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Overdiagnosis of Bipolar Disorder Among
Substance Use Disorder Inpatients With Mood Instability

Joseph F. Goldberg, M.D.; Jessica L. Garno, Ph.D;
Ann M. Callahan, M.D.; Denise L. Kearns, B.A., R.N;
Barry Kerner, M.D.; and Sigurd H. Ackerman, M.D.

Background: Among substance use disorder
(SUD) patients, mood instability and high-risk
behaviors may suggest the presence of bipolar
disorder. However, active substance abuse im-
pedes efforts to diagnose bipolar illness validly
in patients with mood complaints.

Method: The authors retrospectively reviewed
records for 85 adults admitted sequentially over
a 1-year period (August 1, 2005, to July 31, 2006)
to a private inpatient dual-diagnosis unit for sub-
stance abuse/dependence and mood disorders. A
senior research psychiatrist conducted diagnostic
interviews based on DSM-IV criteria to ascertain
current and lifetime manic or hypomanic episodes
during abstinent periods.

Results: Only 33% of subjects with suspected
bipolar diagnoses (28/85) met DSM-1V criteria
for bipolar I or Il disorder. DSM-IV bipolar pa-
tients were significantly older (p =.029) and
more likely to have made past suicide attempts
(p = .027), abused fewer substances (p = .027),
and were less likely to abuse cocaine (p < .001)
than those failing to meet DSM-1V criteria. In-
ability to affirm bipolar diagnoses most often re-
sulted from insutficient DSM-IV “B” symptoms
associated with mania or hypomania (55% or
45/82). inability to identify abstinent periods
for assessing mood symptoms (36%, 29/81),
and inadequate durations of manic/hypomanic
symptoms for DSM-IV syndromic criteria (12%,
10/84). Patients not meeting DSM-IV criteria
were most often presumed to have bipolar disor-
der solely on the basis of the presence of mood
instability, although this feature held little predic-
tive value for DSM-1V bipolar diagnoses.

Conclusions: Many patients with active SUDs
who are diagnosed in the community with bipolar
disorder may not actually meet DSM-IV criteria
for bipolar I or 1 disorder. Caution must be exer-
cised when attempting to diagnose such patients,
particularly when mood instability or cocaine use
is present.
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D uring the past 15 years, a growing number of ob-
servational studies and community-based surveys

have pointed to the frequency with which unipolar de-
pression may be overdiagnosed relative to bipolar illness
among mood disorder patients.'” Simultaneously. the
field has witnessed a dramatic broadening of the construct
of bipolar illness beyond its Diagnostic and Statistical
Manual of Mental Disorders, Fourth Edition (DSM-IV)
operational definition, encompassing a more heteroge-
neous range of mood-related problems thought to exist
along a spectrum of severity.* Perhaps partly in response
to the historical underrecognition of bipolar disorder
relative to schizophrenia® or unipolar depression’ in the
United States, diagnoses of bipolar disorder have risen
sharply in the past decade.® However, the rigor with which
clinicians arrive at a diagnosis of bipolar disorder, in the
context of its broader differential diagnosis, has received
little study.

One source of diagnostic uncertainty may involve the
frequency with which bipolar or other mood disturbances
are accompanied by substance use disorders (SUDs).” In
the case of co-occurring affective symptoms and sub-
stance misuse, diagnostic evaluation requires a longitu-
dinal assessment of historical periods of abstinence from
substances in order to assess the nature and extent of
affective symptoms. Most individuals with substance-
induced mood disorders have recognizable histories of
affective disorders unrelated to alcohol or drug abuse,” al-
though existing studies in this area have seldom addressed
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% Only a minority of active cocaine and other substance use disorder patients who are
thought to have bipolar disorder by community providers actually meet formal

DSM-1V criteria for bipolar I or II disorder.

