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Objective: The authors tested the hy-
pothesis that a lifetime history of panic-
agoraphobic spectrum symptoms pre-
dicts a poorer response to depression
treatment.

Method: A threshold for clinically mean-
ingful panic-agoraphobic spectrum symp-
toms was defined by means of receiver
operating characteristic curve analysis of
total scores on the Structured Clinical In-
terview for Panic-Agoraphobic Spectrum
in a group of 88 outpatients with and
without panic disorder. This threshold
was then applied to a group of 61 women
with recurrent major depression, who
completed a self-report version of the
same instrument, in order to compare
treatment outcomes for patients above
and below this clinical threshold.

Results: Women with high scores (≥35)
on the Panic-Agoraphobic Spectrum Self-
Report were less likely than women with
low scores (<35) to respond to interper-
sonal psychotherapy alone (43.5% versus
68.4%, respectively). Women with high
scores also took longer (18.1 versus 10.3

weeks) to respond to a sequential treat-
ment paradigm (adding a selective sero-
tonin reuptake inhibitor when depression
did not remit with interpersonal psycho-
therapy alone). This effect was only
partially accounted for by the higher like-
lihood that patients with high scores re-
quired the addition of antidepressants.
Although four domains from the Panic-
Agoraphobic Spectrum Self-Report were
individually associated with a longer
time to remission, only stress sensitivity
emerged as significant in multivariate re-
gression analyses.

Conclusions: A lifetime burden of panic-
agoraphobic spectrum symptoms pre-
dicted a poorer response to interpersonal
psychotherapy and an 8-week delay in
sequential treatment response among
women with recurrent depression. These
results lend clinical validity to the spec-
trum construct and highlight the need for
alternate psychotherapeutic and pharma-
cologic strategies to treat depressed pa-
tients with panic spectrum features.

(Am J Psychiatry 2000; 157:1101–1107)

Converging evidence indicates that patients with ma-
jor depression and co-occurring anxiety features display
more severe symptom profiles (1–4) and less favorable
treatment outcomes (3–6, but also see reference 2) than
patients with major depression alone. In particular, the ex-
istence of co-occurring panic features or a lifetime history
of panic disorder has been linked to greater depression se-
verity (5, 7–11), poorer psychosocial functioning (11), and
poorer response to both psychotherapeutic (1, 12) and
pharmacologic (1, 5, 11, 13, 14) depression treatments. For
example, Feske et al. (12) found that recurrently depressed
women with a history of panic disorder and higher levels
of somatic anxiety were less likely to respond to interper-
sonal psychotherapy than depressed women without
these panic features. Similarly, Brown et al. (1) found that
depressed patients with a lifetime history of anxiety disor-
der exhibited a slower treatment response and less symp-
tomatic improvement than depressed patients without
lifetime anxiety—regardless of whether their depression

was treated with psychotherapy or nortriptyline. More-
over, these researchers found that patients with a lifetime
history of panic disorder exhibited the poorest treatment
response.

From these findings, we hypothesized that anxiety, and
specifically panic-like symptoms belonging to the panic-
agoraphobic spectrum, are associated with poorer re-
sponses to both psychotherapy and pharmacotherapy for
depression. The term panic-agoraphobic spectrum (15)
refers to a broad array of manifestations of panic disorder,
including its core and most severe symptoms as well as a
range of more subtle features related to the core condition.
The latter may include temperamental traits, prodromal
indicators, or residual symptoms. Cassano and colleagues
(15–20) defined eight domains of the panic-agoraphobic
spectrum: typical panic symptoms, anticipatory anxiety,
and agoraphobia, together with an array of panic and pho-
bic symptoms that are less frequently linked to panic dis-
order in the minds of clinicians (separation anxiety, stress
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sensitivity, substance sensitivity, reassurance seeking, and
other illness-related phobias).

Assessment of panic-agoraphobic spectrum symptoms
in the context of treatment for another disorder has been
emphasized as a means of identifying optimal treatment
strategies, improving the clinician-patient relationship,
and monitoring the course of illness (15, 18). The aim of
the present report is to examine the association between
scores on a self-report instrument designed to assess
panic-agoraphobic spectrum symptoms and outcome of
treatment of an acute episode of major depression. Specif-
ically, we hypothesized that the endorsement of lifetime
panic-agoraphobic spectrum symptoms would be associ-
ated with a poorer response to acute treatment.

