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Abstract

RESIDUAL SYMPTOMS AFTER TREATMENT OF CHRONIC DEPRESSION: A
COMPARISON ACROSS TREATMENT MODALITIES
By Katherine Louise Schaefer, M.S.
A dissertation submitted in partial fulfillment of the requirements for the degree of
Doctor of Philosophy at Virginia Commonwealth University.

Virginia Commonwealth University, 2007.

Major Director: Scott R. Vrana, Ph.D., Department of Psychology

Despite the development of several effective treatments for depression, symptoms
often persist in a number of individuals. Unfortunately, these residual symptoms are
associated with several negative outcomes, including persistence of depressive illness.
Few studies have examined the exact nature of individual residual symptoms across
specific treatment modalities, and studies have failed to distinguish between depression
courses. The current study expands on previous findings by examining, among a
chronically depressed population, differences in individual residual symptoms and
clusters between treatment modality (medication, psychotherapy, combination) and
treatment response (full response, partial response). Five hundred and nineteen

chronically depressed participants completed the study. Participants were randomly



assigned to receive treatment with nefazodone, CBASP, or the combination of both.
Residual symptoms were assessed with two depression severity ratings, a clinician
administered interview and a self-report questionnaire. The frequency and severity of
individual residual symptoms and clusters were examined between treatment and
response groups. The emergence of symptoms after treatment was compared between
treatment groups. Residual symptoms were common, reported in over 90% of the
sample. The most common residual symptoms reflected both core depressive symptoms
and co-morbid symptoms not specific to depression. In general, similar residual
symptoms were reported among partial and full responders. The only individual residual
symptoms that differed between treatment groups were early insomnia, OCD symptoms,
hopelessness, hypersomnia, concentration, and decreased libido. Treatment groups also
differed on two factors of the HDRS. The Nefazodone group reported a greater number
of Disturbed Thinking items than the CBASP group. The CBASP group reported more
items on the Psychic Depression factor compared to the Nefaiodone group for full
responders only. Analyses revealed that the Nefazodone group was more likely to report
the emergence of guilt and psychic anxiety after treatment than the CBASP and
Combination group, and the emergence of weight loss occurred more frequently among
participants in the Nefazodone and Combination groups when compared with the CBASP
group. Results suggest residual weight loss may be a side effect of medication and

CBASP may offer protection against the development of guilt and anxiety



Introduction

Depression is one of the most common psychiatric disorders present in the general
population, affecting approximately 17 percent of American adults (Kessler, et al., 1994).
Despite the development of several treatments for depression, including psychotropic
medication and psychotherapy, symptoms often persist in a significant number of
individuals (Fava, Grandi, Zielezny, Canestrari, & Morphy, 1994, Nierenberg et al.,
1999; Paykel, et al., 1995; Thase et al., 1992). However, research investigating the
efficacy of depression treatment generally report only response and remission rates
related to treatment outcome, ignoring the frequency and nature of residual or “left over”
symptoms. Unfortunately, residual symptoms are prevalent not only in non-responders
and partial responders, but even in full responders who achieve remission from
depression (Nierenberg et al., 1999; Ogrodiczuk, Piper, & Joyce, 2004).

Despite positive response to treatment, seemingly mild symptoms appear to have
a potentially negative effect on long-term outcomes (Mintz, Mintz, Arruda, & Hwang,
1992). Residual symptoms have been found to be related to negative consequences, both
in terms of overall functioning and persistence of depressive illness. Residual symptoms
are consistently a major predictor of relapse of depression, and compared with

asymptomatic remission, are associated with shorter time between episodes, more



symptomatic weeks during follow-up (Judd, et al., 1998a, 1998b, 2000), more frequent
depressive episodes over time if untreated, (Fava, Rafanelli, Grandi, Canestrari, et al
1998; Fava, Rafanelli, Grandi, Conti, et al., 1998) and a decreased likelihood of recovery
over time (Judd, et al., 1998b, 2000). Further, the presence of residual symptoms after
response to treatment has been found to contribute to worse occupational and
psychosocial functioning (Ogrodiczuk, et al., 2004), greater health care utilization
psychiatric hospitalizations, emergency room use, public assistance, disability benefits,
and suicidal thoughts and behaviors (Judd, Akiskal, Paulus, 1997. Chronicity is
increased in patients with residual symptoms (Judd, et al., 2000) and residual symptoms
are believed to represent the most common expressions of illness activity during the long-
term course of unipolar depression (Judd & Akiskal, 2000).

Based on the profound negative outcomes associated with residual symptoms,
researchers and clinicians have emphasized that the goal of treatment outcome should be
a full treatment response with an asymptomatic state (Keller, 2003; Rush & Trivedi,
1995). However, debate ensues as to whether the alleviation of all symptoms is possible
and a feasonable goal for treatment, as non-clinical community samples often report
some level of depressive symptoms (Fava, Fabbri, Sonino, 2002, Fava, et al., 1986). In
the spirit of achieving an asymptomatic full remission state, current research has focused
on the treatment of residual symptoms. The major questions being examined are based
on the underlying theoretical deliberation as to what residual symptoms represent
(Menza, Marin, Sokol-Opper, 2003). Specifically whether they are part of a prolonged

illness, represent a different phase of the illness, are independent of the depressive
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episode and represent a different psychiatric or medical disorder, or develop as a result of

treatment.

While the focus on treatment implications is relevant and important, the nature of
residual symptoms with specific treatment approaches should first be examined to guide
treatment planning. Few studies have examined the specific symptoms that are “left
over” after treatment and most studies simply report the presence or absence of
symptoms (Ogrodiczuk, et al., 2004; Simon, 2000; Thase et al., 1992). Also, many
studies examining residual symptoms do not distinguish between episodic and chronic
depression, resulting in mixed findings. A chronic course compared to episodic
depression has unique developmental and interpersonal characteristics associated with
greater negative outcomes, and calls for specific treatment approaches, therefore
illustrating the importance of making this course distinction (McCullough, 2000; Riso,
Miyatake, & Thase, 2002; Schaefer, Vrana, McCullough, Williams, et al., 2004).

The few studies that have examined the nature of individual residual symptoms
have focused primarily on pharmacotherapy (Nierenberg, et al., 1999; Paykel, et al,,
1995) with less emphasis on the residual symptoms after psychotherapy (Karp, et al.,
2004, Thase, et al., 1992), and no study known to date has compared the frequency and
nature of residual symptoms across treatment modality. Because treatment approaches
differ widely regarding their mechanism of change, targeting distinct processes, (i.e.
neurotransmitters vs. cognitions, emotions, and behavior), it is reasonable to expect that
residual symptoms are not uniform across treatments. If the residual symptom clusters

can be identified with particular approaches, then the development or modification of



treatments to address these symptoms can take place. Further, although research
demonstrates a therapy’s efficacy to treat depression, little is known about which
symptoms are most affected.

The following is a more comprehensive review of the literature, examining in
greater detail the conceptualization of treatment outcome and residual symptoms.
Further, the existing literature examining the prevalence and consequences of residual
symptoms and the relationship between treatment approach and the nature of individual

residual symptoms will be presented.



Literature Review

Depression is one of the most common psychiatric disorders present in the general
population. Data collected from the National Comorbidity Survey (NCS) between 1990
and 1992 indicated that approximately 17 percent of American adults between the ages of
15 to 54 years of age experienced a major depressive episode in their lifetime (Kessler, et
al., 1994). Further, in the United States about 19 million people (9.5% of the population)
experience depression each year, and nearly two thirds do not get the help they need
(Robins & Reiger, 1990). Unfortunately, rates of major depression are rising and
depression is occurring at younger ages (Bland, 1997), and even higher rates have been
consistently found with women compared to men, at roughly twice the rate (Blehar &
Oren, 1997; Weissman, et al., 1996). Throughout the world, affective disorders present
major public health problems (Bland, 1997). In the United States, depression is the
leading cause of disability, with associated costs averaging more than $30 billion per year
(NIMH, 1999). Further, depressed patients face an increased risk of morbidity and
mortality from general medical conditions, and use health care services three times more
often than do non-depressed patients (Zajecka, 2003). These extraordinary economic and
emotional costs associated with depression highlight the importance of effective

treatment.



Treatment of Depression

Due to the extreme negative outcomes associated with depression, several promising
treatments have been developed and evaluated, including both pharmacotherapy and
psychotherapy approaches. Below is a brief summary of the most common approaches to
treat depression and their demonstrated efficacy.
Pharmacotherapy

The four most frequently used classes of antidepressant medications are tricyclics
(TCAs; i.e. imipramine, desipramine, amitriptyline, nortriptyline), atypical or second
generation antidepressants (i.e. serotonin-norepinephrine reuptake inhibitors (SNRIs)
such as venlafaxine, Trazodone, and bupropion), selective serotonin reuptake inhibitors
(SSRIs; i.e. fluoxetine (Prozac), paroxetine (Paxil), sertraline (Zoloft), citalopram
(Celexa), etc), and serotonin antagonist and reuptake inhibitor (SARISs, i.e. nefazodone
(Serzone)). The precise mechanism of action of antidepressants has been an ongoing
subject of intensive research and is beyond the scope of this paper. Interested readers are
encouraged to consult Julien (2001) for further review.

Tricyclic antidepressants. Tricyclic antidepressants are older medications, and
due to their unpleasant side effects (such as blurred vision, dry mouth, constipation,
difficulty urinating, drowsiness, weight gain and sexual dysfunction), have increasingly
been replaced by newer generations of medications such as SSRIs, SNRIs, and SARIs.
Up to forty percent of patients stop taking TCAs due to these side effects. While new
medications have a more favorable profile of side effects than the older medications, they

are not necessarily more efficacious, and TCAs remain the standard against which other



antidepressants are compared (Hirschfeld, 1999). TCAs block multiple receptors
including presynaptic serotonin, dopamine, and norepinephrine receptors, which likely
accounts for their efficacy and toxicity. However there are substantial disadvantages of
TCAs, including a slow onset of action, bothersome side effects and if overdose occurs,
they can be lethal.

Atypical/second generation. Atypical or second-generation antidepressants were
developed to provide an alternative treatment without the negative side effects. These
medications include trazodone (Desyrel), bupropion (Wellbutrin), and venlafaxine
(Effexor). While these medications vary in the specific neurotransmitters they act on,
commonly prescribed SNRIs (venlafaxine), typically inhibit both serotonin and
norepinephrine reuptake.

Selective Serotonin Reuptake Inhibitors. SSRIs have been used to treat
depression for more than 15 years. These drugs block the presynaptic transporter from
serotonin reuptake, therefore temporarily increasing the levels of serotonin at the receptor
site. Side effects differ between medications, but commonly include anxiety, agitation,
insomnia and sexual dysfunction. Most studies have found SSRIs to be as effective as
TCAs and atypical antidepressants (Julien, 2001; Keller et al., 1998).

Serotonin Antagonist Reuptake Inhibitor. The development of nefazodone
(Serzone; Bristol-Myers Squibb) was originally believed to be a particularly
advantageous antidepressant medication and is the medication investigated in the current
proposal. It has a unique structure, differing from the SSRIs by encompassing a dual

action on the serotonin synapse. Nefazodone acts as a serotonin 5-HT, antagonist and



reuptake inhibitor, thus providing therapeutic effect without the side effects commonly
found in SSRIs (most notably the absence of sexual side effects). Nonetheless, some
common side effects were found and included sedation, nausea, dry mouth, dizziness, and
light-headedness. It was taken off the market in the US by Bristol-Myers Squibb because
of the potential for liver dysfunction. Nefazodone has been found to be as effective as
TCAs and SSRIs, but not of therapeutic superiority.
Psychotherapy

Although medication has demonstrated effectiveness in alleviating depressive
symptoms, a substantial number of patients are either unwilling to take medication, or
have an adverse reaction, thus discontinuing treatment. Therefore, the identification of
effective psychotherapy approaches is imperative. Two psychotherapy treatments have
received the most attention and have demonstrated the most empirical support; these
include Cognitive-Behavioral Therapy (CBT; Beck, Rush, Shaw, & Emery, 1979) and
Interpersonal Psychotherapy (IPT; Klerman, Weissman, Rounsaville, & Chevron, 1984).
A brief description of both approaches is warranted as the psychotherapy approach
employed in the current proposal integrates principles from both perspectives.

Cognitive Behavioral Therapy. Cognitive behavioral therapy is an active,
directive, time-limited structured approach based on an underlying theoretical rationale
that depression is related to maladaptive cognitions or schemas. Techniques of cognitive
therapy are designed to teach patients to identify and monitor negative automatic
thoughts, recognize the connection between thoughts, feelings and behavior, challenge

the validity of these thoughts, and develop and utilize more reality-oriented
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interpretations. Behavioral techniques are also incorporated to change behavior and elicit

more appropriate cognitions. The patient develops and works towards a sequence of
tasks to reach a goal and to test certain maladaptive assumptions. Homework between
sessions is an important component of CBT, as it is used to transfer what is learned in
therapy to patients’ outside lives. Patients who complete homework make greater
progress in therapy and maintain their gains after termination of treatment.

Interpersonal Psychotherapy. Interpersonal Psychotherapy (ITP) is a focused,
short-term, time-limited therapy that emphasizes the current interpersonal relations of the
depressed patient, since it is believed that depression occurs in an interpersonal context
(Klerman, Weissman, Rounsaville, & Chevron, 1984). IPT is based on the premise that
focusing on the interpersonal relationships will facilitate the patients’ recovery. Four
common problems are believed to be associated with the onset of depression and are a
focus of treatment, including grief and loss, role disputes, role transitions and
interpersonal deficits. The therapist and patient focus on the problem most salient to the
patient. IPT attempts to change cognitions and behaviors within the context of the
interpersonal relationship. Behaviors and cognitions outside the scope of the
interpersonal relationship are not a focus of therapy.

While several treatment approaches have been developed and are viewed as
promising interventions in alleviating depressive symptoms, their ability to offer

treatment gains is most important.
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Empirical support

The support for the above treatment approaches have been based primarily on
randomized clinical trials, in which treatment efficacy is often reported in terms of the
percent of patients who respond to‘treatment and the percentage of change from baseline
at treatment completion. Table One provides a summary of response rates for various

treatment approaches.
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Although there has been considerable variability in improvement rates from study

to study, several conclusions have been drawn and include 1) the rate of symptom
improvement with either medication or psychotherapy is around 50% (Young,
Weinberger, & Beck, 2001), 2) the percentage of patients that respond to a particular
treatment is around 50%, 3) no significant differences between treatments have been
found in terms of efficacy (Elkin, et al., 1989; Scott, 2001), and 4) psychotherapy and
medication treatment are usually more effective than placebo (DeRubeis, et al., 2005). In
order to evaluate potential differences between treatments, NIMH launched the
“Treatment of Depression Collaborative Research Program” (TDCRP), a landmark study
investigating the effectiveness of interpersonal psychotherapy, CBT, imipramine
hydrochloride plus clinical management, and placebo plus clinical management (Elkin, et
al., 1989). Patients in all treatments showed significant improvement in functioning over
the course of treatment. Overall, none of the active treatment groups were significantly
more or less effective than the other.

When comparing overall rates of response, there are modest differences between
an approach that uses either medication or psychotherapy alone from one that combines
medication and therapy (Young, Weinberger, & Beck, 2001). However, Scott (2001)
argues that in severe recurrent depressive disorders the combination of medication and
therapy offers significant benefit. For example, in a sample of severely depressed
patients, the overall response rate to combined therapy was 63% and three times higher

than brief psychotherapy alone (20%) (Thase et al, 1997).
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Although, treatment for depression is a well-researched area, inconsistencies in

treatment outcome data are prevalent and hinder our ability to make accurate conclusions
regarding treatment effectiveness. Only slightly more than half of depressed patients
respond well to treatment, and a substantial number of patients carry residual symptoms
after treatment (Durand & Barlow, 2000). Residual symptoms are the “left over”
symptoms that carry over after treatment response, and are associated with significant
negative outcomes. When patients are evaluated beyond immediate remission the
outcome of depression is not as promising as previously thought (Paykel, 1994).
Common outcomes after treatment include failure to remit, delayed remission, partial
remission, relapse and recurrence.

Before I discuss in greater detail the prevalence and implications of these negative
course outcomes, a discussion of how treatment outcome has been typically defined
across studies is warranted and should provide a framework for the remaining literature
review,

Defining Treatment Qutcome

Due to the high rates of negative outcomes after treatment (i.e., failure to remit,
partial remission, residual symptoms and relapse) and the inconsistency in response rates,
researchers have begun to focus on how treatment outcome is defined across studies.

Keller (2003) argues that depression is a chronic disorder similar to other chronic
medical disorders; however, unlike other chronic disorders, a measurable end point of
treatment for depression has yet to be clearly established. Further, with other chronic

medical conditions treatment is continued until the outcome criteria has been met and the
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risk of recurrence is minimal. Keller additionally suggests that wellness must be
determined by evaluating a combination of three key domains, including symptoms,
functional status, and pathophysiological changes. Unfortunately, these three domains
are rarely discussed or evaluated in the outcome research described above. Instead,
descriptions of outcomes include terms such as full or partial response, remission, and
recovery.