# Careful screening for a suspected diagnosis of bipolar disorder in substance use disorder
patients with mood symptoms requires the identification of lifetime abstinent periods
in which'to assess miood, with:careful attention to the associated DSM-IV eriteria for
mania or hypomania, including cognitive, behavioral, speech-language, motor, and

sleep disturbances.

potential differences between unipolar versus bipolar
disorders. Hasin and colleagues’® devised a structured re-
search interview that was reported to facilitate accurate
diagnoses of affective disorders among individuals with
SUDs; however, those authors reported a substantially
lower degree of interrater reliability among interviewers
attempting to diagnose bipolar disorder (x = 0.40) than
among those attempting to diagnose unipolar mood disor-
ders (x = 0.70).

Naturalistic studies of patients seeking treatment for
SUDs illustrate the difficulty of screening for bipolar dis-
order. One retrospective chart review among male inpa-
tients with SUDs (predominantly alcoholism) found that
among those identified with comorbid bipolar disorder on
admission, about half had previously not been identified
as having bipolar disorder as outpatients in the commu-
nity.' Another recent report suggested that only a minor-
ity of adults with substance use disorders who were pre-
viously identified in the community as having bipolar
disorder in fact met formal DSM-1V criteria for bipolar |
or I disorder (43%)."

The present study was designed to further investigate
the aforementioned findings using a larger sample size
and to better characterize clinical features in patients with
co-occurring SUDs and mood disorders who did versus
did not meet formal DSM-IV lifetime criteria for bipolar I
or I1 disorder. Our goals were to (1) determine the preva-
lence of bipolar I or il disorder among SUD inpatients
who had been identified in the community as having bi-
polar disorder, (2) identify obstacles for determining the
presence or absence of a bipolar diagnosis, and (3) de-
scribe features that differentiate SUD patients whose sus-
pected diagnoses of bipolar disorder could or could not be
affirmed.

METHOD

Hospital records were reviewed for 85 adults (aged
18-59 years) who were admitted sequentially over a
t-year period from August 1, 2005, to July 31,2006.t0 a
specialized 16-bed dual-diagnosis mood and substance
use disorders inpatient unit at Silver Hill Hospital in New
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Canaan, Conn. Patients were included in the study group
it they carried a diagnosis of bipolar disorder from their
outpatient psychiatrist and received a provisional or rule-
out admission diagnosis of bipolar disorder based on their
initial reported history. For the study group as a whole.
mean + SD age was 34.7 = 11.3 years, and 53% (N =45)
were female. Fifty-eight percent (N = 49) were employed
full-time, 4% (N = 3) were employed part-time, and 39%
(N =33) were unemployed on admission. All subjects
had private health insurance or Medicare, and none had
Medicaid.

All patients underwent formal, systematic diagnostic
interviews conducted by a senior research psychiatrist
(J.E.G.) with expertise in bipolar disorder who was trained
and experienced in administration of the Structured Clin-
ical Interview for the DSM-IV."* These interviews as-
sessed the current and lifetime presence of DSM-IV "A”
criteria (i.e., periods of abnormally and persistently el-
evated. expansive, or irritable mood) and the 7 associated
“B” criteria for a manic or hypomanic episode: (1) in-
flated self-esteem or grandiosity, (2) decreased need for
sleep, (3) increased or rapid speech, (4) flight of ideas or
racing thoughts, (5) distractibility, (6) increased goal-
directed activity of psychomotor agitation, and (7) ex-
cessive involvement in pleasurable activities with high
potential for painful consequences.'® Possible manic or
hypomanic symptom constellations were evaluated rela-
tive to lifetime periods of abstinence from drugs or alco-
hol. In addition, subjects were asked during diagnostic
interviews if they had periods of “rapid alternations in
mood or ‘mood swings’ in response to daily life stresses™
as an indicator of mood instability.

