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ORIGINAL ARTICLE

Glycogen synthase kinase-3f gene is associated

kALl
&4 highlight
(FF 40 B0 A
2 kiR

HEHHT (D)
TR titles 314

T 28 vy | %4 highlight ce suggests that glycogen synthase kinase-3p_(GSK3B) activity is
CHH "2 YW- | (5 oo or & & B sed significantly in the brain of patients with major depressive disorders
e 748 =& EAT D). Inhibition of GSK3B is thought to be a key feature in the therapeutic

T4C | anism of antidepressants. To investigate whether common genetic
Dol e . Taipe) = ants in the G&SK.?B gene al;e assoclialed v\;ilh M?Dsgnd the thtara{_)euctic
" inei. Tawarr 2DMsi response to antidepressants, four polymorphisms (rs334558 (—50 T>C),

ekl Rl Blotandd rs13321783 (IVS7+9227 A>G), rs2319398 (IVS7+11660 G>T) and
Yang-Ming University, Taipei, Taiwan; rs6808874 (IVS11 44251 T>A)) of the GSK3B gene were genotyped in
*Department of » Yuli Veterans 230 Chinese MDD patients and 415 controls. Among the MDD patients, 168

i « 4 il el - - . - - -
Hosoital. Hualien. Taiwan: “Institute of Clinical | 5 capted 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 GSK3B TAGT carriers showed a poorer response to
antidepressants in 4-week (P<0.0001) and 8-week (P=0.015) evaluation
gf";“TP"f'df"“? o compared with other haplotype groups and would quite likely be the non-
Ve"er]m General Hospital and National P remitter to S-nfeek antidepressant treatment (P: 0.006). Our flng!angs show,
Yang-Ming University, No. 201, Shih-Pai Road, | for the first time, that GSK3B genetic variants play a role in the SSRI
Sec. 2, Taipei 11217, Taiwan. antidepressant therapeutic response and support the hypothesis that drugs
E-mail: sjl regulating CSK3B activity may represent a novel treatment strategy for MDD.

Keywords: glycogen synthase ki-r;;s;:—_Sll; polymorphism; .;l;iidcpressant; pharmacogenetics-;
major depressive disorders
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Introduction

Glycogen synthase kinase-3 (GSK3) is a ubiquitous cellular serine/threonine
protein Kinase. In mammals, two closely related isoforms, GSK3a (GSK3A) and
GSK3p (GSK3B), are present. Each isoform is encoded by different genes but both
share nearly identical sequences in their kinase domains. GSK3 was originally
identified 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

"These authors contributed equally to this
work.
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Open Access from 2016

Eigenfacto Article % Normalizec Average

Score Influence  Articles Eigenfacto JIF
Graph Score in Citable Graph Percentile

Graph Items Graph

Graph

0.00... 0.312 9545 0.27... 53.571
0.00... 0.273 96.91 0.24... 47.419
0.00... 0.223 80.58 0.21... 43.548
0.00... 0.216 9252 0.22... 31.494
0.00... 0.233 87.29 0.25... 38.782
0.00... Not... 93.91 Not... 35.161
0.00... Not... 98.18  Not... 38.387
0.00... Not... 95.00 Not... 38.235
View

All

http://jcr.incites.thomsonreuters.com/JCRJournalProfileAction.action?pg=JRNLPROF&journallmpact... 2018/7/19
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