The MacArthur Foundation Research Network on the Psychobiology of
Depression convened a task force to examine ways in which change points in the course
of depressive illness had been described and the extent to which inconsistency in
definitions might impede research of depression (Frank et al., 1991). The MacArthur
Foundation found that the way these terms were often defined frequently vary across
studies in terms of the assessment scales used, criteria for significant improvement, and
length of improvement. However, one consistency across studies has been the way
response has been defined. Typically response is described as more than a 50% reduction
in symptoms from baseline to treatment completion. Therefore, when studies report the
rate of response they often report the rate of improvement, or the percentage of patients
that demonstrated a 50% reduction in symptoms. The way response is typically
measured often varies across studies, but is frequently assessed through the use of
depression severity rating scales, with the Hamilton Depression Rating Scale (HDRS;
Hamilton, 1967) as the most commonly used tool. Other frequently employed rating
scales in treatment outcome studies are the Montgomery & Asberg Depression Rating

Scale (MADRS; Montgomery & Asberg, 1979), Beck Depression Inventory (BDI; Beck,
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1996), Research Diagnostic Criteria (RDC, Spitzer, Endicott, Robins, 1978), and the

Paykel Clinical Interview for Depression (Paykel, 1985). However, since the 1990’s, the
goal of treatment is remission with an asymptomatic state, and simply a “response” to
treatment is not sufficient. Unfortunately, studies that do report outcomes in terms of full
response or remission have not been consistent in their operational definitions, using a
variety of assessment measures with varying cutoffs. The most common cutoffs are
scores of six or less or seven or less on the HDRS, designating a full response or
remission. Subsequently, there is currently no universal definition for remission or
specific criteria for when treatment goals are met (Frank et al., 1991). In an attempt to
provide consistency in defining treatment response, the McArthur task force developed
guidelines for operational definitions of treatment outcome (See Table 2). They
concluded only five terms were needed to designate the relevant change points in the
course of a depressive illness, which included response or partial remission, full
remission, recovery, relapse, and recurrence. These terms are defined by the level of
severity and duration of the symptoms or lack there of, Frank et al. (1991) suggest that
partial response and partial remission have both been used to describe identical treatment
outcomes and can therefore be used interchangeably. Hence, for the purpose of the

proposed study, both terms are used similarly to describe incomplete response.
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Term Definition

Response/Partial | Patient no longer fully symptomatic but evidence of more than

Remission minimal symptoms

Remission Patient no longer meets syndromal criteria and has no or minimal
symptoms

Relapse Return to fully symptomatic state that occurs during remission;
reemergence of current episode

Recovery Extended period of remission; indicates the end of the current
episode

Recurrence Appearance of new episode of major depression; only occurs
during recovery

Note. Taken from Frank et al., 1991

Operational criteria for outcomes in depression were also suggested based on

selected rating scales. Table 3 illustrates the proposed criteria based on the HDRS.

Table 3 Operational criteria for outcomes in depression based on the HDRS

Clinical Ranges HDRS Total Score
Asymptomatic Score of <7
Fully Symptomatic Score of > 15
Partial remission/response | Score between 8 and 14

Durations
Episode > 2 weeks of fully symptomatic
Full remission > 2 weeks to < 6 months of being asymptomatic
Recovery > 6 months of being asymptomatic

Note. Taken from Frank et al., 1991

The guidelines in Table 3 suggest that using a 50% reduction in symptom severity based

on rating scales is insufficient in defining treatment outcome and has many drawbacks.

For example, a 50% reduction on the HDRS in a patient with mild depression may leave

them asymptomatic, but a patient with moderate to severe depression may end up with a

score between 10 and 15, suggesting that significant symptoms are still present (Cornwall

& Scott, 1997). Both patients may be improved but are not in similar stages of recovery.



18
According to the criteria defined by Frank et al. (1991), the first patient would be deemed

asymptomatic and depending on the duration of improvement, may be in full remission or
recovery. The second patient would be only partially remitted or even fully symptomatic.
Many of the efficacy studies described above use response as the primary outcome, and
thus have not stated clearly the number or percent of subjects fulfilling the criteria for
partial response verses full remission.

Since the useful definition of partial remission has been developed and is now
recognized in the DSM-IV as a course specifier (APA, 1994), research has begun to focus
on partial remission and its implications in depression course. Partial remission has
gained attention as a significant contributor to relapse and recurrence of depression and
researchers have begun to evaluate the prevalence of partial response and residual
symptoms. A review of the literature on the prevalence of incomplete response is
important in understanding the magnitude of residual symptoms after treatment response,
and is thus provided in the next section.

Prevalence of Incomplete Response
Partial Response

Although complete remission has been the ultimate goal for treatment since the
early 1990s, only recently have outcome studies focused on differentiating between
partial and full response. However, because criteria for partial remission vary across
studies, comparisons of prevalence rates remain difficult. Regardless, the research
investigating the prevalence of partial remission is quite compelling. In a review by

Cornwall and Scott (1997), rates of partial remission widely varied, ranging from 4.9% to
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42% of patients identified as partially remitted. However, this range is based on varying

criteria of partial remission, patient samples, settings, and treatment approaches.

In a sample of 114 treatment resistant patients, 60% showed complete remission
of symptoms (mean HRSD score of 5.9), while 18% achieved partial remission (final
mean HDRS of 15.9) (MacEwan & Remick, 1988; as cited in Cornwall & Scott, 1997).
After 25 weeks of acute and continued treatment of the combination of nortriptyline and
IPT, 79% of elderly patients with recurrent depression met criteria for full remission
(HRSD score of < 11), while 4.9% met the criteria for partial remission (HRSD score
between 11 and 14) (Reynolds et al., 1992, as cited in Cornwall & Scott, 1997). Van
Londen, Molenaar, Goekoop, Zwinderman, and Rooijmans (1998) found that after 9
months of combination psychotherapy and medication, 49% of patients with Major
Depressive Disorder had reached full remission and 45% were partially remitted
(MADRS < 10 with only one symptom at most a three). Further, the length of time to
reach full remission was extensive, with 16 percent of patients requiring at least two
years of treatment in order to reach full remission. Paykel et al. (1995) found partial
response (HDRS = 8-18) occurred in 32% of responders after treatment with a variety of
antidepressant medications.

Using the recommendations delineated by Frank et al. (1991), rates of partial
remission (HDRS between 8 and 14) typically become higher, while rates of full
remission (HDRS < 7) become lower. For example, in a sample of inpatients with Major
Depressive Disorder, only 21% of patients met full recovery criteria after 2 years of

treatment, while 36% met criteria for partial remission (Scott, Tacchi, Jones, Scott, 1997).
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Thase et al. (1992) found that in a sample of patients who responded to treatment with

CBT (50% reduction of symptoms), 54 percent of patients partially remitted (defined as a
HDRS score between 7 and 10), while only 46 percent achieVed full remission.

In the follow-up phase of the NIMH TDCRP study comparing CBT, IPT,
imipramine and placebo for treatment of major depression, Shea, et al. (1992) looked at
recovery rates after treatment and found that a low prevalence of patients fully recovered
after treatment (8 weeks of minimal or no depressive symptoms following the end of
treatment) and remained recovered at follow-up after 6, 12, and 18 months. Specific
percentages of patients who achieved full recovery for each treatment were 30% for CBT,
26% for IPT, 19% for imipramine, and 20% for the placebo group. These rates did not
significantly differ between treatments groups or with the placebo group.

Residual Symptoms

Residual symptoms are similar to partial response in that they both represent
incomplete recovery, but they also differ in that residual symptoms are common both in
partial responders and full responders. They are the symptoms that are “left over” after
treatment and represent a common outcome. The prevalence of residual symptoms is
similar to rates of partial response described above. In a sample of patients that fully
remitted from depression after treatment with Prozac, only 17.6% were free of all
symptoms of depression, while 25.9% had one symptom, 23.3% had two symptoms,
18.5% had 3 symptoms, and about 15% of patients had at least 4 symptoms of depression
(Nierenberg, et al., 1999). Fava, et al. (1994) found that residual symptoms were present

in 87.8% of patients who fully responded to antidepressant treatment. Residual
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symptoms have also been found after treatment with psychotherapy. For example,

Ogrodniczuk, et al. (2004) found that 55% of patients responded fully to psychotherapy,
with residual symptoms present in 82% of the patients that responded.

Longitudinal studies have demonstrated the longevity of subthreshold and
residual symptoms after treatment. Data from a 12 year, longitudinal, prospective study
suggested that patients manifested symptoms of depression at least 60% of the time
during follow-up weeks after treatment, and a significant number of patients (23%) never
experienced a symptom-free week in the long-term course of their illness (Judd &
Akiskal, 2000). Further, the course of the depressive illness was dominated primarily by
subsyndromal symptoms (43% of weeks) than symptoms at a major depression level
(15% of weeks), suggesting that minor or residual symptoms may represent the most
common expression of illness activity during the long-term course of unipolar depression
(Judd & Akiskal, 2000). It is important to note that this study did not control for
treatment of depression and the results may reflect particular treatment approaches rather
than the natural course of depression if left untreated.

Summary

It should be clear from the above review that partial remission and residual
symptoms are prevalent regardless of the treatment approach used, and despite the
varying definitions of partial remission. Overall in clinical trials, approximately one-
third of patients achieve full remission, one-third experience a response, and one-third are
non-responders (Tranter, O’Donovan, C., Chandarana, P., Kennedy, S., 2002), with lower

rates of full remission found in managed care settings (27% to 39%; Cuffel, et al., 2003).
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Therefore, approximately 70% of patients do not meet the criteria for full remission,
which has become the optimal outcome of treatment (Keller, 2003). The finding that
residual symptoms may represent the most common presentation of depression course is
also compelling and highlights the importance of focusing on residual symptoms as a
significant treatment outcome. Recently, researchers have begun to investigate the
consequences of residual symptoms on long-term outcomes. Below is a review of their
findings.
Consequences of Residual Symptoms

Several negative consequences have been found to be associated with residual
symptoms in terms of psychosocial functioning, risk of social and occupational
impairment, suicidal contemplation (Boulenger, 2004), chronicity of symptoms, and
progression of depression.
Functional Impairment

Treatment outcome studies often focus on symptom reduction and report response
rates based on symptom presentation, ignoring the impact on psychosocial and functional
impairment. While it is important to examine how well a treatment approach impacts
depressive symptoms, it is equally important to evaluate their additional impact on
psychosocial functioning (Judd & Akiskal, 2000; Papakostas, et al., 2004). A meta-
analysis by Mintz et al. (1992) found higher rates of work impairment among unremitted
patients with a range of 18 to 79% of patients demonstrating post treatment work
impairment compared to remitted patients, in which 8% to 57% had evidenced work

impairment. Residual symptoms are also associated with impairment in social
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functioning. Patients with residual symptoms have been found to have greater marital

difficulties (Kennedy & Paykel, 2003), impaired extended family relationships, and
economic problems (Papakostas et al., 2004). Further, a greater number of residual
symptoms and greater severity of depressive symptoms predicts poorer overall
psychosocial functioning in responders to treatment, regardless the degree of
psychosocial impairment at baseline (Papakostas, et al., 2004). Patients with residual
symptoms compared to asymptomatic patients are associated with a past history of major
depressive episodes and more lifetime suicide attempts (Judd & Akiskal, 2000).
Ogrodniczuk, et al. (2004) found that residual symptoms were associated with less
favorable psychosocial functioning at post treatment and 6 month follow-up.
Specifically, patients with residual symptoms after responding to psychotherapy reported
greater general distress, interpersonal dysfunction, and self-esteem compared to
asymptomatic patients, even after accounting for pre treatment levels.

Residual symptoms are also associated with thoughts of suicide and suicidal
attempts (Judd & Akiskal, 2000). Several symptoms of depression have been found to
predict suicide in depressed patients, and include anhedonia, psychic anxiety, panic
attacks, diminished concentration and global insomnia (Fawcett, 1994). These are the
same symptoms that commonly persist after partial and sometimes full response to
treatment; thus becoming a potentially major source of suicide risk for these patients.

In addition to the psychosocial and work impairments associated with residual
symptoms, greater health care utilization; including more frequent medical and

psychiatric visits, emergency room use, psychiatric hospital admissions, public
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assistance, and disability benefits have also been found be related to residual symptoms

when compared to asymptomatic patients (for review, see Tranter et al., 2002).
Progression of Depression

The long term effects of residual symptoms on depressive course has been
examined by Judd et al. (1998b), in a seminal study as part of the NIMH Collaborative
Depression Study (CDS), where patients who recovered from a unipolar Major
Depressive Disorder were followed prospectively for 10 years. During recovery, 86.6
percent of patients with residual symptoms relapsed, compared to 65.8 percent of
asymptomatic patients. Relapse was more than three times faster for patients with
residual symptoms (68 weeks or 1.4 years) than asymptomatic patients (231 weeks or 4.4
years). In fact, residual symptoms predicted relapse over and above the well-documented
contribution of recurrent major depressive episodes (Keller, Lavori, Lewis, Klerman,
1983). The importance of residual symptoms on future depression course is even
apparent during one’s first major depressive episode. Using the CDS longitudinal
sample, patients with residual symptoms after treatment of a first episode of depression
have a significantly more severe and chronic course of illness than do patients who are
treated to remission (Judd, et al., 2000). Specifically, the initial relapse or recurrence of a
depressive episode occurred more than 12 times faster for patients with subthreshold
depressive symptoms than for asymptomatic patients. Also, after recovery from their
major depressive episode, only 7.7 percent of patients with residual symptoms remained
free of a depressive episode during the remainder of the follow-up (up to 12 years),

compared to 34 percent of the asymptomatic patients. Residual symptoms also predicted
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more frequent recurrences, shorter intervals of wellness with fewer symptom-free weeks

during follow-up, and more chronic major depressive episodes (lasting more than 2
years). Thus, not treating even the first depressive episode to an asymptomatic state may
contribute to the development of treatment resistance. The influence of residual
symptoms on long-term negative outcomes remains strong even when accounting for
other factors associated with greater severity such as, psychotic features, lower anti-
depressant doses, and comorbidity of mental and substance use disorders.

Other longitudinal studies provide further evidence of residual symptoms’
influence after treatment on adverse outcomes, regardless of treatment approach
employed (Ogrodniczuk, et al., 2004; Paykel, 1998; Simon, 2000; Thase, et al., 1992). In
a longitudinal study using a primary care sample, Simon (2000) found that patients with
subsyndromal symptoms after antidepressant medication treatment were less likely to
remit after six months when compared to patients without residual symptoms. Also, the
impact of residual symptoms on prognosis was even stronger than the influence of
baseline severity of depression. A longitudinal study of 64 inpatients with Major
Depressive Disorder treated with medication and followed up until remission, found a
strong correlation between residual symptoms and the risk of relapse (Paykel, 1998;
Paykel et al., 1995). Specifically, 76% of patients with residual symptoms (HDRS = 8-
18) relapsed over 10 months following remission compared to only 25% of patients
without residual symptoms (HDRS < 7). Further, when residual symptoms were

separated by severity, 57% of the patients with more severe symptoms (HDRS > 12)
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relapsed compared to 90% of patients with mild residual symptoms (HDRS =8 - 12).

Thus, seemingly mild symptoms are powerful predictors of relapse.

A longitudinal study in the Netherlands found that patients who partially remitted
from unipolar or bipolar depression were at significantly greater risk of relapse during the
subsequent 12 months than patients in full remission, even despite continuing treatment.
Patients with residual symptoms typically relapsed in the first four months after
remission, while patients without residual symptoms experienced a recurrence of
depression primarily more than 12 months after remission (Van Londen, et al., 1998).
This suggests that residual symptoms not only are associated with risk for relapse, but
also a quicker relapse rate than asymptomatic patients.

The presence of residual symptoms after successful psychotherapy also has been
shown to predict relapse (Ogrodniczuk, et al., 2004). Thase et al., (1992) found that after
response to psychotherapy, 32% of patients relapsed during a one-year follow-up, with
52% of patients who had partially responded (HDRS between 7-10) relapsing compared
to 9% of patients who fully responded (HDRS < 7).

Recently it has been suggested that greater variability in the frequency of residual
symptoms may also predict a more severe and chronic course of depression (Karp, et al.,
2004). Patients who experienced recurrences of depression had higher levels of residual
symptoms and greater variability in symptoms over time compared to patients who
remained well over a three-year maintenance period regardless of receiving

psychotherapy or medication treatment.
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Summary

The above review highlights the substantial impact of residual symptoms on both
psychosocial functioning and progression of depression course. It is apparent that
residual symptoms are not benign and underlie much of the impairment associated with
depression. Thus, even mild depressive symptoms cannot be equated with an
asymptomatic state, and, independent of treatment modality, are associated with more
psychosocial dysfunction and a chronic course, characterized by relapses, recurrences,
subsequent chronic episodes, and possibly treatment resistance. Because residual
symptoms are associated with great risk of a chronic depression course, the current study
proposes to examine the frequency and nature of residual symptoms in a sample of
chronically depressed patients. Chronically depressed patients are most expected to
experience residual symptoms. The importance of treating residual symptoms is
heightened due to the tremendous negative implications of chronic depression. A review
of the characteristics and treatment of chronic depression will be discussed below, as the
current proposal represents a chronically depressed sample, and a chronic course is
associated with substantial negative outcomes.

