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Background: A number of recent longitudinal out-
come studies have found substantial long-term morbid-
ity in patients with bipolar disorder. The detailed course
and pattern of illness emerging despite comprehensive
treatment with mood stabilizers and adjunctive agents
have previously not been well delineated.

Method: 258 consecutive outpatients admitted from
1996 to 1999 to the Stanley Foundation Bipolar Net-
work who had afull year of prospective daily clinician
ratings on the National Institute of Mental Health-Life
Chart Method were included in the analysis. Patients
were diagnosed by the Structured Clinical Interview for
DSM-1V, with the majority (76%) having bipolar | dis-
order. They completed a questionnaire on demographics
and prior illness course, and variables associated with
outcome were examined in a hierarchical multinomial
logistic regression analysis. Patients were treated natu-
ralistically with amean of 4.1 psychotropic medications
during the year.

Results: Despite comprehensive pharmacol ogic
treatment, mean time depressed (33.2% of the year) was
3-fold higher than time manic (10.8%); 62.8% of pa-
tients had 4 or more mood episodes per year. Two thirds
of the patients were substantially impacted by their ill-
ness; 26.4% were ill for more than three fourths of the
year, and 40.7% were intermittently ill with major affec-
tive episodes. After logistic regression analysis, those
who wereill most of the year, compared with the largely
well group, had a significantly greater family history of
substance abuse, 10 or more depressive episodes, and
limited occupational functioning prior to Network entry.

Conclusion: A majority of outpatients with bipolar
illness, even with intense monitoring and treatment in
specialty clinics, have a considerable degree of residual
illness-related morbidity, including a 3-fold greater
amount of time spent depressed versus time spent
manic. A personal or family history of substance abuse,
10 or more prior depressions, and limited occupational
functioning predicted the poorest outcomes. Additional
interventions, particularly those targeted at treating de-
pressive phases of bipolar illness, are greatly needed.
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A number of studies have described the limited re-
sponseto lithium and avariety of other therapeutic
agents in patients with bipolar disorder.® Cross-sectional
ratings performed in some of these studies have revealed
the severity of persisting mood symptoms, but few sys-
tematic studies have used validated longitudinal rating
instruments to document the precise course of illness in
individual s with bipolar disorder.**

Kraepelin,™ in a large sample of untreated patients,
carefully depicted the pattern and fluctuations of manic
and depressive symptoms and described the illness’ over-
al pleomorphic and highly variable course among and
within subjects. However, within this variability, he ob-
served a general tendency for more frequent recurrences,
cycle acceleration, and autonomy from psychosocial pre-
cipitants. Using the National Institute of Mental Health
(NIMH)-Life Chart Method (LCM), we have modified
Kraepelin’s method to include the provisionsfor daily rat-
ings of mania and depression at 4 levels of severity, as
well as noting medications and psychosocial events.*>*3
This prospective longitudinal methodology has been vali-
dated against more widely used cross-sectional mea-
sures**® and is the core instrument for providing mood
ratings of patientsin the Stanley Foundation Bipolar Net-
work (SFBN, or Network).'®*’
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The major aims of the current study were to determine
the detailed pattern and severity of illness in the first 258
outpatients in the Network who had 1 year of continuous
prospective ratings. Furthermore, we intended to define
the proportions of patients who remained (1) severely
and amost continuously ill (75%-100% of the time),
(2) intermittently ill (less than 75% of the time), or (3)
only mildly or briefly ill over the course of the year, in-
cluding those who were essentially well. These patients
were treated with accepted mood stabilizers (lithium, car-
bamazepine, and valproate) and a variety of adjunctive
agentsincluding novel approachesto clinical therapeutics.
Therefore, this study represents the most detailed continu-
ous assessment of the naturalistic course of illness in a
large population of treated outpatients with bipolar illness.
Note: Following the acceptance of this article, the study of
Judd et al.® was published and reported many findings
convergent with the current study.

METHOD

Patients provided written informed consent to be en-
rolled, assessed, and treated in the Network, as previously
described.’®*” Patients were recruited from 1996 to 1999
from the local community at each Network site (Los An-
geles VA Hospital and University of Californiaat LosAn-
geles Ambulatory Clinical Research Center, Los Angeles,
Cadlif.; University of Texas Southwestern Medical Center,
Dallas, Tex.; University of Cincinnati Medical Center af-
filiated hospitals and clinics, Cincinnati, Ohio; University
Medical Center and Altrecht Institute for Mental Health
Care, Utrecht, the Netherlands; and the NIMH outpatient
clinic for patients with bipolar disorder in Bethesda, Md.)
with few restrictions or exclusions for comorbid illness.
Patients were required to participate in regular and inten-
sive assessments and in naturalistic treatment of their ill-
ness. They were asked to consider participation in treat-
ment protocols and randomized controlled clinical trials
as their emerging symptoms might warrant.**’

