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The introduction of first-gener-
ation antipsychotic drugs in
the 1950s for the treatment of

schizophrenia was an enormous ad-
vance over the treatments at that
time. Unfortunately for most pa-
tients, response was at best partial. As
such, clinicians struggled to find
strategies to improve outcome by
augmenting the treatment with so-
called ancillary or concomitant psy-
chotropic medications. These strate-
gies included combining antipsy-
chotics or combining an antipsychotic
with an antidepressant, a mood stabi-
lizer, anxiolytic agents, or sedatives.
This strategy has not changed even
with the introduction of second-gen-
eration agents. In fact, polypharmacy
has become the rule rather than the
exception in the United States and
elsewhere (1–10). This change has
evolved despite an almost total lack of
controlled scientific data supporting
the practice (10,11). The evidence
has been mostly anecdotal.

In addition, there are several risks
working against the benefits of this
practice. Concomitant use of psy-
chotropic medications may worsen
the patient’s quality of life, induce
side effects, and create drug interac-
tions that decrease medication effica-
cy. In addition, and important for
many settings and patients, treatment
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Objective: This study examined the prevalence and correlates of con-
comitant psychotropic medications and use of anticholinergic drugs to
treat schizophrenia. Methods: Concomitant medication use was studied at
baseline for participants in the Clinical Antipsychotic Trials of Interven-
tion Effectiveness (CATIE) trial. Results: Of the 1,380 patients with base-
line medication data, 82 percent were taking psychotropic medications.
Of this group, 6 percent were taking two antipsychotics (one first gener-
ation and one second generation); 38 percent, antidepressants; 22 per-
cent, anxiolytics; 4 percent, lithium, and 15 percent, other mood stabiliz-
ers. The strongest predictors of taking several medications were having
anxiety or depression, being female, and taking second-generation an-
tipsychotics. Conversely, African Americans and those with better neu-
rocognitive functioning were less likely to be taking several concomitant
psychotropic medications. In some cases symptoms that were likely tar-
gets of polypharmacy, such as depression, remained prominent, suggest-
ing only partial response. Conclusions: Concomitant use of psychotropic
medications to treat people with schizophrenia is common. Empirical
data demonstrating the effectiveness of many of these agents for this pop-
ulation are lacking. (Psychiatric Services 57:1094–1101, 2006)
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costs can increase dramatically.
Moreover, the more complex the
medication regimen is, the lower the
treatment compliance.

In this study we describe the fre-
quency and the demographic and
clinical correlates of concomitant use
of psychotropic medications among
participants in the Clinical Antipsy-
chotic Trials of Intervention Effec-
tiveness (CATIE) before they were
randomly assigned to a treatment
group. This study differentiates itself
from prior studies on use of polyphar-
macy to treat schizophrenia in that
patients in the CATIE study had
much greater exposure to second-
generation antipsychotics, whereas
previous studies were conducted with
patients who were primarily treated
with first-generation antipsychotics.
Thus this study is a more up-to-date
evaluation of the impact of second-
generation antipsychotics on the
practice of polypharmacy.

Methods
The CATIE study was designed to
compare the effectiveness of current-
ly available second-generation an-
tipsychotics with a representative
first-generation antipsychotic, per-
phenazine, through a randomized
clinical trial that involved a large sam-
ple of patients treated for schizophre-
nia at multiple sites, including both
academic and community providers.
Patients who met criteria for schizoaf-
fective disorder, depressive type (with
predominant schizophrenic features),
could also participate if approved by
the project’s medical officer. Partici-
pants provided written informed con-
sent to participate in protocols ap-
proved by local institutional review
boards. Of the 1,460 patients, 77 per-
cent were male, 60 percent were
white, 35 percent were African Amer-
ican, and 5 percent were of other
racial backgrounds. The mean±SD
age was 40±11. Approximately 25
percent of patients had an exacerba-
tion of illness in the three months be-
fore study entry. Patients had been
taking antipsychotic medications for
approximately 14 years. The average
Positive and Negative Syndrome
Scale (PANSS) score at baseline was
75, and the average Clinical Global
Index was 4. Details of the study de-

sign of the CATIE study and entry
criteria have been presented else-
where (12,13). This study presents
baseline data collected from 2001 to
2003 from participants with schizo-
phrenia before random assignment
and initiation of study treatments.

