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Evaluating Treatment Decisions in Bipolar Depression

Introduction

In recent years, there has been a much-needed resurgence of interest in the treatment of bipolar depression.[1] This renewed interest has been driven, in part, by research indicating that depressive symptoms and episodes account for greater morbidity and disability than previously appreciated,[2,3] and by pharmacologic and psychotherapeutic treatment advances.[1,4] Moreover, other studies indicate that bipolar depression continues to be underrecognized and frequently misdiagnosed, leading to inadequate or improper treatment.[5,6] In this review, new data regarding the recognition, diagnosis, and treatment of bipolar depression that bear on treatment decisions for bipolar depression are discussed.

Recognition

Bipolar depression is an important diagnostic consideration in the differential assessment of patients presenting for treatment of a depressive episode.[7] Several recent studies indicate that a substantial number of patients with bipolar depression, especially bipolar II depression, are initially diagnosed with unipolar major depressive disorder. For example, Ghaemi and colleagues[7] found that bipolar disorder was misdiagnosed as unipolar depression in 37% of patients who initially sought treatment with a mental health clinician following their first manic or hypomanic episode. Consequently, antidepressants were used earlier and more commonly than mood-stabilizers in these patients, resulting in new or worsening rapid cycling in 23%. In a survey of members of the Depression and Bipolar Support Alliance (DBSA), Hirschfeld and colleagues[6] found that 60% of respondents with bipolar disorder had initially been diagnosed with unipolar depression.

Moreover, an average of 10 years elapsed between the onset of mood symptoms and accurate diagnosis of bipolar disorder. Why is bipolar depression so difficult to diagnose? First, hypomanic and even manic episodes may go unreported by patients. Second, more than 50% of patients with bipolar disorder experience a depressive episode as their first mood episode.[2] Third, although atypical depressive symptoms (eg, hyperphagia, hypersomnia, profound fatigue, and psychomotor retardation) may occur more commonly in bipolar depression, they are not pathognomic symptoms for bipolar depression and can occur in unipolar depression as well. Fourth, the diagnosis of bipolar II disorder, bipolar disorder NOS, and cyclothymia can be difficult to diagnose because the brief and relatively mild excursions into hypomania may be difficult for patients to recall or characterize as abnormal, and therefore difficult for clinicians to elicit.

With these diagnostic pitfalls in mind, there are fortunately several ways of improving diagnostic sensitivity for bipolar depression. Two screening instruments for bipolar disorder have recently been devised with reliable psychometric properties: the Mood Disorder Questionnaire (MDQ)[8,9] and the Bipolar Spectrum Diagnostic Scale (BSDS).[10] Both scales can be provided to patients and family members or friends to increase the diagnostic suspicion of bipolar spectrum disorders. Manning and colleagues[11] provided clues for detecting hypomania (Table 1) and suggested questions for eliciting evidence of hypomania (Table 2). In addition, they also identified clues for the detection of subtle presentations of bipolar disorder (Table 3) and mixed states (Table 4).

Table 1. Detecting Hypomania[11]
	Characteristics of Hypomania

· No adequate cause of grossly disproportionate emotional reaction to a situation 

· Labile affect, appearing and disappearing suddenly (bipolar switching) 

· Can be dysphoric in drivenness, although mood is typically elated 

· May lead to substance abuse 

· Tends to impair social judgment 

· Typically preceded or followed by retarded depression 

· A recurrent condition 

· If the typical features are present, 48 hours duration is sufficient to make the diagnosis 

· Not psychotic


Table 2. Suggested Questions for Uncovering Hypomania[11]
	1. Do you have days of energy or ideas that come and go abruptly?

2. On those days of energy, are you productive? Creative? Feel uncomfortable? Convinced of your self-worth, talents, abilities? Positive about the future? Talkative? Distinctly more social? Irritable?

3. On those days of energy, do your thoughts feel as if they are racing?

4. At night during this period of energy, do you need less sleep? Continue to be productive? Get ideas or make plans for the future?

5. How many consecutive days does this period of increased energy and change in mood last?

6. Do others notice the change in your mood or energy level?

7. During these "up" times, do you do things that you later regret? Make plans you find impossible to follow through with? Take on tasks that you later suddenly lose interest in or find you are without energy or desire to complete?

8. Are you particularly more depressed or lethargic immediately before or after the cessation of these periods of energy? Does it feel like you "crash"? Does your body seem as if it is made of lead? Do you need excessive sleep?