All 258 patients met DSM-1V criteria for bipolar dis-
order based on a formal Structured Clinical Interview
for DSM-IV (SCID)," including 196 bipolar | patients
(76.0%), 53 bipolar Il patients (20.5%), and 9 patients
with bipolar disorder not otherwise specified (NOS) or
schizoaffective disorder, bipolar type (3.5%) (Table 1).
They could enter the Network in any mood phase or state,
depressed, manic, cycling, or euthymic. They were not ex-
cluded on the basis of comorbid illness, with 2 exceptions:
(1) major medical conditions that would preclude partici-
pation in clinical trials or (2) current substance abuse that
would require separate or adjunctive treatment in another
facility.

The present sample of 258 patients overlaps with that
of the Network described by Suppes et a.,*> McElroy et
al.,® and Kupka et al.,** although it represents a slightly
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different population based on the requirement of at least
1 year of continuous LCM measurements. These were the
first consecutive patients to have complete prospective
rating data for 1 year. Patients who dropped out of the
Network prior to 1 year were not included, and the 258
patients thus represent the completer rather than the
intent-to-treat sample. Patients completed a questionnaire
on demographics and prior illness course variables.#%

As previously described in detail,***3 clinicians rated
patients on the prospective LCM, characterizing each
day for its severity of manic or depressive symptom-
atology based on the degree of mood-related functional
impairment in patients' usual social, educational, or occu-
pational roles. Symptom severity was characterized as
(2) none (not symptomatic, i.e., euthymic), (2) mild (little
or no functional impairment), (3) low moderate (requiring
some extra effort to maintain usual activities with some
degree of dysfunction), (4) high moderate (exerting much
extraeffort and barely getting by), or (5) severe (unableto
perform or essentially incapacitated).

Clinicians interviewed patients approximately every 2
to 4 weeks and, whenever possible, also used the patient’s
daily self-rated prospective LCM** to facilitate recall of
the details of mood fluctuations and the associated degree
of incapacitation. All ratersin the Network participated in
detailed training on the LCM and showed good reliability
(single-measure intraclass correlation coefficient = 0.82)
based on ratings of taped interviews and ratings of stan-
dardized prototypes or real mood charts.™

LCM ratings have been validated.*** Briefly, LCM
mania ratings correlated highly (r=0.656, p<.001)
with the Young Mania Rating Scale; LCM depression rat-
ings correlated highly with the 17-item Hamilton Rating
Scale for Depression (r = 0.86, p < .001) and the 30-item
Inventory of Depressive Symptomatol ogy-clinician rated
(r=-0.785, p<.001); and overall LCM severity ratings
correlated highly with the Global Assessment of Func-
tioning scale (r = —-0.732, p < .001).

LCM ratings of mild depression (i.e., without func-
tional incapacity) in the absence of ratings of moderate
depression within the same episode were not counted as
an episode. In contrast, LCM ratings of only mild mania
were counted as a hypomanic episode if symptoms lasted
at least 4 days because of the higher threshold for many
bipolar patients to report any hypomanic symptoms.
Mean severity ratings of depression and mania were cal-
culated from the LCM over the 365 days.

Episodes of mania and depression were counted in
2 ways by a computer program. The first uses DSM-1V
criteria® and requires 2 weeks' duration for a depressive
episode and 4 days for a manic episode. The second does
not set an arbitrary durational criterion, but conserva-
tively attaches days of intermittent symptomatology to the
previous episode by the “leapfrog” rule”®—that is, an epi-
sode endswith (1) achangein mood polarity (i.e., aswing

J Clin Psychiatry 64:6, June 2003
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Table 1. Demographics of 258 Bipolar Patients With 1-Year Prospective Life Chart Method Ratings in

