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D-Amino Acid Oxidase Inhibition as a Novel Approach for Refractory
Schizophrenia
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e Department of Mathematics, Tamkang University, Taipei, Taiwan
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Abstract

Objectives: The treatment of refractory schizophrenia is a great challenge. Clozapine is the only
approved antipsychotics for refractory schizophrenia; however, its efficacy is unsatisfactory.
Enhancing N-methyl-D-aspartate receptor (NMDAR) activation, including inhibition of D-amino
acid oxidase (DAAO), has been reported to improve the clinical symptoms and cognitive function
of patients with schizophrenia. This study examined the efficacy and safety of a DAAO inhibitor,

sodium benzoate, for the treatment of refractory schizophrenia.

Methods: We conducted a randomized, double-blind, placebo-controlled trial in four major centers
in Taiwan. Sixty patients with refractory schizophrenia treated with clozapine were randomly
allocated to sodium benzoate 1-g/d, sodium benzoate 2-g/d or placebo for a 6-weeks add-on therapy.
The primary outcome measures including Positive and Negative Syndrome Scale (PANSS) total
score, Scales for the Assessment of Negative symptoms (SANS), Quality of Life Scale (QOL) and

Global Assessment of Function were assessed every two weeks.

Results: Both sodium benzoate 1-g/d and 2-g/d produced better improvement than placebo in
SANS (p = 0.024 and 0.027 at endpoint, respectively). Sodium benzoate 2-g/d also produced
better improvement than placebo in PANSS total score and QOL (p = 0.005 and 0.008 at endpoint,

respectively). However, sodium benzoate 2-g/d was not significantly better than 1-g/d in all primary
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and secondary outcome measures. Sodium benzoate was well tolerated without evident side-effects.
Conclusions: Sodium benzoate adjuvant therapy, at both doses, significantly decreased the
negative symptoms of patients with refractory schizophrenia. The 2-g/d dose also reduced overall
symptomatology and improved QOL. This is the first study to demonstrate that an NMDA-

enhancing agent can help clozapine-resistant patients.
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Computer-assisted Cognitive Remediation in Schizophrenia and Bipolar
Disorder: A Prospective, Randomized, Double-blind, Sham-controlled
study

YE&: Cheng CM, Chang WH, Chen MH, Bai YM, Su TP, Lee YC, Li CT

Abstract

Schizophrenia patients suffer from not only positive and negative symptom, but also impaired
cognitive function. In addition, several studies have presented that the cognitive function in bipolar
patients would still be declining gradually. However, less pharmacological method could be used
to improve the cognitive impairment significantly. Computerized assisted cognitive remediation
(CACR) have been reported for benefit for improvement in schizophrenia but similar CACR studies
In Asia people are still needed to investigate. Meanwhile, there is a dearth of data on

CACR studies for bipolar disorder as well as the difference of cognitive benefit between bipolar
and schizophrenia patients. We recruited twenty subjects with each bipolar and schizophrenia in
which ten patients were assigned to active CACR group and ten patients were assigned to control
videos/games group for three months. We checked simplified Positive and Negative Syndrome
Scale (PANSS) or Young Mania Rating Score (YMRS), functional evaluation by social-adaptive
functioning evaluation (SAFE) as well as cognitive function evaluated by modified Measurement
and Treatment Research to Improve Cognition in Schizophrenia (MATRICS). We found that
for schizophrenia patients, there was a significant improvement in auditory and visual working
memory; for bipolar patients, there was a significant improvement in executive function. Between
active group in schizophrenia and bipolar, higher cognitive performance of bipolar patients was
found in visual learning/memory and executive function. In conclusion, our study suggests that
CACR shows beneficial effects in both Chinese schizophrenia and bipolar patients.

Keywords:

Schizophrenia; Bipolar; Computer-assisted cognitive remediation; Cognition
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