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The efficacy and the limitation at the clinical usage of anxiolytic agents 
 

Mitsugu Hachisu  and Hisanobu Kaiya  

Abstract 

Agents currently being used clinically in Japan to prevent anxiety are benzodiazepines (Bz 

anxiolytics), the serotonin 1A (5-HT ) partial agonist (tandospirone) and selective serotonin 

reuptake inhibitors (SSRI). For the successful treatment of anxiety disorders it is important to 

make use of individual drug features. Bz anxiolytics are efficacious and have a rapid onset of 

activity, but are subject to dependency with long-term usage. In addition, short acting Bz 

anxiolytics show the intermittent rebound phenomenon during periods between drug taking, 

which is a serious problem. The 5-HT   partial agonist has a relatively weaker anxiolytic 

activity and late onset of activity, but has a high safety profile, being low in each of the following: 

dependency, cognitive functional disorder, sedation, withdrawal syndrome, rebound 

phenomenon and locomotor inhibition — as compared with the Bz anxiolytics. The 5-HT   

partial agonist is the focus of current attention, since the effect of an SSRI or SNRI

serotonin-noradrenaline reuptake inhibitor  for treatment is strengthened by addition of the 

drug, according to the result of STAR*D study carried by NIMH (National Institute of Mental 

Health). SSRIs have problems with long latency periods and the occurrence of the activation 

syndrome at the start of medication. Therefore, it is recommended that an SSRI should be 

combined with a Bz anxiolytic at the beginning of treatment. For patients with advanced anxiety, 

the clinical efficacy of atypical antipsychotics with 5-HT /5-HT  receptor antagonistic activity is 

reported. The recently marketed antidepressant mirtazapine (noradrenergic specific serotonergic 

antidepressant; NaSSA) also has a profile of 5-HT /5-HT  antagonistic activity, and is expected 

to be efficacious in advanced anxiety cases. 
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