Method

Patients

The study group consisted of 61 women participating in a
larger randomized, controlled trial. Data reported here are
drawn from the open, nonrandomized acute treatment phase of
this protocol. As part of a sequential approach to acute treat-
ment, all subjects were initially treated with interpersonal psy-
chotherapy (21). If this alone failed to bring about a sustained
remission, patients were subsequently offered treatment with
antidepressant medication (fluoxetine) in addition to interper-
sonal psychotherapy.

To enter the study protocol, women between 20 and 60 years of
age were required to be in at least their second episode of major
depression, as determined by the Structured Clinical Interview
for DSM-IV Axis I Disorder, Patient Edition (SCID-P) (22), with the
immediately preceding episode having occurred within 10–130
weeks before the onset of the current episode. A minimum
Hamilton Depression Rating Scale (23) score of 15 was also re-
quired. Patients were excluded if they met criteria for any other
current axis I disorder (except for anxiety disorders, adult-onset
dysthymia, or eating disorder not otherwise specified) or if they
met full criteria for antisocial or borderline personality disorder.
Women with a history of alcohol or substance abuse/dependence
within the past 2 years were also excluded. The index episode
could not be secondary to the effect of medically prescribed
drugs, and women with significant medical illness were excluded
from participation. Study participants had to be free of antide-
pressant medication for 2 weeks before study entry. Women who
required inpatient treatment because of suicidal risk or psychotic
symptoms were excluded (or withdrawn) from the study and re-
ferred for inpatient treatment. Those subjects who were subse-
quently offered pharmacotherapy were excluded if they had any
condition that was considered incompatible with the use of a se-
lective serotonin reuptake inhibitor (SSRI).

All recruitment, assessment, and treatment protocols were ap-
proved by the university’s biomedical institutional review board.
All women initially eligible for the above protocol (including
those eventually excluded) were given a complete description of
the study and gave written informed consent for participation.

Acute Treatment Protocol

Patients were treated for 12–24 weeks to achieve remission of
the acute depressive episode. The initial aim was to achieve re-
mission with interpersonal psychotherapy alone. Patients were
first treated with weekly interpersonal psychotherapy until remis-
sion was achieved or a determination of nonresponse was made
according to the following algorithm: Hamilton depression scale
score reductions of less than 33% from baseline after 8 weeks (in-

cluding 4 weeks of twice weekly sessions, if necessary); Hamilton
depression scale score reductions of less than 50% from baseline
at week 12; or absence of full remission after 24 weeks of interper-
sonal psychotherapy alone.

At the earliest point at which a subject met the criteria for non-
response to interpersonal psychotherapy alone, she was offered
the option of having antidepressant pharmacotherapy added to
her treatment regimen. Typically, pharmacotherapy began with
10–20 mg/day of fluoxetine. For patients who required the addi-
tion of medication treatment, mean time from study entry to
medication start was 10.9 weeks (SD=4.8, range=2–18 weeks).
Dose adjustments were made on the basis of individual respon-
siveness and tolerability. If the patient experienced difficulty with
sleep after the medication was prescribed, the timing and dose of
medication were adjusted. Two patients received adjunctive
treatment with trazodone, and four patients received an adjunc-
tive regimen of lorazepam for treatment of persistent insomnia
during the acute phase. Two women with histories of nonre-
sponse to fluoxetine were treated with sertraline, 50–250 mg/day.

Patients who did not meet remission criteria after 24 weeks of
combined (interpersonal psychotherapy plus SSRI) treatment,
and patients who experienced clinical deterioration or relapse
were removed from the trial and offered other standard pharma-
cotherapies for depression.

