Major Depressive Disorder - Treatment of ‘Non-Responders’


1. Present evidence argues for carefully conducted sequenced medication trials in patients who do not respond satisfactorily to an initial treatment with medication, psychological treatments, or a combination of medication and psychological treatments.

2. Most patients require several sequential treatment steps to achieve remission.

3. In severe depression, antidepressant treatment should precede intensive psychological therapy. Psychological treatments alone may be unsuccessful or even counterproductive if applied without robust use of antidepressants. Severe depression interferes with motivation, sustained concentration and cognitive processing of advice and insights.

4. Response to an antidepressant is noticeable, typically within 2–4 weeks of starting treatment. If response is minimal after 4 weeks, the dose of the antidepressant should be increased within the recommended range. If there is no improvement at all after 4 weeks, response to continuing treatment with the same antidepressant is unlikely.
5. Options after a failed monotherapy include: adding or switching to a psychological therapy (if one hasn’t been used); a second monotherapy; switching to an alternative class of antidepressant; high-dose treatments
; augmentation (with Lithium and atypical antipsychotics); combination of antidepressants; Tricyclic or MAOI antidepressants; and other medications
.

6. There is a place for Electroconvulsive Therapy (ECT) in the management of patients failing multiple treatments, and for Transcranial Magnetic Stimulation (TMS) which is a noninvasive treatment. 

7. Failure of a patient to respond warrants a second psychiatric opinion, discussion in a psychiatrists’ peer review group, and referral to a specialist mood disorder service such as those at Victoria’s Austin-Repatriation Hospital and The Melbourne Psychiatric Clinic.

 8.  The above strategies are outlined in algorithms such as the Beyond     

      Blue/RANZCP Guidelines, and the American Psychiatric Association’s October    

      2010, Updated Treatment Guidelines.
Additional Management Issues

1. The natural history of depression is that it will usually improve, but not always. There                  are issues around prediction and ongoing morbidity. The goal of treatment should be complete remission as soon as possible, rather than partial palliation and slow improvement, as there is a possibility that chronic depression causes structural alterations in the brain, which in turn reinforce the ongoing depression. Response to treatment is not the same as remission.

2. A psychiatrist is the appropriate medical specialist to assess and manage an individual with a disabling and distressing psychiatric medical illness of significant duration and severity, and with complex mixtures of biological, psychological and social factors. This is consistent with using a specialist for heart disease, diabetes, cancer and other ongoing medical conditions.

3. Comorbidity (e.g. chronic pain, personality issues, alcohol/substance use, ongoing stressors), resourcing issues, lack of involvement of family or others in treatment, legal processes, embitterment, and problems with patient engagement or motivation can be important factors in treatment failure, just as with other illnesses. Non-adherence is the most common cause of treatment failure.

4. Other causes of treatment resistant depression are: undertreatment; and delayed commencement of treatment.
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� Some people metabolise and excrete drugs rapidly. 





� Including: Modafanil, Agomelatine, T3 hormone and possibly Vitamin D, Fish Oil, and N-Acetyl Cysteine).
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