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TO THE EDITOR

L Hou, U Heilbronner, M Rietschel, T Kato, PH Kuo, FJ McMahon, and TG Schulze

The identification of robust biomarkers of medication response is key to precision medicine
and offers the potential to improve treatment outcomes, especially in psychiatry.! The claim
by Chen and colleagues that the response of patients with bipolar | disorder to lithium
therapy is strongly associated with genetic markers in GADL 1 prompted us to undertake a
replication study in 218 samples from patients collected by the Consortium on Lithium
Genetics.2 The alleles reported by Chen et al. are common in Asians but rare in whites, so
we studied only the Asian samples obtained from the consortium. We tested 218 samples
obtained from patients of Han Chinese or Japanese ancestry by means of genotyping on
Illumina Omni 2.5M or OmniExpress arrays and evaluated the patients using the same Alda
scaled that was used by Chen et al. The statistical power exceeded 99% at the lower end of
all 95% confidence intervals reported by the authors.

We found no association between the variants and a response to lithium therapy at any
threshold on the Alda scale (Table 1). Oddly, the two most significant markers in the study
by Chen et al. trended in the opposite direction in our samples. Although small effects
cannot be ruled out, we can find no support for the existence of a major gene affecting the
response to lithium therapy among Asian patients.
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