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Background—Antipsychotic medication use rates have generally been rising among youth with
psychiatric disorders, but little is known about use rates of antipsychotics or other psychotropic
medications in patients at high risk for psychosis.

Method—Baseline psychotropic medication use rates were compared in two research cohorts of
patients at high risk for psychosis that enrolled between 1998-2005 (n=391) and 2008-2011
(n=346). Treatment durations and antipsychotic doses were described for cohort 2.

Results—Median age was 17 years in cohort 1 and 18 years in cohort 2. The rate of prescription
of any psychotropic at baseline was roughly 40% for each cohort. Antipsychotic prescription rates
were 24% among sites that permitted baseline antipsychotic use in cohort 1 and 18% in the cohort
2; the decline did not quite reach statistical significance (p=0.064). In cohort 2 the mean±sd
baseline chlorpromazine-equivalent dose was 121±108 mg/d, and lifetime duration of
antipsychotic treatment was 3.8±5.9 months.

Discussion—Although the rate of antipsychotic prescription among high-risk youth may have
fallen slightly, the nearly one-in-five rate in the second cohort still constitutes a significant
exposure. Mitigating factors were that doses and durations of treatment were low. As for other
nonpsychotic conditions, it is incumbent on our field to develop alternative treatments for high-
risk patients and to generate additional evidence for or against the efficacy of antipsychotics to
help define their appropriate role if alternative treatments fail.
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1. Introduction
Antipsychotic prescription in adolescents increased approximately four-fold in the US
between 1993-1998 and 1999-2004 and then another roughly 40% by 2005-2009 (Olfson et
al., 2012). Use in adolescents in Canada has also increased (Pringsheim et al., 2011), and
similar findings have been reported from Europe (Zuddas et al., 2011). The change does not
primarily represent increased use for psychotic disorders; rather the increase is mostly or
entirely seen in non-psychotic patients (Olfson et al., 2012; Pringsheim et al., 2011). Some
antipsychotic medications do have FDA-approved uses in non-psychotic disorders (Christian
et al., 2012), particularly for children and adolescents. Antipsychotic use has been rising in
adult patients also (Alexander et al., 2011; Maher et al., 2011), but the increase may be of
especial concern in youth since metabolic adverse effects appear even more frequent in
young patients (Gebhardt et al., 2009; Kryzhanovskaya et al., 2012; Safer, 2011; Woods et
al., 2002).

The risk syndrome for psychosis (Woods et al., 2009) is a non-psychotic condition under
increasing investigation over the past two decades (Fusar-Poli et al., 2013; Klosterkoetter et
al., 2011). Also known by other names including ‘at-risk mental state’ and ‘ultra-high-risk’,
the risk syndrome is based on earlier retrospective observations of subsyndromal or
“attenuated” positive symptoms in the months or years preceding frank onset of
schizophrenia (Yung and McGorry, 1996a). A recent meta-analysis of 27 studies suggested
that the average prospective rate of transition to frank psychosis is 22% by one year and
36% by three years (Fusar-Poli et al., 2012a). In addition to carrying substantial risk for
psychosis, risk syndrome patients meet general mental health standards for current illness
(Ruhrmann et al., 2010) in that at presentation they display distressing current symptoms
and functional and cognitive impairment (Fusar-Poli et al., 2012b; Giuliano et al., 2012;
Seidman et al., 2010; Woods et al., 2001; Woods et al., 2010b). Risk syndrome patients
often qualify for comorbid diagnoses of other disorders (Addington et al., 2007; Addington
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et al., 2012; Rosen et al., 2006), and such comorbidities represent additional targets for
treatment. Intervention studies have begun to address these patients’ prevention and
treatment needs (Stafford et al., 2013). Medication treatment studies have primarily focused
on antipsychotics (McGlashan et al., 2006; McGorry et al., 2002; Ruhrmann et al., 2007;
Woods et al., 2003; Woods et al., 2007; Yung et al., 2011) but have also included a search
for alternative treatments with fewer adverse effects (Amminger et al., 2010).