Measures
As part of the baseline assessment,
patients were asked to report all med-
ications they were currently pre-
scribed. Study personnel also re-
viewed patients’ medical records and
spoke to treating clinicians (when
available) to determine medications
that were prescribed. The dependent
variables in this study were a series of

dichotomous measures representing
various classes of prescribed medica-
tions. The first measure was a general
category indicating use of at least one
of the following seven classes of psy-
chotropic medication: first-genera-
tion antipsychotics, second-genera-
tion antipsychotics, antidepressants,
anxiolytic agents, sedative-hypnotics,
mood stabilizers (valproic acid or car-
bamazepine), and lithium. The group
taking at least one psychotropic med-
ication was then divided into partici-
pants taking no antipsychotic as con-
trasted with those taking one or more
antipsychotics. The third and fourth
measures represented use of a first-

or second-generation antipsychotic
among those taking any antipsy-
chotics, and a fifth measure repre-
sented taking both a first- and a sec-
ond-generation medication. No pa-
tients were taking two second-gener-
ation antipsychotics.

Five additional measures repre-
sented each of the other classes of
psychotropic medication among pa-
tients taking medication. One addi-
tional dichotomous measure repre-
sented use of an anticholinergic med-
ication among patients on any an-
tipsychotic. A final, continuous meas-
ure represented the total number of
different agents taken by each patient
(excluding anticholinergics) among
those taking any such medication.

The diagnosis of schizophrenia
was confirmed by the Structured
Clinical Interview for DSM-IV Axis
I Disorders (SCID) (13) for all pa-
tients, and SCID data were also
available on secondary axis I diag-
noses. Symptoms of schizophrenia
were assessed with the rater-admin-
istered PANSS (14). Overall quality
of life and functioning were assessed
with the Heinrichs-Carpenter Qual-
ity of Life Scale (QOLS) (15) and
the global quality-of-life item meas-
ured with the Lehman Quality of
Life Interview (16).

Medication side effects were as-
sessed with the Barnes scale for
akathisia (17), the Abnormal Involun-
tary Movement Scale (AIMS) for tar-
dive dyskinesia (18), and the Simp-
son-Angus scale for extrapyramidal
side effects (SAEPS) (19). Depres-
sion was measured with the Calgary
Depression Rating Scale (20). For
this article substance use was defined
by SCID diagnosis.

Neurocognitive functioning was
measured by separate test scores, de-
scribed in a previous publication (21),
which were converted to z scores and
combined to construct five separate
scales (processing speed, verbal
memory, vigilance, reasoning, and
working memory) that were them-
selves averaged to form an overall
neurocognitive functioning scale.
Higher overall neurocognitive scores
indicated better functioning. Neu-
rocognitive data were missing for 8
percent of the sample (N=117), and
the missing data were imputed by
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substituting the mean value for the
whole group.

Statistical analysis
First, a large group of potential pre-
dictors were screened with bivariate
Spearman correlation analysis to
identify sociodemographic and clini-
cal correlates of each measure of
medication use. Measures that were
significant in bivariate analyses at
p<.01 were then included in a subse-
quent series of stepwise multivariate
logistic regression analyses that iden-
tified independent correlates of each
measure of medication use. Stepwise

linear regression models were used
to identify correlates of the total
number of medication classes and
agents. Values with a p value of less
than .01 are shown in the tables.

Results
In the CATIE study, 1,493 participants
were randomly assigned to the schizo-
phrenia component of the study. Data
from one site (33 patients) were ex-
cluded from all analyses because of
concerns about their integrity, leaving
1,460 patients at the baseline cut.
Medication data were available for 95
percent (N=1,380) of these patients.

Eighty-two percent (N=1,138) of pa-
tients were taking a psychotropic med-
ication from one of the seven classes.
Table 1 summarizes the frequencies of
psychotropic use by category.

No psychotropic or no 
antipsychotic medication
Twenty-six percent of patients
(N=357) entering the trial were not
taking any antipsychotic medication.
Eighteen percent of the patients
(N=242) were taking no psychotropic
medication at study entry, and 8 per-
cent (N=115) were taking a psy-
chotropic medication but no antipsy-
chotic medication. Participants who
were not taking psychotropic medica-
tion were more likely to be African
American and were less likely to have
SCID diagnoses of depression (Table
2). Participants who were taking psy-
chotropic but not antipsychotic med-
ications had higher AIMS scores and
lower scores on the Lehman Quality
of Life Interview (Table 2).