Preadmission history data were also gathered by
discussion with patients’ outpatient treating clinicians
as well as through mandatory meetings with immediate
family members. Evidence to support or refute DSM-1V
diagnoses of bipolar I or II disorder were reviewed by
consensus conference among the authors to establish best-
estimate confidence in lifetime diagnoses of bipolar I or 11
disorder based on a review of DSM-IV symptom criteria.
Reasons for an inability to affirm the presence or absence
of bipolar [ or II diagnoses were identified and considered
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Table 1. Demographic and Clinical Characteristics of Patients Diagnosed With Comorbid Substance Use Disorder and
Bipolar Disorder

Subjects Meeting
DSM-IV Bipolar

Subjects Failing to
Meet DSM-1V Bipolar

% Disorder Criteria Disorder Criteria Risk p
&{' Feature (N =28) (N =57) Ratio 95% Cl t % df Value
% Gender, N (%)
| Male 11 (39) 29 (51 1.60 0.64 t0 4.01 1.013 1 314
: Female 17 (61 28 (49)
Ethnicity, N (%)
White 24 (86) 53(93) 2.21 0.51109.58 1.163 1 281
Nonwhite 4 (14) 4(7)
History of suicide
attempt, N (%)*
Present 13 (52) 14 (26) 3.02 1.12t0 8.16 4913 1 027
Absent 12 (48) 39 (74)
Required medication for
detoxification, N (%)*
Yes 4(16) 17 (32) 2.48 0.74 t0 8.36 2.231 i 135
No 21 (84) 36 (68)
Age. mean = SD, y 39.0£10.6 326=11.2 2.22 76 029
i Age at onset for 273 =101 232+ 108 1.31 70 195
§‘” mood diagnosis,
. mean = 8D, y
- Age at onset for first 20.7 £ 10.5 17.8£9.3 1.28 70 204
2o substance abuse,
i mean = SD, y
L No. of hospitalizations, 21x24 2.3x3.1 0.36 76 2
i mean = SD
% ; No. of substances, 2.1x1.1 2813 2.25 82 027
i mean = SD

*Complete data were available on suicide attempt histories for 25 of 28 subjects with bipolar disorder and on the necessity of medication for

detoxification in 53 of 57 bipolar disorder subjects.

Abbreviation: DSM-1V = Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition.

Symbol: ... = not applicable.

in subsequent analyses. For cases in which a patient
was readmitted during the 1-year study period, the later
record was used and information was culled from the
discharge summary and original records from the earlier
admission. All inpatient treatment was administered un-
der naturalistic conditions by the same psychiatrist for all
patients (J.E.G.).

Information regarding age at onset, past and cur-
rent treatments, hospitalizations and detoxifications, and
related clinical features were harvested from clinical
charts, obtained originally by the treating psychiatrist as
well, with corroboration from nursing notes and social
work histories.

Statistical analyses were conducted using SPSS ver-
sion 11.5 (SPSS Inc.. Chicago, Ill.). Dichotomous vari-
ables were analyzed by y” tests with accompanying risk
ratios and 95% confidence intervals. Continuous vari-
ables were compared using independent t tests. Sensitiv-
ity, specificity. positive predictive value, and negative
predictive value were calculated for individual DSM-
IV-associated B criteria for mania or hypomania and
the presence of a lifetime manic or hypomanic episode.
All statistical tests were 2-tailed with an a level of .05.
Analyses were not corrected for multiple comparisons
due to their exploratory, hypothesis-generating nature.
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A waiver for informed consent to conduct the present
chart review was obtained from the Western Institutional
Review Board (Olympia, Wash.).

RESULTS

Table 1 summarizes demographic and clinical charac-
teristics of patients who did (N =28; 33%) or did not
(N = 57; 67%) meet lifetime DSM-1V criteria for bipolar |
disorder (16/85 subjects) or bipolar II disorder (12/85).
Importantly, subjects who in fact met DSM-IV criteria for
bipolar disorder with an SUD were significantly more
likely to have made a lifetime suicide attempt as com-
pared to those who failed to meet DSM-IV criteria for
bipolar disorder; they also were significantly older and
abused fewer substances as compared to those not meet-
ing DSM-1V bipolar disorder criteria.