Risk syndrome patients often seek and receive mental health treatment in the community
(Cadenhead et al., 2010; Preda et al., 2002). The rates at which antipsychotic treatment
occurs, and whether such rates are increasing, are therefore of clinical and public health
interest. In the absence of epidemiologic studies, we report on community prescription of
antipsychotics at baseline in two large research cohorts that recruited from 1998-2005 and
2008-2011. Prescription rates for other psychotropic medications are also included for
comparison purposes.

2. Methods
The two research cohorts were ascertained by the North American Longitudinal Prodrome
Study (NAPLS) group and are referred to as NAPLS-1 and NAPLS-2. Subjects under age 18
with schizotypal personality disorder (SPD) are included along with risk syndrome patients
in both cohorts because evidence showed that youth with SPD were at high risk for
psychosis as well, even when risk syndrome criteria were not met (Woods et al., 2009). The
two groups of subjects together are referred to here as high-risk subjects.

2.1 Design, subjects, and medication methods in NAPLS-1
The NAPLS-1 study reported on 377 risk syndrome subjects at baseline (Woods et al., 2009)
and 36 subjects with SPD under age 18 who did not meet risk syndrome criteria, for a total
of 413 high-risk patients. Subjects enrolled between 1998 and 2005. Methods have
previously been reported in detail (Addington et al., 2007). Briefly, seven mostly
independent projects with broadly similar goals focused on prospectively determining
outcomes of a risk syndrome diagnosis and an eighth project collecting a sample of familial
high-risk subjects created a federated database. Each site utilized the Structured Interview
for Psychosis-risk Syndromes (SIPS) to determine whether risk syndrome or SPD criteria
were met. The SIPS adopted and adapted three sets of criteria originally articulated by the
Melbourne group (Yung et al., 1996b). Detailed descriptions of SIPS symptom severity
scales, risk syndrome diagnostic criteria, and psychometric properties are available
(Addington et al., 2007; Addington et al., 2012; Hawkins et al., 2004; Lemos et al., 2006;
Lencz et al., 2004; Lencz et al., 2003; McGlashan et al., 2010; Miller et al., 2003; Miller et
al., 2002; Woods et al., 2009). Some sites in NAPLS-1 did not permit or usually did not
permit subjects on antipsychotic to enroll (UNC, Toronto, Yale); the remaining sites
accepted patients without regard to baseline antipsychotic use. No other psychotropic
medications were exclusionary for any site. Current psychotropic medication at baseline was
recorded, but no information on doses or duration. Baseline medications in the NAPLS-1
cohort have been reported previously (Cadenhead et al., 2010; Walker et al., 2009).

2.2 Design, subjects, and medication methods in NAPLS-2
The ongoing NAPLS-2 study intends to enroll 720 high-risk subjects, and the first 360
enrolled are designated as the first half sample. Subjects in the first half sample were
enrolled from late 2008 to early 2011, including 344 risk syndrome subjects and 16 subjects
with SPD under age 18 who did not meet risk syndrome criteria. Methods for NAPLS-2
have also been described in detail (Addington et al., 2012). All sites followed a uniform
protocol for enrollment and assessment, but sites were permitted to employ ascertainment
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strategies that worked best locally. One site moved from Toronto to Calgary between
NAPLS-1 and NAPLS-2, keeping the same principal investigator, and the Harvard site
began enrolling high-risk patients with NAPLS-2; otherwise the same sites participated in
both cohorts. All sites in NAPLS-2 permitted patients to enroll without regard to baseline
psychotropic medication. Patient enrollment required a consensus on a SIPS risk syndrome
diagnosis among conference call participants from each site. Patients and/or parents were
interviewed about any psychotropic medication prescribed since birth and periods of no
medication. For each medication course we collected start date, stop date, medication name,
daily dose if routine, and unit dose and frequency of use if as-needed. When the patient
could not remember names of medications or doses, every effort was made to obtain the
information from prescribers, medical records, and pharmacies. Individual courses were then
summed to obtain duration data and chlorpromazine-equivalent doses (Woods, 2003) were
calculated.