Numbers and classes of 
concomitant medications
The mean±SD number of psy-
chotropic medications per patient for
those who were taking at least one
psychotropic at baseline was 2.03±
1.1. The strongest predictors of taking
multiple psychotropic medications
were being anxious or depressed, be-
ing female, and being treated with a
second-generation antipsychotic.
Conversely, African-American pa-
tients and those with better neu-
rocognitive functioning were less
likely to be taking several psychotrop-
ic medications (Table 3).
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TTaabbllee  11

Frequencies of psychotropic use at baseline among participants in the Clinical
Antipsychotic Trials of Intervention Effectiveness

Percent of Percent of group on
total group psychotropic med-

Medication variable N (N=1,380) ication (N=1,138)

No psychotropic 242 18 na
Psychotropic but no antipsychotic 115 8 10
One second-generation antipsychotic 794 58 70
One first-generation antipsychotic 154 11 14
First- and second-generation 

antipsychotics 69 5 6
Antidepressant 432 31 38
Anxiolytica 248 18 22
Sedative or hypnoticb 217 16 19
Lithium 47 3 4
Mood stabilizer (not lithium) 170 12 15
Anticholinergic and antipsychoticc 211 15 19
Number of medication classes 

(M±SD) 1.88±.92
Number of psychotropics (M±SD) 2.03±1.10

a Includes clonazepam, lorazepam, hydroxyzine, buspirone, alprazolam, diazepam, oxazepam, clo-
razepate dipotassium, and chlordiazepoxide

b Includes trazodone, zolpidem, temazepam, chloral hydrate, and flurazepam
c Twenty-one percent of patients taking antipsychotic medication were also taking anticholinergic

medication.

TTaabbllee  22

Significant odds ratios for baseline medication groups in the Clinical Antipsychotic Trials of Intervention Effectiveness
project

Taking any psychotropic Taking antipsychotic medication 
medication (for all patients) (for patients taking psychotropics)
(N=1,380) (N=1,138)

Variable OR 95% CI OR 95% CI

African American .42 .33–.54
Structured Clinical Interview for DSM-IV

Axis I Disorders depression 2.18 1.30–3.65
Lehman Quality of Life Interviewa 1.24 1.08–1.42
Abnormal Involuntary Movement Scalea .54 .38–.77

a Odds of taking an antipsychotic per unit increase in global score
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Antipsychotic polypharmacy
At baseline, 69 participants (5 per-
cent) were taking two antipsychotic
agents, one that was first generation
and the other, second generation. No
patients were taking more than two
antipsychotics. The neurocognitive
composite score showed a negative
association with the use of antipsy-
chotic polypharmacy (odds ratio
[OR]=.55; 95 percent confidence in-
terval [CI]=.37–.82) (Table 4), indi-
cating that patients with lower neu-
rocognitive scores were more likely to
be taking two agents.

Anticholinergics
Of the 1,017 patients taking antipsy-
chotic medications, 211 patients (21
percent) were receiving adjunctive
anticholinergic treatment. Anti-
cholinergic medications were being
taken by 93 of the 794 patients (12
percent) who were taking a second-
generation antipsychotic, 81 of the
154 patients (53 percent) who were
taking a first-generation antipsychot-
ic, and 37 of the 67 patients (55 per-
cent) who were taking a combination

of first- and second-generation an-
tipsychotic medications. After includ-
ing age, gender, race, Barnes aka-
thisia scale ratings, SAEPS, and
PANSS negative and positive symp-
tom scores in the model, the use of
anticholinergic medications by those
receiving an antipsychotic medication
was associated with poorer neurocog-
nitive functioning (OR=.55, CI=
.37–.82) (Table 4).

Mood stabilizers 
and antidepressants
Four percent (N=47) of patients who
were taking psychotropic medications
received treatment with lithium, and
15 percent (N=170) were receiving
other mood stabilizers (valproic acid
or carbamazepine). Female gender
predicted adjunctive treatment with
lithium. Higher PANSS positive
symptom scores predicted adjunctive
treatment with other mood stabilizers
(Table 4).