Non-mutually exclusive reasons for the inability to
affirm lifetime bipolar I or Il diagnoses included failure to
meet a sufficient number of DSM-IV-associated B crite-
ria symptoms for mania or hypomania (45/82 evaluable
subjects, or 55%), failure to meet DSM-IV duration crite-
ria for mania or hypomania (10/84 evaluable subjects, or
12%), an inability to identify abstinent periods in which
to evaluate the presence and nature of mood symptoms
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(29/81 evaluable subjects, or 36%), and the identification
of mood episodes that occurred solely within a 4-week
period following significant substance misuse (i.e., mood
disorders secondary to intoxication or withdrawal states,
per criteria specified in DSM-1V) (51/81 evaluable sub-
jects, or 63%). At the time of admission, 80% of patients
(N = 68) themselves expressed concern about, or believed
that they had, a diagnosis of bipolar disorder. Only 37% of
patients who believed themselves to have bipolar diag-
noses (25/68) actually met DSM-IV criteria for bipolar 1
or II disorder. However, 25 of 27 DSM-IV bipolar sub-
jects with complete data (93%) indicated belief on their
own part about having a diagnosis of bipolar disorder.

Rates of achieving DSM-IV bipolar I or II diagnoses
did not differ significantly for subjects whose predomi-
nant mood state was manic (3/26 DSM-IV bipolar sub-
jects [129%] vs. 4/51 not meeting DSM-IV criteria [8%]),
depressed (15/26 DSM-IV bipolar subjects [58%] vs.
18/51 not meeting DSM-IV criteria [35%]), or mixed
(8/26 DSM-1V bipolar subjects [31%] vs. 7/51 not meet-
ing DSM-1V criteria [14%]). However, for the remaining
22 subjects for whom a predominant mood polarity at
hospitalization could not be determined (e.g., due to “irri-
tability” or “mood swings” as the sole affective charac-
teristics), none met DSM-IV criteria for bipolar I or II
disorder.

Naturalistic pharmacotherapy at the time of hospital-
1zation was similar between the 28 DSM-IV bipolar I or II
subjects and the 57 subjects who failed to meet DSM-IV
criteria for mania or hypomania. Bipolar subjects were
receiving a mean = SD of 2.0 = 1.3 psychotropic medi-
cations, as compared to 1.8 + 1.1 medications among the
subjects who failed to meet DSM-1V bipolar I or II crite-
ra (nonsignificant). Subjects in either group had most
commonly been taking an antidepressant (48% [13/27] of
bipolar subjects and 53% [29/55] of subjects who failed
to meet DSM-IV bipolar disorder criteria), and/or an an-
ticonvulsant mood stabilizer (i.e., divalproex, carbamaz-
epine, or lamotrigine; 59% [16/27] of bipolar subjects
and 40% [22/55] of subjects who failed to meet DSM-1V
bipolar I or II criteria), an atypical antipsychotic (48%
[13/27] of bipolar subjects and 45% [25/55] of subjects
failing to meet DSM-IV criteria), and lithium (12% (3/26]
of bipolar subjects and 11% [6/54] of those failing to meet
DSM-IV criteria) (nonsignificant for all analyses). Use
of an anticraving drug (e.g., naltrexone or acamprosate)
was infrequent and not significantly different between
the 2 groups (7% {2/27] of bipolar subjects and 4% [2/55]
of subjects not meeting DSM-IV criteria). Pharmaco-
logic detoxification from alcohol, sedative-hypnotics, or
opiates during the index hospitalization was needed by
16% (4/25) of patients with bipolar disorder and 32%
(17/53) of those who failed to meet DSM-IV bipolar I or
IT criteria, although this difference was not statistically
significant.
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Table 2 depicts the distribution of mood states and
associated DSM-1V B criteria for mania or hypomania.
As can be seen, patients who met DSM-1V criteria for
bipolar I or II disorder were significantly more likely than
those who did not to have mood elevation, decreased need
for sleep, rapid speech, flight of ideas or racing thoughts,
distractibility, and increased goal-directed activity. The
groups did not differ significantly in lifetime prevalence
rates of irritable mood, grandiosity, or engagement in
high-risk behaviors. By contrast, subjects who did not
meet DSM-IV bipolar I or II criteria were significantly
more likely to have mood instability.