Table 3. Detecting Subtle Bipolarity[11]
	1. Established bipolar family history, or lithium-responsive illness in first-degree relative, or both, or loaded 3-generational family history of mood disorder

2. Pharmacologically induced mania or hypomania

3. History of mixed states

4. Spontaneous episodes of hypomania, even when "adaptive"

5. Premorbid hyperthymia, cyclothymia, irritable, or dysthymic temperament

6. Periodic depression with abrupt onset and termination or seasonal pattern, especially with psychomotor retardation and hypersomnia

7. Psychotic depression in a teenager or young adult


Table 4. Detecting Mixed States[11]
	1. Unrelenting dysphoria or irascibility 

2. Severe agitation 

3. Refractory anxiety 

4. Unendurable sexual excitement 

5. Intractable insomnia 

6. Suicidal obsessions 

7. "Histrionic" demeanor yet with genuine expressions of intense suffering


Diagnosis

The importance of making the diagnosis of bipolar depression and distinguishing it from unipolar depression is self-evident, but also highlighted by the findings of several recent outcome studies. First, bipolar spectrum disorder (bipolar I, II, and NOS disorders as well as cyclothymia) is common and a global public health problem.[12,13] Using the MDQ to screen for bipolar spectrum disorder in a US national community sample, Hirschfeld and colleagues[13] found that the lifetime prevalence was 3.4%. Individuals with bipolar spectrum disorder in this survey reported significantly more difficulties with work-related performance, social and leisure time activities, and family and interpersonal interactions than nonspectrum respondents.[14] Women with bipolar spectrum disorder reported significantly more disruption in family and social life, and men reported significantly more frequent time in jail, arrested, or convicted for criminal behavior.

MacQueen and colleagues[15] reported that the number of bipolar depressive, but not manic, episodes was the strongest determinant of functioning and well-being in patients with bipolar disorder. Similarly, Altshuler and colleagues[16] found that chronic subsyndromal depressive symptoms were the strongest predictor of functional impairment in bipolar disorder. The problem of persistent subsyndromal depressive symptoms in patients with bipolar disorder was also identified in 2 other studies.[17,18] Judd and colleagues,[17] in a longitudinal follow-up study of 86 patients with bipolar II disorder, assessed weekly for an average of 13 years, found that most patients spent most of the time not manic, depressed, or well, but rather experiencing subsyndromal depressive symptoms. Benazzi[18] reported that 45% of patients with bipolar II disorder had residual depressive symptoms for more than 2 years from their index depressive episode. These persistent residual depressive symptoms were significantly correlated with illness duration and number of mood episode recurrences.

Since mood episodes are likely to recur in bipolar disorder, identifying signs of depressive episode recurrence can assist in rapid intervention. Two studies recently examined prodromal depressive symptoms in bipolar disorder.[19,20] Jackson and colleagues[19] found the 4 most common prodromal symptoms of bipolar depression reported in the literature to be mood change (48%), psychomotor symptoms (41%), increased anxiety (36%), and appetite change (36%). Keitner and colleagues[20] interviewed 74 patients with bipolar I disorder and their families to identify prodromal symptoms of bipolar depression. They found some interesting similarities and differences in perception and recognition of such symptoms, summarized in Table 5.

Table 5. Patient and Family Identification of Prodromal Bipolar Depressive Symptoms[20]
	Category
	Patient
	Family

	Behavioral
	Quiet, withdrawn
	Quiet

	
	Self-neglect
	Less responsible

	Cognitive
	Poor concentration
	Worried

	
	Can't make decisions
	Down on self

	Mood
	Crying
	Sad

	
	Irritable and angry
	Irritable

	Social
	Withdrawal from friends
	Less affectionate

	Neurobehavioral
	Poor sleep
	Sleeps more

	
	Loss of appetite & energy
	Low energy


In summary, the diagnosis of bipolar depression is an important consideration in patients presenting with depressive symptoms. The importance of accurate diagnosis rests not only with providing appropriate treatment, but also in avoiding potentially destabilizing treatment. Screening tools and careful diagnostic personal and family history can increase the sensitivity for detecting bipolar depression. Treating to full remission of depressive symptoms is especially critical to avoid the long-term debilitating effects of chronic, residual subsyndromal depression

Pharmacologic Treatment

Although the acute and long-term treatment of bipolar depression remains a remarkably understudied area, new data from randomized, controlled trials and naturalistic studies have expanded the treatments available for bipolar depression and expanded our understanding of the balance between treatment of depression and risk of switching into mania or hypomania.

