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Treatment Issues in Bipolar Disorder 

 

 
The mental health field is part science, part art, part experience and part defined by evidence-

based practice. When you add in mind-altering drugs, intoxication and addiction, the practitioner 

finds himself on a very slippery slope. The gold standard for all evidence-based medicine
1
 lies in 

the randomized controlled studies that inform us how to translate theory into best clinical 

practice for treatment success. In the treatment of Bipolar Disorder (BD), the literature tends to 

be pessimistic and many patients are seen to have poor outcomes. Part of the problem here is that 

much of the advice and conclusion of one well-designed study may be contradicted by another 

equally well-designed research study. Some of the variables may reflect differences in severity, 

comorbidities, dosages, disagreements about outcome criteria, and usually short term time 

frames for follow-up. 

 

In this month’s issue of Current Psychiatry, two psychiatrists, Gary Miller, MD and Richard 

Noel, MD at the University of Texas Health Science Center in Houston gathered their clinical 

experiences with 10,000 bipolar patients over a 16-year period, and wrote it up. They freely 

acknowledge that they have not set out to resolve the disputed evidence; instead, they offer their 

clinical experience and opinions to assist where the rubber meets the road – in direct clinical 

practice.  

 

Their first important distinction is to bypass black and white categories and to discuss Bipolar 

Disorder (BD) as a continuum or spectrum. They also point to the weakness of DSM-IV-TR in 

its ability to address the “softer” variants of bipolar disorder which then does not pick up the 

depressive episodes that are hard to treat, more protracted and more disabling. An interesting 

feature of this group is that between depressive episodes, the patient’s energy is up, mood is 

better, thinking is clearer, daytime sleepiness is better, and they find they can complete assigned 

responsibilities. They report feeling “normal.”  If the clinician relies on standard questionnaires 

for classic manic symptoms, results tend to be negative for illness.  

 

A second important distinction is the recognition that a misdiagnosis of depression vs. bipolar 

spectrum would lead the clinician to erroneously prescribe antidepressants. Although a few of 
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these patients may benefit from antidepressant monotherapy, usually that will destabilize bipolar 

spectrum disorder. There are three forms of mood instability observed as a result: 

 1. The most frequently seen is the depression getting worse, usually with increased   

     agitation and anxiety.  

 2. Rapid lifting of depression followed fairly quickly by relapse. 

 3. “Double Depression” where the patient is able to function for several days and then  

     sinks back into paralyzing depression. It has been observed that the SSRI’s are least     

     likely to precipitate this mood cycling, while the old tricyclics and newer SNRI’s are    

     more likely to produce rapid cycling. 

 

Here is where some of the controversy lies. While some experts suggest avoiding antidepressants 

altogether in this population, this present study supports the combined use of an antidepressant 

with a mood stabilizer. It is important to note the time sequence: antidepressants are added only 

when depressive symptoms have not been initially relieved by the mood stabilizer or when 

depression breaks through during the course of treatment. There is also the need to follow the 

patient closely in order to periodically “tweak” medication dosages, or occasionally add other 

adjuncts such as thyroid hormone or atypical antipsychotics.
2
 This approach leads to functional 

stability, a major reduction of mood symptoms and avoidance of hospitalizations. The theoretical 

concept of “kindling” is where each new severe mood swing or emergency hospitalization leads 

to a more rapid emergence of the next and increasingly severe relapse and therefore of worsening 

of the ravages of this illness. This large study focuses on age 25 as the dividing benchmark: 

recurrent depressive episodes prior to age 25 tend to be bipolar while episodes that start after age 

25 tend to be unipolar.  

 

A prominent feature of bipolar spectrum disorder is criticizing, negative “voices.”  These may 

direct the patient to harm himself or others. Sometimes the voices are heard on the TV or radio.  

 

Another clinical point to keep in mind is the role of the thyroid and subclinical cases of 

hypothyroidism. While conventional laboratory reference levels consider TSH values as high as 

6.0 as normal, the American Association of Clinical Endocrinologists recently revised the upper 

limit of TSH at 3.0m U/L. Additionally, it has been a clinical observation that depressed patients 

with normal TSH (below 3.0) may benefit from the addition of thyroid hormone. 

 

Since the depression of a bipolar disorder
3
 is usually of the “atypical” variety, according to the 

DSM-IV-TR, it is important to be on the lookout for its distinguishing features, which separate 

these conditions from the “typical” or melancholic depression. DSM-IV-TR requires two out of 

four of the following features: 

1. Hypersomnia, which is reflected in an increased felt need for sleep, daytime 

sleepiness, and difficulty getting out of bed in the morning; 

2. Leaden paralysis, which results in very low energy and difficulty initiating simple 

activities; 

3. Increased sensitivity to all stressors, but typically, to interpersonal rejection, such as a 

romantic break-up, demotion at work, etc. 
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4. Weight problems: more typically weight gain and increased appetite, but also, weight 

loss or no weight change at all. 

 

Summary: 

The gist of this article revolves around the need to make the proper diagnosis, recognizing that 

Bipolar Disorder is on a continuum. Mistakenly making a diagnosis of Major Depression, while 

missing the subtle clues of Bipolar Disorder, will lead the clinician to prescribe antidepressants 

to the detriment of the clinical outcome. In addition, the clinical complexities and complications 

of BD, including increased suicidality, make the proper diagnosis more important to achieve. 

Perhaps DSM-V will be successful in moving beyond the black and white distinctions of 

Depression vs. Manic Illness.  
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