Table 2 also presents the sensitivity, specificity, and
positive and negative predictive values of individual
DSM-1IV B criteria lifetime symptoms associated with
mania or hypomania relative to research lifetime diag-
noses of bipolar [ or II disorder. Notably, mood elevation
demonstrated the highest combined positive and negative
predictive values, followed by racing thoughts, increased
goal-directed activity, and decreased need for sleep.
These characteristics were relatively infrequent among
patients who failed to meet DSM-1V bipolar I or II crite-
ria. Mood instability per se, identified in over 70% of
patients failing to meet DSM-IV criteria for bipolar dis-
order, was relatively uncommon in patients with true
bipolar disorder and had the lowest positive predictive
value of any symptom for diagnosing bipolar disorder.
Similarly. irritability—hypothesized by some as a key
differentiator of bipolar from unipolar depression'*—
showed a relatively low positive predictive value for diag-
nosing bipolar I or II disorder.

Bipolar subjects abused a mean + SD of 2.1 + 1.1 sub-
stances, as compared to more (2.8 = 1.3) among patients
who failed to meet DSM-IV bipolar I or II diagnoses
(t=2.248, df =82, p=.027). Cocaine abuse or depen-
dence was significantly more common among patients
who failed to meet DSM-IV bipolar disorder criteria
(38/56, or 68%) than in patients who did meet DSM-IV
bipolar disorder criteria (6/27, 22%) (x3 =15.230,df = 1,
p <.001). No significant or near-significant differences
emerged between the 2 diagnostic groups in prevalence
rates of abuse or dependence involving other stimulants
(9/56 [16%] not meeting DSM-1V bipolar disorder crite-
ria vs. 3/28 {11%] meeting criteria), alcohol (32/56 [57%]
not meeting DSM-IV criteria vs. 18/28 [64%] meeting
DSM-IV criteria), cannabis (24/56 [439%] not meeting
DSM-1V criteria vs. 12/28 [43%] meeting DSM-IV crite-
ria), sedative-hypnotics (22/56 {39%] not meeting DSM-
1V criteria vs. 9/28 [32%] meeting DSM-1V criteria). opi-
ates (25/56 (45%) not meeting DSM-IV criteria vs. 8/28
[29%) meeting DSM-1IV criteria), or hallucinogens (5/56
[9%] not meeting DSM-1V criteria vs. 1/28 [4%] meeting
DSM-1V criteria).

A final series of analyses were undertaken in light of
the fact that DSM-IV criteria do not permit making a
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Table 2. Distribution of Individual Manic or Hypomanic Symptoms in Subjects Meeting or Not Meeting DSM-IV Criteria for

