity: Tau? = 2.36; Chi? = 41.35, df = 7 (P < 0.00001); I> = 83% '0.01 011 1 1'0 100‘

Test for overall effect: Z = 2.75 (P = 0.006)
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FIG 1. Corrected forest plots. A subgroup analysis of 5 studies of dichotomous data (A) and a meta-
analysis of 8 studies for the overall efficacy of allergen-specific immunotherapy for atopic dermatitis

(B) are shown.
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protocols and additional well-designed clinical trials are still ~ REFERENCES
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