Bipolar Phenomenology: Have We
Learned All We Can Learn?

What are the chances that a patient who presents with unipolar depression will
eventually convert to bipolar disorder? What clues, if any, are evident in a patient’s pre-
senting symptoms? In this issue of the Journal, Fiedorowicz and colleagues (1) study the
conversion rate of major depression to bipolar disorder and examine whether the pres-
ence of subthreshold hypomanic symptoms, either alone or in relation to other estab-
lished risk factors, help predict which patients might convert from unipolar depression
to bipolar disorder over the course of time.

Accurate diagnosis of bipolar disorder remains an all-too-common clinical challenge,
evenwhen usingstandardized diagnostic tools and measures. Survey studies of members
of the National Depressive and Manic Depressive Association, now called the Depres-
sion and Bipolar Support Alliance, have found that more than two-thirds of its members
had previously had their bipolar disorder misdiagnosed,
most frequently as major depression, followed by anxi-
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would have the potential to substantially reduce patient
suffering and mortality. The Fiedorowicz et al. study, an extension of work published 15
years ago as part of the National Institute of Mental Health’s Collaborative Depression
Study (4), is notable for prospectively following a large number of patients (N=550) for a
mean of 17.5 years. The authors found that in this time span, nearly one in five patients
originally diagnosed with major depression eventually converted to bipolar I disorder
(7.5%) or bipolar II disorder (12.2%), nearly twice the rate observed in their earlier study.
Consistent with previously established risk factors, those patients who converted were
more likely to be younger, have a lower age at illness onset, and have a greater severity
of illness (i.e., with psychosis).

The presence of subthreshold hypomanic symptoms proved more equivocal as a pre-
dictor of conversion. Despite baseline screening for five manic symptoms at any sever-
ity level (elevated or expansive mood, unusual energy, less need for sleep, increases in
goal-directed activity, and grandiosity), the majority of patients who ultimately con-
verted to bipolar disorder did not have any symptoms of hypomania at baseline. While
the presence of subthreshold hypomanic symptoms was associated with the subse-
quent onset of mania or hypomania, and while each symptom contributed additive
risk for eventual conversion, even three or more baseline manic symptoms yielded a
sensitivity of 16% for detecting patients who developed bipolar disorder. The positive
predictive value using three or more symptoms as a cutoff was only 42%, below what
many would consider clinically helpful as a screening measure.

Could treatment have affected the observed conversion rate? While the study was
prospective, it did not control for treatment, and patients undoubtedly received a
wide range of medications, including antidepressants. While those with a history of
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subthreshold hypomanic symptoms were not differentially prescribed antidepressants,
the role of antidepressants in possibly altering the outcome of bipolar illness remains
unclear and controversial. Acute placebo-controlled trials of antidepressants in bipo-
lar disorder have shown neither higher response rates nor higher switch rates than
placebo (5), although some longer-term studies have suggested a greater risk of cycle
acceleration (6) or mixed depressive states (7). The conversion rate in the Fiedorowicz
et al. study is generally in keeping with conversion rates reported in other prospective
cohort studies, though lower than rates observed in some child and adolescent popula-
tions (8).

Refined examinations of bipolar phenomenology appear to be reaching their limit
of clinical utility. Despite a plethora of phenomenological studies, the predictive
power of symptomatology appears frustratingly inadequate in discriminating, in a
more definitive manner, between unipolar and bipolar diatheses. Whether focused
on the qualitative distinctions between unipolar and bipolar depressive symptoms
or looking for the presence of subthreshold hypomanic symptoms as in the present
study, no symptoms, symptom clusters, or individual patient factors have enabled
us to accurately identify which patients are most likely to convert. Instead, bipolar
disorder continues to reveal itself as increasingly heterogeneous: beyond our cur-
rent DSM-1V classifications of manias, depressions, and mixed states, clinicians and
researchers observe mixed depressions, mixed hypomanias, cyclic irritability, spec-
trum illnesses, and highly recurrent major depressions. Other definitions of bipolar
phenomenology also appear increasingly arbitrary, as rapid cycling appears more as a
continuum of cycling rather than as a discrete cut point of four episodes or more per
year (9). And, while there is hope that biomarkers may one day aid in more accurate
diagnosis or prognosis, we have yet to find neurobiological markers pathognomonic
of the disease.

Given current limitations in diagnosis and prognosis, perhaps our focus should turn
to prevention of mood disorders. Current preventive studies are being explored in chil-
dren and adolescents who are at risk of developing mood disorders by virtue of having
prodromal forms of major affective illnesses or strong genetic loading. Garber and col-
leagues (10) recently reported results from a large randomized trial showing benefits
of cognitive-behavioral therapy as a preventive strategy for adolescents who are at ele-
vated risk of developing depression. Studies examining prevention of bipolar disorder
in high-risk youths are currently under way using a modified form of family-focused
therapy. Miklowitz and Chang (11) have hypothesized that reducing stress, conflict,
and affective arousal may promote symptom stabilization, enhance functioning, and
perhaps forestall the development of the illness. Early studies using pharmacological
interventions in children at risk for bipolar disorder have shown positive results in open
(12, 13) but not controlled trials (14). Whether psychosocial or pharmacological strate-
gies can ultimately delay, minimize, or even prevent full expression of mood disorders is
as yet unclear, but they offer promise in lowering the long-term morbidity and mortality
associated with these difficult disorders.

