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Abstract
Adolescents with depression and high levels of oppositionality often are particularly difficult to treat.
Few studies, however, have examined treatment outcomes among youth with both externalizing and
internalizing problems. This study examines the effect of fluoxetine, cognitive behavior therapy
(CBT), the combination of fluoxetine and CBT, and placebo on co-occurring oppositionality within
a sample of depressed adolescents. All treatments resulted in decreased oppositionality at 12 weeks.
Adolescents receiving fluoxetine, either alone or in combination with CBT, experienced greater
reductions in oppositionality than adolescents not receiving antidepressant medication. These results
suggest that treatments designed to alleviate depression can reduce oppositionality among youth with
a primary diagnosis of depression.

Depression is common among adolescents (e.g., Kessler, Berglund et al., 2005) and is
associated with a wide range of emotional, behavioral, and social problems (Fleming & Offord,
1990; Kessler, Avenevoli, & Merikangas, 2001; McCracken, 1992). A point prevalence rate
of 7 to 8% (e.g., Kessler & Walters, 1998) has been found for depressive disorders among
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adolescents. Externalizing behavior problems are also common among youth. Documented
point prevalence rates of conduct disorder (CD) in community samples have ranged from 1.8%
(Esser, Schmidt, & Woerner, 1990) to 8.7% (Kashani, Beck et al., 1987; Kashani, Carlson et
al., 1987). Prevalence rates of oppositional defiant disorder (ODD) have ranged between 3.2
and 13.3% for boys and between 1.4 and 9.4% for girls (Costello, Mustillo, Erkanli, Keeler,
& Angold, 2003; Kroes et al., 2001; Maughan, Rowe, Messer, Goodman, & Meltzer, 2004;
Nock, Kazdin, Hiripi, & Kessler, 2007). Further, depression and externalizing problems often
co-occur, and this comorbidity is of public health importance given the association with suicide
(Ezpeleta, Domenech, & Angold, 2006; Foley, Goldson, Costello, & Angold, 2006). In one
study, 70% of adolescent suicide victims met criteria for both a mood disorder and an
externalizing disorder (Shafii, Stelz-Lenarsky, Derrick, Beckner, & Wittinghill, 1988).

Even without meeting full criteria for both a depressive and disruptive disorder, many youth
who present in the clinic have mixed symptom presentations. The negative affect of depression
does indeed appear to share features of the oppositionality observed in disruptive behavior
disorders. The presence of both symptom profiles has been found to result in increased
functional impairment and a variety of challenging behaviors (e.g., Kovacs, Paulauskas,
Constantine, & Richards, 1988), including poor social skills (Greene et al., 2002; Renouf,
Kovacs, & Mukerji, 1997), problematic school behavior, and poor peer relationships (Cole &
Carpentieri, 1990; Ezpeleta et al., 2006; Marmorstein & Iacono, 2001). Indeed, recent factor
analytic work suggests that latent internalizing and externalizing factors are correlated (e.g.,
Kessler, Chiu, Demler, & Walters, 2005). Oppositionality in youth has been found to have
three dimensions: irritable, hurtful, and headstrong (Stringaris & Goodman, 2009). Studying
oppositionality is important as it is likely that subthreshold oppositionality, or oppositionality
that does not meet full criteria for ODD, is impairing in the lives of youth. This is particularly
true in light of strong associations between oppositionality in youth and psychopathology in
adult life (Nock et al., 2007).

On a larger level, the field of clinical psychology is moving toward a diagnostic system that
allows for a mix of dimensional and classification criteria (e.g., Maser et al., 2009). This logic
is based on the notion that the study of dimensions of symptoms will allow for greater symptom
specificity. For these reasons, this study examines youth who meet criteria for depression and
examines the effect of treatment on their levels of oppositionality, as defined dimensionally.
This has implications for nosology, etiology, and the developmental progression of
psychopathology. This dimensional investigation may also inform whether two diagnoses are
warranted or whether oppositionality is a different manifestation of depression. First, however,
we briefly summarize the treatment literature regarding comorbidity among youth.