Mood-Stabilizer Monotherapy

Most guidelines for the acute treatment of bipolar depression emphasize initiating treatment of patients with acute bipolar depression with a mood-stabilizer.[21,22] This recommendation is based on the assumption that mood-stabilizers will exert at least some antidepressant effect and have negligible risks of inducing switches or rapid cycling.[23] Among the mood-stabilizers, lithium has been the most well studied in randomized, controlled trials in acute bipolar depression.[24] In pooled data from these studies, lithium response rates were 79%, although only 36% displayed a marked antidepressant response.[24]
Two recent randomized, controlled, parallel-group trials also examined lithium's efficacy in acute bipolar depression.[25,26] Nemeroff and colleagues[25] compared paroxetine and imipramine with placebo added to lithium in patients with breakthrough depression. Patients receiving lithium at serum concentrations >/= 0.8 mmol/L experienced no significant benefit from the addition of either antidepressant compared with placebo. However, in patients with lithium levels of < 0.8 mmol/L, the addition of paroxetine provided superior antidepressant efficacy compared with placebo. One interpretation of these findings is that in mid-to-upper therapeutic serum concentrations, lithium provided substantial antidepressant benefit, but that the addition of paroxetine was most evident in patients who could not tolerate such lithium concentrations. In the second trial, Young and colleagues[26] also addressed the question of what treatment to add for breakthrough bipolar depression in patients maintained on a mood-stabilizer -- in this case, either lithium or valproate. They randomized patients to receive the alternative mood-stabilizer or paroxetine. There was no significant difference in antidepressant efficacy between the two treatment groups (mood-stabilizer combination vs paroxetine-mood-stabilizer), and both showed significant improvement from baseline. This study was limited by the small sample size (n = 27), which made it difficult to detect significant differences between the two active treatments. Of note, there were no significant differences in switch rates between the two groups.

To date, divalproex (and other formulations of valproic acid) have not been well studied in acute bipolar depression. Sachs and Collins[27] did not find significant differences in efficacy between divalproex and placebo in a small trial in acute bipolar depression.

Olanzapine had significantly greater efficacy than placebo in a recently completed 8-week trial in bipolar depression, with differences in efficacy evident by the first week of treatment.[28] There were no significant differences in switch rates between the two groups.

Three small placebo-controlled trials examined the efficacy of carbamazepine in acute bipolar depression.[1] Nearly all patients had treatment-refractory bipolar depression and pooled response rates were approximately 34%.

Antidepressant Monotherapy

A randomized, placebo-controlled trial found significant efficacy for lamotrigine in acute bipolar depression.[29,30] In a 7-week, parallel-group study, Calabrese and colleagues[29] observed significantly greater efficacy for lamotrigine 50 mg/day and 200 mg/day over placebo in mean reduction in Montgomery-Asberg Depression Rating Scale total scores. There were no significant differences in switch rates among the 3 treatment arms. There was also a trend toward greater efficacy of the 200 mg/day group, which did not receive the full 200 mg/day dose until the fourth week of the study because of the slow titration required of lamotrigine. It is possible that significantly greater efficacy would have been apparent in this group had the study been longer. In a second study of treatment-refractory rapid-cycling bipolar I and II patients, Frye and colleagues[30] compared lamotrigine, gabapentin, and placebo in a series of 6-week crossover trials. The lamotrigine group, but not the gabapentin group, displayed significantly greater improvement in depressive symptoms compared with placebo. In contrast to these positive trials, a second placebo-controlled parallel-group trial did not find significantly greater efficacy for lamotrigine over placebo in patients with bipolar I and II disorders, largely due to a high placebo response rate.[31]
There are relatively few other studies of unimodal antidepressant treatment of bipolar depression, no doubt because of the risk of switch induction. Tranylcypromine was superior to imipramine in a study of patients with anergic bipolar depression, with switch rates of approximately 25% in both groups.[32] However, the severity of switching was qualitatively less in the tranylcypromine group. Thase and Sachs, in a recent review of antidepressant trials in bipolar depression, observed that no "single antidepressant medication, nor even a particular class of antidepressant, has been demonstrated to be effective in at least 2 adequately powered, placebo-controlled clinical trials (p.558)."[22] We will return to this issue in the discussion of switch rates associated with different antidepressants.

Mood-Stabilizer/Antidepressant Combinations

Two combination therapy trials involving paroxetine were summarized above.[25,26] The combination of olanzapine-fluoxetine (OFC) was superior to placebo beginning at week 1 and throughout an 8-week trial.[28] In addition, OFC was superior to olanzapine monotherapy from weeks 4-8 in this study. There were no significant differences in switch rates among all 3 treatment arms.

Goldberg and colleagues[33] reported significantly greater efficacy for pramipexole, a dopamine agonist, compared with placebo added to mood-stabilizers in 24 patients with bipolar depression, with no significant differences in switch rates. McIntyre and colleagues[34] compared topiramate with bupropion added to mood-stabilizers in an 8-week single-blind study and found comparable efficacy between agents. However, the study was not powered to find a significant difference in efficacy. Two studies of omega-3 fatty acids yielded mixed results.[35,36] Stoll and colleagues[35] found significantly greater efficacy for a preparation containing EPA/DHA compared with placebo in a 4-month trial in patients with bipolar depression. In contrast, Keck and colleagues[36] found no significant differences in efficacy between EPA 6 g/day and placebo added to mood-stabilizers in a trial of similar design.