Such strategies might also be adapted for adults who appear to be at risk for conversion
yet whose symptoms are not yet severe enough to warrant a change in diagnosis. Cur-
rent therapies, such as cognitive-behavioral therapy, family-focused therapy, and inter-
personal social rhythm therapy have all been shown to promote treatment adherence,
reduce symptom severity, and prolong time to relapse in patients with full-threshold
bipolar disorder. Adapting core features of these treatments, such as educating patients
on the signs and symptoms of mood dysregulation, the importance of managing stress,
the protective effects of daytime routine, and well-regulated sleep-wake cycles, may
help patients better manage their symptoms and recognize early warning signs of affec-
tive change. Such strategies may alter the trajectory of affective illnesses or minimize
their severity, despite our current inability to definitively diagnose the core disorder.

Am | Psychiatry 168:1, January 2011 ajp.psychiatryonline.org 5



EDITORIAL

References

1. Fiedorowicz ]G, Endicott J, Leon AC, Solomon DA, Keller MB, Coryell WH: Subthreshold hypomanic symptoms
in progression from unipolar major depression to bipolar disorder. Am J Psychiatry 2011; 168:40-48
2. Hirschfeld RM, 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
3. Goldberg JF, Ernst CL: Features associated with the delayed initiation of mood stabilizers at illness onset in
bipolar disorder. J Clin Psychiatry 2002; 63:985-9911
4. Coryell W, Endicott J, Maser JD, Keller MB, Leon AC, Akiskal HS: Long-term stability of polarity distinctions in
the affective disorders. Am J Psychiatry 1995; 152:385-390
5. Sachs GS, Nierenberg AA, Calabrese JR, Marangell LB, Wisniewski SR, Gyulai L, Friedman ES, Bowden CL, Fos-
sey MD, Ostacher MJ, Ketter TA, Patel J, Hauser P, Rapport D, Martinez JM, Allen MH, Miklowitz DJ, Otto MW,
Dennehy EB, Thase ME: Effectiveness of adjunctive antidepressant treatment for bipolar depression. N Engl
J Med 2007; 356:1711-1722
6. Ghaemi SN, Hsu DJ, Soldani F, Goodwin FK: Antidepressants in bipolar disorder: the case for caution. Bipolar
Disord 2003; 5:421-433
7. Goldberg JF, Perlis RH, Bowden CL, Thase ME, Miklowitz DJ, Marangell LB, Calabrese JR, Nierenberg AA, Sachs
GS: Manic symptoms during depressive episodes in 1,380 patients with bipolar disorder: findings from the
STEP-BD. Am ] Psychiatry 2009; 166:173-181
8. Geller B, Zimerman B, Williams M, Bolhofner K, Craney JL: Bipolar disorder at prospective follow-up of adults
who had prepubertal major depressive disorder. Am ] Psychiatry 2001; 158:125-127
9. Schneck CD, Miklowitz DJ, Miyahara S, Araga M, Wisniewski S, Gyulai L, Allen MH, Thase ME, Sachs GS:
The prospective course of rapid-cycling bipolar disorder: findings from the STEP-BD. Am | Psychiatry 2008;
165:370-377
10. Garber J, Clarke GN, Weersing VR, Beardslee WR, Brent DA, Gladstone TR, DeBar LL, Lynch FL, D’Angelo E, Hol-
lon SD, Shamseddeen W, lyengar S: Prevention of depression in at-risk adolescents: a randomized controlled
trial. JAMA 2009; 301:2215-2224
11. Miklowitz DJ, Chang KD: Prevention of bipolar disorder in at-risk children: theoretical assumptions and em-
pirical foundations. Dev Psychopathol 2008; 20:881-897
12. Chang KD, Dienes K, Blasey C, Adleman N, Ketter T, Steiner H: Divalproex monotherapy in the treatment of
bipolar offspring with mood and behavioral disorders and at least mild affective symptomes. ] Clin Psychiatry
2003; 64:936-942
13. DelBello MP, Adler CM, Whitsel RM, Stanford KE, Strakowski SM: A 12-week single-blind trial of quetiapine
for the treatment of mood symptoms in adolescents at high risk for developing bipolar I disorder. ] Clin
Psychiatry 2007; 68:789-795
14. Findling RL, Frazier TW, Youngstrom EA, McNamara NK, Stansbrey R], Gracious BL, Reed MD, Demeter CA,
Calabrese JR: Double-blind, placebo-controlled trial of divalproex monotherapy in the treatment of symp-
tomatic youth at high risk for developing bipolar disorder. J Clin Psychiatry 2007; 68:781-788

CHRISTOPHER SCHNECK, M.D.

Address correspondence and reprint requests to Dr. Schneck, University of Colorado Denver Depression Cen-
ter, Mail Stop F546, 13001 East 17th Place, Aurora, CO 80045; christopher.schneck@ucdenver.edu (e-mail).
Editorial accepted for publication October 2010 (doi: 10.1176/appi.ajp.2010.101071482).

Dr. Schneck reports no financial relationships with commercial interests.

6 ajp.psychiatryonline.org Am | Psychiatry 168:1, January 2011




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.3
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize false
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile (None)
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly true
  /PDFXNoTrimBoxError false
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier (CGATS TR 001)
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /ENU ([Based on 'Jon'] [Based on '[PDF/X-1a:2001]'] Use these settings to create Adobe PDF documents that are to be checked or must conform to PDF/X-1a:2001, an ISO standard for graphic content exchange.  For more information on creating PDF/X-1a compliant PDF documents, please refer to the Acrobat User Guide.  Created PDF documents can be opened with Acrobat and Adobe Reader 4.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        0
        0
        0
        0
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /HighResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 14.173230
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


