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Genes regulating glutamatergic neurotransmission at
N-methyl-D-asparate receptors have been suggested as
potential susceptibility genes for both schizophrenia and
bipolar disorder (Mundo et al., 2003). The 50 kb serine
racemase gene (SRR) is one of them. It encodes serine
racemase, which catalyzes the direct racemization of
L-serine to the selective N-methyl-D -asparate receptor
agonist D-serine.
In a recent study (Strohmaier et al., in press), we could
not detect any association between SRR and schizophrenia. We now investigated a possible association
between SRR and Diagnostic and statistical manual of mental
disorders-IV-defined bipolar disorder. We genotyped
markers rs391300 (C/T), rs8081273 (C/T), and
rs721629 (G/T) in a German sample of 180 patients
(45% men, 55% women, mean age 42 ± 13.3 years) and
289 population-based controls (40% men, 60% women,
mean age 49 ± 15.4 years). Genotypes were in Hardy–
Weinberg-equilibrium. Under the assumption of a multiplicative model, power estimates for genotype relative
risks (Aa) of 1.3–1.7 ranged between 0.3 and 0.8.
Similar to our findings in schizophrenia, allele and
haplotype frequencies did not differ between cases and
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controls (rs391300: C: 0.66 vs. 0.60; rs8081273: C: 0.66 vs.
0.66; rs721629: G: 0.77 vs. 0.72). Given our recent finding
that stratifying bipolar disorder cases on the presence of a
lifetime history of persecutory delusions helped to
homogenize the bipolar disorder phenotype and thus to
increase power (Schulze et al., 2005), we hypothesized
that restricting case definition to those 56 individuals
with a history of persecutory delusions might clarify the
relationship between bipolar disorder and SRR. This
approach, however, had no impact on the results in our
sample. In conclusion, our study does not support the
involvement of SRR in the etiology of bipolar disorder in
the German population.
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