








[61,62]. However, Lin et al. did not validate their finding in a
second sample, nor did they evaluate potential stratification
in their study cohort [36]. Finally, our inability to replicate the

previously reported association may result from differences
in the structure of LD across the PEDF gene region between
Chinese and Japanese populations. However, examination of

Figure 1. Linkage disequilibrium
structure across the pigment epithelium-
derived factor gene in Chinese and
Japanese populations. Genotype data
were retrieved from HapMap CHB (Han
Chinese in Beijing, China; A) and JPT
(Japanese in Tokyo, Japan; B) data sets,
and linkage disequilibrium (LD)
patterns were assessed using Haploview
software [47]. Haplotype blocks were
determined using the “four-gamete
rule” option in this software. Each box
provides estimated statistics of the
coefficient of determination (r2), with
darker shades representing stronger LD.
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HapMap data [46] revealed that the HapMap Chinese and
Japanese populations are similar in LD pattern and structure
of LD blocks across the PEDF gene (Figure 1). Mattes et al.
also [38] failed to replicate the original finding of Lin et al.
[36]. Additional support of our negative findings comes from
the genome-wide association study on the AREDS cohort.
Our experience highlights the importance of replication
efforts in genetic association studies of complex human
diseases.

In conclusion, we report a lack of association between the
PEDF Met72Thr variant and either neovascular AMD or PCV
in a Japanese population. We conclude that the Met72Thr
variant does not play a significant role in the risk of developing
neovascular AMD or PCV.
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