Letter to the Editor

Distinguishing Bipolar Disorder from Major Depressive Disorder: Does an Increased Risk of Substance Use Account for other Differences?
To the Editor,

The recent study by Moreno and colleagues (1) used an impressive data set to show the demographic and clinical variables which distinguish Major Depressive Disorder (MDD) from Bipolar I and II Disorder. The statistical analyses were repeated stratifying by gender and ethnicity to confirm that the results were not due to differences in these variables. However I believe that another potentially confounding variable was not accounted for: co-morbid substance use.
In a 2011 meta-analysis (2), I found that male gender, younger age, being unmarried, earlier mood symptom onset, higher likelihood of past suicide attempts and a co-morbid anxiety disorder all differentiated Bipolar Disorder (BD) with co-morbid substance use disorder from BD alone. All of these variables were also identified by Moreno et al (1) as distinguishing between BD and MDD. Individual studies have shown some of the other variables found to differentiate MDD from BD (1), also distinguish between BD with and without substance use, including a family history of substance use problems (3), and a co-morbid personality disorder (4). 
As Moreno et al (1) showed, drug and alcohol problems are significantly more common in BD than MDD. Thus is possible that a number of the differences in clinical and demographic variables observed in their study are partially or fully accounted for by the higher prevalence of substance use problems in BD. For example it might be that the increased risk of a co-morbid anxiety disorder is not as strong in BD without substance use.  It would make for an interesting additional paper if the authors were to repeat the analyses stratifying by substance use, and see which of the differences remain significant.
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