Chronic Depression
Chronic depression is characterized by either persistent or recurrent episodes. According
to the National Institute of Mental Health Collaborative Study of the Psychobiology of
Depression, approximately 15 to 20 percent of patients with a major depressive episode
develop a chronic course (Mueller et al., 1996). Further, the longer the episode, the lower

the chances for recovering in each subsequent year, with 12 percent of patients not
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recovered after five years and seven percent still not recovered after 10 years. Fifty
percent of patients who recover from a major depressive episode with an underlying
chronic disorder experience a recurrence of the major depressive episode within the next
year (Keller, Lavori, Endicott, Coryell, and Klerman, 1983, for review see Belsher &
Costello, 1988 and Coryell & Winokur, 1992). The risk of relapse is strongly related to
the number of episodes a patient has had and the time between relapses seems to be
shorter with each ensuing episode (Keller et al., 1983). Specifically, the probability of
recurrence after one episode is less than 50%, after two episodes between 50% and 90%,
and with more than three episodes greater than 90%. Also, the longer the prior episodes,
the more likely the subsequent episode will maintain a chronic course (Keller, et al.,
1986).

Different forms of chronic depression have been identified and include the
following: (1) chronic major depression, (2) recurrent major depression without
interepisode recovery (3) dysthymia (4) double depression, and (5) double
depression/chronic major depression (for review see McCullough, et al., 2000,
McCullough, et al., 2003). Minimal differences have been found between the types of
chronically depressed individuals in terms of demographic variables, clinical
characteristics, social adjustment, comorbidity, family history of psychopathology, and
response to treatment (McCullough et al., 2000; McCullough, et al., 2003). Because no
significant differences have been demonstrated between the types of chronic depression,
the current study will collapse these forms of chronic course patterns under the heading,

chronic depression.
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Compared to episodic major depression, poorer treatment outcomes are associated

with chronic depression. Chronic depression has been described as one of the most
difficult disorders to treat in psychotherapy (McCullough, 2000) and often times is
treatment resistant (Keller, 1990, Akiskal, 1997). Because chronic depression frequently
goes unrecognized and misdiagnosed, patients with chronic forms of depression are often
mistreated. When depression is left untreated, the cost of depression exceeds $40 billion
annually in the United States alone (Greenberg, Stiglin, Finkelstein, & Berndt, et al.,
1993). Of this $40 billion, 28 percent is attributable to direct costs of medical,
psychiatric and pharmacological care, 17% to mortality costs relating to lost capital due
to depression-related suicides, and 55% to morbidity costs such as financial loss due to
worker absenteeism and a reduction in productive capacity due to depression. While the
financial cost of depression is extreme, the emotional costs associated with chronic
depression are even greater and of grave concern. Chronic forms of major depression are
associated with more frequent suicide attempts and hospitalizations when compared to
episodic depression (Klein et al., 1998). In addition, a large proportion of health care
services are utilized by chronically depressed adults (Howland, 1993; Weissman &
Klerman, 1977). Due to the substantial emotional and economic burden of chronic
depression, researchers have directed their attention on developing treatments for chronic
or treatment resistant depression. The following is a review of treatments for chronic

depression.



30

Chronic Depression Treatment

A variety of approaches to treat chronic forms of depression have been
implemented and include adapting existing treatments, such as IPT and CBT, augmenting
treatment with medications, or developing a new treatment specific to chronic depression.
As with non-chronic depression, inconsistencies in operationalizing treatment outcome
data hinder our ability to make accurate conclusions regarding treatment effectiveness.
However, the efficacy of using traditional approaches to treat chronically depressed
patients is even more discouraging, with the percentage of patients significantly
responding typically around or below 50% (Browne, et al. 2002; de Jong, Treiber,
Henrich, 1986; Fennell & Teasdale, 1986; Gonzoles, Lewinsohn, & Clarke, 1985;
Harpin, Liberman, Marks, Stern, Bohannon, 1982; Hellerstein et al., 1993; Keller,
Hanks, & Klein, 1996; Keller et al., 1998; Kornstein et al., 1998; Mercier, Stewart,
Quitkin, 1992; Stravynski, Shahar, Verreault, 1991).

The research presented thus far has focused primarily on the application or
modification of existing psychotherapeutic modalities to chronic depression. Only one
psychotherapeutic treatment to date has been developed specifically for meeting the
unique needs of the chronically depressed patient. Cognitive-Behavioral Analysis
System of Psychotherapy (CBASP) was developed and introduced in the 1980s by
McCullough (1984) to treat chronically depressed patients and is the psychotherapeutic
approach investigated in the current proposal. CBASP (McCullough, 2000) is a time-
limited, manualized treatment that integrates elements of cognitive-behavioral therapy

and interpersonal psychotherapy and is based on social learning principles described by
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Bandura (1977), cognitive-emotional development proposed by Piaget (1954/1981),

operant psychology of B.F. Skinner (1953) and the interpersonal theory of Kiesler
(1996). The primary components are the “therapist role enactment” and situational
analysis. McCullough (2006) describes the “therapist role enactment” as containing
principles of learning theory, with behavioral contingencies and modeling as central
components. It is comprised of the choreography of therapists’ personal reaction
contingencies (contingent personal responsivity) and the interpersonal discrimination
exercise (IDE), a discrimination task to enable patients to discriminate between
problematic past relationships and the therapeutic relationship (McCullough, 2000; Riso,
McCullough, & Blandino, 2003). Situational analysis is a social problem-solving
algorithm that helps patients recognize their influence on their environment (perceived
functionality). It consists of three phases: elicitation, remediation and generalization.
The elicitation phase involves the patient describing an interpersonal situation in which
they identify the event, their interpretation of the event, their behavior, the actual
outcome of the event, their desired outcome, and finally whether their desired outcome
was achieved. The next phase, remediation, involves revising their interpretations,
behaviors, and/or desired outcomes to facilitate the achievement of a favorable outcome.
The final stage is the generalization phase, in which the patient and therapist explore
what was learned and its applicability to other situations. Situational analysis is
completed at every session beginning with the third session.

Since its introduction, CBASP has undergone two studies evaluating its

effectiveness, one preliminary trial (McCullough, 1991) and one large-scale randomized



32
clinical trial using the same dataset as in the current study (Keller et al., 2000). The first

study investigated CBASP’s effectiveness with 10 dysthymic patients, which found that
90% of patients were remitted after a two-year follow-up. These encouraging results
prompted the inclusion of CBASP in a large-scale randomized clinical trial for the
treatment of chronic depression, comparing nefazodone, CBASP and the combination of
both. Results suggested that CBASP and medication alone were equally effective in
treatment outcomes, as 55% of the patients in the nefazodone group and 52% of the
patients in the CBASP group significantly responded to treatment. Most impressive was
the advantage of a combined treatment approach over the single-modality approach,
where 85% of patients who completed combination treatment significantly improved.
These findings are notable in that within chronically depressed samples, response rates
rarely rise above 50% regardless of treatment approach.

Although the above study demonstrates promise in the treatment of chronic
depression, the rates of residual symptoms were not clearly identified. Based on the
profound negative outcomes associated with residual symptoms, researchers and
clinicians have emphasized that the goal of treatment outcome should be a full treatment
response with an asymptomatic state (Keller, 2003; Rush & Trivedi, 1995). Rush (1996)
states, “We have grown too accustomed to accepting an improved status as good enough
and no longer require a true clinical remission”. In the spirit of achieving an
asymptomatic full remission state, current research has focused on the treatment of
residual symptoms, and major questions regarding the underlying theoretical deliberation

as to what residual symptoms represent are being asked (Menza, Marin, Sokol-Opper,



33
2003). Specifically whether they are part of a prolonged illness, represent a different

phase of the illness, are independent of the depressive episode and represent a different
psychiatric or medical disorder, or develop as a result of treatment. While the focus on
treatment implications is relevant and important, the nature of residual symptoms with
specific treatment approaches should first be examined to guide treatment planning.

As reviewed previously, most outcome studies only report global response rates to
treatment, rather then answering questions at the molecular level or symptom profile.
Furthermore, few studies have examined the specific symptoms that are “left over” after
treatment and most studies simply report the presence or absence of symptoms
(Ogrodiczuk, et al., 2004; Simon, 2000; Thase et al., 1992). Also, studies examining
individual residual symptoms have not distinguished between an acute verses chronic
depression course and inconsistently define treatment response and residual symptoms
across studies. The studies that have examined the nature of individual residual
symptoms associated with particular treatments have either focused on residual
symptoms present among partial responders or/ full responders to treatment. Therefore,
the following review of these studies is organized by degree of response.

Individual Residual Symptoms
Partial response

An essential aspect of the definition of partial remission is that not all symptoms
fully resolve and instead the patient only partially responds to treatment. Therefore, it is
reasonable to suspect a high prevalence of residual symptoms among this population. In

a longitudinal study examining residual symptoms after treatment with various anti-
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depressant medications, Paykel, et al. (1995) found partial remission rates of 32% as

defined by a post treatment score between 8 and 18 on the HDRS (below the level of
definite research diagnostic criteria for major depression, but still experiencing
symptoms). Residual symptoms were deemed present when the total depression score
assessed by the HDRS was eight or greater. Based on this definition, 47 percent of the
patients with residual symptoms reported moderate or greater depressed mood,
impairment in work and activities, psychic anxiety, and genital symptoms. The following
symptoms were present to at least a mild degree in almost half of the partial responders:
guilt, suicidal thoughts, middle insomnia, and general somatic symptoms. The symptoms
that either were less common or absent were associated with more severe depression and
included somatic or “biological” symptoms such as late insomnia, psychomotor and
cognitive retardation, agitation, hypochondriasis, weight loss, and loss of insight. When
compared with patients defined as “without residual symptoms” (HDRS = 1-7), patients
with residual symptoms had higher mean ratings on all individual symptoms except the
less common symptoms listed above. When individual symptoms were measured by the
Clinical Interview for Depression, a similar pattern emerged, as the most common
residual symptoms were depressed mood, guilt, hopelessness, work and interests, psychic
anxiety, phobic and somatic anxiety, and anorexia.
Full response

While it would be expected to uncover residual symptoms among partial
responders, it is more compelling that residual symptoms are also common among full

responders. In fact, Fava, Grandi, Zielezny, Canestrari, and Morphy (1994) found a high
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prevalence of residual symptoms in a sample of 49 depressed outpatients who fully

responded (no longer met syndromal criteria and had no more than minimal symptoms)
to three to five months of antidepressant medication treatment. All but six of the patients
(87.8%) who successfully responded to treatment continued to have residual symptoms
when assessed with the Paykel Clinical Interview for Depression, with a mean of 2.7
symptoms per patient. The most prominent residual symptoms were generalized anxiety
(72.5%), somatic anxiety (55%), and irritability (40%).

Nierenberg et al. (1999) further examined the nature of residual symptoms in a
sample of 108 depressed outpatients who were considered full responders (HRSD < 7)
after treatment with fluoxetine for 8 weeks. Only 19 patients (17.6%) who fully
responded were without residual symptoms after treatment. The most common
symptoms were sleep disturbances (44%), fatigue (38%), and diminished interest or
pleasure (27%). Over 20% of patients also had “left over” symptoms of guilt and
concentration problems. However, depressed mood and suicidal ideation were rarely
reported post treatment.

The frequency and severity of residual symptoms comparing the SSRI, fluoxetine,
with the SNRI, reboxetine, was examined by Nelson, Portera, Leon (2005). No
distinction of depression course was reported for this sample; therefore the sample likely
consisted of both acute and chronically depressed participants. Among responders,
defined by a 50% improvement on the HDRS, the most frequent symptoms present after
eight weeks of treatment were psychic anxiety, lack of interest, somatic anxiety and

depressed mood, occurring in over 40% of the sample. No residual symptom differed
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significantly between treatment groups in prevalence or severity. However, greater
decreased libido was found after treatment with fluoxetine compared to roboxetine,
which was interpreted as a side effect associated with the use of an SSRL

Although residual symptoms have been found to be highly prevalent after both
medication treatment and psychotherapy (Thase et al., 1992), no known study to date has
reported on individual residual symptoms after response to psychotherapy. Because
various treatments target different mechanisms of action, it is reasonable to expect
diverse clusters of residual symptoms resulting from different treatments. Paykel et al.’s
study found that after medication treatment, residual symptoms were more commonly of
a psychosocial or “psychic” rather than “biological” nature, thus suggesting that
psychosocial aspects of depression were not as affected by treatment as somatic
symptoms (Paykel, 1998; Paykel et al., 1995). Therefore, medication may adequately
target the symptoms that are thought to be more biologically based since the mechanism
of change is a biological approach. A psychotherapeutic approach may produce a greater
impact on psychosocial or psychic symptoms compared to somatic symptoms.

Only one study known to date examined the relationship between individual
symptoms of depression and treatment modality (Karp, et al., 2004). However, this study
did not compare residual symptoms as a function of treatment modality, but instead
examined the relationship between treatment approach and the variability of symptoms
throughout the course of maintenance treatment of residual symptoms. One hundred and
twenty-eight patients with recurrent depression who were currently in remission after

treatment with imipramine and interpersonal psychotherapy were randomized to receive
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either Interpersonal Psychotherapy, Imipramine, the combination of both, or placebo as
maintenance treatment. The variability in symptom presentation did not differ between
treatment groups; each treatment group had similar rates of residual symptom variance.
The items on the HDRS that showed the greatest variability were loss of energy, loss of
libido, initial, middle and delayed insomnia, psychological and somatic anxiety,
depressed mood and weight loss. Further, patients who exhibited greater variability in
residual symptoms were at greater risk to experience a recurrence than those with less
symptom variability. This study implies that an aim of treatment is not only full
recovery, but to reduce the variability of residual symptoms in order to prevent
recurrences.

When comparing these studies, inconsistent results in the types of residual
symptoms emerge. Discrepancies in findings may be due to several reasons, including
variability of definitions of treatment response, medications used, and patient
populations. Although recommendations have been published regarding the definition of
treatment outcome and response, studies continue to vary in operationalizing the presence
of residual symptoms and response criteria. Also, the measures used to identify
individual symptoms vary between studies. For example, Paykel et al. (1995) defined
partial response as between 8-18 on the HDRS, which yields a wide range of severity.
Also, the presence of residual symptoms was defined as a score of 8 or greater, while
participants with a score of less than 8 were considered “without residual symptoms.”
However, Nierenberg et al. (1999) defined the presence of residual symptoms as

subthreshold symptoms based on SCID-P criteria. Also, the samples of the studies
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differed in terms of depression course, severity, and type of responders. Most studies did

not differentiate patients with a chronic course from those with episodic or acute
depression (Fava, et al., 1994; Nierenberg et al., 1999; Paykel, et al., 1995). This
‘distinction is important as a chronic course has unique developmental and interpersonal
characteristics associated with greater negative outcomes, and calls for specific treatment
approaches (McCullough, 2000, Riso, Miyatake,& Thase, 2002; Schaefer, et al., 2004).
Patients with chronic depression are at great risk of having residual symptoms. Further,
some populations consisted of primarily inpatients (Paykel et al., 1995), a potentially
more severely depressed population, while others were primarily outpatients (Fava, et al,

1994; Nierenberg, et al, 1999).



Statement of the Problem

While extant research has demonstrated that residual symptoms are associated
with a chronic course (Judd et al., 2000), characterized by relapse and poor long term
outcomes, there is a dearth of research investigating the type of residual symptoms
associated with different treatment modalities. Considering the goal of treatment is full
remission without residual symptoms, it is important to examine which symptoms or
symptom clusters are “left over” after completion of acute treatment. Identifying these
symptoms that are not targeted by a particular treatment is an essential step in treatment
planning and maintenance therapy. Residual symptoms carry many treatment
implications, which provide challenges to the existing medical model approach of
treating depression as a syndrome rather than treating individual symptoms.

When comparing studies examining the nature of individual residual symptoms,
inconsistent results emerge (Fava et al, 1994; Nierenberg et al., 1999; Paykel et al, 1995).
Discrepancies in findings may be due to several reasons, including the variability of
definitions of treatment response, medications used, and patient populations. Some of the
most common symptoms that have been identified after response to pharmacotherapy are
depressed mood, impairment in work and activities, psychic, somatic and generalized
anxiety, genital symptoms, and irritability. Currently, no study has identified or

examined the nature of individual residual symptoms after psychotherapy treatment.
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Although research on residual symptoms has bourgeoned in recent years,
important questions remain. First, little attention has been given to identifying what
individual symptoms persist after specific treatments and whether these symptoms cluster
into related symptomatic groups (Menza, Marin, & Sokol-Opper, 2003). Second, the
etiology of residual symptoms continues to be unclear. Residual symptoms are generally
assumed to be core depressive symptoms that have not resolved after treatment.
However, there may be many contributing factors for the development of residual
symptoms, such as the result of treatment (i.e. medication side effect) or psychiatric or
medical comorbidities independent of depression (Menza, Marin, & Sokol-Opper, 2003).
Unfortunately, research focusing on residual symptoms has not directly examined this
relationship. One study by Nierenberg et al. (1999) evaluated whether medication side
effects were misinterpreted as residual symptoms, by looking at the prevalence of pre
treatment fatigue and insomnia in patients who exhibited residual symptoms of fatigue
and insomnia. It was found that in many of these patients, sleep dysfunction (91.7%) and
fatigue (92.7%) were common also during pre treatment. Thus, results suggest that these
symptoms should be considered residual symptoms rather than medication side effects.
Although the distinction between depressive symptoms and medication reactions
continues to be vague, this study advances our knowledge of the nature of residual
symptoms.

