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Disturbed signalling at N-methyl-D-asparate subtype
glutamate receptors has been implicated in the aetiopathogenesis of schizophrenia (SCZ). The glycine subunit of the N-methyl-D-asparate receptor is crucial to its
normal function and is activated by glycine or the
endogenous coagonist D-serine, formed from L-serine by
serine racemase (SRR). Recent research suggests that Dserine serum levels and the ratio of D-serine to total
serine are decreased in SCZ patients. Furthermore, there
is evidence that the administration of both glycine and
D -serine may improve positive and negative symptoms in
SCZ patients. On the basis of these clinical observations
and the known role of SRR in regulating D-serine levels,
the 50 kb SRR gene has recently been proposed as a
candidate gene for SCZ. Studies in Japanese (Yamada
et al., 2005) and Russian (Goltsov et al., 2006) populations,
however, failed to detect an association between SCZ and
SRR polymorphisms (SNPs rs408067 and rs3744270).
We investigated a possible association between Diagnostic
and statistical manual of mental disorder-IV-defined SCZ and
the SRR markers rs391300 (C/T), rs8081273 (C/T), and
rs721629 (G/T) in a German sample of 288 patients (44%
men, 56% women, mean age 36 ± 11.7 years) and 289
population-based controls (40% men, 60% women, mean
age 49 ± 15, 4 years). Genotypes were in Hardy–Weinberg
equilibrium. Power to detect an effect at reasonable
genotype relative risks (Aa) of 1.3–1.5 was moderate to
good (0.5–0.9), assuming a multiplicative model.
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Allele and haplotype frequencies did not differ between
cases and controls (rs391300: C: 0.62 vs. 0.60; rs8081273:
C: 0.65 vs. 0.66; rs721629: G: 0.75 vs. 0.72). Recent
studies suggest that SCZ with a lifetime history of major
depressive disorder constitutes a distinct phenotypic
subtype of SCZ, the use of which may help to decrease
genetic heterogeneity in linkage (Hamshere et al.,
2006) or association (Schumacher et al., 2005) studies.
Restricting case definition to those 69 SCZ cases with
a history of major depressive disorder, however, had no
impact on the results in our sample. In conclusion, our
study does not support the involvement of SRR in the
aetiology of SCZ in the German population and is thus
consistent with previous reports from Japanese and
Russian populations.
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