2.3 Data analysis
Demographic and diagnostic measures common to the two studies that might confound
medication use rates across cohorts were selected for sample comparisons (Table S1 in
Supplementary Content). Analyses used SPSS, version 19. Univariate comparisons utilized
chi-square for categorical measures. One-sample Kolgorov-Smirnov (K-S) tests showed that
none of the continuous measure distributions were normal. For these measures samples were
therefore summarized using median and range and compared using the K-S Z statistic.

Effects of demographic and diagnostic measures on medication use rates were evaluated in
the combined samples using Pearson correlations, or nominal regression when
characteristics were multinominal. Nominal regression models would not converge for race,
and Pearson correlations with a bivariate minority vs Caucasian variable were substituted.
Logistic regression was used for multivariate comparisons of current medication at baseline
between NAPLS-1 and NAPLS-2 cohorts, including as covariates demographic or
diagnostic measures associated with specific medication use at p<0.05. When age and age
<18 were both associated with medication use, the variable with the larger absolute r value
was included in the model.

3. Results
3.1 Participants and medication use rates

Twenty-two patients in NAPLS-1 and fourteen in NAPLS-2 were missing baseline
medication information (Table S1). The highest medication use rates (Table 1) in both
cohorts were for antidepressants, followed by antipsychotics. Antipsychotic data by site
(Table S2) confirmed that differences in inclusion/exclusion criteria between the two cohorts
at three sites confounded a determination of change between cohort. Moreover, since
antipsychotic use was correlated with antidepressant use, mood stabilizer use, and use of any
and >1 psychotropic within the four sites whose inclusion/exclusion policy did not change
(UCLA, Emory, Hillside, UCSD, Table S3), other medication use appeared confounded as
well. Accordingly, for analyses of change in medication use rates across cohort sites were
restricted to these four “qualifying sites.”

At the four qualifying sites NAPLS-2 patients were more than a year older than those in
NAPLS-1 (Table 2) and appeared to show a higher proportion of minority races (see
Supplementary Content). Meeting inclusion criteria as a young SPD patient was less
frequent than in NAPLS-1. Rates of comorbid bipolar were higher, anxiety disorders were
slightly higher, and non-bipolar depression and ADD were lower at the four sites in
NAPLS-2 relative to NAPLS-1. Generally these cohort differences at the qualifying sites
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were similar to those in the full samples, although in the full samples differences for anxiety
disorder rates were statistically significant and those for ADD were not (Table S1).

3.2 Correlates of psychotropic medication use in the combined samples
Effects of site were statistically significant for antipsychotics and stimulants (Table S4).
Younger patients were more likely to receive stimulants and polypharmacy. Minority race
patients were less likely to use any psychotropic medication, antidepressants, mood
stabilizers, and polypharmacy compared to Caucasians. Patients with lower GAF received
antidepressants and polypharmacy more frequently. The SPD inclusion diagnosis was
associated with stimulant use. Bipolar comorbidity was associated with mood stabilizer use,
nonbipolar depression with antidepressant and stimulant use, anxiety comorbidity with
benzodiazepine use, and ADD with stimulant use. Correlations among demographic and
diagnostic predictors are shown in Table S5. Baseline psychotropic use rates were similar in
NAPLS-2 at the qualifying sites (Table 3) and in the full sample (Table 1).

3.3 Comparison of baseline psychotropic medication use across cohort
Logistic regression models including covariates as described revealed lower rate ratios in
NAPLS-2 relative to NAPLS-1 for any psychotropic medication and polypharmacy, with
trends toward reduced antipsychotic (p=0.064) and antidepressant use (p=0.057). For
stimulants, mood stabilizers, and benzodiazepines confidence intervals overlapped unity.