The current study examined among a chronically depressed population,

differences in individual residual symptoms and clusters between treatment modality
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(nefazodone, CBASP, and the combination of both) and treatment response (full

responders, partial responders, non-responders). The following hypotheses were tested:

1)

2)

Residual symptoms will differ in frequency and severity between types
of treatment response (non-responders, partial responders and full
responders). Non-responders are expected to be more likely to report
the presence of residual symptoms compared to partial and full
responders. Further, it is predicted that partial responders, compared to
full responders, will be more likely to report the presence of residual
symptoms and demonstrate greater severity of symptoms.

Residual symptoms will differ in frequency and symptom clusters
between types of treatments, with fewer symptoms with the
combination treatment group than the CBASP alone or medication
alone groups. Residual symptoms of a psychosocial nature (i.e. guilt,
psychic anxiety, irritability, anhedonia, helplessness, hopelessness,
suicidal ideation, worthlessness, rejection sensitivity) are predicted to
occur more frequently and at a higher severity in the Nefazodone group
compared to the CBASP group. Alternatively, individual residual
symptoms that are of a somatic nature (i.e. insomnia, somatic anxiety,
psychomotor agitation/retardation, loss of libido, fatigability,
appetite/weight) are predicted to occur more frequently and at greater
severity among the CBASP group when compared to the Nefazodone

group. Symptom clusters are also expected to differ between the
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CBASP and Nefazodone group. Based on the five factor model of the

HDRS found by Grunebaum et al. (2005) and the three factor model of
the IDS-SR (Rush, 1996), it is predicted that the Nefazodone group
compared to the CBASP group will report a greater number of residual
symptoms on the following factors: Psychic Depression and Disturbed
Thinking on the HDRS and Cognitive/mood on the IDS-SR, as these
factors are of a psychosocial and cognitive nature. Conversely, the
CBASP group is expected to report a greater number of residual
symptoms represented by the Sleep Disturbance and Loss of Motivated
Behavior factors of the HDRS and IDS-SR, as these factors represent
somatic symptoms.

Due to potential side effects of medication, it is hypothesized that the
medication and combination group will demonstrate an emergence of
somatic symptoms (i.e. sedation, nausea, dry mouth, dizziness, and
light-headedness), whereas the psychotherapy group would demonstrate

no change in type of symptoms from pre to post treatment.



Method

Participants

Six hundred and eighty-one adults meeting DSM-IV criteria for chronic
depression were recruited from 12 academic centers between June 1996 and December
1997. Chronic depression was defined as encompassing the following course trajectories:
(1) chronic major depressive disorder (at least 2 years duration), (2) recurrent major
depression without inter-episode recovery with a total duration of continuous illness of at
least two years, (3) double depression (a current major depression superimposed on a
preexisting dysthymic disorder, and (4) double depression/chronic major depression
(chronic major depressive episode with antecedent dysthymia) (for review see
McCullough, et al., 1996, McCullough, et al., 2000). Minimal differences have been
found between the types of chronically depressed individuals in terms of demographic
variables, clinical characteristics, social adjustment, comorbidity, family history of
psychopathology, and response to treatment (McCullough et al., 2000; McCullough, et
al., 2003). Because no significant differences have been demonstrated between the
types of chronic depression, the current proposal will collapse these forms of chronic
course patterns under the heading, chronic depression.

To be eligible for the study, patients had to be between the ages of 18 and 75

years and have had a score of at least 20 on the 24-item Hamilton Rating Scale for
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Depression (HRSD) at screening and, after a two-week period without antidepressant
medication, at baseline. Laboratory tests, electrocardiography (if clinically indicated),
and physical examinations were performed at the time of screening. Patients were
required to discontinue taking monoamine oxidase inhibitors and fluoxetine at least four
weeks before study entry, neuroleptic agents at least six months before entry, and other
psychotropic medications at least two weeks before entry.

Participants were excluded from the study if they had any of the following: a
history of seizures, abnormal findings on electroencephalography, severe head trauma, or
stroke; evidence suggesting they were at high risk for suicide; a history of psychotic
symptoms or schizophrenia, bipolar disorder, an eating disorder (if it had not been in
remission for at least one year), obsessive compulsive disorder, dementia; antisocial,
schizotypal, or severe borderline personality disorder; a principal diagnosis of panic,
generalized anxiety disorder, social anxiety disorder, or posttraumatic stress disorders or
any substance-related abuse or dependence disorder (except involving nicotine) within
six months before the study began; an absence of a response to a previous adequate trial
of nefazodone or Cognitive Behavioral Analysis System of Psychotherapy; an absence of
a response to three previous adequate trials of at least two different classes of
antidepressants or electroconvulsive therapy or to two previous adequate trials of
empirical psychotherapy in the three years preceding the study; a serious, unstable
medical condition; or a positive urine screen for drugs of abuse. Women of child bearing

potential had to agree to use adequate contraception during the study. Patients were not
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allowed to take anxiolytic agents, sedatives, hypnotic agents, or any others types of sleep
aids (pharmacologic or behavioral) during the study.
Design and Procedure

The study design was a single-blind, randomized clinical trial. All patients
provided written informed consent. Patients who were eligible based on the above
inclusion/exclusion criteria were randomized to receive nefazodone (Serzone, Bristol-
Myers Squibb), Cognitive Behavioral Analysis System of Psychotherapy, or the
combination of nefazodone and psychotherapy. Randomization was completed by a
central computerized randomization schedule in a 1:1:1 ratio by the sponsor, Bristol
Myers Squibb.

The measures were administered by clinical raters certified to have a high rate of
inter-rater reliability and level of procedural integrity. Attempts to mask the patient’s
treatment assignment from the clinical raters were made at all sites, in which the rater
was located at a separate location so that he or she could not see patients attending
treatment sessions.

Treatment Groups

Nefazodone. The initial dose of nefazodone was 200 mg per day (100mg twice
per day) and was increased to 300 mg per day during the second week. Thereafter, the
dose was increased by 100 mg per day to a maximum of 600 mg per day, to maximize the
efficacy of the drug without producing intolerable side effects. To remain in the study,
patients had to be receiving a dose of at least 300 mg per day by week three. Visitations

for medications were 15 to 20 minutes long. Psychopharmacologists followed a
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published manual for clinical management, consisting of an evaluation of concomitant
use of medications and symptoms, side effects, and illnesses between sessions. Side
effects that were reported in this sample were consistent with the known side effects of
the drug, and included headache, somnolence, dry mouth, nausea, and dizziness.

Cognitive behavioral-analysis system of psychotherapy (CBASP). CBASP is a
structured, time-limited psychotherapy approach that uses a social problem solving
algorithm that teaches patients “perceived functionality”, where the patient understands
the interpersonal effect of their behavior. CBASP also followed a manual specifying
twice-weekly sessions during weeks one through four, and weekly sessions during weeks
five through 12. Twice weekly sessions were allowed until week eight if the patient was
not adequately performing a learned social problem solving procedure. A total of 16-20
individual 45-60 minute sessions were conducted. CBASP was conducted by
psychotherapists with at least two years experience after earning a degree of either M.D.
or Ph.D. or at least five years experience after earning an M.S.W., who attended a two-
day training workshop and me mastery of treatment procedures. Each psychotherapist
was required to conduct two pilot cases, in which their sessions were videotaped and their
performance was evaluated. In the current study all psychotherapy sessions were
videotaped and reviewed by supervisors weekly to assess the psychotherapists’ adherence
to the treatment procedures.

Combination group. All of the above principles were followed with the patients

receiving the combination of nefazodone and CBASP.
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Measures

Structured Clinical Interview for Axis I DSM-1V Disorders (SCID; First, Spitzer,
Gibbon, & Williams, 1995). The SCID was administered at the first screening visit to
diagnose Axis I disorders according to the criteria of the DSM-IV.

Structured Clinical Interview for DSM-IV Axis II Personality Disorders (SCID-II;
First, Spitzer, Gibbon, Williams, & Benjamin, 1994). Selected sections of the SCID-II
were conducted to assess exclusion Axis II diagnoses, including antisocial, avoidant,
borderline, dependent, obsessive-compulsive and schizotypal.

Depression Course Timeline. The Depression Course Timeline is a collateral
visual-graphing timeline procedure to trace the longitudinal course of depression
(McCullough, Klein & Holzer, as described in McCullough et al., 1996). The depression
course timeline was used to diagnose a chronic course. The timeline measures the course
of depression by assessing the individual’s current mood, based on the following scale:
normal, mild, moderate, severe. The participant then retrospectively graphed their mood
intensity level each month over the course of the previous three years, with their current
mood acting as a comparison or anchor point. This graphing procedure is recommended
by researchers and clinicians to aid in the differentiation of depressive course and
diagnosis of chronic depression (McCullough et al., 1996; Schaefer et al., 2004).

Hamilton Depression Rating Scale (HDRS, Hamilton, 1967). The HDRS-24 was
conducted as an interview to assess the severity of depression. Items are presented as a
Likert-type scale, ranging from 0-4, with a few items ranging 0-2. Zero represents the

absence of the symptom, one equals mild severity, and two or greater reflects moderate to
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severe impairment. The HDRS was administered by an independent rater at screening,
baseline (week 0), and at weeks 1 through 4, 6, 8, 10, and 12. Inconsistent results have
emerged regarding the number and type of factors yielded by the HDRS. Ranges
between two and eight have been found across studies and with a variety of populations
and three to five factors have been reported among samples of depressed patients. In a
review of 15 studies reporting factor analysis of the HDRS, Bagby, Ryder, Schuller, and
Marshall (2004) found consistent support for an insomnia factor and the presence of
general depression and anxiety/agitation factors. However, the multidimensionality of
the HDRS remains unclear. In the current study, a five-factor structure of the HDRS
(Psychic Depression, Anxiety, Sleep Disturbance, Loss of Motivated Behavior, and
Disturbed Thinking) was tested as a function of treatment modality (Grunebaum et al.,
2005) (See Appendix A for five-factor structure). This model was used for a number of
reasons. First, it is based on the HDRS-24, which was used in the current study, rather
than the 17-item HDRS, on which other factor structures have been based (Pancheri et
al., 2002; Brown et al, 1995; Gibbons et al., 1993). Second, the five-factor structure was
found with a sample of depressed inpatients, which may better represent a chronic
population than other structures found with episodically-depressed outpatients (Arnow &
Constantino, 2003; Klein & Santiago, 2003; Klein et al., 1999). Lastly, the factors
represent clusters of affective, cognitive, and somatic symptoms that theoretically
correspond with the current study’s hypotheses; thus this factor model allows a much

closer test of the study’s hypotheses than other models.
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The HDRS has adequate psychometric properties (Bagby et al., 2004). In

depression samples, the internal reliability was adequate, with Cronbach’s alpha
coefficients ranging from .48 to .86. Inter-rater reliabilities ranged from .90 to .97. The
HDRS also demonstrated adequate convergent, divergent and predictive validity,
specifically for the total HDRS score.

Inventory for Depressive Symptomatology-Self-report (IDS-SR; Rush et al., 1986,
1996). The IDS-SR is a self-report measure used to assess the severity of depression
consisting of 30 items that span the DSM-III-R and DSM-IV criterion symptoms. A
factor analysis of the IDS-SR revealed the following three factors: cognition/mood,
anxiety/arousal, and sleep disturbance (Rush et al., 1996). These three factors were
tested in the current study across treatment modality. The IDS-SR was administered at
the baseline (week 0), and at weeks 2, 4, 6, 8, 10, 12. Items are presented as a Likert-type
scale, of which 28 items range from zero to three. Item-total correlations, Cronbach’s
alpha, and measures of concurrent validity have established acceptable psychometric
properties (Rush et al., 2005). Concurrent validity has been found to be high (r = .81 to
.84) (Corruble, Legrand, Duret, Charles, & Guelfi, 1999). This scale has been noted to be
sensitive to change over time and closely paralleled the HDRS in the current sample
(Rush et al., 2005).

Personal Information Questionnaire (PIQ). The PIQ was developed by the
sponsor specifically for use in the current study in order to obtain demographic
information and psychiatric history. The PIQ consists of items measuring demographic

information, such as age, gender, education, ethnicity, employment, relationship status,
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etc. The PIQ also contains items related to the receipt of previous and current treatment
for mental health problems, such as medication and psychotherapy.
Response Groups

The following definitions of treatment outcome were based on recommendations
provided by Frank et al. (1991). See Table 4 for the number of subjects in each response
group by treatment group. The current study’s definitions of response groups are listed
below and derived from the baseline visit and the last three assessment visits (visit 10,
visit 12, and the final visit). After twelve weeks of treatment, some completers were
brought back for further assessment if needed because they did not get their minimum
number of sessions in by visit 12. Thirty percent (n=150) of patients were brought back
for another assessment visit, which did not differ across treatment groups. This final
assessment visit was held usually between one and four weeks after visit 12, with the
exception of two patients whose last visits were 38 and 62 days after visit 12. Then, out
of the last three data points (visit 10, 12 or last visit) patients had to demonstrate > 50%
improvement from baseline and a score of 15 or less on at least two visits to be
considered a responder.

Non-responders. Patients were categorized as non-responders if their total HDRS
score was greater than 14 and they did not demonstrate > 50% improvement on two out
of the three last visits (visit 10, 12 or final visit).

Partial responders. Partial responders were operationalized as no longer meeting
syndromal criteria for major depressive disorder but continuing to evidence more than

minimal symptoms. Therefore, out of the last three data points (visit 10, 12 or last visit)
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patients had to have demonstrated a greater than or equal 50 percent improvement from

baseline and a score of between 8 and 14 on at least two visits to be considered a partial
responder.

Full responders. Patients who responded to treatment with at least a 50%
reduction in their total HDRS score from baseline and a score of seven or less on at least
two out of the final three visits were classified as full responders.

Statistical Analyses

First, baseline demographic variables were compared across treatment and
response groups using an analysis of variance for continuous variables and chi-square
analyses of categorical variables. Second, in order to compare residual symptom
prevalence rates across response groups (Hypothesis 1), the presence or absence of each
symptom on the HDRS and IDS-SR was examined as a function of Response group (No
Response, Partial, Full) using chi-square analyses. The analyses were conducted for both
the HDRS and the IDS-SR in order to examine residual symptom data identified both
through a clinician-administered interview and self-report modality. Although many
symptoms overlap across measures, each measure also has unique items that are not
shared by both.

Third, in order to test treatment group comparisons of residual symptom

prevalence (Hypothesis 2), the presence or absence of each symptom on the HDRS and
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IDS-SR was examined as a function of Treatment group (CBASP Only, Nefazodone

Only, Combination) using chi-square analysis.'

Fourth, a 2 Response (Partial, Full) X 2 Treatment (CBASP Only, Nefazodone
Only) analysis of variance (ANOVA) for each HDRS and IDS-SR factor was conducted
to compare clusters of residual symptoms among treatment and response groups
(Hypothesis 2), with the number of residual symptoms endorsed within each factor as the
dependent variable. Non-responders were excluded since residual symptoms are defined
as symptoms that remain after responding to treatment, and the Combination group was
excluded because the primary interest is in the differences between pharmacotherapy and
psychotherapy. This approach also allowed for the identification of interactions between
treatment and response groups on residual symptom clusters. For the HDRS, items were
grouped into factors based on a five-factor model (Factor 1: Psychic Depression, Factor
2: Anxiety, Factor 3: Sleep Disturbance, Factor 4: Loss of motivated behavior, and
Factor 5: Disturbed Thinking) found by Grunebaum et al. (2005) (See Appendix A for
the five-factor structure). For the IDS-SR, the well-established three-factor model of the
IDS-SR (Factor 1: Cognitive/mood, Factor 2: Anxiety/arousal, Factor 3: Sleep
Disturbance) was examined (Rush et al., 1996) (See Appendix B for the three-factor
structure).

In order to further understand whether treatment groups not only differed in the

prevalence of specific residual symptoms and-clusters of symptoms, but also in their

! Chi-square analyses were also completed for each HDRS and IDS-SR item using a cutoff of two or
greater (moderate degree) to classify the symptom as present. No differences were found between
treatment groups for all of the items.