Assessment

Depression status. Clinical status was monitored throughout
the treatment protocol with weekly Hamilton depression scale
score ratings completed by independent evaluators trained to
maintain high levels of interrater reliability. Full clinical remis-
sion, achieved either with interpersonal psychotherapy alone or
in combination with an SSRI, was defined by a Hamilton depres-
sion scale score of ≤7 for 3 consecutive weeks and a clinical con-
sensus that the index episode had remitted. Following acute
symptom remission, patients entered a continuation phase dur-
ing which they continued to receive weekly treatment (interper-
sonal psychotherapy alone or with an SSRI) for 20 weeks, followed
by a 24-month maintenance treatment phase. In the present re-
port, we examined patients’ response to the acute treatment
phase only.

Panic-agoraphobic spectrum. In a cross-sectional cohort of
61 patients currently active in the above treatment protocol, life-
time history of panic-agoraphobic spectrum symptoms was as-
sessed with the Panic-Agoraphobic Spectrum Self-Report. This
114-item self-report scale is essentially identical in item content
to the Structured Clinical Interview for Panic-Agoraphobic Spec-
trum, which has been shown to display excellent psychometric
properties (24). Total scores obtained through the interview and
self-report formats have been found to be highly correlated in a
cohort of 92 psychiatric outpatients and 20 normal comparison
subjects (intraclass correlation=0.94). Items from the self-report
scale assess impairment related to behaviors and experiences in
the eight panic-agoraphobic symptom domains previously de-
scribed for the full structured interview.

Statistical Analyses

Defining a panic-agoraphobic spectrum threshold. A  p re -
liminary analysis was conducted to define a clinically relevant
threshold for panic-agoraphobic spectrum symptoms to use in
outpatient psychiatric study groups. This was done by applying
receiver operating characteristic analysis to an existing data set of
88 outpatients recruited through various clinics at the University
of Pittsburgh, on whom Structured Clinical Interview for Panic-
Agoraphobic Spectrum (24) data were also available. Included in
this cohort were outpatients diagnosed by means of the SCID-P
(22) with 1) panic disorder but no history of major depressive dis-
order (N=9); 2) current obsessive-compulsive disorder but no his-
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tory of panic disorder (N=15); 3) current major depressive disor-
der but no history of panic disorder (N=20); 4) current major
depressive disorder and a history of panic disorder (N=31); and 5)
a comparison group of healthy volunteers with no history of de-
pression or panic disorder (N=13). The mean age of the study
group was 35.5 years (SD=11.4, range=18–55), and the percentage
of women was 68.2% (N=60). There was no difference in the total
score on the Structured Clinical Interview for Panic-Agoraphobic
Spectrum between men and women (t=0.74, df=86, p=0.46).

The total score on the Structured Clinical Interview for Panic-
Agoraphobic Spectrum, which defines the number of items en-
dorsed, was used as the test variable. Because no objective defini-
tion of the presence of clinically significant panic-agoraphobic
spectrum symptoms is available, the “gold standard” for receiver
operating characteristic curve analysis was the presence of SCID-
P-defined panic disorder. The panic-agoraphobic spectrum
symptom threshold was defined to lie somewhere below the
threshold for diagnosable panic disorder. A reliable estimate of
the optimal threshold for panic-agoraphobic spectrum symp-
toms was obtained by maximizing the sensitivity while keeping
the specificity at an acceptable level. This allows one to capture
more panic disorder cases and a number of patients in whom
panic-agoraphobic symptoms are present to a moderate degree.
We obtained an optimal threshold score of 35 with this criterion
(sensitivity=0.875, specificity=0.700, positive predictive value=
0.778). The area under the curve was 0.828 (SE=0.047) (Figure 1).
We used the score of 35 or higher to characterize patients as hav-
ing clinically significant panic-agoraphobic spectrum symptoms
in subsequent analyses.

Effects on treatment outcome. The effect of a lifetime history
of panic-agoraphobic spectrum symptoms on depression treat-
ment outcomes was assessed in a number of ways. First, panic-
agoraphobic spectrum symptoms were defined as a dichotomous
variable (present/absent). A chi-square test was performed to
compare the proportion of women with high (≥35) versus low
(<35) Panic-Agoraphobic Spectrum Self-Report scores who re-
sponded to interpersonal psychotherapy alone. Next, Kaplan-
Meier survival analysis was conducted to compare the median
time to remission between women above and below the panic-
agoraphobic spectrum symptom cutoff score. The event “remis-
sion” was defined as the first of 3 consecutive weeks in which the
patient’s Hamilton depression scale rating was 7 or lower, when-
ever this occurred (i.e., during interpersonal psychotherapy alone
or following the addition of SSRI treatment).