The proportion of aripiprazole use increased between NAPLS-1 and NAPLS-2, and
proportions for risperidone and olanzapine declined (Table 4). Four new antipsychotics had
been marketed in the US since the NAPLS-1 cohort closed, paliperidone (2006), iloperidone
(2009), asenapine (2009), and lurasidone (2010), but no patient in NAPLS-2 received them.
Although in general the correlation between any antipsychotic use and comorbid nonbipolar
depression was not statistically significant (Table S4), in the NAPLS-2 sample aripiprazole
prescription correlated with comorbid nonbipolar depression (r=0.330, p=0.009, n=61). This
correlation was not statistically significant for any other individual antipsychotic, including
quetiapine (r=−0.059, p=0.649, n=61).

3.4 Baseline antipsychotic doses
Antipsychotic dose information was not collected in NAPLS-1. In NAPLS-2 the average
chlorpromazine-equivalent baseline dose was 121 mg/d (Table 5). The correlation of
baseline dose with duration was not statistically significant (r=0.158, p=0.219, n=62). The
chlorpromazine-equivalent dose in patients who had received antipsychotics for at least two
months was slightly higher at 155±137 mg/d (n=28).

3.5 Lifetime psychotropic use among patients with use at baseline
The longest lifetime duration of medication use were observed in patients receiving
stimulants (Table 6). Duration of antidepressant and mood stabilizer use averaged about 18
months, benzodiazepine use about one year, and antipsychotic use about 4 months.

3.6 Lifetime psychotropic use before first antipsychotic start
More than half of patients on antipsychotics at baseline had received psychotropic
medication from another class prior to receiving first lifetime antipsychotic (Table 7).
Nearly half had received an antidepressant, for an average of roughly a year.

3.7 Findings restricted to risk syndrome cases
To facilitate comparisons with international cohorts, versions of Tables 3-7 are included in
the Supplementary Content that restrict the high risk sample to risk syndrome cases and
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exclude the young SPD cases (Tables S6-10). Findings are similar to those of the primary
analyses.

4. Discussion
The principal finding of the current study is that between 2008 and 2011 nearly one patient
in five at high risk for psychosis was currently being prescribed antipsychotic medication in
the community at the time of presentation to a North American research clinic. Compared to
a previous cohort at the same sites from 1998 to 2005, this proportion had tended to fall. The
pattern of specific medication shifted toward antipsychotics with less frequent metabolic
side effects. Antipsychotic doses were relatively low, the duration of exposure to
antipsychotics was brief relative to duration of exposure to other psychotropic medication
classes, and in many cases an antidepressant medication trial appeared to have preceded
antipsychotic prescription.

It is difficult to be certain why antipsychotic use rates have increased for other nonpsychotic
conditions but did not increase for high-risk patients and may have dropped. Possibly
prescribers are more aware of published treatment guidelines (reviewed in Woods et al,
2010b) discouraging antipsychotic use in risk syndrome patients. Although such a
mechanism would not explain reduced antidepressant use (Table 3), an antidepressant effect
could be related to 2004-2007 regulatory “black-box” warnings about antidepressants and
suicidality in children (Busch and Barry, 2009) and young adults. Both antipsychotic and
antidepressant medication reductions might have been affected by reports of treatment
success with cognitive behavior therapy (Stafford et al., 2013).

By the time of NAPLS-2, aripiprazole had become the most frequently selected
antipsychotic by the community prescribers, and risperidone and olanzapine use share had
each fallen by more than half (Table 4). Although the rate of aripiprazole prescription in
NAPLS-1 was limited by its late 2002 approval toward the end of cohort accrual, we
speculate that these changes suggest community prescribers may have been seeking to
reduce metabolic risks of prescription in these patients, since aripiprazole is generally
regarded as yielding lower rates of such complications than olanzapine or risperidone
(Cohen et al., 2012; Correll et al., 2009; De Hert et al., 2011). The metabolic profile of
ziprasidone may indicate yet lower risk than aripiprazole (Cohen et al., 2012; De Hert et al.,
2011), but for unknown reasons the relative proportion of use did not increase substantially
between our two cohorts. Another possibility for the higher proportion of aripiprazole in
NAPLS-2 is its late 2007 FDA approval as an adjunct to antidepressants. This possibility is
supported by the correlation with comorbid depression (section 3.3). A similar indication for
quetiapine in December 2009 may have come too late to have a similar effect.