53
severity of individual symptoms (Hypothesis 2), mean differences were compared for

individual HDRS and IDS-SR items among response and treatment groups using 2
Response (Partial, Full) X 2 Treatment (CBASP Only, Nefazodone Only) ANOVAs.
Next, in order to test whether residual symptoms emerged after treatment (Hypothesis 3),
pre treatment prevalence rates (presence, absence) of each item of the HDRS and IDS-SR
were compared to post treatment (presence, absence) using chi-square analyses for
responders regardless of treatment group. Finally, in order to examine treatment group
differences in the emergence of residual symptoms, the presence or absence of each
symptom on the HDRS and IDS-SR at pre treatment was examined as a function of
treatment group (CBASP, Nefazodone, Combination) using chi-square analyses for those
participants who reported the symptom at post treatment.

It is important to note that due to the multiple independent analyses conducted,
there is an increased risk for making a Type I error (falsely finding significant
differences). Due to our primary interest in describing the nature of residual symptoms
across response and treatment groups, the following analyses should be interpreted in a
descriptive manner, so that a p <.05 criterion for alpha is used as a way to help identify

symptoms that may differ across groups, rather than in a strict hypothesis-testing way.



Results

Baseline Demographic Characteristics

The sample consisted of 681 participants who were randomized to one of the
three treatment conditions: nefazodone only (n = 226, 33.2%), CBASP only (n = 228,
33.5%), or the combination of nefazodone and CBASP (n = 227, 33.3%). Ofthe 681
participants who underwent randomization, a total of 519 participants completed the
study. The present study is focused on residual symptoms in those participants who
completed the study; therefore, no further analyses were conducted with non-completers.
Among the 519 completers, 167 (32.2%) participants had received nefazodone alone, 173
(33.3%) underwent CBASP alone, and 179 (34.5%) received the combination of both
nefazodone and CBASP. Of completers, 183 (35.3%) participants did not respond to
treatment, 203 (39.1%) partially responded, and 131 (25.2%) participants fully responded
based on the criteria recommended by Frank et al. (1991).2 A 3 X 3 chi-square analysis
of treatment response (No Response, Partial, Full) by treatment group (CBASP Only,
Nefazodone Only, Combination) was completed and is represented in Table 4.

Significant differences in treatment response were found between treatment groups, X°

% These results differ from those presented in the original article by Keller et al. (2000) (No response = 183
(35.4%), Satisfactory response = 182 (35.2%), remission = 152 (29.4%) due to different cutoff
requirements for remission status. The original paper used a cutoff of 8 or less on the HDRS to be
classified as achieving remission, while the present study required a cutoff of 7 or less on the HDRS.
Therefore, when using stricter criteria, 21 participants’ status changed from full remission to partial
remission.

54
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(4,517) = 52.86, p < .001). The rates of full response and partial response among the

Combination group were higher than the CBASP alone and nefazodone alone treatment
groups. There were no significant differences in treatment response between the CBASP
only and Nefazodone only group.’

Table 4. Rates of response as a function of treatment group

Group Nefazodone ~ CBASP  Combination Significance
Number of Participants (%) CBASPvs. Combovs. Combo vs.
Nefazodone CBASP Nefazodone
No. of pts. 167 173 179 X
Response 92 (55.8) 90 (52) 152 (84.9) 47 44 30%** 35.40%%*
Full 30(18.2) 35(20.2) 66 (36.9) 23 11.91%** 14.91%**
Partial 62 (37.6) 55 (31.8) 86 (48) 1.25 9.68%* 3.84*

No response 73 (44.2) 83 (48) 27 (15.1)
Note. *** p <001, ** p <01, *p=.05

Demographic characteristics of completers are presented in Table 5. The average
age of completers was 43.84 years. Three hundred thirty-five (64.5%) were female. The
majority were Caucasian (91.9%), followed by African American (2.9%), Hispanic
(2.5%), and Asian (1.2%). Three hundred and eighty-eight participants (74.8%) reported
being employed either part time or full time. A large segment of the sample was
currently married (n =204, 39.3%). One hundred and thirty-nine participants were
single/never married (26.8%), 138 participants were divorced or separated (26.6%), 29
were in a relationship or co-habitating (5.6%), and nine were widowed (1.7%). No
significant differences were found between treatment groups or between response groups

with respect to baseline demographics.

* Rates of full and partial response differ slightly with the results presented in the original paper by Keller,
et al. (2000) (Combination: Full response=42%, partial=43%; Nefazodone: Full=22%, partial=34%;
CBASP: Full=24, partial=28); however, the pattern of significance is consistent with the original paper.
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Residual Symptoms

Prevalence

The presence of residual symptoms after treatment was a common occurrence in
all treatment and response groups (See Tables 6 through 9). Given that the mere presence
of residual symptoms is associated with negative outcomes (Paykel, 1998), and that even
mild residual symptoms appear to be associated with powerful consequences (e.g.
increased work and social impairment, suicide risk, health care utilization, risk for
chronicity) (Judd et al., 1997; Mintz et al., 1992; Ogrodiczuk, et al., 2004) and represent
the most common expression of illness activity in depression course (Judd & Akiskal,
2000), it was decided to examine the presence versus absence of a reported residual
symptom, regardless of severity. The presence of a residual symptom was defined as at
least a mild (>0) level on each HDRS and IDS-SR item at treatment completion.

Based on the HDRS, 98 percent of the sample reported at least one symptom still
present at least to a mild degree after treatment completion, with no significant
differences between response groups or between treatment groups. Overall, the most
commonly reported residual symptoms on the HDRS were depressed mood (N=333,
64.4%), psychic anxiety (n=331, 64%), decreased energy (n=326, 63.1%), somatic
anxiety (n=293, 56.7%), decreased interest in work/activities (n=286, 55.3%), decreased
libido (n=284, 54.9%) and hopelessness (n=278, 53.8%).

As with the HDRS, the IDS-SR revealed a high rate of residual symptoms, with
98.2% of the sample reporting at least one residual symptom after treatment. The most

common symptoms were concentration problems (n=365, 71.9%), future pessimism
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(n=363, 71.7%), somatic complaints (n=345, 69.4%), middle insomnia (n=340, 66.9%),

and sad mood (n=318, 62.7%).
Response groups

Clinician Administered Interview (HDRS). In order to test Hypothesis One,
that residual symptoms would differ in frequency between response groups, the presence
or absence of each item on the HDRS was examined as a function of response group (No
Response, Partial, Full) using chi-square analyses. Results suggested that even among
full responders, 90.8% (n=119) reported experiencing at least one residual symptom to a
mild degree (see Table 6). The most common symptoms reported among full responders
were psychic anxiety (n=51, 38.1%), somatic anxiety (n=39, 29.8%), depressed mood
(n=37, 28.2%), decreased libido (n=35, 26.7%), and decreased energy (n=34, 26%).
These same symptoms were the most common among partial responders, with over 50%
of participants reporting each symptom at treatment completion.

When comparing response groups, significant differences in the presence of
residual symptoms emerged. As expected, a greater percentage of participants in the
non-response group reported the presence of residual symptoms when compared to
responders on every HDRS-24 symptom with the exception of lack of insight, which
none of the participants in the sample reported, psychomotor agitation, and weight loss.
Within responders, significantly more partial responders than full responders endorsed
symptoms of depressed mood, guilt, suicide, early and middle insomnia, decreased work
and activities, psychomotor retardation, psychic anxiety, somatic anxiety, decreased

appetite, decreased energy, genital symptoms, diurnal variation, depersonalization,
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helplessness, hopelessness, and worthlessness. Partial and full responders did not differ
in endorsement of late insomnia, psychomotor agitation, hypochondriasis, weight loss,
paranoid symptoms, and obsessive/compulsive symptoms. It is also important to identify
differences in symptom prevalence at baseline when examining residual symptoms.
There were no differences at baseline between response groups for all HDRS items, with
the exception of suicide and worthlessness. At baseline, full responders were
significantly less likely to endorse suicidal ideation (X* (4, 517)=9.17, p=.01) and
worthlessness (X° (4, 517) = 8.66, p < .05) than both non-responders and partial

responders.
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Table 6. Presence of HDRS items (>0) as a function of response group at treatment

completion
Response Group Total Overall
No. of participants (%) Significance
HDRS Item Non- Partial Full X
Response Response  Response
(n=183) (n=203) (n=131) N=517

1. Depressed Mood 177 (96.7)* 119(58.6)° 37(28.2)° 333 (64.4) 161.06%**
2. Guilt 154 (84.2)* 76 (37.4)°  23(17.6)° 253(48.9) 151.18%**
3. Suicide 87 (47.5)" 13(64)" 2(1.5)°  102(19.7) 139.55%**
4. Early Insomnia 79 (43.2)° 44 (217"  16(12.2)° 139(26.9) 41.84%**
5. Middle Insomnia 124 (67.8)° 67 (33)° 22 (16.8)° 213 (41.2) 91.13***
6. Late Insomnia 95(51.9)* 35(17.2)° 23 (17.6)° 153(29.6) 67.73***
7. Work/Activities 169 (92.3)® 96 (47.3)° 21(16)°  286(55.3) 188.63***
8. Psychomotor 76 (41.5)*  24(11.8)° 5(3.8)°  105(20.3) 81.91%**
Retardation
9. Psychomotor 53 (29)* 43(21.2)%  21(16)°  117(22.6)  7.69*
Agitation
10. Psychic Anxiety 157 (85.8)® 123 (60.6)° 51(38.9)° 331 (64) 74,50%**
11. Somatic Anxiety 150 (82)® 104 (51.2)° 39(29.8)¢ 293 (56.7) 88.74***
12. Appetite 67 (36.6)° 28(13.8)° 4(3.1)°  99(19.1)  61.73%**
13. Energy 174 (95.1)* 118 (58.1)° 34(26)°  326(63.1) 160.10%***
14. Decreased Libido 146 (79.8)* 103 (50.7)° 35(26.7)° 284 (54.9)  89.21%**
15. Hypochondriasis 64 (35)° 38(18.7)°  17(13)°  119(23) 24,33 %%
16. Weight Loss 30 (16.4)* 20099  6(4.6)°  56(10.8)  11.36**
17. Insight 0 0 0 [ —
18. Diurnal Variation 85 (46.4)*  72(35.5)°  20(153)° 177(34.2) 33.19%%*
19. Depersonalization 22 (12)° 6(3)° 0(0)° 28 (5.4) 25.49%*
20. Paranoid 17(9.3)° 3(1.5)° 0(0)° 20 (3.9) 22.85%%*
Symptoms
21. Obsessive/ 13 (7.1)° 5(2.5)° 1(.8)° 19 (3.7) 10.06%*
Compulsive
22. Helplessness 128 (69.9)° 45(22.2)°  6(4.6)° 179 (34.6)  167.02%**
23. Hopelessness 163 (89.1)* 93 (45.8)°  22(16.8)° 278(53.8) 168.97***
24. Worthlessness 146 (79.8)* 78(38.4)°  26(19.8)¢ 250 (48.4) 123.02%**

Note. Different letters indicate significantly different frequencies using Chi-square

analyses.

*p <.05,%* p <01, *** p <.001

Self-Report (IDS-SR). Chi-square analyses were conducted to examine the

presence or absence of each of the 30 IDS-SR item as a function of response group (No

Response, Partial, Full). Similar to the HDRS data, results suggested that even among

full responders, 93.7% (n=118) reported experiencing at least one residual symptom to a
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mild degree (see Table 7). The most common symptoms reported among full responders

were middle insomnia (n=67, 51.5%), future pessimism (n=54, 41.5%), concentration
problems (n=53, 41.1%), mood variation (n=48, 37.2%), anxiety/tension (n=43, 33.1%),
rejection sensitivity (n=40, 30.8%), irritability (n=36, 27.7%), decreased libido (n=37,
28.7%), and somatic complaints (n=34, 26.2%). Also consistent with HDRS results,
these same symptoms were the most common among partial responders along with sad
mood and fatigability, with over 50% of participants reporting these symptoms at
treatment completion. When comparing response groups, significant differences in the
presence of residual symptoms emerged. As expected, a greater percentage of
participants in the non-response group reported the presence of residual symptoms when
compared to responders on every IDS-SR item with the exception of mood variation, in
which non-responders did not differ from partial responders, X* (1, 376) =2.14, p = .14.
Similarly, within responders, most of the IDS-SR items were reported more frequently by
partial responders than full responders, with the exception of 6 out of 30 items:
hypersomnia, appetite increase, weight decrease, weight increase, concentration and
suicidal thoughts. We also examined pre treatment differences between response groups
on each IDS-SR item. There were no differences at baseline between response groups for
all IDS-SR items, with the exception of irritability, decreased libido, and panic/phobic
symptoms.® When taking into account baseline prevalence of each IDS-SR item, the

above results remained.

* At baseline, full responders (n=123, 97.6%) were significantly more likely to report irritability (X° (4,
502) = 5.22, p <.05) than both non-responders (n=164, 92.1%) and partial responders (n=181, 91.4%).
However, baseline panic/phobic symptoms (X’ (4, 504) = 6.78, p <.05) were less frequently reported
among full responders (n=48, 37.8%) compared to non-responders (n=94, 52.5%) and partial responders
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Table 7. Endorsement of IDS-SR items as a function of response group at treatment

completion
Response Group Total Overall
No. of participants (%) Significance
IDS-SR Item No Partial Full N=518 X
response response  response

1. Initial Insomnia 97 (53.9)* 57(28.8)" 24(18.5)° 178 (35) 47.19%**
2. Middle Insomnia 148 (82.2) 125(63.1)° 67 (51.5)° 340(66.9)  34.20%**
3. Early Awakening 85(47.2)* 36(18.2)° 14(10.8)° 135(26.6) 63.12%*x
4. Hypersomnia 60 (33)° 48 (23.8)° 28(21.2)° 136(26.4) 6.60*
5. Sad Mood 174 (97.2)* 114(57.6)° 30(23.1)° 318(62.7) 180.67***
6. Irritability 150 (83.8)* 108 (54.3)° 36(27.7)° 294(57.9)  98.98%**
7. Anxiety/Tension 150 (83.8)° 108 (54.3)° 43(33.1)° 301(59.3) 83.61***
8. Mood Reactivity 157 (88.2)* 64(32.2)° 20(15.5)° 241(47.6) 189.93%**
9. Mood Variation 111 (62.7)% 110(55.3)* 48(37.2)° 269(53.3)  20.03***
10. Mood Quality 168 (93.9)* 80(40.2)° 16(12.4)° 264 (52.1) 217.79***
11. Appetite Decrease 58(31.9)* 39(19.3)° 8(6.1)° 105(20.3)  31.66%**
12. Appetite Increase 45 (24.7)%  23(11.4)° 17(12.9)° 85(16.5) 14.05**
13. Weight Decrease 53(29.1)* 36(17.8)° 22(16.7)° 111(21.5) 9.71%*
14, Weight Increase 51(28.0)° 38(18.8)° 23(17.4)° 112(21.7) 6.69*
15. Concentration 168 (93.3)* 144 (72.4)° 53 (41.1)° 365 (71.9) 101.47***
16. Self Criticism/ 138(76.7)* 50(25.1)° 16(12.3)° 204 (40.1)  160.61%**
Blame
17. Future Pessimism 170 (95.0)* 139 (70.6)° 54 (41.5)° 363 (71.7) 106.28***
18. Suicidal Thoughts 96 (53.6)° 16(8.1)°  5(3.8)° 117(23.1) 145.84%%*
19. Interest In Activities 162 (90.5)* 83 (42.1)° 18(13.8)° 263(52.0) 189.81%**
20. Energy/Fatigability 166 (92.2)* 102 (51.3)° 30(23.3)° 298(58.7) 154.79%**
21. Pleasure/Enjoyment 157(87.2)* 92(46.2)° 24(18.6)° 273(53.7) 149.72%**
22. Decreased Libido 153 (85.0)* 108 (54.3)° 37(28.7)° 298(58.7) 100.89%**
23. Psychomotor 132(73.3)* 56(28.1)° 15(11.5)° 203(39.9) 139.01%**
Retardation
24. Agitation 91(50.8)° 51(25.6)° 19(14.6)° 161(31.7)  51.20%**
25. Somatic Complaints 125 (69.4)* 86 (43.2)° 34(26.2)° 345(69.4)  59.83%**
26. Sympathetic Arousal 86 (47.8)°  57(28.8)° 20(154)° 163(32.1) 37.97***
27. Panic/Phobic 57 (31.8)* 33(16.6)° 9(6.9)°  99(19.5) 31.57%**
Symptoms
28. Constipation/Diarrhea 84 (46.7)® 50 (25.1)° 18 (13.8)° 152(29.9)  42.32%**
29. Rejection Sensitivity 142 (79.3)* 106 (53.5)° 40 (30.8)° 288 (56.8)  73.79***
30. Leaden Paralysis 122 (68.2)* 85(42.9)° 22(16.9)° 229(452)  80.47***

Note. Different subscripts represent significant differences
*p <.05, **p < .01, ***p <.001

(n=97, 49.0%). Also, full responders (n=97, 77.0%) were less likely to report decreased libido (X (4, 503)
= 6.05, p <.05) at baseline compared to partial responders (n=173, 87.4%), but not non-responders (n=150,
83.8%).
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Treatment groups

Clinician Administered Interview (HDRS). In order to test Hypothesis Two,
that residual symptoms would differ in frequency between treatment groups, the presence
or absence of each symptom on the HDRS was examined as a function of treatment
group (CBASP Only, Nefazodone Only, Combination) using chi-square analyses for
responders (N=334) with each of the 24 HDRS items (See Table 8). Partial and full
responders were combined in these analyses due to 1) the possible risk of significantly
losing power as a result of a reduced sample size in each group, and 2) although fewer
full than partial responders reported residual symptoms, the most common symptoms
appeared to be similar between response groups. For most items, the treatment groups
did not significantly differ in their report of the presence of individual residual symptoms.
Only three of the HDRS items differentiated treatment groups: early insomnia,
obsessive/compulsive symptoms and hopelessness (see Figure 1 for illustration of
significant results). Early insomnia was more frequently reported by participants in the
CBASP group than the Nefazodone and Combination groups, X* (2, 336) = 11.26, p <
.01. However, obsessive/compulsive symptoms were more common within the
Nefazodone group compared to the CBASP and Combination groups, X° (2, 336) =
15.73, p <.001. Finally, the CBASP and Nefazodone groups were significantly more
likely to endorse hopelessness than the Combination group. In general, the Combination
group was less likely to report residual symptoms than the other groups. Baseline
comparisons between treatment groups revealed no significant differences regarding the

presence of baseline symptoms for all HDRS items, with the exception of psychic



64
anxiety.” After controlling for baseline psychic anxiety, the results continued to support

no significant differences between treatment groups for post treatment psychic anxiety.