Bipolar Disorder*

Subjects Meeting
DSM-1V Bipolar
Disorder Criteria

Subjects Failing to

Disorder Criteria

Meet DSM-1V Bipolar

p

Variable (N =28), N/N (%) (N =57, N/N (%) x° (df) Value Sensitivity Specificity PPV NPV
DSM-1IV “A” criteria
Mood elevation 20/25 (80) 5/54 (9) 39.534 (1) <.001 0.80 0.91 0.80 0.91
Irritable mood 8/21 (38) 17/54 (31) 0.298 (1) 585 0.38 0.69 0.32 0.74
Mood instabitity” 725(28) 42/55 (76) 16.938 (1) <.001 0.28 0.24 0.14 0.42
DSM-1V “B” criteria
Grandiosity 3/22 (14) 4/56(7) 0.815(1) 367 0.14 0.93 0.43 0.73
Decreased need 18/24 (75) 11/56 (20) 22.278 (1) <.001 0.75 0.80 0.62 0.88
for sleep
Rapid speech 11/18 (61) 11/55 (20) 10.886 (1) .001 0.61 0.80 0.50 0.86
Flight of ideas/racing 18/20 (50) 10/55 (18) 32.335(1) <.001 0.90 0.82 0.64 0.96
thoughts
Distractibility 7/18 (39 2/55 (&) 15.593 (1) <.001 0.65 0.02 0.17 0.14
Increased goal-directed 20/25 (80) 8/56 (14) 32.999 (1) < .001 0.80 0.86 0.71 0.91
activity
High risk behavior 13/22 (59 23/55 (42) 1.883 (1) 170 0.59 0.58 0.36 0.78

*Denominators vary in individual analyses, as shown, based on availability of complete data.

®Not a DSM-1V symptom of bipolar disorder.

Abbreviations: DSM-1V = Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition; NPV = negative predictive value: PPV = positive

predictive value.

diagnosis of bipolar disorder in SUD patients tor whom
a sustained abstinence period cannot be identified (and,
thus, such individuals are assumed not to have bipolar
disorder, an assumption that may or may not be accurate).
Recognizing the high prevalence of such patients in com-
munity treatment settings, we undertook exploratory anal-
yses to compare characteristics of subjects for whom a
period of SUD abstinence could or could not be identi-
fied. Subjects for whom a period of abstinence could be
identified were significantly younger (mean = SD age =
30.1 £ 10.1 years) than those without identifiable absti-
nent periods (mean = SD age of 37.9 = 11.3 years) (t=
3.044, df =78, p = .003); used more substances (3.2 = 1.1
vs. 2.1 = 1.1, respectively; t=4.051, df =78, p <.001);
more often abused cocaine (24/29 subjects with identi-
fiable abstinence vs. 16/50 without identifiable absti-
nence; %> = 18.919, df = 1, p < .001); more often abused
opiates (16/29 with identifiable abstinence vs. 16/51 with-
out identifiable abstinence; x*=4.633, df = 1, p =.037);
and tended more often to be nonwhite (0/30 with identifi-
able abstinence vs. 6/51 without identifiable abstinence;
¥ =3.812,df = 1, p = .051). The groups showed no sig-
nificant or near-significant differences from one another
in other substances, gender, employment status, current
mood state, history of suicide attempts, number of hospi-
talizations. or age at onset of substance misuse or of mood
disorder.

DISCUSSION

Consistent with prior reports in the literature,” the

present findings indicate that only a minority of patients
with alcohol abuse or dependence or SUDs suspected of
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having bipolar disorder actually meet formal DSM-IV
criteria for a lifetime manic or hypomanic episode. The
possibility remains that some patients identified in the
present cross-sectional study may subsequently experi-
ence a first lifetime manic or hypomanic episode, al-
though given the mean age of 35 years in the current study
group, one would epidemiologically expect only a small
minority to do so," particularly since individuals with bi-
polar disorder and comorbid substance abuse typically
have childhood-onset or adolescent-onset rather than
adult-onset bipolar disorder.'¢