Antipsychotic doses were relatively low (Table 5). The mean chlorpromazine-equivalent
dose of 121 mg/d is lower than the 200 mg/d minimum effective dose in studies of
established schizophrenia (Woods, 2003). Risk syndrome patients in an open-label
aripiprazole trial (Woods et al., 2007) and in an olanzapine vs placebo study (Woods et al.,
2003) received higher doses than shown here. The current low doses would have the
advantage of minimizing adverse effects, but could possibly be associated with diminished
efficacy as well. On the other hand, there is evidence that low doses of antipsychotic can
produce large effect sizes in risk syndrome patients (Ruhrmann et al., 2007).

The primary limitation of the present studies is the uncertain ability to generalize from rates
of medication prescribed at baseline in research studies to community prescription rates,
since patients who volunteer for research studies can differ from their peers who do not
(Woods et al., 2000). In addition, analyses of change in medication use rates had to be
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restricted to only four of the eight sites, which further limits generalizability. Lastly, we
cannot rule out that procedural changes from NAPLS-1 to NAPLS-2, such as the diagnostic
consensus requirement, could have influenced sample characteristics. These considerations
underscore the need for epidemiologic sampling in future studies to obtain unbiased
estimates.

Our data suggest several factors that may somewhat mitigate concerns about antipsychotic
adverse effects in this population: rates did not increase and may have decreased, doses and
durations of treatment were low, lower-risk antipsychotics were preferred, and other
medication classes were often tried first. Still, it must be stated that the 18% rate of baseline
antipsychotic prescription seen in the recent NAPLS-2 study is substantial. If high-risk
patients across North American communities are receiving antipsychotics at comparable
rates, it would constitute a significant exposure. At present the only placebo-controlled
evidence for or against benefit to support such exposure is a single small study of
olanzapine, which showed a statistically significant short-term symptomatic benefit but no
significant functional benefit (Woods et al., 2003) and only a statistical trend toward
prevention or delay of psychosis over one year (McGlashan et al., 2006).

For other nonpsychotic conditions the situation is similar. A recent meta-analysis identified
32 placebo-controlled trials of antipsychotics for various nonpsychotic conditions in
adolescents (Zuddas et al., 2011) which in aggregate provide support for adolescent efficacy
in some of the conditions for which they are used clinically. The database is limited,
however, because many of the studies tended to be small and most followed patients only
over the short term. The limitations in the efficacy database and the well-known adverse
event profiles of antipsychotics have led some to label the increased use of these
medications over the past 15 years as “overuse” (Frances, 2011). One of the main reasons
that a risk syndrome diagnosis will not be included as a coded diagnosis in the new 5th

edition of the American Psychiatric Association’s Diagnostic and Statistical Manual (under
the name Attenuated Psychosis Syndrome (Carpenter and van Os, 2011)) was concern that it
might result in inappropriate treatments (Regier, 2012). Given the substantial adverse effects
of antipsychotics (Smith et al., 2008; Woods et al., 2010a), including the possibility of
changes in brain gray matter (Radua et al., 2012), it is incumbent on our field to develop
alternative treatments for high-risk patients (Amminger et al., 2010; Stafford et al., 2013)
and also to generate additional evidence for or against the efficacy of antipsychotics in high-
risk patients to define their appropriate role if alternative treatments fail.