the Stanley Foundation Bipolar Network®

Bipolar
Bipolar | Bipolar |1 NOS and SA Total
Variable (N =196; 76.0%) (N =53;20.5%) (N=9;35%) (N =258; 100%)
Age at entry, mean = SD, y 424+ 11.2 46.4 + 12.2 435+ 7.8 432+11.4
Gender, %
Male 44.9 434 55.6 45.0
Female 55.1 56.6 444 55.0
Ethnic group, %
White 91.5 95.7 100 92.7
Nonwhite 8.5 4.3 7.3
Marital status, % married or cohabitating 56.6* 36.2* 66.7 53.1
Income level < $20,000, % 41.5* 17.0%** 333 36.5
Education level, %
< High school graduate 0.7 74 1.7
High school graduate 41.3 25.9 42.9 39.0
College graduate 58.0 66.7 57.1 59.3
Self-report of limited occupational 42.0 34.0 444 40.6
functioning, %
Family history positive for:
Depression, % 64.4 66.0 100.0 65.8
Bipolar disorder, % 571 53.2 875 57.4
Age, mean = SD, y
Onset of symptoms 20.1+9.9 238+ 127 20.3+11.8 20.8 + 10.6
First medication 29.2+10.0 352+ 11.2 31.6+13.0 30.5+10.6
First hospitalization 29.9+ 10.2 374+ 117 291+ 115 30.7 + 10.6
History of drug or acohol abuse, % 41.8* 255 222 38.0
History of alcohol abuse, % 29.1 21.3 26.5
History of 1 or more suicide attempts, % 28.3 255 444 28.4
Episodes, %
4 or more manic 82.8 74.5 87.5 81.3
4 or more depressed 74.1%* 93.6%** 77.8 78.0
Hospitalized, %
4 or more times for mania 26.1%** 222 20.9
4 or more times for depression 13.6 6.4 55.6*** 13.8
History of any cycling, % 50.0 54.0 44.4 50.6
(rapid, ultra, or ultradian)
History of ultra-rapid cycling 25.0 21.3 333 24.6
History of ultradian cycling 20.3 16.7 222 19.7
Al vgl ues represent percentage of patients except where stated otherwise.
*p<.05.
o p<.0L
**¥p < .001.

Abbreviations: NOS = not otherwise specified, SA = schizoaffective disorder, bipolar type, ... = none.

from maniato depression or the converse), (2) 2 weeks of
euthymia, or (3) a well interval between 2 successive
manic or 2 successive depressive periods that was at least
1 day greater than the longest duration of the adjacent epi-
sode. For example, if a patient had 8 consecutive days of
moderate-to-severe mania, any residual or intermittent
days of mania ratings immediately thereafter would be
associated with that prior episode if the following well
interval was 8 days or less. The same rule would apply to
several days of intermittent mania ratings immediately
preceding a full-blown episode. In this fashion, the total
number of episodes would not be artificially inflated by
premonitory or residual symptoms of agiven mood phase,
while, at the same time, distinct periods of a pathologic
mood state would be counted even if they were not
followed by an arbitrarily set period of, for example, 2
months well. Episode data based on the “leapfrog” rule
are presented in this article.

J Clin Psychiatry 64:6, June 2003

Rapid cycling was defined as the traditional 4 epi-
sodes/year,* whereas ultra-rapid cycling was defined as 4
episodes/month.*® Periods of ultradian cycling® consisted
of sudden fluctuations in mood occurring rapidly within
the course of a 24-hour period, as distinct from normal
diurna variations in mood. The number of days during
which these occurred and the number per day were re-
corded. These fluctuations within aday were not included
in the total episode count, however. Thus, dramatic mood
fluctuations and dysphoric mania, which are often sub-
sumed under “mixed states,” could be differentiated. A
check-box was provided for indicating if a mania was
dysphoric as opposed to euphoric.

Each patient’s LCM for the entire year was printed out
and sorted for itsoverall pattern of illnessinto 1 of 12 cat-
egories, ranging from chronicaly ill for more than three
fourths of the year to virtually well for the entire period.
These included 3 groups:
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Table 2. Intensive Drug Treatment During 1 Year of
Prospective Follow-Up of 258 Outpatients With Bipolar
Disorder®

Treatment N % Mean Days Taken
Mood stabilizers 250 97 261.7
Lithium 165 64 299.5
Valproate 135 52 264.6
Carbamazepine 68 26 278.7
Gabapentin 43 17 196.9
Lamotrigine 28 11 174.4
Topiramate® 29 1 168.3
Antidepressants 136 53 164.4
Venlafaxine 34 13 113.9
Bupropion 45 17 202.2
Sertraline 30 12 186.9
Fluoxetine 26 10 177.9
AD1 blind medication® 22 9
Paroxetine 19 7 153.3
Tranylcypromine 11 4 139.7
Nefazodone 6 2 134.5
Moclobemide 5 2 172.0
Fluvoxamine 4 2 67.8
Phenelzine 1 0.4 304.0
Neuroleptics 85 33 148.8
Atypical 54 21 165.9
Olanzapine 31 12 139.2
Risperidone 13 5 163.5
Clozapine 12 5 306.3
Quetiapine 9 4 62.5
Typica 43 17 126.9
Thioridazine 13 5 74.8
Perphenazine 10 4 179.1
Thiothixene 6 2 212.7
Haloperidol 6 2 47.5
Chlorpromazine 5 2 40.4
Trifluoperazine 4 2 173.8
Fluphenazine 2 0.8 365.0
Pimozide 1 0.4 74.0
Molindone 1 0.4 188.0
Prochlorperazine 1 0.4 4.0
Benzodiazepines 126 49 101.5
Clonazepam 49 19 113.2
Temazepam 34 13 89.6
Lorazepam 33 13 85
Oxazepam 26 10 108.7
Alprazolam 15 6 123.3
Diazepam 5 2 80.4
Clorazepate 1 0.4 184.0
Thyroid 268.3
Levothyroxine 67 26 279
Liothyronine 16 6 207.9

&M ean number of psychiatric medications per patient was 4.1.

bGabapentin and topiramate are no longer classified as mood
stabilizers.