Prior literature has identified patient characteristics
that may help to differentiate substance-induced depres-
sion from independent depressive disorders in patients
with alcohol dependence. These include a greater likeli-
hood among those with independent depressive disorders
to have had experience with fewer drugs as well as amore
extensive history of suicide attempts.'” Both of these find-
ings were evident in the current study group, with respect
to diagnoses of true bipolar disorder. The present findings
are further noteworthy for the apparent role of cocaine
abuse or dependence relative to mood disturbances, in-
sofar as cocaine use was dramatically more common in
mood-unstable patients with few other signs of bipolar
disorder but comparatively rare in patients with true bi-
polar I or 11 disorder. Consistent with this observation,
Rosenblum and colleagues'® noted that among methadone
maintenance patients with comorbid mood disturbances
who sought treatment for cocaine use, only 27% had an
autonomous mood disorder that persisted during periods
of abstinence. Prior data linking bipolar spectrum diag-
noses with stimulant abuse have been limited by very
small sample sizes or else a focus on hyperthymia or other
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temperamental characteristics as a proxy for DSM-based
diagnoses of bipolar disorder.'”* These issues highlight
that, from a practical standpoint, clinicians must first pur-
sue aggressive treatment for active cocaine use in patients
with mood instability, and ascertain the formal presence
of manic or hypomanic symptoms during abstinence, be-
fore diagnosing comorbid bipolar disorder. The limited
efficacy of existing treatments for cocaine abuse may
discourage some practitioners from acknowledging this
distinction.

Usual pharmacotherapies for bipolar disorder are often
less effective when accompanied by substance misuse,?"?
leading some observers to assume the necessity for un-
usually aggressive or novel treatments for bipolar dis-
order. The present findings indicated that community
practitioners undertook comparable rigor in the use of
mood-stabilizing agents between subjects who did or did
not meet DSM-IV criteria for bipolar illness. Clinicians
may tend to pay less attention to the rigorous treatment of
active substance use disorders as a prerequisite for the ac-
curate diagnosis and effective treatment of bipolar iliness.
Naturalistic data from the Systematic Treatment Enhance-
ment Program for Bipolar Disorder (STEP-BD) indicate
that less than half of 1% of dual-diagnosis patients with
bipolar and substance use disorders receive pharmaco-
therapies approved by the U.S. Food and Drug Adminis-
tration for the treatment of alcoholism (e.g., disulfiram
or naltrexone) or drug abuse (e.g., methadone, buprenor-
phine).”® At the same time, patients with comorbid bipolar
and substance use disorders in the STEP-BD cohort were
more likely to recover from a prospectively followed af-
fective episode if they first achieved remission from sub-
stance abuse/dependence.**

Besides the potential for confusing substance-induced
mood symptoms with signs of bipolar disorder, the
present findings demonstrate the low diagnostic predic-
tive value for 2 clinical features commonly assumed to
be suggestive of bipolar disorder: (1) mood instability—
a nonpathognomonic phenomenon seen across numerous
psychiatric disorders, including borderline personality
disorder, posttraumatic stress disorder, and adjustment
disorders, among others, and (2) irritability in the absence
of psychomotor acceleration and other associated syn-
dromic features of mania or hypomania. Although irrita-
bility is often seen in patients with bipolar disorder,' it
also arises in almost half of unipolar depressed patients,
as described in the Sequenced Treatment Alternatives to
Relieve Depression (STAR*D) cohort).”

It is possible that some patients in the current study
who did not meet DSM-1V criteria for bipolar I or Il disor-
der might be considered by some to have bipolar disorder
not otherwise specified (NOS)—although problematic
with such distinctions is their lack of construct validation
or inclusion criteria for operational definitions. Empirical
efforts toward such operational definitions have been
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scarce. Using data from the National Comorbidity Survey
Replication (NCS-R), Merikangas and colleagues™® iden-
tified “‘bipolar spectrum disorders™ as encompassing pa-
tients with bipolar I or II disorder as well as those with
at least 2 DSM-IV B criteria for hypomania, regardless
of intermorbid depressive episodes—the latter (termed
“subthreshold bipolar disorder”) carrying a lifetime prev-
alence of 2.4%. Notably, lifetime SUDs were observed
in a minority (35%) of NCS-R subthreshold bipolar disor-
der patients, with drug dependence per se arising in only
9.5%.% Also of note, fewer than 15% of subjects in the
current study failed to meet DSM-1V criteria for bipolar
disorder by virtue of an inadequate duration of manic or
hypomanic symptoms, suggesting that this aspect of a po-
tential NOS diagnosis does not robustly account for the
ability to establish DSM-IV diagnoses of bipolar I or II
disorder in this population.