With the possible exception of superior efficacy of tranylcypromine over imipramine, there are no data to date that indicate that one antidepressant or class of antidepressant has greater efficacy compared with another in bipolar depression. Similarly, there are no compelling data to suggest that antidepressants administered with mood stabilizers are less effective in bipolar I compared with unipolar depression.[37]
The findings of 2 recent studies suggested that subclinical hypothyroidism (eg, low FTI and high TSH, or low T4) was associated with slower antidepressant treatment response[38] and more mood episodes and greater severity of depression.[39]
Long-term Treatment of Bipolar Depression

Mood-Stabilizer Monotherapy

Placebo-controlled maintenance studies of lithium conducted in the late 1960s and early 1970s found that lithium reduced the risk of mood episode relapse fourfold compared with placebo at 6 months and 1 year.[40] Lithium was comparable to olanzapine in preventing relapse into bipolar depression in a recently reported 1-year maintenance trial, but olanzapine was superior to lithium in preventing relapse into a manic episode and need for hospitalization.[41] Olanzapine was superior to placebo in prevention of relapse into both manic and depressive episodes in another recently reported randomized, controlled maintenance study.[42]
Two studies examined the efficacy of divalproex in the maintenance treatment of bipolar disorder.[43,44] In the only placebo-controlled trial, neither divalproex nor lithium were superior to placebo in time to relapse into any mood episode by 1 year.[43] However, in a post hoc analysis, patients who received divalproex during an open-label stabilization phase prior to randomization, and who were then randomized to divalproex or placebo, demonstrated significantly lower relapse rates in the divalproex group. In the second study, patients who responded to divalproex or olanzapine in a 3-week acute bipolar mania trial were followed for an additional 44 weeks to examine maintenance of efficacy.[44] At the end of the 47-week study, there were no significant differences between the 2 agents in manic or depressive symptom reduction, although there was a trend for superior efficacy in depressive symptom improvement in the olanzapine group.

Two large, placebo-controlled, 18-month maintenance trials compared the efficacy of lamotrigine (200-400 mg/day) with lithium following stabilization after either a manic or depressive episode.[45,46] The results of these 2 studies were remarkably consistent: lamotrigine but not lithium was superior to placebo in time to relapse into a depressive episode, whereas lithium but not lamotrigine was superior to placebo in time to relapse into a manic episode. One implication of these findings is that the combination of lithium and lamotrigine might be especially efficacious in preventing relapse into both manic and depressive episodes, although this has not yet been tested in a randomized, controlled trial. The efficacy of lamotrigine was also examined in the relapse prevention of patients with bipolar I and II disorders with rapid cycling.[47] In this 6-month trial, Calabrese and colleagues did not find significant differences in efficacy in relapse prevention between lamotrigine and placebo. However, in a post hoc analysis, there was a trend for superior efficacy for lamotrigine in the bipolar II group of patients.

Mood-Stabilizer Combination Therapy

The majority of patients with bipolar I disorder are treated with at least 2 medications in maintenance treatment. Despite this commonplace and clinically necessary practice, there are only 2 randomized, controlled trials that have assessed the efficacy of combination compared with mood-stabilizer monotherapy treatment.[48,49] Solomon and colleagues[48] compared the efficacy of valproate vs placebo added to lithium in a 1-year pilot study. Patients receiving the combination experienced significantly lower relapse rates compared with patients receiving lithium and placebo. Not unexpectedly, the combination therapy group reported twice the side effect rate.

In the second study, Tohen and colleagues[49] randomized patients who responded to the combination of olanzapine with lithium or divalproex for acute mania to remain on the combination or revert to monotherapy with lithium or divalproex. They then followed patients for 18 months. As in the study by Solomon and colleagues,[48] the combination therapy group displayed significantly lower relapse rates compared with the monotherapy group. However, the advantage of combination therapy was primarily in the prevention of manic relapse (combination therapy, 15% vs monotherapy, 35%). There was no significant difference in efficacy between the 2 groups in time to depressive relapse, although, again, a trend favored the combination therapy group.

Treatment Decisions: Balancing the Switch Risk Vs Risk of Depression

Although, as reviewed above, mood stabilizer monotherapy can be expected to produce significant improvement in bipolar depression in some patients, for others, improvement will be insufficient. For patients who have an inadequate antidepressant response to mood stabilizer monotherapy, antidepressants are often added. This common clinical situation raises at least 3 important considerations:

1. Are there differential risks of switching among the available antidepressants when added to mood stabilizers?

2. How protective are mood stabilizers against the risk of switching?

3. After a patient experiences a marked response to a mood stabilizer-antidepressant combination, what are the risks of continuing this combination on switching, compared with the risk of discontinuing the antidepressant and depressive relapse?

Risk of Switching

Calabrese and colleagues[50] recently reviewed the reported switch rates from randomized controlled trials in acute bipolar depression (Table 6). Overall, these studies suggest that the lowest switch rates were associated with lithium, lamotrigine, olanzapine, OFC, and paroxetine (administered with a mood stabilizer).