“This medication would be bupropion, sertraline, or venlafaxine.

Abbreviation: AD = antidepressant.

Group I: Il for 75% to 100% of the year. This group
included 4 categories: (A) thoseill almost the whole year
with marked rapid and ultradian cycling, (B) those with a
predominance of recurrent depressions, (C) those with a
predominance of recurrent manias, and (D) those with
persistent chronic depression with little cycling.

Group I1: Intermittent illness occupying less than
75% of theyear. The 4 categoriesin this group were those
with (E) intermittent isolated depressions predominating,
with full-blown manias; (F) intermittent isolated depres-
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sions predominating, with hypomanias; (G) intermittent
isolated depressions predominating, with no manias; or
(H) a predominance of manias or hypomanias.

Group I11: Not markedly impaired by illness. The 4
categoriesin this group included those (1) initially having
1 or more manic or depressive episodes of at least moder-
ate severity, but resolving so that the last two thirds of the
year was essentially free of illness; (J) with only isolated
periods of mild hypomania; (K) with only isolated periods
of mild depression; or (L) virtualy well the entire year.

All assignments of these LCM patterns were com-
pleted independently by 2 separate raters. In the few
instances where there were discrepancies, they were re-
solved by consensus of the 2 investigators. To demon-
strate the internal validity of the groupings (1, I1, I11) and
the relative contribution of a patient’s mean depression
severity, manic severity, and number of episodes to the
clinical categories, these variables derived from the LCM
were treated as predictors of the groups of illness patterns
in amultinomial logistic regression.

Patients were treated in a naturalistic study according
to the prevailing academic standards in the community,
except in 22 instances when patients were entered into a
comparative double-blind trial of 3 second-generation an-
tidepressants.”® However, because this trial was designed
to mirror clinical practice based on the physician’'s assess-
ment of the need to treat breakthrough depressive symp-
toms, the entire data set can be considered to be based on
naturalistic treatment.

These patterns of mood fluctuations were examined in-
dependently of medication status. The types and numbers
of medicationsarelisted in Table 2 and included at least 1
mood stabilizer in 97% of patients. The mean + SD num-
ber of psychotropic medications per patient was 4.1 = 2.1
and included alarge variety of agentsin each medication
class. The mean duration of treatment with each drug dur-
ing the year isalso listed in Table 2.

Chi-sguare and group t tests were applied to demo-
graphic and illness variables as appropriate. Those
variables from the patient questionnaire'®* that were
significantly intercorrelated with clinical outcome in a
univariate analysis (W.A.N., D.A.L., L.LL.A,, et d., un-
published manuscript) were entered into a hierarchical
multinomial logistic regression anaysis. In addition,
mood state in the first prospective week (manic, de-
pressed, cycling, or euthymic) was noted and entered into
the last sequence of the hierarchical analysis.

RESULTS

Patients were euthymic a mean 52.6% of the year and
experienced symptoms almost half (47.4%) of the year,
with manic symptoms 10.8% of the time, depressed
symptoms 33.2% of the time, and ultradian cycling 3.4%
of the time. Ratings with moderate or severe depression

J Clin Psychiatry 64:6, June 2003
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w/full-blown mania
F Episodic, major depression

4.2

15+43 128.9 = 58.3 51

16+23 255+229 69.7+421 57.4x39.7

239+219

49 (19.0)

w/hypomania
G Episodic, major depression

25

0.4

51+87 1442 + 73.3

68.0 + 49.3

0.8+142 71.1+537

0.8+14

15 (5.8)

w/no mania
H Episodic, hypomania/mania

Subtotal
Predominantly well

1.2
3.8

45.4 + 38.3 4.8
33+9.2 119.8 + 63.1 4.8

155+ 19.0
54.7 £ 41.3

36.9+39.6 617=x424

6.8+ 125 104.2+445 29.9+329

11+52

237+235 121+245

459+ 253 51.5+420

15 (5.8)
105 (40.7)

47
121.0+ 945

04+19
0.1+0.9

2+20.0
45
0.7

7+127

58.2 + 68.9

21
6
4
0
6

3+26.2

0+47.9

39.6+50.8 59.8+50.4

12
78
7
1
16

—

I I first /5, well last %3 of the year

J Mild hypomaniaonly
K Mild depression only

L Virtually well

Subtotal
Total

34

4.9

3.0+95

0.7+3.9

274+369 114+223

258 (100)

3.1% 0.2% 10.8% 16.4% 15.9% 0.8% 33.2%

7.5%

Percentage of year
Symbol: ...

none.