There are a number of limitations worth noting in the
present study. As in most retrospective studies, partici-
pants were subject to recall bias, although efforts were
made to minimize this parameter by the acquisition of
data trom collateral historians and outpatient treating cli-
nicians. Diagnostic interviews were performed by a single
unblinded psychiatrist on the basis of a clinical review of
DSM-1V symptom criteria; it is possible that findings
might have been different had assessments been con-
ducted by multiple interviewers using a formal research
diagnostic instrument and who were blinded to study hy-
potheses. Notably, patient assessments occurred as part of
a larger phenomenological study that sought to ascertain a
group of DSM-IV bipolar subjects from among all pa-
tients admitted to the inpatient clinical service; while it is
possible that biases of the interviewing psychiatrist could
have led to an underdiagnosis of bipolar I or II disorder.
any potential biases would more likely have erred toward
inclusion of more (rather than fewer) patients with bipolar
disorder. Moreover, members of the diagnostic consensus
conference were experienced, doctoral-level research cli-
nicians with prior expertise in the administration and rat-
ing of the Structured Clinical Interview for DSM-IV."

The present results are further limited by the fact that
they were derived from patients from a single private
health care institution, drawing on a population that was
mostly employed, carried private health insurance, and
had been in treatment prior to admission. Hence, gener-
alizability to other populations (e.g., individuals seen in
community mental health centers, health maintenance or-
ganization members, or Medicaid recipients) is limited
and replication is needed in other settings. Systematic
data regarding family histories of bipolar disorder or other
psychiatric conditions were available for only a small
minority of patients, precluding meaningful statistical
analyses. Severity of mood symptoms was not assessed
using a standardized rating scale, limiting the ability
to examine whether the degree of current manic or
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depressive symptoms may have impacted recall of life-
time affective episodes. Finally, confidence in inpatient
diagnostic assessments might have been further improved
had subsequent longitudinal assessments been conducted
following discharge from the hospital; resources were un-
available to conduct such additional evaluations.

The present findings suggest that among SUD patients
who report mood instability and irritability, patients and
clinicians alike may find themselves inclined to overcom-
pensate for the historical underdiagnosis and underrecog-
nition of bipolar disorder by overdiagnosing it in the ab-
sence of corroborative DSM-1V signs of a lifetime manic
or hypomanic episode. High co-occurrence rates of al-
cohol or substance misuse with affective symptoms (par-
ticularly mood instability) create particularly difficult
challenges for making accurate and rigorous lifetime di-
agnoses of bipolar disorder; high prevalence rates of alco-
hol and substance misuse in turn raise concem about the
potential undertreatment of SUDs in favor of excessive
and possibly unnecessary pharmacotherapy for presumed
bipolar illness. At the same time, the current results affirm
prior findings of an increased risk for lifetime suicide at-
tempts in patients with true bipolar I or II disorder who
have comorbid alcohol or substance abuse/dependence,
underscoring the need for careful diagnostic evaluation
and focused treatment when both disorders do, in fact,
coexist.

Drug names: acamprosate (Campral), buprenorphine (Buprenex,
Subutex, and others), carbamazepine (Carbatrol, Equetro. and others),
disulfiram (Antabuse), divalproex (Depakote), lamotrigine (Lamictal
and others), lithium (Eskalith, Lithobid, and others), methadone
(Methadose, Dolophine, and others), naltrexone (Vivitrol, ReVia,

and others).

Disclosure of off-label usage: The authors have determined that, to
the best of their knowledge, carbamazepine formulations other than
Equetro are not approved by the U.S. Food and Drug Administration
for the treatment of bipolar disorder.
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