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Glycogen synthase kinase-3f gene is associated
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SK3B) activity is
pressive disorders

AR E@e (LR FHBP L
(l‘ n the therapeutic

4 8 TTTLE » 304 ¥ 6 3 4155 <

mechani{ . X Bk ommon genetic
variants { 1 18 Bk R FK'Q ) the therapeutic
response 58 (-50 T>C),

1513321783 (IVS7 +9227 A>G), rs2319398 (IVS7 +11660 G>T) and
rs6808874 (IVS11+4251 T>A)) of the GSK3B gene were genotyped in
230 Chinese MDD patients and 415 controls. Among the MDD patients, 168
accepted selective serotonin reuptake inhibitor (SSRI) (fluoxetine or
citalopram) antidepressant treatment and therapeutic evaluation for 4 weeks
and 117 for 8 weeks. Significant association with MDD was not shown in the
alleles and genotypes of single loci or four-locus haplotypes. However, three
of the four polymorphisms investigated were significantly associated with 4-
week antidepressant therapeutic effect (P=0.002-0.011). Of the four-locus
haplotype analysis, the GSK38 TAGT carriers showed a poorer response to
antidepressants in 4-week (P<0.0001) and 8-week (P=0.015) evaluation
compared with other haplotype groups and would quite likely be the non-
remitter to 8-week antidepressant treatment (P = 0.006). Our findings show,
for the first time, that GSK3B genetic variants play a role in the SSRI
antidepressant therapeutic response and support the hypothesis that drugs
regulating GSK3B activity may represent a novel treatment strategy for MDD.

Kt;wordl.‘ glycogen synthase kinase-3f3; polymorphism; an(i&;ressanl; p);rmacogcnclics;
major depressive disorders

4r i Co-first author
& Co—correspondence
BEoFuE LR

¢ kinase-3 (GSK3) is a ubiquitous cellular serine/threonine
mammals, two closely related isoforms, GSK3x (GSK3A) and

A ERAL 2 f’f "53’- ° e present. Each isoform is encoded by different genes but both
. ical sequences in their kinase domains. GSK3 was originally
::r:’“ N - Taentred as a negative regulator of glycogen synthesis. Recently, it has become

recognized as a broadly influential enzyme modulating many aspects of cellular
functions, including gene expression, cellular architecture and apoptosis.'
GSK3 activity is tightly regulated by several mechanisms. Among them, the
phosphorylation state of GSK3 is the most well-characterized mechanism that
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