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provement on self-reported anxiety symptom severity and 
clinician-rated depressive and anxiety symptom severity 
measures.  Conclusion:  Consistent with prior reports, anx-
ious depressed patients presented with greater severity and, 
following CT, had lower response and remission rates on cli-
nician-administered scales. However, anxious depressed pa-
tients improved more rapidly and response and remission 
rates on self-report measures were not significantly different 
from nonanxious depressed patients. Our findings suggest 
that anxious depressed patients may simply need additional 
time or more CT sessions to reach outcomes fully compara-
ble to those of less anxious patients. 

 Copyright © 2012 S. Karger AG, Basel 

 Introduction 

 Patients presenting with anxious depression do not 
fare as well with acute phase pharmacotherapy relative to 
those who present with nonanxious depression  [1–5] . 
Distinct from the mixed anxiety and depressive disorder 
(i.e. the presence of subthreshold depressive and sub-
threshold anxiety symptoms)  [6] , anxious depression has 
been defined as either major depressive disorder (MDD) 
with high levels of anxiety symptoms (i.e. dimensional 
approach) or MDD with anxiety disorder comorbidity 
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 Abstract 

  Objective:  Compared to nonanxious depressed patients, 
anxious depressed patients respond less to pharmacothera-
py, prompting consideration of alternate treatments. Based 
on the transdiagnostic principles of cognitive therapy (CT), 
we predicted that anxious depressed patients would re-
spond as well to CT as nonanxious depressed patients. 
 Method:  Adults (n = 523) with recurrent major depressive 
disorder received 12–14 weeks of CT as part of the Continu-
ation Phase Cognitive Therapy Relapse Prevention Trial. Anx-
ious depressed patients (n = 264; 50.4%) were compared to 
nonanxious depressed patients (n = 259; 49.6%) on demo-
graphic variables, initial severity, attrition, and rates and pat-
terns of response and remission.  Results:  Anxious depressed 
patients presented with greater illness severity and had sig-
nificantly lower response (55.3 vs. 68.3%) and remission rates 
(26.9 vs. 40.2%) based on clinician-administered measures. 
By contrast, smaller between-group differences for attrition, 
and for response (59.1 vs. 64.9%) and remission (41.7 vs. 
48.7%) rates on self-report measures were not significant. 
Further, anxious depressed patients had greater speed of im-
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(i.e. syndromal approach)  [4, 6–8] . The dimensional ap-
proach is often regarded as having greater ecological va-
lidity  [8] , since many patients with MDD have debilitat-
ing anxiety symptoms that do not meet criteria for a spe-
cific disorder  [4] . Defined this way, anxious depression is 
common among outpatients and inpatients alike with 
MDD. For example, 46% of outpatients participating in 
the Sequenced Treatment Alternatives to Relieve Depres-
sion (STAR * D) trial met criteria for anxious depression 
 [7] . Similarly, 49% of inpatients who enrolled in the Ger-
man Algorithm Project, phase 3 (GAP3), presented with 
anxious depression  [4] . Moreover, those with anxious de-
pression are more likely to report features of the atypical 
or melancholic depressive subtypes and evidence not 
only greater illness severity, but also more functional im-
pairment than nonanxious depressed patients  [2, 4, 7–9] . 
Although not yet recognized in the Diagnostic and Sta-
tistical Manual of Mental Disorders (DSM), such find-
ings support the notion that anxious depression is a dis-
tinct subtype of MDD  [4, 7, 8, 10] .

  Evidence of poorer outcomes with pharmacotherapy 
for anxious, relative to nonanxious, depressed patients 
comes from two recent large-scale pharmacotherapy tri-
als. Indeed, anxious depressed patients in the STAR * D 
and GAP3 trials evidenced lower response rates (STAR * D: 
41.7 vs. 52.8%, p = 0.001; GAP3: 59.5 vs. 69.7%, p = 0.023), 
lower remission rates (STAR * D: 22.2 vs. 33.4%, p = 0.002; 
GAP3: 48.6 vs. 61.6%, p = 0.018), and took longer to 
achieve remission than nonanxious depressed patients
(p  !  0.001)  [2, 4] . Collectively, these findings call for the 
need to identify symptoms of anxiety in patients who 
present for pharmacotherapy but also for the consider-
ation of alternate interventional modalities or adjunctive 
treatments for this common MDD subtype.