Table 6. Switch Rates in Controlled Trials in Acute Bipolar Depression[50]
	Drug
	Switch Rates (%)
	Design

	Lithium
	0
	Mostly crossover trials

	Olanzapine
	6
	8 week parallel

	OFC
	6
	8 week parallel

	Placebo
	3.3
	6 week parallel

	
	4.6
	7 week parallel

	
	2
	10 week parallel

	
	6
	8 week parallel

	Lamotrigine
	5.4
	7 week parallel

	Paroxetine
	0
	6 week parallel with MS

	
	0
	10 week parallel with MS

	Bupropion
	11
	8 week parallel with MS

	Tranylcypromine
	20
	6 week parallel

	Tricyclics
	0-50
	Variable


OFC, olanzapine-fluoxetine; MS, mood stabilizer

Three recent studies examined the efficacy of mood stabilizers in preventing switching with the addition of an antidepressant for bipolar depression.[51-53] Bottlender and colleagues[51] reported an overall switch rate of 25% in a cohort of 158 inpatients treated for bipolar depression. Risk factors for switching were administration of a tricyclic antidepressant, particularly without a mood stabilizer. Patients who switched were significantly less likely to be receiving a concomitant mood stabilizer. These findings were consistent with earlier reports that described a reduction in switch risk by approximately 50% if an antidepressant was added to a mood stabilizer compared with no mood stabilizer.[54,55] Henry and colleagues[52] also found a relatively low switch rate of 27% in a cohort of 44 patients receiving antidepressants in naturalistic trials. Patients receiving a mood stabilizer, particularly lithium, were at one third the risk of switching over the 6 week treatment interval. Post and colleagues[53] examined switch rates in an interim analysis of an ongoing trial comparing the addition of bupropion, sertraline, and venlafaxine to mood stabilizers over an acute 10-week period, followed by 1 year of maintenance treatment in responders. The switch rate was 14% in the acute treatment trials (mania 6%, hypomania 7%) and 33% during the one year follow-up (mania 13%, hypomania 21%). No antidepressant was associated with a significantly higher switch rate.

These studies indicate that concomitant administration of an antidepressant with a mood stabilizer does not eliminate but does significantly reduce the risk of switching. The studies of Henry and colleagues[52] and Post and colleagues[53] found that hypomanic rather than manic switches were quite common.

The long-term treatment of bipolar depression raises the final question of how long to maintain an antidepressant once a patient has experienced a remission of symptoms, balancing the risk of depressive relapse with the risk of switching. Two studies by Altshuler and colleagues[56,57] recently examined this question. The first study compared relapse rates of 25 patients who discontinued antidepressants (administered with mood stabilizers) with 19 patients who continued on antidepressants (with mood stabilizers).[56]
The group that discontinued antidepressants had a threefold higher risk of depressive relapse compared with the group that continued on antidepressants. In contrast, the group that continued antidepressants did not have a significantly higher switch risk. The second study examined the same issue in a cohort of 84 patients from the Stanley Foundation Bipolar Treatment Network.[53,57] At 1-year follow-up, patients who discontinued antidepressants within 6 months of achieving remission from depression were twice as likely to experience a depressive relapse with antidepressant discontinuation compared with patients who continued these agents (bupropion, sertraline, venlafaxine). There was no significant difference in depressive relapse rates between the 2 groups. These 2 studies suggest that the risk of depressive relapse with antidepressant discontinuation was high relative to the risk of switching with antidepressant continuation. Two cautionary notes to consider, however, are that these findings do not necessarily generalize to rapid cycling patients, and the comparatively low switch rates may have been attributable to the use of antidepressants with low switch rates themselves.[1]
Psychotherapy

Several studies have recently reported beneficial effects of psychotherapies targeted for bipolar disorder on long-term outcome.[58-60] Zaretsky and colleagues[58] investigated individual cognitive therapy in 11 patients with bipolar depression and 11 patients with unipolar depression also receiving pharmacotherapy. Both groups displayed significant improvement in depressive symptoms; however, the bipolar group did not display comparable degrees of improvement on measures of pervasive dysfunctional attitudes.

Lam and colleagues[59] randomized 103 patients with bipolar I disorder who experienced frequent relapses to cognitive therapy or treatment as usual in addition to mood stabilizer medications. The cognitive therapy group received an average of 14 sessions during the first 6 months plus 2 booster sessions in the second 6 months. During the 12-month period, the cognitive therapy group had significantly fewer bipolar episodes, days in bipolar episodes, and number of admissions for episodes, as well as higher social functioning. Colom and colleagues[60] randomized 120 patients with bipolar I or II disorder who were in remission for at least 6 months to 21 sessions of group psychoeducation or 21 sessions of nonstructured group meetings. Group psychoeducation significantly reduced the number of relapses and increased the time to depression, manic, hypomanic, and mixed episodes. The number of hospital admissions was also significantly reduced in this group.