Morbidity in Bipolar Outpatients Followed for 1 Year

(i.e.,, associated with dysfunction) occupied
16.7% (61.2 days) of the year (Table 3). The rat-
ing with mild depressive symptoms occupied
a mean of 59.8 days/year or amost another
2 months in addition to the 2 months of more
severe depression.

Figure 1 represents the frequency distribution
of patients with a given number of episodes in
the prospective year classified by the leapfrog
method. For all manic and depressive episodes
combined, only 8.9% of the patients had no epi-
sodes, 28.3% had 1 to 3 episodes, 32.2% had 4
to 8 episodes, and 30.6% of the population had
more than 8 episodes in the year. The number of
manic and depressive episodes was highly corre-
lated within individuals (r=0.73; N =258;
p <.001).

Patient reports of a past history of rapid and
ultradian cycling were generally prospectively
validated (Table 4). For example, of the patients
who reported a prior history of rapid cycling,
79.3% of these showed rapid cycling in the ob-
served prospective year, compared with 44.9%
in those without a prior history. Similarly, of
those patients who reported a prior history of
ultradian cycling, 82.6% showed this pattern in
the prospective year compared with 23.9% in
those without a prior history. Surprisingly, those
with bipolar | versus bipolar Il diagnostic sub-
type showed no difference in the mean percent-
age of days with mania, depression, ultradian
cycling, or euthymia. A greater percentage of
females (61.3%) had at least 30 days of moder-
ate or more severe depression, compared with
47.4% of males.

Asillustrated in Table 3, two thirds of the pa-
tients (Groups | and I1) were moderately to se-
verely affected by their illnessin the prospective
year. In Group |, 26.4% wereill more than three
fourths of the year, and these included (A) 6.6%
who were essentially ill the entire year with
prominent components of ultra-rapid and ultra-
dian cycling, (B) 9.3% who showed a pattern
of predominant depressive episodes, (C) 3.9%
who had a relative predominance of manic epi-
sodes, and (D) 6.6% who had long periods of
chronic and persistent depression with very little
cycling.

Group Il consisted of 40.7% of patients who
showed more intermittent patterns of illness,
with 3 types of depressive patterns and 1 manic
pattern. Of those with intermittent depressions,
(E) 10.1% were associated with intervening full
manias, (F) 19.0% were associated with inter-
vening hypomanias, and (G) 5.8% were associ-
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Figure 1. Frequency Distribution of the Number of Manic and Depressive Episodes Observed in 1 Year in

258 Outpatients Treated for Bipolar Disorder

No. of Patients

—— Depression
=== Mania

L i D R

No. of Episodes

Table 4. Retrospective Self-Reports of Rapid and Ultradian Cycling Are Prospectively Validated

and Are Negative Prognosticators

Rapid Cycling in Ultradian Cycling in Percent Percent

Prospective Year Prospective Year Time Time
Patient Characteristic N N (%) N (%) Depressed Manic
All patients 258 162 (62.8) 91(35.3) 33.2 10.8
Male 116 67 (57.8) 33 (28.4)* 31.2 111
Female 142 95 (66.9) 58 (40.8) 34.7 10.6
Bipolar | 196 125 (63.8) 72(36.7) 32.8 11.8
Bipolar I 53 32(60.4) 16 (30.2) 335 7.6
Bipolar NOS 4 3(75.0) 3(75.0) 58.4 6.1
Schizoaffective 5 2(40.0) 0(0.0) 22.6 12.7
History of rapid cycling? 121 96 (79.3)*** 60 (49.6)*** 36.3* 125
No history of cycling 118 53 (44.9) 25(21.2) 29.1 9.0
History of ultradian cycling 46 42 (91.3)** 38 (82.6)*** 41.0%* 13.8
No history of ultradian cycling 188 104 (55.3) 45 (23.9) 30.2 10.2

#From retrospective patients questionnaire.
*p=<.05.

**p < .01

***p < .001.

Abbreviation: NOS = not otherwise specified.

ated with no manias (i.e., only depressions); 5.8% of pa
tients showed a pattern of (H) predominantly intermittent
manias or hypomanias and fewer or no depressions.

Only 32.9% of the patients (Group I11) could be char-
acterized as being relatively well over most of the pro-
spective year. Of these, (1) 7.0% of the patients had
moderate-to-severe episodes of maniaor depression at the
beginning of the year, followed by relative euthymia
for the last two thirds of the year; (J) 4.6% displayed iso-
lated periods of hypomania, rarely exceeding mild sever-
ity; (K) 10.1% showed isolated periods of depression,
rarely exceeding mild severity; and (L) only 11.2% were
essentially well for the entire year with only very rare pe-
riods (several days) of any symptoms. A representative
patient’s entire 1-year LCM illustrating the pattern typical
of each of the above 12 categoriesispresented in Figure 2.