  One alternate modality is cognitive therapy (CT). Con-
ceptually, CT is a logical intervention for patients with 
significant co-occurring anxiety due to its ‘transdiagnos-
tic’ nature  [11] . That is, CT for MDD targets distressing 
thoughts and behaviors; thus, the approach is flexible 
enough to target upsetting thoughts and behaviors linked 
to both depressed and anxious mood. For patients pre-
senting with high levels of anxiety symptoms, cognitive 
restructuring and behavioral exercises may center on de-
creasing emotional response and behavioral avoidance to 
anxiogenic cues, thereby facilitating improvement in de-
pressed mood and improving overall functioning. Indeed, 
evidence supports the idea that reducing anxiety with 
cognitive and behavioral strategies guides subsequent re-
ductions in depression  [12] . Moreover, CT approaches to 
MDD are associated with improvements in psychiatric 

comorbidities  [13] . Accordingly, it is plausible that the out-
come of CT for MDD does not vary as a function of the 
presence of high anxiety symptom levels. Initial support 
for this hypothesis comes from Smits et al.  [14] , who found 
that patients with MDD with comorbid social phobia 
showed comparable outcomes with acute phase CT to pa-
tients with MDD without comorbid social phobia.

  The present study aimed to build upon extant work by 
investigating whether outpatients with anxious MDD 
differ significantly from their counterparts with nonanx-
ious MDD with respect to their pattern of response and 
remission during acute phase CT. We compared the two 
subtypes on measures obtained at diagnostic evaluation 
and on the following acute phase CT outcomes: (1) attri-
tion; (2) response and remission; (3) stable remission; (4) 
time to response and remission, and (5) rate of improve-
ment in depressive and anxiety symptoms. We predicted 
that anxious depressed patients would evidence greater 
illness severity at presentation relative to nonanxious de-
pressed patients. However, based on the therapeutic prin-
ciples and procedures of CT, we predicted that the anx-
ious depressed patients would not show significantly 
poorer treatment outcome relative to their nonanxious 
depressed counterparts. These predictions were tested 
using data collected within the open trial of acute phase 
CT of the Continuation Phase Cognitive Therapy Relapse 
Prevention (C-CT-RP) trial  [15] .

  Method 

 Study Overview 
 Details of the C-CT-RP trial are given elsewhere  [15] . The aim 

of the C-CT-RP trial was to examine the risk of relapse and recur-
rence following shorter and longer courses of CT. To this end, 523 
adult outpatients with recurrent MDD were first enrolled in 12–14 
weeks of acute phase CT. Acute phase responders were then strat-
ified into higher- and lower-risk (for relapse/recurrence) groups. 
Higher-risk responders were subsequently enrolled in an 8-month 
randomized trial comparing the effects of C-CT versus blinded 
fluoxetine or pill placebo with respect to preventing relapse and/
or recurrence during a 2-year follow-up period. Lower-risk re-
sponders completed follow-up evaluations but received no further 
interventions. Data were collected at the University of Texas 
Southwestern Medical Center at Dallas and the University of Pitts-
burgh Medical Center with the approval of their Institutional Re-
view Boards. For the present secondary analysis we report only on 
data from the open trial of acute phase CT (before randomization).

  Participants 
 The sample, recruited via advertisement and referral, com-

prised adults with recurrent MDD (n = 523) as determined by the 
Structured Clinical Interview for DSM-IV  [16] . Inclusion criteria 
were: (1) evidence of recurrence defined as either remission be-
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tween depressive episodes, at least 1 prior episode with complete 
inter-episode recovery, or antecedent dysthymic disorder; (2) 
Hamilton Rating Scale of Depression (HRSD 17 )  [17]  score  6 14 at 
the initial and second interview, and (3) patients who were taking 
psychotropic medication were withdrawn from the medication 
and had to be without medication for at least 1 week prior to study 
entry. Exclusion criteria were: (1) severe or poorly controlled con-
current medical disorders that may cause depression; (2) pres-
ence of the following comorbid DSM-IV disorders: psychotic or 
organic mental disorder, bipolar disorder, active alcohol or drug 
dependence, primary obsessive-compulsive disorder or eating 
disorders; (3) insufficient command of the English language; (4) 
active suicide risk; (5) history of nonresponse to a trial of at least 
8 weeks of CT conducted by a certified therapist; (6) history of 
nonresponse to at least 6 weeks of 40 mg of f luoxetine; (7) preg-
nancy or planned pregnancy during 11 months after intake. All 
potential participants provided written authorization from the 
Health Insurance Portability and Accountability Act of 1996 and 
informed consent for evaluation and treatment.

  Assessment 
 A strict quality assurance protocol was followed to maintain 

high diagnostic reliability in clinician ratings  [15] .
   Demographics.  Patient demographics were collected at the di-

agnostic evaluation using a questionnaire  [15] .
   Psychiatric Diagnosis.  Experienced evaluators administered 

the Structured Clinical Interview for DSM-1  [16]  at diagnostic 
evaluation and the current MDD section of the interview once 
during weeks 4, 8 and 12 of the acute phase and at the first blind-
ed evaluation, which occurred within 1 week of the last session. 