Summary

There have been a number of important advances in the treatment of bipolar depression. Recent research has underscored that bipolar depression remains underdiagnosed, but has also provided new methods of screening to improve diagnostic sensitivity. New medications have been found to be efficacious in short- and long-term trials, including lamotrigine and olanzapine. Combination therapy appears to improve both short- and long-term treatment response while reducing the risk of switching.

References

1. Keck PE Jr, McElroy SL. New approaches in managing bipolar depression. J Clin Psychiatry. 2003;64(suppl 1):13-18. Abstract 

2. Angst J, Sellaro R. Historical perspectives and natural history of bipolar disorder. Biol Psychiatry. 2000;48:445-457. Abstract 

3. Judd L, Akiskal HS, Schettler PJ, et al. The long-term natural history of the weekly symptomatic status of bipolar I disorder. Arch Gen Psychiatry. 2002;59:530-537. Abstract 

4. Otto MW, Reilly-Harrington N, Sachs GS. Psychoeducational and cognitive-behavioral strategies in the management of bipolar disorder. J Affect Disord. 2003;73:171-181. Abstract 

5. Hirschfeld RMA. Bipolar spectrum disorder: improving its recognition and diagnosis. J Clin Psychiatry. 2001;62(suppl 14):5-9. Abstract 

6. Hirschfeld RMA, Lewis L, Vornik LA. Perceptions and impact of bipolar disorder: how far have we really come? Results of the National Depressive and Manic-Depressive Association 2000 survey of individuals with bipolar disorder. J Clin Psychiatry. 2003;64:161-174. Abstract 

7. Ghaemi SN, Boiman EE, Goodwin FK. Diagosing bipolar disorder and the effect of antidepressants: a naturalistic study. J Clin Psychiatry. 2000;61:804-808. Abstract 

8. Hirschfeld RMA, Holzer C, Calabrese JR, et al. Validity of the Mood Disorder Questionnaire: a general population study. Am J Psychiatry. 2003;160:178-180. Abstract 

9. Hirschfeld RMA, Williams JBW, Spitzer RL, et al. Development and validation of a screening instrument for bipolar spectrum disorder: the Mood Disorder Questionnaire. Am J Psychiatry. 2000;157:1873-1875. Abstract 

10. Miller C, Ghaemi SN, Klugman J, et al. Utility of Mood Disorder Questionnaire and Bipolar Spectrum Diagnostic Scale. Program and abstracts of the American Psychiatric Association 155th Annual Meeting; May 18-23, 2002; Philadelphia, Pennsylvania. 

11. Manning JS, Connor PD, Sahai A. The bipolar spectrum: a review of current concepts and implications for the management of depression in primary care. Arch Fam Med. 1998;6:63-71. 

12. Murray CJL, Lopez AD. The Global Burden of Disease: Summary. Cambridge, Mass: Harvard University Press; 1996. 

13. Hirschfeld RMA, Calabrese JR, Weisman MM, et al. Screening for bipolar disorder in the community. J Clin Psychiatry. 2003;64:53-59. 

14. Calabrese JR, Hirschfeld RMA, Reed M, et al. Impact of bipolar disorder on a U.S. community sample. J Clin Psychiatry. 2003;64:425-432. Abstract 

15. MacQueen GM, Young RT, Robb JC, et al. Effect of number of episodes on wellbeing and functioning of patients with bipolar disorder. Acta Psychiatr Scand. 2000;101:374-381. Abstract 

16. Altshuler LL, Gitlin MJ, Mintz J, et al. Subsyndromal depression is associated with functional impairment in patients with bipolar disorder. J Clin Psychiatry. 2002;63:807-811. Abstract 

17. Judd LL, Akiskal HS, Schettler PJ, et al. A prospective investigation of the natural history of the long-term weekly symptomatic status of bipolar II disorder. Arch Gen Psychiatry. 2003;60:261-269. Abstract 

18. Benazzi F. Residual depressive symptoms in bipolar depression [letter]. Am J Psychiatry. 2002;159:882. 

19. Jackson A, Cavanaugh J, Scott J. A systematic review of manic and depressive prodromes. J Affect Disord. 2003;74:209-217. Abstract 

20. Keitner GI, Solomon DA, Ryan CE, et al. Prodromal and residual symptoms in bipolar I disorder. Compr Psychiatry. 1996;37:362-367. Abstract 

21. Sachs GS, Koslow CL, Ghaemi SN. The treatment of bipolar depression. Bipol Disord. 2000;2:256-260. 

22. Thase ME, Sachs GS. Bipolar depression: pharmacotherapy and related therapeutic strategies. Biol Psychiatry. 2000;48:558-572. Abstract 

23. Keck PE Jr, Nelson EB, McElroy SL. Advances in the pharmacologic treatment of bipolar depression. Biol Psychiatry. 2003;53:671-679. Abstract 

24. Zornberg GL, Pope HG Jr. Treatment of depression in bipolar disorder: new directions for research. J Clin Psychopharmacol. 1993;13:397-408. Abstract 

25. Nemeroff CB, Evans DL, Gyulai LL, et al. Double-blind, placebo-controlled comparison of imipramine and paroxetine in the treatment of bipolar depression. Am J Psychiatry. 2001;158:906-912. Abstract 

26. Young LT, Joffe RT, Robb JC, et al. Double-blind comparison of addition of a second mood stabilizer versus an antidepressant to an initial mood stabilizer for treatment of patients with bipolar depression. Am J Psychiatry. 2000;157:124-127. Abstract 

27. Sachs GS, Collins MC. A placebo-controlled trial of divalproex sodium in acute bipolar depression. Program and abstracts of the 40th Annual Meeting of the American College of Neuropsychopharmacology; December 9-13, 2000; Waikoloa, Hawaii. 