Few studies have examined treatment outcomes among youth with both externalizing and
internalizing problems. In a study evaluating the effect of imipramine on depression among
boys, a decrease in CD behaviors was also observed among the boys with a comorbid CD
diagnosis (Puig-Antich, 1982). Fluoxetine was evaluated in a study of male adolescents with
comorbid depression, substance use, and CD, and found it to be efficacious in reducing
symptoms of depression (Riggs, Mikulich, Coffman, & Crowley, 1997). Thus, some studies
indicate that antidepressant medications can be effective in the treatment of depression among
adolescents with comorbid CD. Some evidence to the contrary also exists. Among adolescents
with comorbid major depressive disorder (MDD) and externalizing symptoms, lower rates of
response to imipramine have been found relative to adolescents with depression only (Hughes
et al., 1990). Only one of these studies (Hughes et al., 1990) included a placebo control. Recent
practice parameters issued by the American Academy of Child and Adolescent Psychiatry for
the treatment of youth with ODD (Steiner & Remsing, 2007) noted that there is limited evidence
that selective serotonin reuptake inhibitors are helpful in the treatment of ODD in the context
of comorbid mood disorders. These parameters recommend that medication target the primary
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syndrome, as comorbid oppositional behavior can complicate the treatment of a wide range of
conditions. Thus, evidence regarding the effect of antidepressant medication on externalizing
symptoms is inconclusive to date.

Evidence in support of cognitive behavioral therapy (CBT) for adolescents with comorbid
depression and externalizing behavior problems is also limited. Although originally cognitive-
behavioral interventions were developed for youth presenting with one disorder (Hughes et al.,
1990), recent work has begun to examine the effect of CBT on comorbid conditions among
youth (e.g., Cornelius et al., 2009). CBT has been efficacious in the treatment of ODD and CD
(for a review see Nock, 2003), and components of CBT used in the treatment of depression
(e.g., cognitive restructuring, problem solving) have been successful in the treatment of CD
and delinquency (Kazdin & Wassell, 2000). However, in a comparison of the efficacy and
effectiveness of a cognitive behavioral group intervention for depressed adolescents with
comorbid conduct disorder to a life skills/tutoring control, significant differences in CD
remission or reductions in externalizing problem behaviors were not detected (Rohde, Clarke,
Mace, Jorgensen, & Seeley, 2004). Few empirical studies document the efficacy and/or
effectiveness of treatment for depressed youth with multiple problems, presenting a challenge
for practicing clinicians.

The goal of this study was to investigate the effect of treatment for depression on comorbid
oppositionality among adolescents with MDD participating in the Treatment for Adolescents
with Depression Study (TADS), a randomized controlled trial of empirically supported
treatments for depressed adolescents (see TADS Team, 2004). This is in contrast to the original
aims of the TADS trial, which were to examine different treatment effects on depression. The
TADS trial examined the effects of CBT, fluoxetine (FLX), their combination (COMB), and
a pill placebo with clinical management (PBO). Previous analyses of the TADS data suggest
that, regardless of the randomized treatment, comorbidity predicted less improvement in
depression symptoms after 12 weeks of acute treatment (Curry et al., 2006). Specifically, the
presence of a comorbid disruptive behavior disorder did not predict acute outcome in TADS;
however, a higher number of comorbid diagnoses (regardless of specific diagnosis) predicted
less improvement in depression (Curry et al., 2006). As previous publications detail (TADS
Team, 2004), all treatments resulted in statistically significant reductions in depression. In light
of these results, we did not hypothesize that one treatment would affect oppositionality more
than another. Rather, we explored the extent to which oppositionality decreased following
treatment for depression. We used dimensional measurement of oppositionality to capture both
subclinical and clinical thresholds of oppositionality and to explore the extent to which these
symptoms were ameliorated with treatment. Indeed, a large percentage (61%) of the TADS
sample fell into empirically derived subtypes of depression with mean levels of oppositionality
in the clinically significant range (Herman, Ostrander, Walkup, Silva, & March, 2007). We
hypothesized that (a) reductions in oppositionality would be observed in all four randomized
treatments and (b) that these reductions would be partially accounted for by the reduction in
depressive symptoms.