   Symptom Severity.  Depressive symptom severity was assessed 
using the following psychometrically sound measures: HRSD 17  
 [17] , Inventory of Depressive Symptomatology – Self-Reported 
(IDS-SR)  [18]  and Beck Depression Inventory (BDI)  [19] . Clini-
cians administered the HRSD 17  and patients completed the BDI 
and IDS-SR at diagnostic evaluation and weekly during CT. Inde-
pendent evaluators administered the HRSD 17  one week following 
the last session. Similar to previous work  [14, 20] , we used the IDS-
SR anxiety/arousal factor in addition to the HRSD 17  anxiety/so-
matization factor to assess anxiety symptom severity.

  Definition of Anxious Depression 
 Following previous studies  [2, 7, 8] , we defined anxious de-

pression as MDD with high levels of anxiety symptoms as indexed 
by an HRSD 17  anxiety/somatization factor score  6 7 at diagnostic 
evaluation  [21] .

  Cognitive Therapy 
 Experienced cognitive therapists provided 16–20 individual 

sessions of CT as described by Beck et al.  [22] . Consistent with this 
CT manual, therapists tailored treatment and homework assign-
ments to the individual. Homework exercises were designed to 
prompt patients to gather disconfirmatory evidence for their neg-
ative thoughts and beliefs; therefore exposure to feared cues was 
possible. CT was delivered over 12–14 weeks. Sessions 1–8 oc-
curred twice weekly, after which patients who experienced  6 40% 
reduction in the HRSD 17  score from diagnostic evaluation began 
weekly sessions, while all others continued twice-weekly sessions 
for 4 more weeks. Therapists received ongoing supervision and 
were monitored for competency using the CT Rating Scale  [23] . 

  Statistical Analyses 
  Attrition, Response and Remission.  In this analysis, we defined 

acute phase CT response by either (1) HRSD 17  score  ̂  12 and ab-
sence of DSM-IV major depressive episode (MDE) at the last visit 
or (2) a diagnostic evaluation to the last assessment reduction of 
 6 50% in the Quick Inventory of Depressive Symptomatology – 
Self-Report (QIDS-SR) score. We included the second criterion to 
remain consistent with definitions employed by Fava et al.  [2] . The 
QIDS-SR score was derived from the IDS-SR score. Also consis-
tent with Fava et al.  [2] , remission was defined as either (1) HRSD 17  
score  ̂  7 or (2) QIDS-SR score  ̂  5 at the last visit. Lastly, stable 
remission was defined as the last 7 consecutive HRSD 17  scores  ! 7. 
We included this latter index because it has been associated with 
a lower risk of relapse and recurrence during the 24 months fol-
lowing acute phase CT  [24] , thereby providing useful prognostic 
data.   A hierarchical decision model was used to determine the 
HRSD 17 -based response for patients who did not complete acute 
phase CT. Specifically, of the 523 patients who consented to acute 
phase CT, nonresponse of 395 (75.5%) was defined as described 
above. When patients failed to complete either the CT or the post-
CT evaluation, then the available data closest to their exit date were 
imputed using the following hierarchy: (a) for patients who exited 
early and completed their independent evaluation within 4 weeks 
of their final CT session, this HRSD 17  and MDE were used to de-
fine the response (n = 11; 2.1%); (b) for those who did not complete 
an early-exit independent evaluation or did so  1 4 weeks from their 
last CT session, comparable data (i.e. HRSD 17  and MDE) were im-
puted from the final available CT session but were collected by the 
treating therapist (n = 42; 8.0%); (c) for those who had a therapist’s 
diagnosis of MDE that was missing at the final CT session, 2 IDS-
SR scores were used as a proxy for MDE and the final HRSD 17  from 
the therapist was also analyzed (n = 45; 8.6%); and (d) did not start 
CT or dropped out before session 6, data were imputed from the 
diagnostic evaluation (n = 30; 5.7%). Similarly, for patients who 
failed to complete either the CT or the post-CT evaluation, the 
available data closest to their exit date were imputed. Accordingly, 
in some cases remission as defined by the HRSD 17  scores was based 
on ratings by the treating therapist.   We used  �  2  tests to compare 
anxious versus nonanxious depressed patients with respect to at-
trition, response, remission and stable remission rates. These tests 
included data from all patients (i.e. intent-to-treat analyses) and 
were followed by logistic regression analyses in order to adjust for 
initial depression severity. Consistent with Fava et al.  [2] , we ad-
justed for scores on the HRSD 17  without the anxiety/somatization 
factor at diagnostic evaluation in analyses of attrition and out-
comes defined by changes on the HRSD 17 , and adjusted for diag-
nostic evaluation QIDS-SR scores in analyses of response and re-
mission defined by changes in the QIDS-SR.