> The Combination group (n=151, 99.3%) was significantly more likely to report psychic anxiety at
baseline than the Nefazodone group (n=83, 90.2%) and CBASP group (n=86, 95.6%), X* (2, 334) = 11.90,
p <.0L.
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B CBASP H Nefazodone [3 Combination

* Different letters indicate significant differences.

Figure 1. Significant differences in prevalence between treatment groups

Self-Report (IDS-SR). In order to compare self-reported prevalence rates of
residual symptoms between treatment groups, the presence or absence of each symptom
on the IDS-SR was examined as a function of treatment group (CBASP Only,
Nefazodone Only, Combination) using chi-square analyses. As with the HDRS analyses,
partial and full responders were combined, and the presence of a residual symptom was
defined as at least a mild (>0) level on each IDS-SR item at treatment completion. For
most items, the treatment groups did not significantly differ in their report of the presence

of individual residual symptoms. Only three of the IDS-SR items differentiated treatment
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groups: hypersomnia, concentration, and decreased libido (see Figure 1 for illustration of

significant results). Consistent with the HDRS data that the CBASP Only group was
more likely to report early insomnia than the Nefazodone Only and Combination groups,
hypersomnia (increased sleep) was more frequently reported by participants in the
Nefazodone and Combination groups than the CBASP group X° (2, 334) = 6.54, p <.05.
There were no differences between Nefazodone and the Combination groups for
hypersomnia. Difficulty concentrating was more common within the Nefazodone group
compared to the CBASP and Combination groups, X° (2, 328) = 8.58, p <.05.

Decreased libido was more frequently reported among the CBASP and Nefazodone
groups when compared to the Combination group, X* (4, 328) = 11.83, p <.01). Baseline
comparisons between treatment groups revealed significant differences in the presence of
baseline symptoms for appetite increase, self-criticism/blame, and energy.® After
controlling for baseline prevalence for these items, the results continued to support the

above findings.

% The Combination group was significantly more likely to report appetite increase (n=68, 45.0%) at
baseline than the CBASP group (n=27, 29.7%, X° (1, 242) = 5.62, p <.05). Baseline self-criticism/blame
was less frequently reported among the Nefazodone group (n=70, 78.7%) than the CBASP (n=79 (90.8%)
and Combination group (n=129, 87.8%), X* (2, 323) = 6.06, p <.05. Lastly, the Nefazodone group (n=84,
94.4%) was less likely to report fatigability compared with the Combination group (n=145, 99.3%), X” (1,
235)=5.41,p<.05.



68

Table 9. Presence of IDS-SR items as a function of treatment group at treatment

completion
Treatment Group Total Overall
No. of participants (%) Significance
IDS-SR Item CBASP  Nefazodone  Combo  N=334 X’

1. Initial Insomnia 28 (31.1) 23 (25.6) 30(20.3)  81(24.7) 3.59
2. Middle Insomnia 57 (63.3) 48 (53.3) 87 (58.8) 192 (58.5) 1.86
3. Early Awakening 16 (17.8) 11(12.2) 23 (15.5) 50(15.2) 1.09
4, Hypersomnia 12(13.2)* 24(25.8)° 40(26.7)° 76 (22.8) 6.54%
5. Sad Mood 41 (45.6) 39 (43.8) 64 (43.0) 144 (43.9) .16
6. Irritability 42 (46.7) 37 (41.1) 65(43.6) 144 (43.8) 57
7. Anxiety/Tension 46 (51.1) 41 (45.6) 64 (43.0) 151 (45.9) 1.51
8. Mood Reactivity 25(27.8) 24 (26.7) 35(23.6) 84(25.6) 57
9. Mood Variation 42 (46.7) 49 (54.4) 67 (45.3) 158 (48.2) 2.00
10. Mood Quality 29 (32.2) 26 (28.9) 41 (27.7) 96 (29.3) 56
11. Appetite Decrease 8 (8.8) 17 (18.3) 22 (14.7) 47 (14.1) 3.50
12. Appetite Increase 13 (14.3) 6 (6.5) 21 (14.0)  40(12.0) 3.74
13, Weight Decrease 15 (16.5) 14 (15.1) 29(19.3) 58(17.4) .80
14. Weight Increase 14 (15.4) 16 (17.2) 31(20.7) 61(18.3) 1.16
15. Concentration 50 (55.6)*  65(73.0)° 82(55.0° 197 (60.1) 8.58%
16. Self Criticism/ 22 (24.4) 16 (17.8) 28 (18.8) 66 (20.1) 1.52
Blame
17. Future Pessimism 58 (65.2) 53 (59.6) 82 (55.0) 193 (59.0) 2.38
18. Suicidal Thoughts 6 (6.7) 10 (11.2) 53.4) 21 (6.4) 5.78
19. Interest In 30 (33.7) 34 (38.2) 37 (24.8) 101 (30.9) 5.12
Activities
20. Energy/Fatigability 34 (37.8) 35 (38.9) 63 (42.6) 132 (40.2) .63
21. Pleasure/Enjoyment 36 (40.0) 34 (37.8) 46 (31.1) 116 (35.4) 2.26
22. Decreased Libido 51(56.7)° 43 (47.8)" 51(34.5)° 145 (44.2) 11.83**
23. Psychomotor 17 (18.9) 26 (28.9) 28 (18.8) 71 (21.6) 391
retardation
24. Agitation 18 (20.0) 23 (25.6) 29 (19.5) 70 (21.3) 1.36
25. Somatic Complaints 34 (37.8) 32(35.6) 54 (36.2) 120 (36.5) 10
26. Sympathetic 19 (21.1) 19 (21.1) 39(264) 77(23.5) 1.24
Arousal
27. Panic/ 13 (14.4) 11(12.2) 18 (12.1) 42 (12.8) 31
Phobic Symptoms
28. Constipation/ 16 (17.8) 21(23.3) 31(20.8) 68(20.7) .85
Diarrhea
29. Rejection 44 (48.9) 36 (40.0) 66 (44.6) 146 (44.5) 1.44
Sensitivity
30. Leaden Paralysis 26 (28.9) 28 (31.1) 53(35.8) 107 (32.6) 1.35

Note. Different subscripts represent significant differences

*p <05, **p < 01
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Residual Symptom Clusters

Clinician Administered Interview (HDRS). In order to investigate clusters of
residual symptoms across response and treatment groups, items were grouped into factors
based on a five-factor model (Factor 1: Psychic Depression, Factor 2: Anxiety, Factor 3:
Sleep Disturbance, Factor 4: Loss of motivated behavior, and Factor 5: Disturbed
Thinking) found by Grunebaum et al. (2005) (See Appendix A for the five-factor
structure). We computed the factor scores by totaling the number of items that were
reported to be present at treatment completion within each factor, generating a total
number of residual symptoms for each factor.

A series of 2 Response (partial, full) X 2 Treatment (CBASP only, Nefazodone
only) analyses of variance was used to explore mean differences in residual symptom
factor scores between response groups and between treatment groups. Non-responders
were excluded since residual symptoms are defined as symptoms that remain after
responding to treatment, and the Combination group was excluded because the primary
interest is in the differences between pharmacotherapy and psychotherapy. The results

are presented in Table 10.
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As expected, there was a significant main effect of response group on residual

symptom clusters for all but one of the HDRS factors. Overall, partial responders
reported a greater mean number of residual symptoms represented by the psychic
depression, anxiety, sleep disturbance, and loss of motivated behavior factors than full
responders. No response group main effects were found for the disturbed thinking factor.

There was a significant treatment group main effect for only one of the HDRS
factors: Disturbed thinking. The Nefazodone group demonstrated a significantly higher
mean number of residual symptoms on the disturbed thinking factor than the CBASP
group. There were no other treatment group main effects for any of the other HDRS
factors.

A significant interaction between response group and treatment group was found
for psychic depression. Post-hoc analyses using an independent samples t-test was
conducted to examine the specific nature of the interaction. Figure 2 illustrates that for
partial responders no differences in mean number of items reported on the psychic
depression factor emerged between the Nefazodone (M=2.26, SD=1.60) and CBASP
(2.07, SD=1.51) group, t (115) = .64, p =.52. However, in full responders the CBASP
group (M=1.34, SD=1.08) reported significantly more items compared to the Nefazodone
group (M=.67, SD=.96), t (63) = -2.64, p <.05. No other significant interactions were

found.’

” The above analyses were repeated at baseline in order to control for pre treatment differences in clusters
of symptoms. A response group main effect was found for the psychic depression factor (F (1, 178) = 6.36,
p <.05) and loss of motivated behavior factor (F (1, 178) = 3.24, p <.10), in which full responders reported
fewer symptoms in each factor at baseline then partial responders. A treatment group main effect was
found for the anxiety factor (F (1, 178) = 3.18, p <.10) and loss of motivated behavior factor (F (1, 178) =
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Figure 2. Response by treatment interaction of mean number of items reported in HDRS

psychic depression factor.

Self-Report (IDS-SR). Clusters of self-reported residual symptoms between
treatment groups and response groups were evaluated using the well-established three-
factor model of the IDS-SR (Factor 1: Cognitive/mood, Factor 2: Anxiety/arousal, Factor
3: Sleep Disturbance; Rush et al., 1996). As with the HDRS factors, the IDS-SR factor
scores were computed by totaling the number of items that were reported to be present at
treatment completion within each factor. The factor structure of the IDS-SR items is

presented in Appendix B.

3.21, p <.10), in which the Nefazodone group reported fewer baseline symptoms in each factor than the
CBASP group. Using baseline factor scores as covariates, post treatment results were sustained.
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A series of 2 Response (Partial, Full) X 2 Treatment (CBASP Only, Nefazodone

Only) analyses of variance was used to explore mean differences in residual symptom
factor scores between response groups and treatment groups. Consistent with the HDRS
analyses, only responders (partial and full) and those participants treated wifh CBASP
only and nefazodone only were included in subsequent analyses. The results are

presented in Table 11.
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Similar to the HDRS data, there was a significant response group main effect of

residual symptom clusters for all of the IDS-SR factors. Overall, partial responders
reported a higher mean number of residual symptoms represented by the cognitive/mood,
anxiety/arousal, and sleep disturbance factors than full responders. However, in contrast
to the HDRS, no main effects for treatment group or interactions were found for the IDS-
SR factors. Baseline analyses revealed no significant main effects or interactions
between treatment and response groups.

Severity

In order to further understand whether treatment groups not only differed in the
prevalence of specific residual symptoms and clusters of symptoms, but also in their
severity of individual symptoms (Hypothesis 2), a 2 Response (Partial, Full) X 2
Treatment (CBASP Only, Nefazodone Only) ANOVA was conducted for each individual
HDRS and IDS-SR item to compare mean differences between response groups and
treatment groups. Also, this approach allowed for the examination of interactions
between treatment and response groups.

Clinician Administered Interview (HDRS). As with the residual symptom pattern
analyses, only responders (partial and full) and those participants treated with CBASP
only and nefazodone only were included in the subsequent analyses. Also, two items
(insight and paranoid symptoms) were not included in the analyses due to both resulting
in a mean of zero across all response and treatment groups. The mean HDRS item scores

as a function of response and treatment group are presented in Table 12.
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As expected, there was a significant main effect of response group on residual

symptom means for many of the HDRS items, including depressed mood, guilt, middle
insomnia, work and activities, psychic anxiety, somatic anxiety, appetite, energy,
decreased libido, diurnal variation, helplessness, hopelessness, and worthlessness. For
each of these items, partial responders reported significantly higher mean seyerity ratings
at the end of treatment than full responders. No main effects of response group were
found for suicide, early insomnia, late insomnia, psychomotor retardation, psychomotor
agitation, hypochondriasis, weight loss, depersonalization, or OCD symptoms.

There was a significant main effect of treatment group on residual symptom
means for only one of the HDRS items: OCD symptoms. The Nefazodone group
reported significantly higher mean ratings of OCD symptoms than the CBASP group. A
significant interaction between response group and treatment group was found for early
insomnia (see Figure 3). Post-hoc analyses using an independent samples t-test found
that participants who partially responded to CBASP treatment (M=.51, SD=.69) reported
higher levels of early insomnia than those partially responding to nefazodone (M=.23,
SD=.53), t(100) = -2.51, p<.05; however, for full responders, the CBASP group (M=.14,
SD=.43) reported similar levels of early insomnia as the Nefazodone group (M=.27,
SD=.64). As Figure 3 also illustrates, the CBASP group reported significantly lower
levels of early insomnia for full responders compared to partial responders, t(88)=3.10, p

<.01. No other significant interactions were found.
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Figure 3. Response by treatment interaction of mean HDRS early insomnia rating

Baseline HDRS scores were also compared between treatment groups and
response groups using a 2 Response (Partial, Full) X 2 Treatment (CBASP Only,
Nefazodone Only) ANOVA in order to control for significant baseline differences at
treatment completion. Main effects were found for response group with the following
items: Depressed mood, suicide, middle insomnia, work and activities, psychomotor
retardation, weight loss, helplessness, and hopelessness.8 After controlling for baseline

ratings on these items all results were sustained, with the exception of psychomotor

8 Partial responders compared to full responders reported significantly greater levels of depressed mood,
work/activity impairment, psychomotor retardation, and hopelessness. However full responders reported
greater levels of middle insomnia and weight loss than partial responders. Significant interactions also
were found for psychomotor agitation, sexual interest, and energy items. Participants that fully responded
to nefazodone reported lower levels of baseline psychomotor agitation and sexual interest than participants
that fully responded to CBASP. However, there were no differences between treatment groups within the
partial responders. In contrast, full responders in the CBASP group reported lower levels of baseline
energy loss than full responders in the Nefazodone group, with no differences across treatment groups with
partial responders.
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retardation. The response group main effect found for psychomotor retardation became
nonsignificant when controlling for baseline ratings (F (1,177) = .31, p = .58).
Self-Report IDS-SR. A 2 Response (Partial, Full) X 2 Treatment (CBASP Only,
Nefazodone Only) ANOVA was used to explore mean differences in residual symptoms
on each IDS-SR item between response groups and treatment groups. As with HDRS
analyses, only responders (partial and full) and those participants treated with CBASP
only and nefazodone only were included in the subsequent analyses. The results are

presented in Table 13.



