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Dear Sirs,

I read with interest the recent meta-analysis of IL-6 effects

in Alzheimer’s disease [1]. Based on a set of 18 case–

control investigations, the authors conclude to a protective

effect of the ‘‘C’’ allele at IL-6 (-174 G/C) under a

recessive model in Alzheimer’s disease. The majority of

the previous association studies employed restriction

fragment length polymorphism (RFLP) assays. However,

pooling of earlier results was performed without correcting

for RFLP readout, inflating overall effects. Of the 18

studies presented in Table 1 [1], only 14 provided adequate

information for unambiguously defining the protective and

at-risk alleles. Three of these [2–4] mistook the RFLP

pattern of the ‘‘G’’ allele for that of the ‘‘C’’ allele on the

transcribed DNA strand, as can easily be verified from the

original protocol [2]. Dai et al. have now carried over these

errors in their analysis and, consequently, have muddled

IL-6 genotypes.

When non-informative studies that failed to specify

DNA strand are excluded, and RFLP readout is corrected

for in the other 14 studies, the total effects become non-

significant both for model 1 (CC vs. GC ? GG, see Fig. 1

in [1]) at p = 0.089 (OR = 0.75, 95 % CI = 0.54–1.04)

and for model 4 (CC vs. GC, see Fig. 4 in [1]) at p = 0.347

(OR = 0.87, 95 % CI = 0.65–1.16). Moreover, given the

number of models examined, the adjusted impact of

(-174G/C) on the phenotype under study is even less

meaningful (pcorrected [ 0.35). On the whole, the evidence

available to Dai et al. at the time of submission (total

Ncorrected = 6,000) did not support a protective role of this

IL-6 polymorphism in Alzheimer’s disease.
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