
INTRODUCTION 

Review question / Objective: The aim is to 
assess the effectiveness of memantine on 
depressive symptoms of patients with 
major psychiatric diseases 

Condition being studied: Memantine, an 
ant i -dement ia drug, as an NMDA-
a n t a g o n i s t , h a s b e e n r e p o r t e d 

neuroprotective effects. Another NMDA-
antagonist, ketamine has been used in 
treatment-resistant major depression now. 

METHODS 

Search strategy: We will search the 
EMBASE, The Cochrane Library, PubMed, 
MEDLINE from the date of inception. key 
word: (Memantine OR NMDA antagonist 
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Review question / Objective: The aim is to assess the 
effectiveness of memantine on depressive symptoms of 
patients with major psychiatric diseases. 
Condition being studied: Memantine, an anti-dementia drug, 
as an NMDA-antagonist, has been reported neuroprotective 
effects. Another NMDA-antagonist, ketamine has been used 
in treatment-resistant major depression now.  
Information sources: We will search the EMBASE, The 
Cochrane Library, PubMed, MEDLINE from the date of 
inception. 

INPLASY registration number: This protocol was registered with 
the International Platform of Registered Systematic Review and 
Meta-Analysis Protocols (INPLASY) on 16 January 2022 and was 
last updated on 16 January 2022 (registration number 
INPLASY202210080). 
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OR NMDA blocker OR N-methyl D-
aspartate antagonist OR NMDA blocker) 
AND (depression OR depressive symptom 
OR major depression OR bipolar OR 
u n i p o l a r O R m o o d d i s o r d e r O R 
schizophrenia OR schizoaffective disorder) 
Mesh term: Bipolar disorder, Major 
depression, Schizophrenia, Memantine. 

Participant or population: Patients with 
schizophrenia or bipolar disorder, or major 
depressive disorder. 

Intervention: Memantine. 

Comparator: Placebo control. 

Study designs to be included: Placebo-
controlled RCT only. 

Eligibility criteria: 1. studies in English 2. 
placebo-controlled RCT 3. Reported 
depressive inventory 4. Sensitivity test: 
subgroup analysis and meta-regression. 

Information sources: We will search the 
EMBASE, The Cochrane Library, PubMed, 
MEDLINE from the date of inception. 

Main outcome(s): Depressive score, 
including HAM-D, MARDS, BDI, CSDD. 

Additional outcome(s): The response rate, 
the remission rate.  

Quality assessment / Risk of bias analysis: 
We employed risk of bias 2.0 from 
Cochrane. 

Strategy of data synthesis: When different 
scales were used between studies, 
standardized mean differences (SMD) 
between treatment groups were calculated 
for each trial and used to derive a total 
estimate of treatment effect on the 
outcomes. The SMD is a summary statistic 
in a meta-analysis when the studies assess 
the same outcome but with different 
scales. For interpretation of effect sizes, we 
followed the rules of classifying 0.8 as 
large. 

Subgroup analysis: Different diagnosis. 

Sensitivity analysis: 1. Subgroup analysis 2. 
Meta-regression. 

Language: English. 

Country(ies) involved: Taiwan. 

Keywords: memantine; major depressive 
disorder; schizophrenia; bipolar disorder; 
depressive symptoms.  
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