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TAKE-HOME NOTES: 
The pharmacological treatment of resistant depression – an overview 

Dr Philip J. Cowen 

 
• Treatment-resistant depression is not ‘all or none’ but is best conceptualised as a series of stages within which 

patients have failed to respond to an increasing number of therapeutic approaches. 
 

• Many of these stages consist of pharmacological interventions. The present module focuses on 
pharmacological treatment but other approaches are also important. The use of supportive psychotherapy can 
help a despairing patient persist in treatment and eventually improve. 
 

• The evidence base for the pharmacological treatment of resistant depression is slight and each patient must be 
treated on an individual basis in the context of a collaborative and supportive relationship. 
 

• An initial diagnostic assessment should check the diagnosis and other factors such as compliance, substance 
misuse, and the presence of psychosis. It is also important to determine if patients have bipolar traits (family 
history of bipolar disorder, personal history of hypomania, hyperthymic personality).  
 

• While these assessments are taking place and if tolerance permits, it is often worthwhile to try increasing the 
dose of the current medication; particularly if there has been some initial response to treatment. 
 

• The next step is usually to switch medications. For a first switch in a patient unresponsive to SSRI treatment 
there seems to be little difference in response whether the switch is within class (to another SSRI) or to a drug 
of a different class.  
 

• Failure to respond to second SSRI should prompt a switch to another drug class, for example, mirtazapine or a 
tricyclic antidepressant. Amitriptyline and venlafaxine are both somewhat more effective than SSRIs and 
should be tried at some stage in SSRI non-responders. 
 

• Monoamine oxidase inhibitors (MAOIs) can be helpful in patients who have failed multiple other drug 
treatments. The reversible type A MAOI, moclobemide, is better tolerated and safer than conventional MAOIs 
but its efficacy in treatment resistant patients is not well established. It may, however, be worth trying at doses 
of 600mg and above. 
 

• After switching treatments it is usual to employ antidepressant combinations or augmentation where a drug that 
is not itself an antidepressant, for example, lithium, is added to the ineffective antidepressant treatment. Lithium 
augmentation currently has the best evidence base of combination drug treatments in resistant depression and 
can be combined with all other classes of antidepressants (though caution is needed with SSRIs and SNRIs). 
However, it is not particularly well-tolerated and requires blood monitoring.   
 

• The aim of antidepressant combination is to provide a spectrum of pharmacological effects. Popular 
combinations include SSRIs (or venlafaxine) and mirtazapine or SSRIs and reboxetine. Some SSRIs such as 
paroxetine and fluoxetine slow the metabolism of other drugs and should not generally be combined with 
tricyclic antidepressants, for example. 
 

• In patients with depressive psychosis it can be very helpful to combine an antipsychotic drug with 
antidepressant medication. The combination of atypical antipsychotic drugs and SSRIs may be useful in non-
psychotic depression but this approach is not currently supported by a good evidence base.  
 

• Patients with bipolar traits can show adverse reactions to antidepressant medication, including the 
development of mania, rapid cycling and mixed affective states. Such patients may be helped by the use of 
atypical antipsychotic drugs (with or without SSRIs) and the anticonvulsant drug, lamotrigine.  
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• Electroconvulsive therapy retains a place in the treatment of drug-resistant depression. However, patients who 
have failed multiple antidepressant drug treatments have lower responses to ECT and high relapse rates over 
the next year. ECT can be useful at any stage in very ill depressed patients at high risk of suicide or with poor 
fluid and food intake.  
 

• Cognitive behaviour therapy can be helpful at all stages in the of treatment of resistant depression, and 
cognitive techniques such as activity scheduling and the modification of negative thinking play an important role 
in the psychotherapeutic management of chronically depressed patients.                 
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