28. Tohen M, Baker R. A placebo-controlled trial of olanzapine and olanzapine-fluoxetine combination in bipolar depression. Arch Gen Psychiatry. 2003; In press. 

29. Calabrese JR, Bowden CL, Sachs GS, et al. A double-blind, placebo-controlled study of lamotrigine monotherapy in outpatients with bipolar I depression. J Clin Psychiatry. 1999;60:79-88. Abstract 

30. Frye MA, Ketter TA, Kimbrell TA, et al. A placebo-controlled study of lamotrigine and gabapentin monotherapy in refractory mood disorder. J Clin Psychopharmacol. 2000;20:607-614. Abstract 

31. Bowden CL. Novel treatments for bipolar disorder. Expert Opin Investig Drugs. 2001;10:661-671. Abstract 

32. Himmelhoch JM, Thase ME, Mallinger AG, et al. Tranylcypromine versus imipramine in anergic bipolar depression. Am J Psychiatry. 1991;148:910-916. Abstract 

33. Goldberg JF, Burdick KE, Endick CJ. A placebo-controlled trial of pramipexole for bipolar depression. Program and abstracts of the American Psychiatric Association 155th Annual Meeting; May 18-23, 2002; Philadelphia, Pennsylvania. 

34. McIntyre RS, Mancini DA, McCann S, et al. Topiramate versus bupropion SR when added to mood stabilizer therapy for the depressive phase of bipolar disorder: a preliminary study. Bipolar Disord. 2002;4:207-213. Abstract 

35. Stoll AL, Severus WE, Freeman MP, et al. Omega 3 fatty acids in bipolar disorder. A preliminary double-blind, placebo-controlled trial. Arch Gen Psychiatry. 1999;56:407-412. Abstract 

36. Keck PE Jr, McElroy SL, Freeman MP, et al. A double-blind, placebo-controlled study of EPA in bipolar depression. Program and abstracts of the 4th International Conference on Bipolar Disorder; June 14-16, 2003, Pittsburgh, Pennsylvania. 

37. Möller H-J, Bottlender R, Grunze H, et al. Are antidepressants less effective in the acute treatment of bipolar I depression compared to unipolar depression? J Affect Disord. 2001;67:141-146. 

38. Cole DP, Thase ME, Mallinger AG, et al. Slower treatment response in bipolar depression predicted by lower pretreatment with thyroid function. Am J Psychiatry. 2002;159:116-121. Abstract 

39. Frye MA, Denicoff KD, Bryan AL, et al. Association between lower serum free T4 and greater mood instability and depression in lithium-maintained bipolar patients. Am J Psychiatry. 1999;156:1909-1914. Abstract 

40. Keck PE Jr, Welge JA, Strakowski SM, et al. Placebo effect in randomized, controlled maintenance studies of bipolar disorder. Biol Psychiatry. 2000;47:748-755. Abstract 

41. Tohen M, Marneros A, Bowden CL, et al. Olanzapine versus lithium in relapse prevention in bipolar disorder. Program and abstracts of the American Psychiatric Association 156th Annual Meeting; May 17-22, 2003; San Francisco, California. Abstract NR 509 

42. Tohen M, Bowden CL, Calabrese JR, et al. Olanzapine versus placebo for relapse prevention in bipolar disorder. Program and abstracts of the American Psychiatric Association 156th Annual Meeting; May 17-22, 2003; San Francisco, California. Abstract NR 197 

43. Bowden CL, Calabrese JR, McElroy SL, et al. Efficacy of divalproex versus lithium and placebo in maintenance treatment of bipolar disorder. Arch Gen Psychiatry. 2000;57:481-489. Abstract 

44. Tohen M, Ketter TA, Zarate CA, et al. Olanzapine versus divalproex sodium for the treatment of acute mania and maintenance of remission: a 47-week study. Am J Psychiatry. 2003;160:1263-1271. Abstract 

45. Bowden CL, Calabrese JR, Sachs GS, et al. A placebo-controlled 18-month study of lamotrigine and lithium maintenance treatment in recently manic or hypomanic patients with bipolar I disorder. Arch Gen Psychiatry. 2003; In press. 