Differential use of antidepressants and other medica-
tions did not appear related to these morbidity outcomes.
For example, in Group |, 72.4% of patients were on anti-
depressants for a mean of 6.4 months; Group Il included
51.5% of patients on antidepressants for a mean of 8.5
months; and in Group 11, 45.2% of patients were given
antidepressants for amean of 7.6 months.
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Consistent with Figure 2, the multinomial logistic re-
gression analysis indicated that greater mean severity of
depression on the LCM would tend to place one in the
mostly ill Group | (odds ratio [OR] = 34.4) or in the epi-
sodic Group Il (OR = 10.6) compared with the largely
well Group Il1. Similarly, the mean severity of mania on
the LCM yielded an OR of 31.4 for Group | versus Group
Il and an OR of 7.9 for Group Il versus Group IlI. An
individual’s total number of episodes was significantly
but only weakly related to these global categorizations of
outcome (OR = 1.27 for Group | versuslll; OR = 1.21 for
Group Il versus|11).

The hierarchical multinomial logistic regression (Table
5) showed that the most severely ill patients (Group I)
were differentiated from those who were relatively well
(Group I11) by a positive family history of drug abuse
in first-degree relatives, 10 or more prior depressive
episodes, and a history of limited occupational function-
ing prior to Network entry. It should be noted that the ini-
tial significant relationship of family history of drug
abuse was ultimately subsumed by the other historical
and illness variables (in models 2—4) that were subse-
quently entered. Mood state in the first week (particularly
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Figure 2. Patterns of Illness Among 258 SFBN Patients Treated Prospectively and Rated Daily for 1 Year*

Group I: > 3/4 Year Il (26.4%)

A Plus ultradian

B Depression
predominates

c Ll in Mania
] predominates

D Chronic
depression

Group II: Episodically Il (40.7%)

E Depression +
full-blown mania

E Depression +

lr I ‘ hypomania
G Depression +
- - r I ! ' I m m no mania

' 1 . =
' || predominates

Group III: Minimally Impaired (32.9%)

11l first 1/3 year,

] well final 2/3
J Hypomanias only
—-H“'—p'—"—"-'—"'“' ' 8
K Mild
1 BN depressions only
L Virtually well
|| | |

1-Year Representative Prospective Life Chart

8 ach line represents amodal patient rated for 1 year. Line = baseline (euthymia); above = mania; below = depression. Severity of each phaseis
rated mild, low and high moderate, and severe according to distance from baseline.
Abbreviation: SFBN = Stanley Foundation Bipolar Network.
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Table 5. Predictors of Outcome Categories From Hierarchical Multinomial Logistic Regression

Hierarchical Entries Variables Entered

Well (Group I11) vs Sick (Group 1)

Well (Group I11) vs
Episodic (Group 1)

1 2 3 4 1 2 3 4

1 Familial
2 Early stressors

Family history of drug abuse

Physical abuse as a child
Verbal abuse as achild

Age at onset of mania
Comorbid substance abuse

3 Onset and comorbidity

4 Retrospective illness course Prior cycling
10 or more prior manic episodes
10 or more prior depressed episodes

Limited occupational functioning
Mood state at network entry Manic

Depressed

Cycling

3.19* 2.61 2.18 245 1.84 1.48 1.29 1.49

1.86 171 1.01 212 214 141
1.78 1.62 1.45 1.62 1.50 1.16
0.98 0.99 1.00 1.02
1.93 2.48 241%  2.97*
151 1.99
1.50 1.52
3.13* 2.38*
1.59* 1.47*
4.51* 1.04
16.39* 2.86
4.50* 1.85

aNumbers 1 through 4 represent sequential steps in the regression analysis entering the variables numbered in the left column. Cox and Snell
Pseudo-r? for steps 1-4 of well (Group I11) vs. sick (Group 1) were 0.03, 0.06, 0.10, and 0.36, respectively; likewise, the % correctly classified for
steps 1-4 in the same group comparison was 42.9, 43.3, 46.7, and 60.8, respectively.

*Significant odds ratio values; p < .05.

depression) placed patients in Group | (versus Group I11)
but did not discriminate for the intermittent (Group II)
versus largely well (Group I11) categorization.

Only prior depressed episodes and limited occupational
functioning differentiated Group |1 from Group I11. A posi-
tive family history of drug abuse was not significant for
Group |1, but a persona history of comorbid substance
abuse did contribute significantly.