Thirty-eight percent of patients
who were taking psychotropic med-
ications (N=432) were receiving anti-
depressant treatment. Additional

SCID diagnoses of major depressive
disorder, obsessive-compulsive disor-
der, and any other anxiety disorder in-
dependently predicted adjunctive
treatment with antidepressants. Even
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TTaabbllee  33

Prediction (by stepwise linear 
regression) of total numbers of baseline
concomitant psychotropic medications
for patients taking at least one in 
the Clinical Antipsychotic Trials of 
Intervention Effectiveness 

Regression
Variable coefficienta

SCID anxietyb .561
SCID depression .396
Calgary Depression 

Rating Scale .269
Female .209
African American –.269
Neurocognitive score –.158
Second-generation 

antipsychotic .433

a Per unit increase in the parameter
b Structured Clinical Interview for DSM-IV

Axis I Disorders

TTaabbllee  44

Odds ratios and confidence intervals for specific baseline concomitant psychotic medication groups for patients taking at
least one psychotropic in the Clinical Antipsychotic Trials of Intervention Effectiveness

First- and 
second-gen- Anticholin-
eration anti- Antide- Other mood ergic with
psychotics pressant Anxiolytic Sedative Lithium stabilizer antipsychotic

Variable OR 95% CI OR 95% CI OR 95% CI OR 95% CI OR 95% CI OR 95% CI OR 95% CI

Neurocognitive 
composite score .55 .37–.82 .56 .43–.74

Calgary depressiona 2.14 1.67–2.76 1.49 1.7–1.91
SCIDb

Depression 3.15 2.05–4.83
Obsessive-compulsive 3.22 1.74–5.95
Anxietyc 2.05 1.41–2.98 2.00 1.34–2.95

African American .46 .32–.66
Quality of lifed .85 .77–.93
Female 2.70 1.48–4.91
Age 1.03 1.01–1.04
No high school diploma 1.85 1.32–2.59
PANSSe

Total 1.02 1.00–1.03
Positive 1.05 1.02–1.08

AIMSf 1.67 1.17–2.38

a Calgary Depression Rating Scale
b Structured Clinical Interview for DSM Axis I Disorders
c Includes any anxiety disorder other than obsessive-compulsive disorder
d Heinrichs-Carpenter Quality of Life Scale
e Positive and Negative Syndrome Scale
f Abnormal Involuntary Movement Scale
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after SCID diagnoses for generalized
anxiety disorder, major depressive
disorder, and obsessive-compulsive
disorder were included in the model,
higher scores on the Calgary Depres-
sion Rating Scale predicted adjunc-
tive antidepressant use. Gender, race,
akathisia scale, SAEPS, and PANSS
negative and positive symptom scores
were not predictors of antidepressant
use.

Anxiolytics and sedatives
Twenty-two percent (N=248) of pa-
tients taking psychotropic medica-
tions received anxiolytics. Even after
SCID diagnoses for generalized anxi-
ety, major depressive, and obsessive-
compulsive disorders were included
in the model, higher Calgary depres-
sion scores predicted adjunctive anxi-
olytic use. African-American patients
were less likely to receive anxiolytic
medications, and use of anxiolytic
medication was associated with worse
functioning on the Heinrichs-Car-
penter QOL scale (Table 4).

Nineteen percent (N=217) of pa-
tients who were taking psychotropic
medications received sedative-hyp-
notics. Older patients and patients
with less than a high school education
were more likely to receive sedative
hypnotics. Patients with a comorbid
diagnosis of anxiety disorder and
those with higher positive symptom
scores were more likely to receive
sedative hypnotics (Table 4).

Discussion
Prevalence of use of 
psychotropic medications
Antipsychotic polypharmacy has in-
creased over the years and is pre-
scribed to 25 percent of outpatients
and more than 50 percent of inpa-
tients with schizophrenia in the Unit-
ed States and to 13 to 90 percent of
patients internationally (1–7,11,22,
23). Whereas prior examinations of
antipsychotic polypharmacy were
conducted for patients with schizo-
phrenia who had much greater expo-
sure to first-generation antipsychotic
medications, the study reported here
was conducted for patients who had a
much greater exposure to second-
generation antipsychotic medica-
tions. The 5 percent prevalence rate
of antipsychotic polypharmacy in our

study is relatively low compared with
the rates in other studies. This may
reflect the greater use of second-gen-
eration antipsychotics in the treat-
ment of patients with schizophrenia.
However, patients treated with multi-
ple antipsychotic medications also
may have been less likely to be re-
ferred to the study.

