
Objective
This study evaluated patient and family health history data for patients with 
depression and assessed risk for bipolar disorder (BPD).

Method
Psychiatrists from community and private practice clinic settings randomly 
selected patients with unipolar depression who had one or more prior 
antidepressant (AD) medication failures. Patient history and AD use were 
obtained via record abstraction. A patient survey collected demographics, self-
reported “conditions you have been diagnosed with” and “conditions a blood 
relative (parent, brother, sister, child) may have been diagnosed with”, as well 
as history of suicide thoughts and attempts. BPD risk was obtained via Mood 
Disorder Questionnaire (MDQ).

Results
Data were collected for 602 patients. Predictors of MDQ+ BPD risk were 
identified with logistic regression controlling for patient age and gender. 
For patient reports about their own health problems, this analysis yielded: 
anxiety/bad nerves (OR=2.7, p<.001), asthma (OR=1.9, p<.009), eating 
disorder (OR=2.8, p<.001) and obsessive-compulsive disorder (OR=2.3, 
p< .009). For patients reporting about blood relatives, this analysis yielded: 
arthritis (OR=2.3, p<.001), bipolar disorder (OR=2.0, p<.003), cholesterol 
problems (OR=1.8, p<.007) and high blood pressure (OR=2.2, p<.001). 
Suicide thoughts (OR=2.1, p<.003) and suicide attempts (OR=1.9, p<.005) 
were also associated with MDQ+ BPD risk.

Conclusions
Medical and psychiatric co-morbidities may have treatment implications in 
depressed patients’ refractory to standard antidepressant treatments by 
predicting the likelihood of bipolar disorder.

It is commonly known that bipolar disorder co-occurs with other psychiatric 
and general medical illnesses. The most common psychiatric comorbidities
for bipolar disorder are comorbid substance use disorders and anxiety 
disorders, although other psychiatric and general medical conditions (such as 
eating disorders, ADHD, and personality disorders) were also reported to 
co-occur with bipolar disorder.1

A recent review of literature2 revealed a number of general medical disorders 
that co-occur with bipolar disorder at a rate higher than could be explained by 
chance including asthma, migraine, multiple sclerosis, Cushing’s syndrome, 
Velocardiofacial syndrome, vascular mania, or vascular bipolar disorder, and 
head trauma, as well as general medical conditions likely linked to the 
pharmacologic treatment of bipolar disorder, such as obesity, diabetes 
mellitus, and hypothyroidism.2

Patients with bipolar disorder are generally reported to have higher rates of 
suicide compared to the general population and other psychiatric populations.  
In the National Comorbidity Study, 68% of respondents with lifetime bipolar I 
disorder reported having had suicidal thoughts at some point in their life, and 
48% of respondents reported making a suicide attempt. Comorbidities further 
complicate the course of bipolar disorder, increasing the rate of suicide.3

There is consensus that comorbid conditions obscure the diagnosis of bipolar 
disorder and complicate treatment.4 This study concentrates on the predictive 
value of co-occurring conditions by attempting to identify those co-occurring 
psychiatric and general medical conditions that may act as potential 
predictors of bipolar disorder risk among patients currently in treatment for 
unipolar depression. 

1Hirschfeld RM, Vornik LA. Bipolar disorder--costs and comorbidity. Am J Manag Care. 2005 Jun;11(3 Suppl):S85-90.

2Krishnan KR. Psychiatric and medical comorbidities of bipolar disorder. Psychosom Med. 2005;67:1-8.
3Young LT, Cooke RG, Robb JC, Levitt AJ, Joffe RT. Anxious and non-anxious bipolar disorder. J Affect Disord. 1993 Sep;29(1):49-52.
4McElroy SL. Diagnosing and treating comorbid (complicated) bipolar disorder. J Clin Psychiatry. 2004;65 Suppl 15:35-44.

● Medical and psychiatric co-morbidities may have treatment implications in patients with depression that is refractory to standard antidepressant treatments by 
predicting the likelihood of bipolar disorder.

● Prior studies report the co-occurrence of BPD with epilepsy and migraine, however the current data suggest that these conditions do not necessarily predict BPD risk.

● Special attention should be given to patients with a history of suicidal ideation and attempts. Suicidality is associated with BPD risk in this patient population.

● In addition to anxiety and depression, we found that asthma, eating disorder 
and obsessive-compulsive disorder were significantly associated with 
screening positive for bipolar disorder in these patients with depression.

● Interestingly, epilepsy/seizure disorders were not predictive of bipolar 
disorder risk.

● In addition, migraine, chronic pain, allergies, diabetes, emphysema/COPD, 
hyperactivity/ADD and thyroid disease were not significantly associated with 
bipolar disorder risk.

● We also found that the following conditions among family members were 
predictive of BPD risk: acid reflux/GERD, arthritis, bipolar disorder, 
cholesterol problems, heart disease/congestive heart failure, high blood 
pressure, obsessive compulsive disorder, seizure disorder, and stroke.

● Interestingly, family history of depression was not predictive of BPD risk.
● Also of interest in this analysis, alcohol/drug use problems were not 

associated with bipolar disorder risk for self or family members, possibly 
because the question asked about “diagnosed” conditions and many 
individuals with this problem have not been formally diagnosed.

● Suicide thoughts and suicide attempts were more common in patients who 
screened positive for bipolar risk (MDQ+) versus those who screened 
negative (MDQ-).

Medical and Psychiatric Conditions Found Predictive of 
MDQ Positive Status Via Logistic Regression*
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Selection of Subjects
● Psychiatrists from private practice and clinic settings (N=63) were asked to 

identify their next 10 patients with major depression who had experienced one 
or more prior medication failure (defined as a change in their depression 
medication or regimen).

● Patient eligibility criteria:
– Aged 18+, currently in treatment for major depression
– Not diagnosed with  BPD, OCD, schizophrenia or schizoaffective disorder
– They had received treatment for major depression for at least three 

months and had one or more medication changes during their current 
episode or

– If treated less than three months, they had changed medications at least 
three times. 

Instruments
● Patient survey: Demographic and family history form; the Center for 

Epidemiologic Studies Depression Scale (CES-D); a health care resource use 
form; the Mood Disorder Questionnaire (MDQ); a co-morbid health problems 
form; and legal problems were assessed with the legal status section of the 
Addiction Severity Index (ASI)

● A medical records abstraction form: Patient and family health history; 
lifetime history of major depression; current episode of major depression; 
prescription drug treatment history; number of prior antidepressant medication 
failures; health care resource use; and outcomes of treatment

Analysis
● Logistic regression (controlling for age and gender) was used to identify 

health conditions present in the patient or in immediate blood relatives that 
optimized the detection of MDQ+ status. Pearson Chi-Square analysis was 
used to assess the relationship between suicide ideation and attempts in 
MDQ+ versus MDQ- patients. 
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*Logistic regression analyses were conducted controlling for patient age and gender. 
Odds Ratios and confidence intervals are provided for significant variables only.
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