DISCUSSION

Two hundred fifty-eight outpatients with bipolar disor-
der treated naturalistically were followed for 1 year using
clinician-rated prospective daily LCM assessments so that
the precise course and patterns of residual or treatment-
resistant illness could be elucidated. Despite treatment
with arange of routine and novel agents, two thirds of the
patients (N = 173) had clinically substantial manic or de-
pressive symptoms during the year (Groups | and I1). In
the entire 258-patient cohort, patients were functionally
impaired (greater than mild severity on the daily LCM) a
mean of almost 2.5 months/year (only 12.1 days of moder-
ate or greater mania, but 61.2 days of moderate or greater
depression).

The majority of patients (62.8%) had 4 or more epi-
sodes/year, and 30.6% had more than 8 episodes/year. In
addition, 91 patients (35%) had ultradian cycling, which
was displayed for amean of 12.5 days (range, 1-335 days).
As might be expected, those with a self-reported history of
rapid and/or ultradian cycling on entry into the Network
also experienced a greater percentage of prospectively
observed and clinician-rated rapid cycling and ultradian
cycling, respectively. These relationships provide some
internal validation of the patient questionnaire reports of
the experience of these cycle frequencies in the past.
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Of the 258 patients, 26.4% of the patients (Group 1)
were extremely ill for amost the entire year. Approxi-
mately 40.7% of the patients (Group I1) showed patterns
of intermittent major depressive (34.9%) or manic (5.8%)
episodes. The remaining one third of the patients (Group
I11) were relatively well for most of the year, although
only 11.2% were virtualy illness-free, as illustrated in
Figure 2. The highly significant ORs for the mean sever-
ity of depression (OR = 34.4) and mean severity of mania
(OR =31.4) in the likely categorization of the most ill
(Group 1) versus most well (Group I11) outcomes show
their greater contribution than the total number of epi-
sodes, demonstrating the internal consistency of the clini-
cal global categorization used. Using just 3 LCM vari-
ables (manic and depressive severity and frequency of
episodes) would correctly classify 79% of the patients to
1 of the 3 groups.

Clinical variables that significantly differentiated
those with the poorest outcome (Group I) from those with
the best outcome (Group I11) were a positive family his-
tory of drug abuse, 10 or more prior depressive episodes,
limited occupational functioning prior to Network entry,
and mood state at entry in any state. Only prior depressive
episodes and limited occupational functioning discrimi-
nated those who showed intermittent illness patterns
(Group I1) from the largely well (Group I11), with an addi-
tional contribution of a personal history of comorbid sub-
stance abuse. Average severity of depression and mania
on the LCM were most closely associated with the clini-
cal global categorizations reported here, whereas the
number of episodes was a weak contributor when the
other variables were accounted for. However, it should
be emphasized that the ultradian fluctuations prominent in
Group |, categories A, B, and C, were not included in the
episode count. Taken together, these data are consistent
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with the view that emergent depression is a greater prob-
lemin this cohort than mania and lend credence to the glo-
bal clinical characterizations we used, because there were
meaningful differencesin severity of LCM depression and
mania ratings by category (Table 3). To some extent, pre-
sentation in a manic, depressed, or cycling state during
the first week of prospective follow-up would increase
the likelihood that the patient would be in the most ill
(Group I) compared with the most well (Group I11) group.

A number of caveats are necessary to the interpretation
of these data. Although the patients were almost exclu-
sively recruited from the community and not from an
inpatient population, this group is not representative of
a nonselective epidemiologically derived population with
bipolar illness. Itisalso likely that this cohort hasincluded
a greater percentage of outpatients with treatment resis-
tance than in genera clinical practice, thus attracting pa-
tients to treatment centers with a record of excellence
in the study and treatment of bipolar illness. Conversely,
selectivity toward less ill, more highly motivated patients
may have occurred on the basis of patients’ initial willing-
ness to invest a considerable amount of time in the de-
tailed documentation and rating of their illness. Moreover,
this study included only those individuals committed
enough to remain in the Network for aminimum of 1 year.
Finally, the preponderance of bipolar | compared with
bipolar Il patients probably also reflects some non-
representativeness of the cohort, given the new estimates
of a large percentage of unipolar patients that may have
bipolar |1 disorder on closer inspection.?’

On the other hand, this population is probably represen-
tative of many clinical populations at tertiary care centers.
As noted in the introduction, recent reports on long-term
follow-up from a variety of centers have also indicated a
substantial degree of residual illness despite the use of a
wide range of potential therapeutic agents.*® In addition,
patients in the Network were not a population solely cho-
sen for either a recent episode® or treatment resistance®
requiring hospitalization. Of these outpatients, 23.3% of
the patients had never had a prior hospitalization.