46. Bowden CL, Calabrese JR, Sachs GS, et al. A placebo-controlled 18-month study of lamotrigine and lithium maintenance treatment in recently depressed patients with bipolar I disorder. Arch Gen Psychiatry. 2003; In press. 

47. Calabrese JR, Bowden CL, Sachs GS, et al. A double-blind placebo-controlled prophylaxis study of lamotrigine in rapid-cycling bipolar disorder. J Clin Psychiatry. 2000;61:841-850. Abstract 

48. Solomon DA, Ryan CE, Keitner GI, et al. A pilot study of lithium carbonate plus divalproex sodium for the continuation and maintenance treatment of patients with bipolar I disorder. J Clin Psychiatry. 1997;58:95-99. Abstract 

49. Tohen M, Chengappa KNR, Suppes T, et al. Efficacy of olanzapine in combination with lithium or valproate in prevention of recurrence in bipolar disorder: an 18-month study. Program and abstracts of the US Psychiatric and Mental Health Congress; November 15-18, 2001; Boston, Massachusetts. 

50. Calabrese JR, Rapport DJ, Kimmel SE, et al. Controlled trials in bipolar I depression: focus on switch rates and efficacy. Eur Neuropsychopharmacol 1999(suppl 4):109-112. 

51. Bottlender R, Rudolf D, Strauss A, et al. Mood-stabilizers reduce the risk for developing antidepressant-induced maniform states in acute treatment of bipolar I depressed patients. J Affect Disord. 2001;63:79-83. Abstract 

52. Henry C, Sorbara F, Lacoste J, et al. Antidepressant-induced mania in bipolar patients: identification of risk factors. J Clin Psychiatry. 2001;62:249-255. Abstract 

53. Post RM, Altshuler LL, Frye MA, et al. Rate of switch in bipolar patients prospectively treated with second-generation antidepressants as augmentation to mood stabilizers. Bipolar Disord. 2001;3:259-265. Abstract 

54. Boerlin J, Gitlin MJ, Zoellner LA, et al. Bipolar depression and antidepressant-induced mania: a naturalistic study. J Clin Psychiatry. 1998;59:374-379. Abstract 

55. Rouillon F, Lejoyeaux M, Filteau MJ. Unwanted effects of long-term treatment. In: Montgomery SA, Rouillon FA, eds. Long-term Treatment of Depression. New York, NY: Wiley; 1992:81-111. 

56. Altshuler LL, Kiriakos L, Calcagno J, et al. The impact of antidepressant discontinuation versus antidepressant continuation on 1-year risk for relapse of bipolar depression: a retrospective chart review. J Clin Psychiatry. 2001;62:612-616. Abstract 

57. Altshuler LL, Suppes T, Black D, et al. The impact of antidepressant discontinuation after acute remission from bipolar depression on rates of depressive relapse at one-year follow-up. Am J Psychiatry. 2003; In press. 

58. Zaretsky A, Segal ZV, Gemar M. Cognitive therapy for bipolar depression. Can J Psychiatry. 1999;44:491-494. Abstract 

59. Lam DH, Watkins ER, Hayward P, et al. A randomized controlled study of cognitive therapy for relapse prevention for bipolar affective disorder. Arch Gen Psychiatry. 2003;60:145-152. Abstract 

60. Colom F, Vieta E, Martinez-Aran A, et al. A randomized trial on the efficacy of group psychoeducation in the prophylaxis of recurrences in bipolar patients whose disease is in remission. Arch Gen Psychiatry. 2003;60:402-407. Abstract


Authors and Disclosures

Authors

Paul E. Keck, MD

	Professor of Psychiatry, Pharmacology, and Neuroscience, Vice Chairman for Research, University of Cincinnati College of Medicine, Ohio

Disclosure: Dr. Keck has disclosed that he is a consultant to or member of the scientific advisory boards of Abbott, AstraZeneca, Bristol-Myers Squibb, Corcept, GlaxoSmithKline, Janssen, Eli Lilly, Novartis, Ortho-McNeil, Pharmacia, Pfizer, UCB Pharma, Shire, Solvay, and Wyeth. He is a principal or coinvestigator on research studies sponsored by Abbott, AstraZeneca, Bristol-Myers Squibb, GlaxoSmithKline, Elan, Eli Lilly, Merck, National Institute of Mental Health (NIMH), National Institute of Drug Abuse (NIDA), Organon, Pfizer, the Stanley Medical Research Institute (SMRI), and UCB Pharma. Dr. Keck reported that he does not discuss any investigational or unlabeled uses of commercial products in this activity.


Clinical Editors

Robert Kennedy

	Psychiatry Site Editor/Program Director, Medscape

Disclosure: Robert Kennedy has no significant financial interests or relationships to disclose.



 

	Registration for CME credit, the post test and the evaluation must be completed online.
To access the activity Post Test and Evaluation link, please go to:
http://www.medscape.com/viewprogram/2571_index


 
PAGE  
17