Second, panic-agoraphobic spectrum symptoms were ana-
lyzed as a quantitative variable by considering the total Panic-Ag-
oraphobic Spectrum Self-Report score and the individual domain
scores. Given the sequential design of the current treatment pro-
tocol, in which patients who did not respond to interpersonal
psychotherapy alone were offered the subsequent addition of flu-
oxetine, it was likely that patients who required the addition of
antidepressant medication would display a longer time to remis-
sion than those who responded to interpersonal psychotherapy
alone. To account for this treatment design, Cox survival regres-
sion models for time to remission were used, in which the effect
of time to medication initiation was analyzed as a time-depen-
dent covariate and the effect of Panic-Agoraphobic Spectrum
Self-Report score as a fixed covariate (25). Analyses were con-
ducted using SPSS, version 9.0 (Chicago, SPSS), and SAS 6.12
(Cary, N.C., SAS Institute).

Results

Seventy-one women representing a cross-sectional sam-
ple of the women who were active in the aforementioned

protocol were invited to complete the Panic-Agoraphobic
Spectrum Self-Report. Of the 71 women approached, 61 re-
turned completed questionnaires, for a response rate of
85.9%. Nonresponders did not differ from responders in
terms of age, baseline severity, or treatment outcome indi-
ces. Demographic and clinical characteristics of the 61
subjects who completed the self-reports are presented in
Table 1. Of the participants, 18 (29.5%) met criteria for one
or more current comorbid diagnoses at study entry (as de-
termined by the SCID-P).

Of the 61 respondents, 23 (37.7%) were categorized as
scoring high (i.e., 35 or higher) on the Panic-Agoraphobic
Spectrum Self-Report. As would be expected, a greater
proportion of these patients reported a lifetime history of
panic disorder and/or agoraphobia than did those who
scored below 35 on the measure (p=0.001, Fisher’s exact
test). Only two (5.3%) of the 38 women with low scores on
the Panic-Agoraphobic Spectrum Self-Report reported a
lifetime history of panic and/or agoraphobia (one of
whom met criteria at study entry), whereas nine (39.1%) of
the women with high scores reported such a history (six of
whom met criteria at study entry). That these proportions
fall far short of 100% suggests that the Panic-Agoraphobic
Spectrum Self-Report cutoff of 35 captured a substantial
number of subjects with elevated levels of panic-agora-
phobic spectrum symptoms that did not reach current or
lifetime DSM-IV thresholds. Moreover, patients with high
and low scores on the Panic-Agoraphobic Spectrum Self-
Report did not differ in the number of nonpanic lifetime
axis I diagnoses reported (Mann-Whitney U=349.0, N=59,

FIGURE 1. Receiver Operating Characteristic Curve Analysis
Applied to Total Panic-Agoraphobic Spectrum Symptom
Scores of 88 Outpatients With and Without Panic Disordera

a Sensitivity was maximized with specificity kept at an acceptable
level (see text) to determine optimal threshold (i.e., score on the
Structured Clinical Interview for Panic-Agoraphobic Spectrum) that
would indicate the presence of clinically significant panic-agora-
phobic spectrum symptoms
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p=0.13), which indicated that diagnostic differences be-
tween the groups were specific to panic.

As predicted, women with high levels of panic-agora-
phobic spectrum symptoms were less likely to respond to
interpersonal psychotherapy alone (χ2=3.92, df=1, p<0.05).
Specifically, while 68.4% (N=26 of 38) of women with
Panic-Agoraphobic Spectrum Self-Report scores below 35
responded to interpersonal psychotherapy treatment
alone, only 43.5% (N=10 of 23) of women with high (≥35)
Panic-Agoraphobic Spectrum Self-Report scores showed a
similar treatment response. A Kaplan-Meier survival anal-
ysis showed that high scores were also associated with a
longer median time to remission with sequential treat-
ment (adding an SSRI when depression did not remit with
interpersonal psychotherapy alone) than was seen in pa-
tients with low Panic-Agoraphobic Spectrum Self-Report
scores (18.1 weeks versus 10.3 weeks, respectively; Breslow
test=4.50, df=1, p<0.05) (Figure 2).