METHODS
Participants

Participants were 439 clinically depressed adolescents enrolled in the TADS. Sponsored by
the National Institute of Mental Health, the randomized controlled trial stage of TADS was
designed to compare the effects of CBT (n = 111), FLX (n = 109), COMB, (n = 107), and PBO
(n = 112) administered over a 12 week acute treatment period. Participants within the FLX and
PBO arms were blinded to treatment condition; however, those in CBT and COMB were aware
that they were receiving active treatment. Treatments were designed to meet best practice
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standards and were performed according to manuals (please see TADS Team, 2003). All sites
(n = 13) participating in TADS obtained Institutional Review Board approval.

Adolescents in the TADS sample were between 12 and 17 years of age (inclusive) with a current
primary Diagnostic and Statistical Manual of Mental Disorders (4th ed. [DSM–IV]; American
Psychiatric Association, 1994) diagnosis of MDD. Fifty-four percent of the participants were
girls, 74% were Caucasian, and the mean age was 14.6 (SD = 1.5) years. A score of 45 or
greater on the Children’s Depression Rating Scale–Revised (CDRS–R; Poznanski & Mokros,
1996) was required for study entry. The CDRS–R total scores at the pre-treatment assessment
ranged from 45 to 98 (M = 60, SD = 10.4), indicative of mild to severe depression. This mean
total CDRS–R score translates to a normed T score of 75.5 (SD = 6.43), suggesting moderate
to severe depression. Further details of consent and assent, rationale, methods, design of the
study, and other demographic and clinical characteristics of the sample are detailed in previous
reports (TADS Team, 2003, 2005). Fifty-two percent of enrolled adolescents presented with
at least one comorbid psychiatric disorder, and 13.2% of adolescents presented with ODD. A
disruptive behavior diagnosis did not predict premature termination or study dropout. Of note,
the presence of severe conduct disorder was an exclusion criterion in TADS.

Procedures
Study assessments were conducted immediately prior to treatment (Baseline) and at two time
points during the acute treatment period (Week 6 and Week 12). Clinical assessments were
provided by an Independent Evaluator who was blind to treatment assignment. Several self-
report questionnaires completed by youth and parents were collected.

Measures
Conners’ Parent Rating Scale–Revised (CPRS–R)—Oppositionality was assessed
with the CPRS–R (Conners et al., 1997). The 80-item CPRS–R: Long Form was developed as
a comprehensive checklist for acquiring parental reports of the presenting problems for children
referred to outpatient psychiatric settings. Parents are asked to rate each item on the scale using
a 4-point Likert scale ranging from 0 (not at all true) to 3 (very much true). The items for the
Oppositionality subscale include: angry and resentful, fights, argues with adults, loses temper,
irritable, actively defies or refuses to comply with adults requests, touchy or easily annoyed
by others, blames others for his/her mistakes, deliberately does things that annoy other people,
and spiteful or vindictive. Coefficient alphas for the Oppositionality scale range between 0.89
and 0.92, indicating excellent internal reliability (Conners, Sitarenios, Parker, & Epstein,
1998). Cronbach’s alpha at baseline within our sample for the Oppositionality factor was very
similar at 0.89. The Oppositionality factor assesses behaviors consistent with ODD and CD
and excludes behaviors associated with ADHD, providing a useful and distinct measure of
oppositional behavior (Conners et al., 1998) in line with the symptomatology of disruptive
behavior disorders.

CDRS–R—The CDRS–R (Poznanski & Mokros, 1996) is a 17-item clinician-rated depression
severity measure completed by the Independent Evaluator. Scores on the CDRS–R are based
on interviews with the adolescent and parent and can range from 17 to 113, with higher scores
representing more severe depression. The scale has good internal consistency (α = .85),
interrater reliability (r = .92), test–retest reliability (r = .78) and is correlated with a range of
validity indicators including global ratings and diagnoses of depression (Poznanski & Mokros,
1996). Within the current sample alpha was equal to .70.

Statistical Analyses
The primary outcome measure was level of oppositionality during the 12 week acute treatment
period, as measured by the parent-report CPRS–R Oppositionality score. An intent-to-treat
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analysis approach was used with all 439 patients randomized to treatment included in the
analysis regardless of study completion, protocol adherence, or treatment compliance. Fifteen
participants were missing a CPRS–R oppositionality score at baseline. For these youth, the
baseline sample median score (16.0) was imputed. Given that these analyses were exploratory,
nondirectional statistical tests were conducted and the level of significance was set at p ≤ .05.
Paired treatment contrasts were only conducted if omnibus tests were significant. An analysis
of variance, with a posteriori t tests, was employed to compare the treatment arms on key
baseline clinical characteristics. Pearson product-moment coefficients were calculated to
examine the correlation between change in depression and oppositionality.