Our findings on the prevalence of
use of psychotropic medications, in-
cluding 31 percent taking antide-
pressants, 18 percent taking anxi-
olytics, 16 percent taking sedative-
hypnotics, and 15 percent taking an-
ticholinergic medication in combi-
nation with an antipsychotic, are
similar to the prevalence rates of use
of psychotropic medications among
patients with schizophrenia report-
ed by other investigators (24–33). In
contrast, the prevalence of use of
mood stabilizers (3 percent taking
lithium, 12 percent taking other
mood stabilizers) was relatively low
compared with these prior studies.
Because patients who entered this
study had much greater exposure to
second-generation medications than
in prior studies of antipsychotic
polypharmacy, the finding suggests
that clinicians are less likely to pre-
scribe mood stabilizers with second-
generation antipsychotics.

Correlates of concomitant use 
of psychotropic medications
A broad array of factors was associat-
ed with concomitant psychotropic
treatment of patients with schizo-
phrenia in this trial. With respect to
demographic predictors of concomi-
tant use of psychotropic medications,
African-American participants re-
ceived fewer concomitant psy-
chotropic medications and anxiolyt-
ics, whereas women received more
concomitant psychotropic medica-
tions, especially antidepressants and
lithium. Female patients may have
been taking more concomitant psy-
chotropic medications because
women generally are better able to
express their symptoms of anxiety
and depression to their providers,
which in this case may have resulted
in an increase in prescriptions of con-
comitant psychotropic medications.
Alternatively, the female patients
perhaps were more likely to experi-

ence these symptoms. A prescriber
bias is another possible explanation
for this difference. Less frequent use
of anxiolytics among African-Ameri-
can patients is consistent with find-
ings of other investigators (9,34) and
may reflect prescriber bias, econom-
ic factors, or less engagement in the
mental health system (34,35).

Both the number of concomitant
psychotropic medications and the use
of antidepressants and anxiolytics had
no association with positive or nega-
tive symptoms of schizophrenia but
were associated with symptoms of
anxiety and depression. The lack of an
association of antidepressant or anxi-
olytic use with positive symptoms or
potential confounders of depression,
such as negative symptoms and ex-
trapyramidal side effects, suggests
that symptoms of depression and anx-
iety are components of the illness that
are independent of positive or nega-
tive symptoms or side effects such as
extrapyramidal effects. The increase
in prescribing concomitant psycho-
tropic medications to patients with
symptoms of anxiety and depression
suggests that physicians have become
very responsive to treating these
symptoms among patients with schiz-
ophrenia. This may in part be due to
patients’ complaints about these an-
cillary symptoms and patients’ in-
creased expectations of treatments to
relieve them but may also reflect the
physician’s desire to ameliorate the
feeling of demoralization and anxiety
associated with having to deal with
this chronic illness.

The association of more severe de-
pressive symptoms with concomitant
antidepressant use, in the form of
higher Calgary depression scores,
even after the analysis controlled for
comorbid axis I diagnoses of depres-
sion and anxiety disorders, suggests
that, at least with respect to depres-
sive symptoms, concomitant use of
antidepressants as used in this pa-
tient population was not fully effec-
tive. Because we do not have data on
duration or dose of treatment with
antidepressants, this lack of efficacy
may be due to suboptimum dosing or
inadequate duration of treatment
with antidepressants. Alternatively,
the addition of antidepressants to
second-generation antipsychotics may
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not be effective in treating depres-
sion among patients with schizo-
phrenia. This issue can be addressed
only in a randomized controlled clin-
ical trial of adjunctive antidepressant
use in depressed patients with schiz-
ophrenia who are taking second-gen-
eration antipsychotics.

The efficacy of antidepressant
treatment among patients with
schizophrenia has been an issue of
considerable discussion. It is con-
founded by the fact that depressive
symptoms among patients with
schizophrenia may reflect demoral-
ization or be subsyndromal. On the
basis of a stringent definition of
DSM-IV diagnosis of depression, 60
percent of patients with schizophre-
nia have an episode of major depres-
sion at some point in their illness
course (36). Depression has been as-
sociated with an increased risk of re-
lapse, poor social adjustment, and
suicide (10,36–38). The evidence
with respect to the benefits of
adding antidepressants to antipsy-
chotic medication for treatment of
depressive symptoms among stable
outpatients with schizophrenia has
been mixed (10,39–44).