Women with high (≥35) versus low (<35) scores on the
Panic-Agoraphobic Spectrum Self-Report were nearly
identical on all baseline clinical severity indices (i.e.,

Hamilton depression scale score, Global Assessment Scale
score, and duration of the index episode) and did not sig-
nificantly differ in terms of race, education, marital status,
or employment status (data available from Dr. Frank). Dif-
ferences between subjects with high and low Panic-Agora-
phobic Spectrum Self-Report scores with regard to current
age (39.9 versus 36.6 years, respectively; t=–1.14, df=59, p=
0.26), age of first depressive onset (25 versus 29.7 years; t=
1.22, df=58, p=0.23), and median number of lifetime de-
pressive episodes (five and three previous episodes, re-
spectively) (Mann-Whitney U=280.5, N=59, p=0.056) also
failed to reach statistical significance.

In a Cox survival regression model analysis, time to re-
mission was found to be independently associated with
the addition of medication and with total Panic-Agora-
phobic Spectrum Self-Report scores. Specifically, we in-
cluded in the model the total Panic-Agoraphobic Spec-
trum Self-Report score and a time-dependent covariate
(time to medication initiation), which was set to zero for
those who were not given an SSRI and to one for the rest of
the patients at the time drug was started. The model fit the
data significantly better than the baseline model, in which
all covariates were set to zero (overall χ2=10.8, df=2, p=
0.005). Since both score on the Panic-Agoraphobic Spec-

TABLE 1. Demographic and Clinical Characteristics of 61
Women With Major Depression Who Completed the Panic-
Agoraphobic Spectrum Self-Report

Characteristic Totals

N %

Caucasian 56 91.8
Married 26 42.6
Employed

Full-time 34 55.7
Part-time 13 21.3

Treatment phase
Acute 11 18.0
Continuation 7 11.5
Maintenance 31 50.8
Open treatmenta 12 19.7

Comorbid diagnoses
Dysthymic disorder 5 8.2
Panic disorder without agoraphobia 5 8.2
PTSD 3 4.9
Specific phobia 3 4.9
Generalized anxiety disorder 2 3.3
Panic disorder with agoraphobia 1 1.6
Agoraphobia with no history of panic 1 1.6
Social phobia 1 1.6
Eating disorder not otherwise specified 1 1.6

Median

Education (years) 14
Age at onset (years) 23.5
Duration of the disorder (years) 18
Number of episodes 4

Mean SD

Age (years) (range=20–60) 37.9 10.9
Panic-Agoraphobic Spectrum Self-Report score 30.9 16.8
Baseline clinical ratings

Hamilton depression scale 18.5 2.8
Global Assessment Scale 55.8 3.9

a Individuals had been terminated from the protocol per se but were
still being followed by study clinicians. 

FIGURE 2. Time to Remission for 61 Women With Major De-
pression and High (≥35) or Low (<35) Scores on the Panic-
Agoraphobic Spectrum Self-Report

a Data from patients in the open treatment phase of the study (see
Table 1) were censored at the point at which patients were termi-
nated from the study protocol.
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trum Self-Report and time to medication initiation were
found to be significant correlates of time to remission (r=
0.98, df=1, p=0.02, and r=0.32, df=1, p=0.02, respectively),
we can conclude that even when controlling for the addi-
tion of medication treatment, higher levels of panic-ago-
raphobic spectrum symptoms continued to show a signif-
icant association with longer time to remission.

When analyzed separately with the above-mentioned
technique, four domains of the Panic-Agoraphobic Spec-
trum Self-Report (panic-like symptoms, stress sensitivity,
reassurance sensitivity, and substance and medication
sensitivity) were significantly associated with time to re-
mission (Table 2). However, when all the domains were in-
cluded in the Cox regression model by means of a forward
stepwise procedure, only the stress sensitivity domain
passed the entry criteria (p=0.05) and was retained in the
model. This model fit the data significantly better than the
baseline model (overall χ2=19.9, df=2, p=0.001). A back-
ward stepwise procedure produced identical results.