Supplementary Material
Refer to Web version on PubMed Central for supplementary material.
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Table 1

Rates of current psychotropic medication use at baseline in NAPLS-1 and NAPLS-2.*

Medication Type
NAPLS-1
1998-2005

(n=391)

NAPLS-2
First Half
2008-2011

(n=346)

Any Psychotropic 160 (40.9%) 141 (40.8%)

Any Antipsychotic 44 (11.3%) 62 (17.9%)

Any Antidepressant 119 (30.4%) 95 (27.5%)

Any Stimulant 25 (6.4%) 18 (5.2%)

Any Mood Stabilizer 14 (3.6%) 14 (4.0%)

Any Benzodiazepine 17 (4.3%) 25 (7.2%)

>1 Class 51 (13.0%) 58 (16.8%)

*
all sites included.
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Table 2

Demographic and diagnostic characteristics at four qualifying sites*.

Measure
NAPLS-1
1998-2005

N=1771

NAPLS-2
First-Half
2008-2011

N=1762

Χ2 or Z df p

Site 10.3 3 0.016

 UCLA 34 (19.2%) 50 (28.4%) 4.1 1 0.042

 Emory 37 (20.9%) 47 (26.7%) 1.6 1 0.201

 Hillside 46 (26.0%) 43 (24.4%) 0.1 1 0.760

 UCSD 60 (33.9%) 36 (20.5%) 8.1 1 0.005

Age, median (range) 16.3 (11.8-30.3) 18.0 (12.0-33.0) 2.2 na 0.000

No. with age < 18 121 (68.4%) 82 (46.6%) 17.1 1 0.003

No. male 108 (61.0%) 107 (60.8%) 0.0 1 0.966

Race 37.4 5 0.000

 American Indian 0 (0%) 4 (2.3%) 3.9 1 0.047

 Asian 10 (5.8%) 14 (8.0%) 0.6 1 0.439

 Pacific Islander 1 (0.4%) 3 (1.7%) 1.0 1 0.329

 African American 20 (11.7%) 27 (15.3%) 1.0 1 0.321

 Caucasian 127 (74.3%) 80 (45.5%) 29.9 1 0.000

 Mixed Race 13 (7.6%) 48 (27.3%) 23.2 1 0.000

Parental education 6.0 (1-8) 6.0 (1-8) 0.4 na 0.998

Global functioning 49.0 (10-99) 45.0 (18-80) 1.3 na 0.072

Inclusion diagnosis SPD 28 (15.8%) 12 (6.8%) 7.1 1 0.008

DSM-IV bipolar disorder 3 (1.7%) 16 (9.5%) 10.1 1 0.002

DSM-IV nonBP depression 95 (53.7%) 66 (39.1%) 7.4 1 0.006

DSM-IV anxiety disorder 69 (39.0%) 78 (46.2%) 1.8 1 0.177

DSM-IV ADD 34 (22.8%) 18 (10.7%) 8.6 1 0.003

*
patients with baseline medication data. Qualifying sites (UCLA, Emory, Hillside, UCSD) collected data in both cohorts and did not exclude

patients on antipsychotic in either. Sample size for race in NAPLS-1 was 171. Sample size for comorbid diagnoses was 169 in NAPLS-2 and for
ADD in NAPLS-1 149.

Z--Kolmogorov-Smirnov Z statistic. na-- not applicable. SPD--schizotypal personality disorder. nonBP--nonbipolar. ADD--attention deficit
disorder.
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Table 3

Comparison of baseline psychotropic medication use at qualifying sites in NAPLS-1 and NAPLS-2.*

Medication Type
NAPLS-1
1998-2005

(n=177)

NAPLS-2
First Half
2008-2011

(n=176)

Rate Ratio (95% CI)1

Unadjusted Adjusted2

Any Psychotropic 95 (53.7%) 68 (38.6%) 0.72 (0.54, 0.91) 0.79 (0.60, 0.99)

Any Antipsychotic 43 (24.3%) 31 (17.6%) 0.73 (0.47, 1.09) 0.66 (0.41, 1.02)

Any Antidepressant 62 (35.0%) 39 (22.2%) 0.63 (0.43, 0.89) 0.70 (0.45, 1.01)

