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controlled randomised trial (MIR)

David Kessler

The clinical problem tackled by this research 
Non-response or inadequate response to a course of antidepressants is common in primary care, 

affecting up to 50% of those treated. It is increasingly common to see the addition of the 

antidepressant Mirtazapine to an SSRI or SNRI antidepressant such as citalopram or venlafaxine to 

address this problem. But we don’t know whether this is a safe and effective approach. 

This study aimed to investigate the effectiveness and cost- effectiveness of combining mirtazapine 

with Serotonin-Noradrenaline Reuptake Inhibitor (SNRI) or Selective Serotonin Reuptake Inhibitor 

(SSRI) antidepressants, compared to placebo, for patients in primary care who had not responded to a 

single antidepressant. 

What this research tells us about this problem 
We did not find convincing evidence of a clinically important benefit for mirtazapine in addition to an 

SSRI or SNRI antidepressant over placebo in a treatment resistant group of primary care patients with 

depression.  

We did find an increased burden of adverse effects in the mirtazapine group. 

We cannot recommend this combination as a routine strategy in primary care for those who remain 

depressed after adequate treatment with SSRI/SNRI antidepressants. 
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