Another cavest relates to the use of the clinician-rated
LCM as the longitudinal rating instrument in this study,
although the LCM has been validated against a variety of
cross-sectional measures.™*® LCM euthymia, which is
defined as the lack of ratings of either mild mania or de-
pression, does not necessarily imply complete recovery
and ability to work or work up to an individua’s full
potential. For example, a number of reports raise the
distinction between syndromal as opposed to functional
recovery.**

Although we have used the “leapfrog” episode criteria
derived from a practical clinical approach to severity and
duration of symptoms,? it is clear that neither these nor
the DSM-1V criteriafor an episode accurately describe the
pleomorphic presentations of bipolar disorder and the con-
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tinua of both severity and duration possible for any given
episode within or between individuals (Figure 2). Asin
unipolar depression,* subsyndromal and episodic presen-
tations do not appear to represent separate conditions, but
are related parts of a clinical continuum. On the other
hand, however, the definition of a sufficient euthymic pe-
riod to end an episode is, in part, a function of the cycle
frequency. Perhapsthe detailed daily illnesstemplate pro-
vided here will lead to a reevaluation of the episode and
recovery criteria for bipolar disorder that have been de-
rived from a confusing legacy® and based largely on cri-
teria for unipolar depression®® toward those based on
more naturally and empirically based divisions. In addi-
tion, given this detailed depiction, one can more precisely
examine how incompletely treated subsyndromal or dys-
thymic symptoms and more periodic breakthrough minor
episodes® or “flurries’®® may herald the onset of more
severe exacerbations and rel apses.

Although there are a number of caveats about the in-
terpretation of the current data and the clinical population
from which they are derived, the findings are, nonethe-
less, highly convergent with those of anumber of recently
reported clinical outcomes from a variety of other aca-
demic centers as reviewed by Goldberg et al.* These data
suggest that, despite wide use of arange of well-accepted
mood stabilizers (such as lithium, valproate, and carba-
mazepine), clinical exploration of promising new agents
(such aslamotrigine® and topiramate™) in small numbers
of subjects, and substantial use of adjunctive antipsy-
chotics, antidepressants, and benzodiazepines, some two
thirds of these outpatients remain intermittently (Group
I) to continuously (Group 1) affected by treatment-
nonresponsive aspects of their illness. A subsequent re-
port on this same cohort will explore demographic and
clinical correlates of outcomes based on ratings on the
LCM or manic and depressive severity and numbers of
episodes rather than the global clinical characterization
used here (W.A.N., D.A.L., L.L.A., et a., manuscript in
preparation).

The emerging consensus view of the considerable
morbidity remaining in alarge percentage of intensively
followed and treated bipolar outpatients in academic cen-
ters contrasts with the relative lack of studies on bipolar
disorder in general, and clinica trials in particular, con-
ducted and reported in the literature over the past 2
decades.”*™ Our data suggest that even with the current
expanding array of potential therapeutic agents, bipolar
disorder (especialy its depressive components) remains
asevere public health problem, particularly given the per-
spective that persistent depression predicts depressive
morbidity 15 years |ater.’® New and more effective agents
are needed to begin to make initial 60% to 80% response
rates for lithium observed in formal clinical trials® a
clinical reality in more typical and less restrictively re-
cruited outpatients with bipolar illness.
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Drug names: alprazolam (Xanax and others), bupropion (Wellbutrin),
carbamazepine (Tegretol and others), chlorpromazine (Thorazine and
others), clonazepam (Klonopin and others), clorazepate (Tranxene and
others), clozapine (Clozaril and others), diazepam (Valium and others),
fluoxetine (Prozac and others), fluphenazine (Prolixin and others),
fluvoxamine (Luvox and others), gabapentin (Neurontin), haloperidol
(Haldol and others), lamotrigine (Lamictal), levothyroxine (Synthroid
and others), liothyronine (Cytomel and others), lorazepam (Ativan
and others), molindone (Moban), nefazodone (Serzone), olanzapine
(Zyprexa), oxazepam (Serax), paroxetine (Paxil), perphenazine
(Trilafon and others), phenelzine (Nardil), pimozide (Orap), prochlor-
perazine (Compazine and others), quetiapine (Seroquel), risperidone
(Risperdal), sertraline (Zoloft), temazepam (Restoril), thiothixene
(Navane and others), topiramate (Topamax), tranylcypromine (Par-
nate), trifluoperazine (Stelazine and others), venlafaxine (Effexor).

Disclosure of off-label usage: The authors of this article have
determined that, to the best of their knowledge, aprazolam, bupro-
pion, carbamazepine, chlorpromazine, clonazepam, clorazepate,
clozapine, diazepam, fluoxetine, fluphenazine, fluvoxamine, gabapen-
tin, haloperidol, lamotrigine, levothyroxine, liothyronine, lorazepam,
molindone, nefazodone, oxazepam, paroxetine, perphenazine, phenel-
zine, pimozide, prochlorperazine, quetiapine, risperidone, sertraline,
temazepam, thiothixene, topiramate, tranylcypromine, trifluoperazine,
and venlafaxine are not approved by the U.S. Food and Drug Adminis-
tration for the treatment of bipolar disorder.
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