80

100" > d gus 10 >d 4i SO >d
"SUISN 9591} 10J sunel surjaseq 10j SuI[[onuoo 19]J€ JULOLIUSIS-UOU JUIRI0q $103)J3 urews dnoid Jusunea1], ‘971 ‘T = Jp, 910N

00’ LS L0 xxxC8El 00 00’ (6€) ¥1° (9) Ly (65) LE (09) €€ SIsA[ered uopea] 0¢
10° 88’ $0° *xC1'8 10° ¥0°C (€9) ¢ (85) LS (Z$) v (29) ¥§ Ananisuag uonosloy "6
00" [ia ) LLT 10° 6¢'T o¥) st (85°) 0¢ (65) 6T (9v) 0T eogLel(J/uonednsuo)) g
10 £0'C £0° 66V 00’ Lo 7)) 90 (9v') 0T (Le)er (ev) LT sto)dwAg orqoyd/omed “LT
00’ 00’ 10 901 00 00’ (8¢) LT (ev) €T (v) 1 (ay) 1T Jesnory onoyredwAs 97
0 Ly'E 00 901 00’ £ ($9) L¢ #9) 81 (69) (09) €t sjurejduro)) onewos "¢z
00’ 0 10° 0T 00’ 70 ) 0T (99) ¢¢’ (05) 8T (L9) 6T uone)dy pg
00 Sy €0 +S0°9 0 68T (6€) ¥1° (€9) €€ (ys) e (s¥) 0T uonepIe}dy 10]0WOYdASd €7
00" W L0 wxb? Tl 10° LT )rs  (concor  (86)8L (86) 68 OpIqI] paseard’( "¢T
10 67T 80"  xxxlSHI 00’ 0 ov) €T (L9°) 65 (29) vt #9°) 8t Juourfofug/oimses|d 17
00° ST 90’ ST 01 00’ €T b¥) 9T (ZL) 68 L)1 (09) £ Anniqedne,j/A31ouy "07
00’ 6¢ 60"  +x+80°81 00 0¢ (05) 8T (08°) §9° (8L) ¥¢ (69) £V SOIADOY U] 1SO19MU] "6 1
00’ 9¢” 00 8T 10° 16'1 (9%) 60 (6£) €1 (0S) 91’ (1¢) 80° sysnoy, [epoms “g|
10° 80°1 600 sxxCI'ST Q0 60’ (€5) ot (£9°) 88 (89) 1L (€9) vL WSTUIISSO TN, */ |
00° 00’ Y0 %«L9°9 00’ 44 (Ev) v (¢8) v (¢L) 6T (1) v atue[g/usOB)-J[oS 9]
00’ 00’ 01 #%ET61 0 SL'T 0S) Ly (z9°) 88 (85) T8 #9) v9° UONBNUIOU0)) ‘G
00 LE 00 81 00’ 49 (05) 0T 09) v (09) sT (zs) oT oseaIou] WIM b1
107 0£C 00 10 00 10 (¢s)or () oT (Lsyeer (Ly)er 9582109(J JYSIOM €1
00’ 00’ 10’ 0¢'1 00’ LS ($9) T (8¥) €1 Fs) €1 (95) 0T aseazou] seddy ‘7]
0 67°¢ y0’ *x1TL 10° 06’1 (17) so° (Fv) 0T (sv) 0T (67°) 60° asea10a( aimaddy 11
00’ 48 SO’ +£60°01 00’ 61 (#9) 9T (oD oL (¥6) €5 (167) 95 Apjen() pooy 01
00’ 00’ $0’ xL99 00’ o1 (1) 6 (€67) €8 (LLyor 96) el HONBLIEA POON "6
10° 9.1 €0 +ST°9 00’ 80 (6£) 81 (€9) 0% (€5) 0¢ (09) v¢ £1a11089Y POOIN '8
00 L0 €0’ x68°S 10 LET (19) v (99°) 59 (09) 15 (0L) Ty WO [ /A10IXUY */,
00" 1S SO +x97°6 00" LL (€5) 1€ (96) LS (#S) € (65) 15 Aqen -9
00’ Ly 90 #xL8TT 00 10° (8S) 1¢ (L9) 59 (69°) ¥S° (z9) 15 POOA PES °§
10° 06 00’ LT €0’ +8v () oT (as) st (s og @) sr JermnosiodAy -y
10° 08’1 70 18T 10° 6’1 8y)er (L9) 8T (Ly) or (¢L) 6T Suruayemy Apred ¢
00’ [ 0 ob'€ 10’ LT be)es oLt (66)L6  (BOT)LI'T BIUwOSU] S[PPIN "
43 Iy 20 08¢ 00’ I (19) 9T (SL7) 8p (1) 9¢’ L) v erumosu] Jeniy ||
SH E| sq d sq d g [ensed JON dsSvdD wo] YS-SAL
UONORIUY “H'IN asuodsay ‘JWwouneal], (QS) W dnoin asuodsay] (dS) W dnoin jusunesiy,

 H0112]dW00 U224 1 dNO43 JUBUID24] PUD 25U0dSa4 JO UOIUNS D SD $2.4005 WaT1 YS-ST UPIIY €1 9Iqel.



81

As expected and consistent with the HDRS data, there was a significant main
effect of response group on residual symptom means for many of the IDS-SR items,
including sad mood, irritability, anxiety/tension, mood reactivity, mood variation, mood
quality, appetite decrease, concentration, self-criticism/blame, future pessimism, interest
in activities, energy/fatigability, pleasure/enjoyment, decreased libido, psychomotor
retardation, panic/phobic symptoms, rejection sensitivity, and leaden paralysis. For each
of these items, partial responders reported significantly higher mean severity ratings at
end of treatment than full responders. No response group main effects were found for
initial insomnia, middle insomnia, early awakening, hypersomnia, appetite increase,
weight increase, weight decrease, suicidal thoughts, agitation, somatic complaints,
constipation/diarrhea, and sympathetic arousal.

There was a significant main effect of treatment group on mean residual
symptoms for only one of the IDS-SR items: hypersomnia. The Nefazodone group
demonstrated significantly higher mean ratings than the CBASP group. However,
baseline group differences were found for the hypersomnia item, in which the
Nefazodone group reported higher pre treatment means than the CBASP group. When
accounting for this baseline difference, the results indicated no significant differences
between the CBASP and Nefazodone group at post treatment. No other treatment group
main effects were found for any of the other IDS-SR items.

Consistent with the HDRS early insomnia item, a significant interaction between
response group and treatment group was found for initial insomnia. Post-hoc analyses

using an independent samples t-test was conducted to examine the specific nature of the
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interaction. Figure 4 illustrates that participants who partially responded to CBASP
treatment (M=.62, SD=.83) reported higher levels of initial insomnia than those partially
responding to nefazodone (M=.35, SD=.66), t(103) = 1.91, p<.05; however, for full
responders, the CBASP group (M=.17, SD=.45) reported similar levels of early insomnia
as the Nefazodone group (M=.34, SD=.81). As Figure 4 suggests, the CBASP group
reported significantly lower levels of early insomnia for full responders compared to

partial responders, t(86) = -3.30, p <.001. No other significant interactions were found.

0.7 1
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Mean item rating
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Figure 4. Response by treatment interaction of mean IDS-SR initial insomnia rating

Emergence of Residual symptoms
To further understand the nature of residual symptoms, we were interested in

whether residual symptoms represented side effects of treatment rather than unresolved
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core depressive symptoms. Pre treatment prevalence rates (presence, absence) of each
item of the HDRS and IDS-SR were compared to post treatment prevalence rates
(presence, absence) using chi-square analysis for responders only. An emergence of a
residual symptom was defined as a symptom not present at pre treatment, but reported at
post treatment. Only responders were included in these analyses, due to the possibility
that in non-responders an emergence of a symptom may instead represent the worsening
of a depressive episode rather than a side effect of treatment.

Results indicated that many of the residual symptoms reported at post treatment
were also prevalent at pre treatment. Based on the HDRS, none of the participants
reported an emergence of depressed mood. Furthermore, for all other HDRS residual
symptoms reported, few participants (under 25 percent) who endorsed these symptoms at
post treatment reported these symptoms as emerging after treatment, with the exception
of weight loss, appetite loss, psychomotor agitation, late insomnia, hypochondriasis,
paranoid symptoms, OCD symptoms, and depersonalization. For these items the rates of
symptom emergence was quite compelling. Among participants that reported weight loss
at post treatment (n=32), 88% (n=23) did not report this symptom at pre treatment.
Similarly, among participants that reported appetite loss at post treatment (n=32), 31%
(n=10) did not report appetite loss at pre treatment. Also, 43% (n=28) of participants
who reported post treatment psychomotor agitation (n=64) did not report pre treatment
agitation. Late insomnia was reported to have emerged after treatment began in 32%

(n=19) of participants who reported this symptom at post treatment (n= 58), and
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hypochondriasis emerged in 33% (n=18) of participants who reported residual

hypochondriasis (n=55) at treatment completion.

Residual symptoms that were less prevalent at post treatment were also symptoms
that were reported to have emerged after treatment began and included paranoid
symptoms (n=2/3, 66.7%), OCD symptoms (n=3/6, 50%), and depersonalization (n=2/6,
33.3%). In interpreting these results, the actual number of participants that reported these
symptoms should be taken into account, as some rather high percentages represent a
small number of participants. For example, although 66.7% of participants who
experienced post treatment paranoid symptoms reported an emergence of this item, only
three participants experienced this symptom at treatment completion. Therefore, results
should be interpreted with caution.

Similar results were found with the IDS-SR, in which most residual symptoms did
not emerge as a result of treatment. None of the participants reported the emergence of
sad mood, anxiety/tension, low energy/fatigability, and decreased pleasure or enjoyment
at post treatment. Consistent with the HDRS, items representing appetite and weight
were items in which the emergence rates were highest. Among participants that reported
appetite increase at post treatment (n=47), 68.1% (n=32) did not report this symptom at
pre treatment. Similarly, among participants that reported weight loss at post treatment
(n=58), 79.3% (n=46) did not report weight loss at pre treatment. Conversely, among
participants that reported appetite increase (n=39) or weight gain (n=61) at post
treatment, 42.5% (n=17) did not report appetite increase at pre treatment, and 45.9%

(n=28) did not report weight gain at pre treatment. Also, hypersomnia was reported to
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have emerged after treatment began in 27% (n=20) of participants who reported this

symptom at post treatment (n= 75). Thus, these somatic symptoms may represent
symptoms associated with treatment (side effects) rather than unresolved core depressive
symptoms for a large number of participants.

In order to test Hypothesis Three, that treatment groups would differ in the
emergence of residual symptoms, the presence or absence of each item on the HDRS and
IDS-SR at pre treatment was examined as function of Treatment group (CBASP Only,
Nefazodone Only, Combination) using a chi-square analysis among participants who
reported the item present at post treatment. Due to possible side effects of medication, it
was predicted that the Nefazodone and Combination group would demonstrate an
emergence of somatic symptoms, whereas the CBASP group would demonstrate no
change in type of symptoms from pre to post treatment. Based on the HDRS treatment
group differences emerged for the following items, guilt, psychic anxiety, and weight
loss. The Nefazodone group was more likely to report the emergence of guilt (n=2/23,
8.7%) and psychic anxiety (n=5/44, 11.4%) than the CBASP (guilt: n=0/29, 0%, psychic
anxiety: n=1/51, 2%) and Combination group (guilt: n=0/47, 0%, psychic anxiety:
n=0/79, 0%) (X2 (2,99)=06.75, p <.05; X (2,174) = 11.44, p <01, respectively). The
emergence of weight loss occurred more frequently among participants in the
Nefazodone (n=8/8, 100%) and Combination groups (n=12/12, 100%) when compared
with the CBASP group (n=3/6, 50%), X* (2, 26) = 11.30, p <.01. Thus, weight loss may
represent a side effect of medication rather than unresolved core depressive symptoms.

Inconsistent with the HDRS data, results from the IDS-SR indicated that no significant
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differences in emergence of residual symptoms were found between treatment groups for

all items.



Discussion

Although past research provides ample evidence for the high prevalence and
negative outcomes associated with residual symptoms, only a few studies have focused
on describing the specific residual symptoms that are most commonly experienced. The
studies that have described the specific nature of residual symptoms have been
exclusively medication efficacy studies, and included a mixed sample of episodically and
chronically depressed patients. No study known to date has investigated the nature of
residual symptoms in a chronically depressed sample, after psychotherapy treatment, or
has compared residual symptoms across treatment modalities. Distinguishing a chronic
depression course from an episodic course is important since chronic courses have
distinct developmental and psychosocial characteristics. Also, given that treatment
approaches differ in their mechanisms of change and target specific processes
(neurotransmitters, cognitions, emotions, behavior), residual symptoms may not be
uniform across treatments. The current study expands on previous findings by examining
differences in individual residual symptoms and symptom clusters as a function of
treatment modality and treatment response in a chronically depressed population.
Prevalence and nature of residual symptoms

The presence of residual symptoms after treatment was a common occurrence in

all treatment and response groups. Even among full responders to treatment, over 90% of

87
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participants reported experiencing at least one residual symptom to a mild degree at

treatment completion. These rates are slightly higher compared to prevalence rates found
in other studies of residual symptoms, in which 82.4% to 87.8% of full responders
reported at least one residual symptom (Fava et al., 1994; Nierenberg et al., 1999). The
difference in prevalence rates is likely due to the number of items represented on the
measures. The current study measured residual symptoms using the HDRS-24 and IDS-
SR-30, whereas other samples used measures with fewer items. However, differences in
prevalence rates may also represent variations in sample populations, as the current study
consisted exclusively of chronically depressed participants, who are at greater risk for
residual symptoms, while previous studies did not differentiate between episodic and
chronic depression.

The most common residual symptoms found in the current study appeared to
reflect both core depressive symptoms and co-morbid anxiety and somatic symptoms.
Generally, the clinician administered (HDRS) and self-report (IDS-SR) ratings appeared
to converge when examining the prevalence of residual symptoms. Among the most
common symptoms reported, similarities across the measures were found for items
pertaining to psychic anxiety, somatic complaints, and decreased libido with both full and
partial responders. Similarities across measures were found for items addressing
depressed mood and energy among partial responders. Items that were not common
symptoms reported on the HDRS, but occurred frequently with the IDS-SR, were middle
insomnia, mood variation, and future pessimism (hopelessness). These inconsistencies

may be due to the variation in scoring criteria. For example, the criterion for the presence
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of middle insomnia on the IDS-SR is less rigid than with the HDRS. On the HDRS the

individual is required to experience middle insomnia on at least two nights during the
week for this symptom to be identified as present, whereas this requirement is not present
on the IDS-SR. Another explanation for the differences across measures may involve
different methods of assessment (self-report and clinician administered interview).
Participants may be more likely to report hopelessness and mood variation when asked
on a questionnaire than in an interview. Alternatively, these inconsistencies between
measures may suggest that these items are less reliable as common residual symptoms.
However, middle insomnia and hopelessness were found to be frequently reported
symptoms among partial responders (Paykel, et al., 1995) and general insomnia was a
common symptom among full responders in prior studies (Nierenberg et al., 1999).
Common residual symptoms reported on the IDS-SR that are not represented on the
HDRS were concentration problems and rejection sensitivity. However, concentration
problems is a symptom that was represented in the Nierenberg et al. (1999) study but was
not identified as a common residual symptom. Thus, concentration may not represent a
consistent residual symptom. Nonetheless, the high occurrence of concentration and
rejection sensitivity at treatment completion highlights the need for their inclusion when
assessing treatment efficacy and/or residual symptoms.

The most common symptoms found among our sample after treatment with
nefazodone were generally similar to residual symptoms found after response to other
medications (fluoxetine, reboxetine, tricyclics: amitriptyline, desipramine, and

imipramine; Fava, et al., 1994; Nelson, et al., 2005). The following residual symptoms
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were the most frequently reported symptoms in the current study that were consistent

with existing studies: Psychic anxiety, somatic anxiety, depressed mood, irritability,
middle insomnia, general somatic symptoms, decreased libido, hopelessness, and fatigue
(Nelson et al., 2005; Fava et al., 1994; Paykel, et al., 1995; Nierenberg et al., 1999).
Surprisingly, the current study found that the items of decreased interest in
work/activities on the HDRS and decreased interest in activities and pleasure/enjoyment
on the IDS-SR were not common residual symptoms, as these symptoms were reported in
less than 50% of partial responders, and in less than 20% of full responders. This finding
is inconsistent with earlier studies, which found that decreased interest in activities was a
common symptom, reported in 84% of partial responders and 27% of full responders
(Nierenberg et al., 1999; Paykel, et al., 1995). Also inconsistent with the Paykel et al.
(1995) study, which found residual guilt to be present in 68% of partial responders, the
current study found lower rates of residual guilt on the HDRS among partial responders
(37.4%).

Overall, it appears that the most consistent residual symptoms represent both core
depressive symptoms (depressed mood, insomnia, and fatigue) and co-morbid symptoms
not specific to depression (psychic anxiety, somatic anxiety, and somatic complaints,
irritability, decreased libido). These co-morbid residual symptoms largely reflect
common symptoms of anxiety.

Hypothesis One: Residual Symptom Differences as a Function of Response Groups
The first hypothesis, that residual symptoms would occur most frequently among

non-responders, followed by partial responders, and lastly full responders, was generally
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confirmed. On both the HDRS and the IDS-SR non-responders were more likely to

report the presence of residual symptoms compared to responders for the majority of the
items. In addition, partial responders were more likely to report the presence of most
HDRS and IDS-SR items compared to full responders. Only a small number of items did
not differentiate partial and full responders. The items that did not differentiate groups
were generally the less frequently-reported symptoms regardless of response group, and
consisted of late insomnia, psychomotor agitation, hypochondriasis, weight loss, paranoid
symptoms, and OCD symptoms on the HDRS, and hypersomnia, appetite increase,
weight decrease, weight increase and suicidal thoughts on the IDS-SR. Mood variation
and concentration problems were also symptoms on the IDS-SR that did not differentiate
partial from full responders; however, they were among the most common symptoms
reported by responders, emphasizing the importance of assessing for these symptoms
after treatment completion. Some of the above items on the IDS-SR that did not
differentiate response groups represent atypical features of depression (hypersomnia,
appetite increase, and weight increase), which is consistent with their low prevalence in
the current study. Although the rate of residual symptoms reported was generally less for
full than partial responders, the response groups were similar in the symptoms that were
most commonly reported. As stated above, the most frequently reported symptoms were
psychic anxiety, somatic anxiety, depressed mood, decreased libido, decreased energy,
middle insomnia, future pessimism, concentration problems, mood variation,

anxiety/tension, rejection sensitivity, irritability, and somatic complaints. Further, these
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commonly reported symptoms were also the symptoms that were most severe (had the

highest mean ratings).