Discussion

Reports of a lifetime history of panic-agoraphobic spec-
trum symptoms were prevalent in this group of women
with recurrent depression; more than one-third reported
symptoms of clinical significance. As predicted, our find-
ings indicate that panic-agoraphobic spectrum symptoms
are negatively associated with treatment response for ma-
jor depression. Recurrently depressed women with high
levels of these symptoms took an additional 8 weeks to re-
spond to sequential depression treatment (i.e., interper-
sonal psychotherapy alone or with the addition of fluoxet-
ine) than did women with low levels of panic-agoraphobic
spectrum symptoms.

This delayed treatment response may have occurred for
a number of reasons. First, patients with high (≥35) scores
on the Panic-Agoraphobic Spectrum Self-Report were, in
fact, less likely than patients with lower scores to respond
to psychotherapy alone. As expected in the context of a se-
quential treatment protocol, subsequent addition of SSRI
treatment was associated with a longer time to remission.
However, the fact that women with high Panic-Agorapho-
bic Spectrum Self-Report scores were more likely to re-
quire the addition of pharmacotherapy does not entirely
account for the delayed treatment response in this group,
since a significant effect for panic-agoraphobic spectrum
symptoms was apparent even after controlling for the ef-
fect of medication treatment.

Three limitations of the current study deserve attention.
First, the study group was restricted to women. Given the
female predominance in lifetime rates of both major de-
pression and panic disorder, comorbidities between these
disorders may have particular relevance for female pa-
tients. Whether the current findings will generalize to
male patients, however, remains an empirical question.
Second, assessments with the Panic-Agoraphobic Spec-

trum Self-Report were conducted at a single point in time
and, thus, represent the reports of patients in different
phases of the larger treatment protocol. Patients with high
and low scores on the Panic-Agoraphobic Spectrum Self-
Report did not, however, significantly differ with regard to
their current status in the study (χ2=3.47, df=3, p=0.33).
Moreover, because the Panic-Agoraphobic Spectrum Self-
Report assesses lifetime rather than current experience of
panic-agoraphobic spectrum symptoms, the point at
which assessments are administered should be somewhat
less of a concern. Nonetheless, the cross-sectional nature
of the Panic-Agoraphobic Spectrum Self-Report assess-
ment may have weakened the study results, since some
patients—and perhaps those with the most severe panic-
agoraphobic histories—may have dropped out of the
study before assessment as a result of nonresponse, re-
lapse, or refusal to take medication when interpersonal
psychotherapy was not completely successful. Third, the
current study group size did not allow us to conduct sepa-
rate survival analyses examining time to remission for
those patients who responded to interpersonal psycho-
therapy alone (N=35) and those who responded to inter-
personal psychotherapy plus medication (N=16). We were,
however, able to examine time to remission in the full co-
hort, controlling for the addition of medication treatment
statistically.

Indeed, medication treatment and Panic-Agoraphobic
Spectrum Self-Report scores displayed independent and
noninteracting effects on treatment remission times.
Hence, in line with the findings of Brown et al. (1) regarding
the deleterious effect of lifetime anxiety in depressed pa-
tients treated with either interpersonal psychotherapy or
nortriptyline, our results indicate that high levels of panic-
agoraphobic spectrum symptoms over the lifetime are as-
sociated with a delayed response to treatment whether or
not fluoxetine is added to the patient’s treatment regimen.

Two alternate explanations for these findings can be ad-
dressed. The first argument is that the poor treatment re-
sponse of patients with high Panic-Agoraphobic Spectrum
Self-Report scores has little to do with coexisting panic

TABLE 2. Relationship of Scores on Panic-Agoraphobic
Spectrum Self-Report Factors to Time to Remission for 61
Women With Major Depressiona