Any Stimulant 19 (10.7%) 8 (4.5%) 0.42 (0.19, 0.94) 0.42 (0.11, 1.50)

Any Mood Stabilizer 12 (6.8%) 10 (5.7%) 0.84 (0.36, 1.84) 0.72 (0.27, 1.82)

Any Benzodiazepine 9 (5.1%) 11 (6.3%) 1.23 (0.52, 2.79) 1.17 (0.48, 2.70)

>1 Class 42 (23.7%) 22 (12.5%) 0.53 (0.32, 0.85) 0.56 (0.32, 0.93)

*
qualifying sites defined as per Table 2.

CI -- confidence interval.

1
rate ratio for baseline prescription in NAPLS-2 relative to NAPLS-1.

2
models adjusted by inclusion as covariates of characteristics from Table S4 significantly associated with prescription at the p <0.05 level.
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Table 4

Individual antipsychotic medications at baseline in NAPLS-1 and NAPLS-2.*

Antipsychotic
Medication

NAPLS-1
1998-2005

(n=44)

NAPLS-2
First Half
2008-2011

(n=62)

Χ 2 df p

Aripiprazole 3 (6.8%) 27 (43.5%) 17.1 1 0.000

Risperidone 24 (54.5%) 15 (24.2%) 10.2 1 0.001

Quetiapine 7 (15.9%) 11 (17.7%) 0.1 1 0.804

Olanzapine 11 (25.0%) 6 (9.7%) 4.5 1 0.034

Ziprasidone 3 (6.8%) 3 (4.8%) 0.2 1 0.664

Haloperidol 0 (0%) 1 (1.6%) 0.7 1 0.397

>1 Antipsychotic 4 (9.1%) 1 (1.6%) 3.2 1 0.074

*
all sites included.
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Table 5

Antipsychotic dose in mg/d for specific medications at baseline and chlorpromazine-equivalent dose for any
antipsychotic medication at baseline in NAPLS-2.*

Antipsychotic Medication Mean Min Max SD

Aripiprazole (n=26)1 7.8 2.0 30.0 6.4

Risperidone (n=14)1 1.7 0.5 4.0 1.0

Quetiapine (n=10)1 121 3 300 111

Olanzapine (n=6) 7.5 2.5 17.5 5.7

Ziprasidone (n=2)1 100 80 120 28

Haloperidol (n=1) 10.0 10.0 10.0 ---

Any antipsychotic (n=58) 121 4 500 108

*
all sites included.

1
one subject missing baseline dose.
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Table 6

Lifetime months of exposure to baseline psychotropic medication in NAPLS-2.*

Medication Type Mean Min Max SD

Any psychotropic (n=141) 24.9 0.03 174.5 35.7

Antipsychotic (n=62) 3.8 0.03 37.8 5.9

Antidepressant (n=95) 17.9 0.03 155.4 26.9

Stimulant (n=18) 64.8 3.7 156.4 43.8

Mood stabilizer (n=14) 17.6 0.20 53.8 17.6

Benzodiazepine (n=25) 10.7 0.13 88.0 19.0

*
among patients receiving the medication class at baseline, all sites included.
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Table 7

Lifetime months of exposure to baseline psychotropic medication prior to the first lifetime antipsychotic dose
in NAPLS-2.*

Medication Type Mean Min Max SD

Any psychotropic (n=36/62, 58%) 18.4 0.03 92.7 23.5

Antidepressant (n=30/62, 48%) 11.5 0.03 61.9 15.5

Stimulant (n=10/62, 16%) 39.2 0.5 92.7 29.1

Mood stabilizer (n=3/62, 5%) 4.0 1.5 7.3 3.0

Benzodiazepine (n=5/62, 8%) 1.3 0.5 2.5 0.9

No prior psychotropic (n=26/62, 42%) 0 0 0 0

*
among patients receiving antipsychotic at baseline, all sites included.
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