Hypothesis Two: Residual Symptom Differences as a Function of Treatment Groups
Hypothesis two declared that residual symptoms would differ in frequency,
severity and symptom clusters between types of treatments, with fewer participants in the

Combination group reporting residual symptoms than the CBASP alone or medication
alone groups. This hypothesis was supported for only a few items. Prevalence rates
based on the HDRS differed between treatment groups on only three out of the 24 items:
early insomnia, obsessive/compulsive symptoms and hopelessness. On the IDS-SR, the
treatment groups differed on three different symptoms: Hypersorhnia, concentration, and
decreased libido. Early insomnia and hopelessness on the HDRS have symptom
counterparts on the IDS-SR (initial insomnia and future pessimism); similarly, decreased
libido on the IDS-SR is also a symptom on the HDRS. For these symptoms that are
represented on both measures, similar patterns of results were found across measures
although the symptom was significant on one measure but not the other.

As predicted, the Combination group was generally less likely to report symptoms
of early insomnia, hopelessness, concentration problems, and decreased libido when
compared to either the CBASP or Nefazodone group. The CBASP group was more
likely to report early insomnia than the Nefazodone group. This finding is consistent
with previous studies finding that nefazodone provides significant improvement in sleep
symptoms associated with depression (Zajecka, 1996) whereas cognitive-behavioral

therapy produces only modest improvement of insomnia (Thase et al., 1994; Thase et al.,
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1998; Thase, et al., 2002). Congruent with the HDRS early insomnia item, hypersomnia

was found to occur more frequently in the Nefazodone and Combination group when
compared to the CBASP group. This finding may reflect a sedation side-effect that has
been reported with nefazodone, or that the CBASP group was more likely to experience
insomnia, thus less likely to report hypersomnia symptoms.

Further analysis of the relationship between response and treatment groups on
residual insomnia revealed an interaction between response and treatment groups for the
HDRS early insomnia item and the IDS-SR initial insomnia item. For partial responders
only, the CBASP group reported higher levels of the early insomnia and initial insomnia
items compared to the Nefazodone group. It appears that when CBASP patients are
treated to remission (full response) early insomnia significantly decreases. It is possible
that the rate of improvement for initial/early insomnia is related to the abatement of other
depressive symptoms. Previous research has demonstrated that low mood predicts
perceived lack of improvement in sleep (Vincent, Penner, & Lewycky, 2006). Since
CBASP does not directly target sleep problems these symptoms may take longer to remit
and be contingent on perceived improvement in other symptoms, which would be greater
for full than partial responders. Nefazodone, on the other hand, is a biological approach
to treatment and thus would be expected to directly target biologically-based symptoms.
Therefore, the abatement of insomnia may not be contingent on the reduction of other
depressive symptoms and thus not demonstrate significant differences between partial

and full responders.
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The Nefazodone group was more likely to report OCD symptoms and

concentration problems than the CBASP group. Similarly, the Nefazodone group
reported significantly higher mean ratings of OCD symptoms than the CBASP group.
These items appear to reflect cognitive symptoms of depression. Given that CBASP is a
cognitive-behavioral approach that targets patients’ cognitive-emotional development, it
would be expected that symptoms of a cognitive nature would be reported less frequently
in the CBASP group when compared to medication at treatment completion. The fact that
the Combination group also reported fewer of these cognitive symptoms than the
Nefazodone Only group offers further support for this interpretation.

Analysis of the symptom cluster differences between treatments produced
similarly mixed results. The Nefazodone group reported a greater number of items on the
HDRS Disturbed Thinking factor than the CBASP group in both full and partial
responders. The CBASP group reported significantly more items on the HDRS Psychic
Depression factor compared to the Nefazodone group for full responders only. No
differences were found between treatment groups on the HDRS Anxiety, Sleep
Disturbance, and Loss of Motivated Behavior factors, or on the IDS-SR Cognitive/mood,
Anxiety/arousal, and Sleep Disturbance factors.

The generally modest differences in residual symptom frequency, severity, and
symptom clusters found between treatment groups may be due to insufficient power as a
result of small effect sizes. The highest effect size found when comparing residual
symptom severity and clusters between treatment groups was .03, which is substantially

lower than the recognized moderate effect size of .30 (Cohen & Cohen, 1983). The only
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other study comparing residual symptoms between treatment groups among responders
did not report effect sizes (Nelson, et al., 2005), but they also found minimal differences
between treatment groups, possibly as a result of small effect sizes. Since these analyses
were conducted with responders only, the range of mean ratings were restricted due to the
sheer definition of how responders were defined (<15 on HDRS total). Among
responders, differences between treatment groups may be too small to be detected by the
measures used in the current study. However, it is the residual symptoms among
responders that are often undetected, ignored, and result in significant negative outcomes.
Thus, identifying the leftover symptoms after a response to treatment is an important
endeavor.
Hypothesis Three: Emergence of Residual Symptoms

The third hypothesis was that due to potential side effects of medication, the
medication and combination group would demonstrate an emergence of somatic
symptoms (i.e. sedation, nausea, dry mouth, dizziness, and light-headedness), whereas
the psychotherapy group would demonstrate no change in type of symptoms from pre to
post treatment. This hypothesis was partially supported. Results indicated that many of
the residual symptoms reported at post treatment were also prevalent at pre treatment.
The residual symptoms that were more likely to emerge after treatment were appetite
increase, appetite decrease, weight loss, weight gain, and agitation. Surprisingly, the only
emergent symptoms that differentiated treatment groups were weight loss, guilt, and
psychic anxiety. The emergence of weight loss occurred more frequently among

participants in the Nefazodone and Combination groups when compared with the CBASP
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group. Thus, weight loss may represent a side effect of medication rather than an
unresolved core depressive symptom. Surprisingly, weight loss is not a common side
effect of nefazodone; however nausea has been identified as a side effect, which could
account for decreased food intake and subsequent weight loss. Another possible
explanation for these results is that participants had depression related weight gain at pre
treatment, and as treatment progressed, their weight stabilized. Thus weight loss could be
viewed as improvement rather than a side effect of medication.

The Nefazodone group was more likely to report the emergence of guilt and
psychic anxiety than the CBASP and Combination group. This may indicate that CBASP
acts as a protective factor against the development of guilt and psychic anxiety that often
accompanies depression. Excessive guilt and shame typically arise in response to failures
or transgressions in interactions with others, and are often related to low perceived self-
efficacy in interpersonal relationships (Covert, Tangney, Maddux, Heleno, 2003;
Tangney, 1991). The major components of CBASP (situational analysis and therapist
role enactment) are designed to facilitate patients’ perception of having efficacy
(perceived functionality) in interpersonal relationships and in managing their lives. As
patients learn these components it is expected that they begin to demonstrate greater
effectiveness in interpersonal relationships and managing daily responsibilities, and thus
are less likely to experience excessive guilt, shame and anxiety. CBASP is currently
undergoing a dismantling study that may offer insight on how the components impact

guilt and psychic anxiety.
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Implications

The present study adds to the treatment outcome literature for depression in that it
is the first study examining specific residual symptoms among responders in a chronic
depression population, after treatment with psychotherapy, and between treatment
modalities. Interestingly, the most common residual symptoms found with this
chronically depressed sample were the same symptoms found with non-chronic or mixed
samples (Fava et al., 1994; Nelson, et al., 2005; Paykel, et al., 1995). When comparing
results of the current study to past research, it appears that although a larger percent of
chronically depressed patients than episodically depressed patients report residual
symptoms, the nature of these symptoms are similar (Fava et al., 1994; Nierenberg et al.,
1999). However, no prior study has directly compared the nature of residual symptoms
between episodic and chronic depression samples. Future studies directly comparing
acute and chronic depression samples would further the field’s understanding of the
nature of residual symptoms and course outcomes.

Although differences between treatment groups were modest, our findings have
important clinical implications for treatment planning. Several different approaches for
treatment of residual symptoms have been identified, and include combining treatment,
sequencing treatment, crossover treatments, continuing the same treatment, augmenting
treatment, or switching treatment approaches (Fava & Ruini, 2005; Segal, Vincent, &
Levitt, 2002). Extant research on the treatment of residual symptoms has demonstrated
support for the use of sequential treatment, particularly using a CBT approach after a

response to medication (Fava et al., 1998; Fava, et al., 2002; Fava et al., 2004).
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However, treatment planning for specific residual symptoms or clusters has not been

systematically studied.

The findings of the current study provide some support for the use of specific
treatment planning approaches based on residual symptom profiles. If the residual
symptom profile includes symptoms of early insomnia, hopelessness, concentration
problems, and decreased libido, then combination treatment may be an effective approach
to treatment since these symptoms were reported less frequently among the Combination
group than medication or psychotherapy alone. If cognitive problems (concentration,
ruminations) are part of the residual symptoms profile and the patient was treated with
medication, then switching to CBASP or psychotherapy in general may be an appropriate
approach, since the CBASP group was less likely to report these symptoms than the
Nefazodone group. Conversely, if the residual symptom profile after psychotherapy
treatment included symptoms of insomnia, it may be beneficial to consider switching
treatment to psychotropic medication. For those symptoms that did not differentiate
treatment group, sequential treatment or combination treatment with these therapeutic
approaches may no offer additional benefit. Therefore, the clinician may wish to
continue with the same treatment for a longer period, add an additional medication or
therapy, or discontinue the current treatment and switch to another approach (such as a
different class of medications or a different psychotherapy framework). Another
important finding was that the most common symptoms found among our sample after
treatment with nefazodone were generally the same symptoms that have been found with

previous studies of treatment with fluoxetine, reboxetine (Nelson, et al., 2005), and
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tricyclics such as amitriptyline, desipramine, and imipramine (Fava, et al., 1994).
Therefore, switching from one medication to another with similar residual symptom
profiles may not be warranted, and instead another class of medications should be
considered. Although nefazodone was taken off the market due to adverse events, it was
found to be as effective as other common medications currently on the market (i.e.
paroxetine, imipramine, fluoxetine, sertraline) and has demonstrated a similar profile of
symptom reduction and side effects (Baldwin, Hawley, Mellors, 2001; Berlanga,
Arechavalata, Heinze et al., 1997, Feiger, Kiev, Shrivastava, Wisselink, 1996; Horst &
Preskorn, 1998). Therefore, these results may generalize to other drug treatments.

Further, while making treatment planning decisions, clinicians should also take
into account whether the patient has fully or partially responded to treatment. The
current study’s findings illustrate the importance of this distinction. For example, this
study’s result that the Nefazodone group reported less severe insomnia symptoms than
the CBASP group among partial responders only suggests that assessment of insomnia in
patients receiving CBASP who have partially responded to treatment is crucial for
treatment planning. Insomnia improvement may be contingent on the reduction of other
depressive symptoms and thus all symptoms that remain after partial response should be
identified and may be targeted for treatment.

Another implication of the current study is its contribution to understanding
whether residual symptoms represent unremitted core depressive symptoms or treatment
emerging symptoms (i.e. medication side effects). We found that the majority of residual

symptoms reported at post treatment were also reported at baseline, suggesting that they
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represent depressive symptoms that have not resolved. However, residual symptoms
related to weight loss should be suspected as a side effect of nefazodone, given weight
loss emerged in a substantial number of participants after treatment with nefazodone only
and combination treatment, but not after CBASP treatment only.

Limitations and Future Directions

There are several limitations of the current study that must be noted. First, the use
of multiple independent analyses raises the issue of a Type I error (falsely rejecting the
null hypothesis). However, the primary focus was in describing the nature of symptoms
across treatment groups. Therefore, these analyses are generally descriptive, and
significant differences should be interpreted with this limitation in mind.

Although the use of multiple measures is a strength of this study, the HDRS and
IDS-SR were not specifically designed to detect differences at the item level, as treatment
efficacy studies primarily measure response using total scores. While the overall HDRS
reliability estimates are mostly adequate, at the item level, internal and retest reliability
coefficients are weak for many items of the HDRS. A meta analysis by Bagby et al.
(2004) revealed only four items met the criteria for adequate retest reliability: depressed
mood, early insomnia, psychic anxiety, and loss of libido. Item response analysis
revealed that several items on the HDRS had low sensitivity to depression severity, and
four items on the HDRS (psychomotor agitation, gastrointestinal symptoms, loss of
insight, and weight loss) failed to differentiate depressed from healthy subjects. The
items most sensitive to detect change on the HDRS were depressed mood, guilt, suicide,

work/interests, and psychic anxiety. Interestingly, the current study found that these
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symptoms failed to differentiate treatment groups on the frequency and severity of
residual symptoms. Additionally, the HDRS has been criticized for demonstrating poor
factor structure and measuring multiple symptoms in one item (Bagby et al., 2004). For
example, the somatic anxiety item includes gastrointestinal, cardiovascular, respiratory,
and urinary symptoms. Symptom differences between treatment groups may be masked
by the inclusion of multiple symptoms per item. Also, the breadth of symptoms
represented and the range of item scores may be too narrow to detect subtle differences
between groups in responders. The HDRS is weighted heavily toward somatic symptoms
and less on interpersonal or cognitive symptoms. Since CBASP targets cognitive and
interpersonal functioning, true differences between treatment groups in these domains
may have gone undetected due the limited scope of content areas represented with these
measures.

Another limitation is the lack of a placebo group. It would be interesting to
compare residual symptoms in placebo responders compared to nefazodone and CBASP
responders in order to provide further evidence that residual symptoms are affected by
treatment. A related issue is that the participants were not blind to the treatment group to
which they were randomized; therefore, the results may reflect an element of response
bias. However, to counteract this limitation, the clinicians who administered the HDRS
interviews were unaware of the participants’ treatment group assignment. Also, the
restrictive exclusion criteria (i.e. exclusion of co-morbid psychiatric diagnoses, unstable
medical conditions, failed response to previous medication trials) and use of a medication

that is no longer on the market may attenuate the generalizability of our findings.
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Future research could expand on this study in several ways. First, identifying
predictors of specific residual symptoms could facilitate tailored treatment planning and
reduce the frequency of residual symptoms after treatment. Further, follow-up studies
should examine the effect of specific residual symptoms on depression course and
psychosocial functioning. This study should be replicated with other treatments, such as
a variety of classes of medications and with other psychotherapy approaches, since there
is a dearth of research on specific residual symptoms after response to psychotherapy.
The development and use of measures that offer greater scope of content and range per
item in order to detect subtle differences among responders would also be a significant
contribution to residual symptom research. Also, to facilitate comparison across studies,
future research to strive to use operational definitions of outcome criteria that are
consistent with other research, and in particular follow the guidelines that have been
developed (i.e. the McArthur Task Force guidelines). Finally, given that chronically
depressed patients have unique developmental and interpersonal characteristics, and,
compared to episodically depressed patients are more likely to experience residual
symptoms, research should distinguish between episodic and chronic depression courses.
Studies that directly compare residual symptom profiles between episodic and chronic
depression samples would contribute substantially to depression research and clinical

practice.
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Appendix A.

Factor Structure of the HDRS

FACTOR

HDRS ITEM Psychic | Anxiety Sleep Loss of Disturbed
Depression Disturbance | Motivated | Thinking
Behavior

1. Depressed mood X

2. Guilt X

3. Suicide X

4. Early Insomnia

5. Middle Insomnia

it

6. Late Insomnia

7. Work/activities X

8. Psychomotor X
Retardation

-1 9. Psychomotor X
Agitation

10. Psychic Anxiety

<

11. Somatic Anxiety

12. Appetite X

13. Energy

14. Genital X

15. Hypochondriasis X

16. Weight loss X

17. Insight

18. Diurnal variation

19. Depersonalization

20. Paranoid
Symptoms

T e B

21. OCD Symptoms

22. Helplessness

23. Hopelessness

ltelle

24. Worthlessness
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Appendix B

Factor Structure of the IDS-SR

FACTORS

IDS-SR ITEMS

Cognitive/Mood

Anxiety/Arousal

Sleep Disturbance

. Initial Insomnia

. Middle Insomnia

. Early Awakening

elEadtadle

. Sad Mood

. Irritability

1
2
3
4. Hypersomnia
5
6
7

. Anxious/tense

el

8. Mood reactivity

9. Mood variation

10.

Mood quality

11.

Appetite decrease

12.

Appetite increase

13

. Weight decrease

14.

Weight increase

15.

Concentration

16.

Self-criticism/blame

17.

Future pessimism

18.

Suicidal thoughts

19.

Interest in activities

20.

Energy/fatigability

>

21.

Pleasure/enjoyment

22.

Decreased libido

T B e  Iad e P el e e B o

23.

Psychomotor retardation

24.

Agitation

25.

Somatic complaints

26.

Sympathetic arousal

27.

Panic/phobic symptoms

28.

Constipation/diarrhea

29,

Rejection Sensitivity

30.

Leaden Paralysis

el teltaltaltaltaitailel
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