Factor

Regression 
Coefficient 

(beta) p

Total score –0.019 0.02
Domains

Separation sensitivity –0.043 0.35
Panic-like symptoms –0.057 0.01
Stress sensitivity –0.514 0.005
Substance and medication sensitivity –0.175 0.04
Anxious expectation –0.116 0.20
Agoraphobia –0.049 0.15
Illness-related phobia and hypochondriasis –0.076 0.53
Reassurance sensitivity –0.090 0.05

a Determined by means of a Cox survival regression model, with con-
trol for the addition of medication treatment.
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symptoms per se but instead simply reflects the fact that
these patients have a more severe form of depression or
more axis I diagnoses in general. Contrary to this hypoth-
esis, our results indicated that patients with high (≥35) and
low (<35) Panic-Agoraphobic Spectrum Self-Report scores
were nearly identical on all baseline depression severity
indices and did not differ with regard to number of non-
panic lifetime axis I diagnoses. It is notable, however, that
those with high scores reported more past depressive epi-
sodes than did those with low scores. Although this differ-
ence did not appear to affect the patients’ symptom pre-
sentation at study entry, the possibility that depressed
patients with panic-agoraphobic spectrum features have a
more recurrent depressive history is worthy of further
examination.

A second alternate explanation is that differences in
treatment outcome are driven solely by the subset of pa-
tients with current (N=7) or lifetime (N=11) diagnoses of
DSM-IV panic disorder. Contrary to this hypothesis, a sec-
ondary survival analysis indicated that patients with high
versus low Panic-Agoraphobic Spectrum Self-Report
scores significantly differed in treatment outcomes even
after controlling for lifetime DSM-IV panic history (log
rank=4.39, p=0.04). These results support the incremental
validity and prognostic utility of spectrum assessment be-
yond depression severity or DSM-IV panic comorbidity.

Categorical classification of psychopathology (such as
in DSM-IV) often fails to capture the broader panoply of
symptoms associated with various axis I disorders as well
as related yet enduring temperamental features. Thus, the
spectrum approach was developed to better characterize
these subtle manifestations and to capture the contin-
uum between the “core” symptoms of each disorder, as
defined in the categorical diagnostic approaches, and the
associated aura of symptoms characteristic of the core
condition (15).

Attempts to assess coexisting panic features that rely
solely on DSM-IV diagnosis of current or even lifetime epi-
sodes lack the sensitivity to capture a clinical picture that
continuously emerges throughout development. As a clin-
ical example, consider a woman who in her late teens expe-
riences a few limited-symptom panic attacks. Although
undiagnosed and untreated, these early and frightening
experiences may trigger a variety of subsequent responses,
such as an increased somatic focus, health concerns, fear-
ful dependence, and social isolation. Over time, such re-
sponses may become patterned or trait-like; hence, early
panic symptoms may “shape” subsequent personality de-
velopment and represent a protracted diathesis for the ex-
perience of depressive episodes later in life (15). Indeed, as
discussed by Frank et al. (18), diagnosable levels of core
panic disorder symptoms may represent the “tip of the ice-
berg” of the full spectrum of related panic disorder symp-
toms, with the bulk of associated features hidden below the
DSM-IV criteria threshold. An advantage of the spectrum
approach lies in its ability to “cast a wide net” to capture

these often overlooked yet clinically important features
that may, in fact, represent prodromal, residual, or chronic
forms of the disorder.

The current findings represent an important clinical
validation of the panic-agoraphobic spectrum concept
and measurement strategy. The Panic-Agoraphobic Spec-
trum Self-Report accurately discriminated between psy-
chiatric outpatients with and without significant panic
features and, in line with recent research (1, 5, 11–14),
panic-agoraphobic spectrum symptoms were signifi-
cantly associated with poor depression treatment out-
comes. These findings support the clinical utility of the
spectrum approach as an adjunctive assessment tool in
clinical research and treatment. The self-report version of
the Panic-Agoraphobic Spectrum assessment has the par-
ticular advantage of easy and brief (approximately 20 min-
utes) administration.

Used in combination with more traditional categorical
assessment approaches (such as the SCID), the Panic-Ag-
oraphobic Spectrum Self-Report represents a sensitive
tool for the evaluation of panic features that appear to di-
minish the effectiveness of traditional depression treat-
ments. Thus, patients who evidence these features are
likely to warrant special clinical attention. The current re-
sults suggest that different psychotherapeutic and phar-
macologic strategies may be necessary to treat depressed
patients with coexisting panic spectrum profiles in the op-
timal manner.
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