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Variant GADL1 and Response to Lithium Therapy in Bipolar I Disorder

& - =AM EBEM

Background
Lithium has been a first-line choice for maintenance treatment of bipolar disorders
to prevent relapse of mania and depression, but many patients do not have a response

to lithium treatment.

Methods

We selected subgroups from a sample of 1761 patients of Han Chinese descent with bipolar I
disorder who were recruited by the Taiwan Bipolar Consortium. We assessed their response to
lithium treatment using the Alda scale and performed a genomewide association study on samples
from one subgroup of 294 patients with bipolar I disorder who were receiving lithium treatment. We
then tested the singlenucleotide polymorphisms (SNPs) that showed the strongest association with
a response to lithium for association in a replication sample of 100 patients and tested them further
in a follow-up sample of 24 patients. We sequenced the exons, exon—intron boundaries, and part of
the promoter of the gene encoding glutamate decarboxylase—like protein 1 (GADLI) in 94 patients
who had a response to lithium and in 94 patients who did not have a response in the genomewide

association sample.

Results

Two SNPs in high linkage disequilibrium, rs17026688 and rs17026651, that are located in the
introns of GADL1 showed the strongest associations in the genomewide association study (P =
5.50X10 37 and P = 2.52X10 37, respectively) and in the replication sample of 100 patients (P =
9.19X10 15 for each SNP). These two SNPs had a sensitivity of 93% for predicting a response to
lithium and differentiated between patients with a good response and those with a poor response in
the follow-up cohort. Resequencing of GADLI revealed a novel variant, IVS8+48delG, which lies
in intron 8 of the gene, is in complete linkage disequilibrium with rs17026688 and is

predicted to affect splicing.

Conclusions
Genetic variations in GADL1 are associated with the response to lithium maintenance treatment for
bipolar I disorder in patients of Han Chinese descent. (Funded by Academia Sinica and others.)
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Determination of Olanzapine and N-desmethyl-olanzapine in Plasma
Using a Reversed-Phased HPLC Coupled with Coulochemical Detection:
Correlation of Olanzapine or N- desmethyl-olanzapine Concentration with
Metabolic Parameters. PLOS One. 2013; 8(5): 1-7
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Background

Olanzapine (OLZ) is one of the most prescribed atypical antipsychotic drugs but its use is
associated with unfavorable metabolic abnormalities. N-desmethyl-olanzapine (DMO), one of
the OLZ metabolites by CYP1A2, has been reported to have a normalizing action on metabolic
abnormalities, but this remains unclear. Our aim was to explore the correlation between the

concentrations of OLZ or DMO with various metabolic parameters in schizophrenic patients.

Methods

The chromatographic analysis was carried out with a solvent delivery system coupled to a
Coulochem III coulometric detector to determine OLZ and DMO simultaneously in OLZ-treated
patients. The correlation between the concentration of OLZ or DMO and the metabolic parameters

was analyzed by the Spearman rank order correlation method (rs).

Principal Findings

The established analytical method met proper standards for accuracy and reliability and the lower
limitation of quantification for each injection of DMO or OLZ was 0.02 ng. The method was
successfully used for the analysis of samples from nonsmoking patients (n=48) treated with OLZ
in the dosage range of 5-20 mg per day. There was no correlation between OLZ concentrations
and tested metabolic parameters. DMO concentrations were negatively correlated with glucose
(rs=-0.45) and DMO concentrations normalized by doses were also negatively correlated with
insulin levels (rs=-0.39); however, there was a marginally positive correlation between DMO and
homocysteine levels (rs=+0.38).