Effect of Treatment on Oppositionality—The impact of treatment on the CPRS–R
Oppositionality score was modeled using a linear random coefficients regression model
(RRM), which included the following: fixed effects for treatment, time, Treatment × Time,
site, as well as random effects for participant. Nonsignificant interactions were removed from
subsequent models to present the most parsimonious results. Under the assumption of random
intercepts and slopes for each patient, the overall and treatment group-specific rates of change
across the three available assessment points for the four treatment groups were examined.
Pairwise comparisons on treatment slopes were then conducted.

Does Change in Depression Impact Oppositionality?—The first step of our analysis
was to establish a relation between treatment and oppositionality. The second step estimating
the effect of treatment on depression had already been established in prior reports (TADS Team,
2004). For the third step, depression change scores across the acute treatment period (baseline
minus end of treatment difference scores) were used to determine whether a decrease in
depression during the treatment period partially accounted for the oppositionality outcome.
Change scores were employed rather than time-dependent depression scores to diminish any
potential moderating effects of the pretreatment depression scores (H. C. Kraemer, personal
communication, October 5, 2006). For the 60 youth missing a change score due to missing
Week 12 data, a CDRS–R Week 12 score was imputed using the predicted score derived from
the individual trajectories within the primary efficacy analysis (see TADS Team, 2004). As
derived, a more positive change score represents a greater decrease in depression over the
treatment period. Further analyses of adolescents who remitted (CDRS–R score less than or
equal to 28) versus those who did not remit at Week 12 examined effects in more detail.
Goodness of fit was assessed by a likelihood-ratio chi-square test, which is the difference
between −2-log likelihood of the core model from that of the proposed model. This difference
is distributed as a chi-square. The degrees of freedom for this test are equal to the difference
between the number of estimated parameters in the proposed model and in the core model. To
calculate the proportion of outcome variation accounted for by change in depression we used
Singer and Willett’s (2003) pseudo-R2.

RESULTS
Descriptive Statistics

Patients in the four treatment conditions did not differ significantly at baseline with regard to
CDRS–R depression severity, CPRS-R oppositionality, age at baseline, duration of the current
depressive episode, or total number of comorbid psychiatric disorders. At baseline,
oppositionality scores ranged from 0 to 30, with a median score of 16.0, which corresponds
with a T score falling between 68 and 73 for boys and between 72 and 74 for girls.
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Effect of Treatment on Oppositionality
The correlation coefficient for change (baseline to Week 12) in depression with baseline
oppositionality was r =−.03; p > .05. At Week 6, r = .19; p < .01, and at Week 12, r = .29, p
< .01. Figure 1 displays change in oppositionality across the acute treatment period.

The RRM on longitudinal CPRS–R oppositional scores identified a statistically significant
linear trend of time, F(1, 412) = 332.53, p < .01; site, F(12, 424) = 2.18, p = .01; and a Treatment
× Time interaction, F(3, 412) = 12.62, p < .01. All other effects were not significant. Given
that the omnibus test of Treatment × Time was significant, planned contrasts on the slope
coefficients were conducted and produced a statistically significant ordering of outcomes.
COMB (p < .01) and FLX (p < .01) were statistically significant when compared with PBO,
whereas CBT (p > .05) was not. COMB was not superior to FLX (p > .05). Both COMB (p < .
01) and FLX (p < .05) were superior to CBT. The slopes and Week 12 contrasts for the
medication groups (COMB + FLX) were significantly different from the non-medication
groups (CBT + PBO, both tests, p < .01), with the medication group experiencing a more rapid
reduction in oppositionality than the nonmedication group. Further details on the slope
coefficients and their standard errors are detailed in Table 1. Contrasts performed on Week 12
data points replicated these between-treatment results.