Unlike concomitant use of antide-
pressants or anxiolytics with antipsy-
chotic medications, the use of mood
stabilizers other than lithium and the
use of sedatives were associated with
more severe illness as indicated by
higher PANSS scores. The association
of use of these mood stabilizers with
higher positive symptom scores sug-
gests that these adjunctive medica-
tions are being used to treat patients
with more positive symptoms. There
are no randomized controlled studies
of the persistent benefits of adjunc-
tive divalproex compared with an-
tipsychotic monotherapy after treat-
ment of an acute exacerbation of
schizophrenic illness.

A primary finding with respect to
antipsychotic polypharmacy was that
individuals who were treated with
more than one antipsychotic medica-
tion had a lower neurocognitive com-
posite score. It is possible that the as-
sociation of antipsychotic polyphar-
macy with lower neurocognitive
scores was a treatment side effect,
perhaps caused by an increase in an-
ticholinergic side effects. It is also

possible that patients with more se-
vere cognitive problems were more
likely to be treated by antipsychotic
polypharmacy, perhaps because of
more partial adherence problems.

Although there is clear evidence
that anticholinergic medications are
effective in the treatment and pre-
vention of acute extrapyramidal side
effects (45,46), the need for long-
term anticholinergic use among pa-
tients receiving antipsychotics is less
clear (47,48). Therefore, assessing the
side effect liability of such an inter-
vention is critical. Our finding of
greater neurocognitive impairment

among patients with schizophrenia
who were treated with anticholiner-
gics is consistent with prior reports
that anticholinergic agents impair
several domains of cognitive func-
tioning, including attention, declara-
tive memory, verbal memory, and
spatial working memory (49–55).

Although we do not know whether
antipsychotic polypharmacy is a cause
or a result of the neurocognitive im-
pairment, the association of poor neu-
rocognitive functioning with both an-
tipsychotic polypharmacy and anti-
cholinergic medications has impor-
tant clinical implications. Evidence

suggests that cognitive functioning is
a core part of the pathology of schizo-
phrenia (56,57), and those cognitive
problems may persist even when psy-
chotic symptoms are in remission
(58). These cognitive deficits may
cause more social and vocational dis-
ability than positive or negative symp-
toms and may play a role in relapse
and rehospitalization (57–60).

Many of the concomitant prescrib-
ing patterns in treating patients with
schizophrenia with persistent psy-
chosis, anxiety, depression, and cogni-
tive deficits are not robustly support-
ed by evidence in the literature.
Therefore, such prescribing is likely
driven by inadequate response to
monotherapy or unmet treatment
needs among these patients. The data
presented in this study suggest that
better treatments for the depression,
anxiety, and cognitive deficits of pa-
tients with schizophrenia need to be
developed. In addition, the most fre-
quent concomitant prescribing prac-
tices should be tested empirically in
randomized controlled clinical trials.

Methodological limitations
The primary limitations of this study
are that the data are cross-sectional
and correlational. Patient assignment
to drug treatment was naturalistic,
and correlations between various con-
comitant psychotropic medications
and clinical status may be due to con-
founding variables. Another major
limitation is that we did not have in-
formation about duration of treatment
or dosage of baseline medications and
therefore could not draw meaningful
conclusions about the efficacy of such
interventions. This could only be done
in randomized controlled clinical tri-
als of these interventions. In addition,
patients willing to enter a clinical trial
such as CATIE and clinicians refer-
ring such patients may not be repre-
sentative of all treated individuals with
schizophrenia and their clinicians. An
additional limitation is that for a small
percentage of cases, medication histo-
ry may not have been verified by a
treating clinician or by medical
record. A final limitation of the study
is that we did not report concomitant
nonpsychotropic medications, some
of which are commonly used and have
high atropine equivalence factors.
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Conclusions
Use of concomitant psychotropic
medications to treat patients with
schizophrenia is prevalent, despite lit-
tle information in regard to efficacy
and liabilities associated with
polypharmacologic interventions.
Concomitant use of psychotropic
medications in the treatment of schiz-
ophrenia is associated with diverse
factors, including age, race, gender,
persistent depression, concurrent
anxiety and depressive disorder diag-
noses, severity of illness, functional
impairment, and neurocognitive im-
pairment.
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