Conclusions

The observed negative correlations between levels of DMO and glucose or insulin suggest
a metabolic normalization role for DMO regardless of its positive correlation with a known
cardiovascular risk factor, homocysteine. Additional studies of the mechanisms underlying DMO’ s

metabolic effects are warranted.
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Persistence of psychotic symptoms as an indicator of cognitive impairment
in methamphetamine users
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B : Drug and Alcohol Dependence 2015; 148: 158-164
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Polyunsaturated fatty acids (PUFAs) levels in patients
with cardiovascular diseases (CVDs)
with and without depression

Jane Pei-Chen Changa,c, Shih-Sheng Changb,c, Hui-Ting Yangd, Mahalakshmi Palania, Chun-Ping
Chena, Kuan-Pin Sua,c.e,

‘Department of Psychiatry & Mind-Body Interface Laboratory (MBI-Lab), China Medical
University Hospital, Taichung, Taiwan; bDepartment of Internal Medicine, China Medical
University Hospital, Taichung, Taiwan; “School of Medicine, China Medical University, Taichung,
Taiwan; UlDepartment of Nutrition, China Medical University, Taichung, Taiwan; ‘Graduate Institute
of Neural and Cognitive Sciences, China Medical University, Taichung, Taiwan

Background: Cardiovascular diseases (CVDs) are commonly comorbid with depression and
vice versa. Polyunsaturated fatty acids (PUFAs) have been suggested to mediate in CVDs
and depression in cross sectional and observational studies. With the patients of CVDs, we
investigated the role of depression on the effect of PUFAs. Methods: Forty-four patients
with CVDs were recruited and assessed with Hamilton depression rating scale (HAMD).
Patients’ CVDs markers were measured by electrocardiogram and their red blood cell

(RBC) samples were collected for PUFAs analyses.

Results: The data of 44 subjects were analyzed; where 10 participants (23%) with CVDs
had moderate or severe depression, defined by a HAMD score more than 19 points. The
moderate depression group had lower docosahexaenoic acid (DHA), omega-3 (N3) and
omega-6(N6) to N3 (N6/N3) ratio than non-depression group (HAMD score less than 8),
while no differences between the 2 groups in terms of corrected QT (QTc) intervals and
high sensitivity C-reactive protein (hsCRP) levels. Furthermore, when we analyzed the data
with an inclusion of a more heterogeneous depression group, where HAMD score is greater
than or equal to 10 (mild depression group, N = 24), the differences in PUFAs levels
between the 2 groups disappear. Secondary analysis of the moderate depression group

showed a negative correlation between DHA, N3 PUFAs and total HAMD scores, a positive
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correlation between N3 PUFAs and QTc intervals in non-depression group.

Conclusion: Moderate depression group of patients with CVDs had lower levels of DHA, SATan— . NN Tﬁi FEE TAIWAN
N3, and N6/N3 ratio than non-depression group, while both groups had no differences . ! November 1 8‘225 2015
in QTc and hsCRP. On the other hand, the differences in PUFAs levels disappear in the
mild depression group after inclusion of patients with CVDs with greater heterogeneity of

depression. Hence, the role of N3 PUFAs is implicated in depression of patients with CVDs

if the depression status is more strictly defined. | 1; ‘Erfﬂm 2 D 1 5
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On-going preparation is processing for welcoming all the participants from the world to attend the WPAIC
2015 held from Now, 18-22, 2015 at Taipei International Convention Center, Taiwan.

Except B Keynote Speakers we have invited (http:/fwwwwpaic2015 tw/KeynoteSpeakerhtml), the congress is
honor to introduce Prof. Norman Sartorius from Switzerland to be one of our distinguished Keynote Speaker
and talk about "Strategies of Mental Health Care 2015: Challenges and Responses” at congress.

WPAIC 2015 is going to provide a great opportunity for psychiatric physicians to stimulate and exchange the
most up-to-date medical knowledge. And also to carry on the goal of WPA to keep making great contribution
and development to the field of psychiatric treatment, discover and bring the better life to our world,

TAIPEI, a global city with a wealth of historical sites and plenty of leisure, shopping and nightlife offerings.
Especially, you must visit our popular landmarks like the National Palace Museum, National Chiang Kai-shek
Memorial Hall, Taipei 101 Mall, shilin and Rache Street Tourist Night Market. On behalf of the WPAIC 2015
Organizing Committee, we truly welcome you to come to Taipei and wish you have a wonderful memary
during your stay in Taipei.

Congress Secretariat
Tel: +886-2-2798-8329

Email: secretariat @wpaic2015.tw
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