How Change in Depression Impacts the Effect of Treatment on Oppositionality
For the third step, depression change and Depression Change × Time were added to our original
RRM model to determine if change in depression partially accounted for change in
oppositionality. Significant time, F(1, 468) = 46.83, p < .01; site, F(12, 424) = 2.21, p = .01;
and Depression Change × Time, F(1, 386) = 37.78, p < .01, effects were demonstrated for the
oppositionality outcome. The effect of Treatment × Time was reduced in this model, F(3, 417)
= 8.99, p < .01, but remained significant. This model offered a better fit for the observed data,
Δχ2 = 27.00, Δdf = 1, p < .01, with a pseudo-R2 equal to 0.25, suggesting that 25% of change
in oppositionality was accounted for by change in depression (Singer & Willett, 2003). COMB
and FLX led to significantly greater rates of improvement in oppositionality when compared
to PBO and CBT (all p < .01). COMB and FLX did not separate from one another (p > .05),
which was also the case with CBT and PBO (p > .05). As such, the medication groups (COMB
+ FLX) resulted in greater rates of improvement than the non-medication groups (CBT + PBO;
p < .01). Table 1 includes detail on slope coefficients. Contrasts conducted on slope estimates
from baseline to Week 12 are reported in Table 2.

To further examine this effect we examined oppositionality outcomes among adolescents who
remitted from depression at Week 12 (n = 56). Figures 2 and 3 illustrate that among adolescents
whose depression was meaningfully reduced (e.g., reached remission status), all active
treatments (COMB, FLX, CBT) resulted in significant reductions in oppositionality. In
contrast, among adolescents who remained significantly depressed, CBT did not lead to more
improvement in oppositionality than PBO.

In summary, antidepressant treatment led to significantly lower oppositionality scores at Week
12 when compared to youth not receiving active medication. Change in depression partially
accounted for the reduction in oppositionality, as revealed by the significant Depression × Time
effect. Although the effect of change in depression reduced the Treatment × Time interaction
effect on oppositionality, it remained statistically significant. Thus, we conclude that change
in depression over the course of treatment contributed to the observed effect of treatment on
oppositionality.

Jacobs et al. Page 6

J Clin Child Adolesc Psychol. Author manuscript; available in PMC 2011 January 1.

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript



DISCUSSION
Findings from the TADS trial suggest that acute treatments for depression can reduce
oppositionality among clinically depressed adolescents. All treatments, but particularly those
including medication management with FLX, reduced oppositionality from clinical to
subclinical levels. Treatments that included a medication component resulted in large effects,
in line with Cohen’s (1988) benchmarks, when compared to placebo. Among adolescents
whose depression was adequately treated (i.e., reached remission status), CBT resulted in
greater improvement than PBO in oppositionality. In contrast, among adolescents whose
depression did not remit, CBT did not differ from PBO.

Our results are congruent with the concept of “dynamic comorbidity” between externalizing
and internalizing disorders (Lahey, Loeber, Burke, Rathouz, & McBurnett, 2002), wherein
within-child changes in conduct disorder behaviors have been found to parallel within-child
changes in depression. From this perspective, treatment of depression would contribute to
improvements in co-occurring disruptive behavior disorders. Several “core
processes” (McCarty, Stoep, & McCauley, 2007), such as low self-worth and negative self-
image, may represent general risk factors for both forms of psychopathology. Negative
emotionality (Eisenberg, Fabes, Guthrie, & Reiser, 2000), personal and familial risk factors
(Fergusson, Lynskey, & Horwood, 1996), as well as deficits in information processing and
affect regulation (Larson, Diener, & Cropanzano, 1986) have also been proposed. Our findings
may support the notion that oppositionality is a different manifestation or specific subtype of
depression. Indeed, among adults, research has identified distinct psychological and
neuroendocrine profiles for those presenting with highly irritable and hostile depression (Fava
et al., 1993; Rosenbaum et al., 1993). Further nosological research is needed to adequately
identify and describe these overlapping processes.

Although our results suggest that fluoxetine may be helpful for the acute treatment of
oppositional behavior and depression in adolescents, clinicians must take care when treating
this population. Given the U.S. Food and Drug Administration warning of October 15, 2004,
regarding the use of selective serotonin reuptake inhibitors among youth, particular attention
is warranted in monitoring suicidality. This is especially relevant given the increased risk of
suicidality associated with subthreshold externalizing symptoms in the context of mood
disorders (Foley et al., 2006). That said, our findings indicate that treating the primary disorder
of depression appears to simultaneously ameliorate oppositionality.

Our confidence in the results obtained is limited by several factors. First, our findings may not
generalize to youth with more severe externalizing behavior problems, or to youth seen in
community settings. Our measure of oppositionality was derived from a well-validated parent
report measure. The use of alternative, behaviorally based or observational methods is
recommended for future research. Ideally, future research will include multimethod assessment
designed to capture the nuanced nature of these overlapping symptoms in multiple contexts.
However, in light of recent evidence that latent subtypes of adolescent depression exist
(Herman et al., 2007), as well as the fact that depressed-only presentations represent a minority
of clinical cases, the current study demonstrates that existing treatments can be helpful in
treating the prevalent oppositional-depressed presentation. Another limitation of our
investigation is our inability to consider mediation effects among a sample of youth with
comorbid diagnoses of ODD or CD. Levels of these diagnoses in our sample did not offer
adequate statistical power. Future work replicating our findings in a sample meeting diagnostic
criteria for both a disruptive behavior disorder and depression would be informative. In
addition, specific attention to the timing of such mediation effects is warranted. It is also true
that treatment blindness varied by condition. It is possible that differences in treatment
blindness impacted oppositionality outcomes. Last, symptoms of oppositionality, such as

Jacobs et al. Page 7

J Clin Child Adolesc Psychol. Author manuscript; available in PMC 2011 January 1.

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript



irritability, overlap with symptoms of depression. It is possible that our results stem in part
from an overlap in constructs. However, we believe that this is unlikely given that the entire
sample was clinically depressed, but every teen did not display a high score on the
Oppositionality subscale. Nevertheless, the possibility that our mediation results are due to an
overlap in constructs or symptoms cannot be ruled out and may be addressed in future research.

Implications for Research, Policy, and Practice
There are a number of conclusions we can draw from this work. First, clinicians would do well
to assess oppositionality in depressed adolescents when considering different treatment
modalities. In regards to medication management, suicidality must be considered. Clinicians
may find a dimensional approach to oppositionality particularly useful in approaching
treatment with youth who have mixed presentations. Second, treatments that alleviate
depression can reduce oppositionality among clinically depressed youth with co-occurring
symptomatology. Medication management with fluoxetine appears to be effective, either as a
monotherapy or as part of combination treatment for alleviating depression. Moreover, robust
effects can be seen in a relatively short period. Third, evaluating the effects of factors such as
life events and environmental influences will be important in understanding possible
mechanisms of therapeutic change in youth with multiple problems. Research identifying
cognitive and social processes that maintain depression and externalizing disorders may allow
for the adaptation of CBT to systematically address these symptom profiles.
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FIGURE 1.
Change in oppositionality over 12 weeks of treatment.
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FIGURE 2.
Change in oppositionality over 12 weeks of treatment among remitters. Oppositionality scores
are adjusted for the fixed (treatment, time, Treatment × Time, site) and random effects (patient,
Patient × Time) included in the random coefficients regression model. Remission was defined
as a Children’s Depression Rating Scale–Revised score less than or equal to 28. Note. COMB
= combination of fluoxetine (FLX) and cognitive behavioral therapy (CBT); PBO = pill placebo
with clinical management.
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FIGURE 3.
Change in oppositionality over 12 weeks of treatment among non-remitters. Oppositionality
scores are adjusted for the fixed (treatment, time, Treatment × Time, site) and random effects
(patient, Patient × Time) included in the random coefficients regression model. Remission was
defined as a Children’s Depression Rating Scale–Revised score less than or equal to 28.
Note. COMB = combination of fluoxetine (FLX) and cognitive behavioral therapy (CBT);
PBO = pill placebo with clinical management.
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TABLE 2

Treatment by Time Slope Contrasts Without and With Depression Change

Without Depression With Depression

F df F df

COMB vs. PBO 13.44** 1,415 12.43** 1,417

FLX vs. PBO 10.32** 1,411 8.11** 1,415

CBT vs. PBO 2.39 1,411 0.82 1,416

COMB vs. CBT 27.00** 1,413 19.14** 1,421

COMB vs. FLX 0.19 1,414 0.43 1,416

FLX vs. CBT 22.43** 1,405 13.60** 1,420

Note: COMB = combination of fluoxetine (FLX) and cognitive behavioral therapy (CBT); PBO = pill placebo with clinical management.

**
p ≤ .01.
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