   Time to First Response and Time to First Remission.  Time to 
first response and time to first remission were operationalized as 
weeks passed from the first CT visit to the first visit during which 
the response criterion (reduction of  6 50% in the QIDS-SR score) 
or remission criterion (HRSD 17  score  ̂  7 or QIDS-SR score  ̂  5) 
was achieved. Because DSM-IV MDE was not assessed at each 
visit, we did not conduct time to response analysis using the 
HRSD 17  score  ̂  12 and absence of DSM-IV MDE criterion. We 
employed Kaplan-Meier analyses to estimate the median time to 
response/remission and a log-rank test to compare the two groups. 
These tests were followed by Cox proportional hazard regression 
analyses to adjust for depression severity at diagnostic evaluation.
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   Rate of Improvement in Depressive and Anxious Symptoms . In 
order to compare anxious versus nonanxious depressed patients 
on their pattern of change in depressive and anxiety symptoms 
during the course of treatment, we subjected weekly scores on the 
respective depressive symptom measures (BDI, HRSD 17 , QIDS-
SR) and anxiety symptom measures (HRSD 17  anxiety/somatiza-
tion factor, IDS-SR anxiety/arousal factor) to multilevel linear re-
gression analyses (i.e. 5 analyses). At level 1 of these analyses, an 
intercept and a slope were estimated for each patient. Here, the in-
tercept reflects the score on the measure at the first session adjust-
ing for depression severity at diagnostic evaluation, and the slope 
reflects the weekly decrease in this score during the course of acute 
phase CT. At level 2, these person-specific parameters were mod-
eled as a function of anxious depression status (no/yes). Because 
these analyses include data from all persons, they are intent-to-
treat analyses.

  Results 

 Sample Characteristics 
 Sample characteristics are reported in  table 1 . Of 523 

patients, 264 (50.4%) presented with anxious depression. 
Scores on measures of depressive and anxiety symptom 
severity were significantly elevated among anxious de-
pressed versus nonanxious depressed patients. Relative to 
nonanxious depressed patients, anxious depressed pa-
tients also reported a greater number of MDD episodes, 
current comorbid anxiety disorders and current comor-
bid DSM-IV diagnoses, had completed significantly few-
er years of education and were significantly more likely 
to be non-Caucasian. No significant differences were ob-
served for age of onset, length of current episode or cur-
rent double-depression rates.

  Attrition, Response, Remission and Stable Remission 
 Results are presented in  table 2 . Compared to nonanx-

ious depressed patients, anxious depressed patients had 
significantly lower response and remission rates using 
the HRSD 17 -based definitions, even after controlling 
for initial depression severity (HRSD 17 -defined response: 
 �  2  = 4.6, p  !  0.031, odds ratio = 0.666, 95% confidence 
interval, CI, = 0.461–0.964; HRSD 17 -defined remission: 
 �  2  = 5.9, p  !  0.015, odds ratio = 0.627, 95% CI = 0.430–
0.915). By contrast, anxious and nonanxious depressed 
patients did not differ with respect to attrition ( �  2  = 0.26, 
p  !  0.609), nor with respect to response ( �  2  = 2.29, p  !  
0.130) and remission rates ( �  2  = 0.25, p  !  0.620) using 
QIDS-SR criteria. The groups likewise had similar rates 
of stable remission ( �  2  = 0.91, p  !  0.341).

  Time to First Response and Time to First Remission 
 As defined by a reduction of  6 50% in the QIDS-SR 

score, 87.1% of anxious versus 94.7% of nonanxious de-
pressed patients achieved response; this small difference 
was statistically significant on the survival analysis (log-
rank  �  2  = 6.1, d.f. = 1, p  ̂   0.013). The median time to 
achieve response was significantly greater for anxious 
(6.4 weeks) versus nonanxious (5.0 weeks) depressed pa-
tients, even after controlling for initial depression sever-
ity ( �  2  = 6.3, d.f. = 1, p  ̂   0.012, hazard ratio = 1.297, 95% 
CI = 1.058–1.588; online suppl. fig. 1; for all online suppl. 
material, see www.karger.com/doi/10.1159/000334909).

  With respect to achieving remission, anxious de-
pressed patients were less likely than nonanxious de-
pressed patients to reach a HRSD 17  score  ̂  7 (74.2 vs. 
81.5%; log-rank  �  2  = 13.8, d.f. = 1, p  ̂   0.0002) or a QIDS-
SR score  ̂  5 (70.4 vs. 77.8%; log-rank  �  2  = 9.4, d.f. = 1, 
p  ̂   0.002). The median time to achieve HRSD 17 -defined 
remission was significantly longer among anxious de-
pressed (10.7 weeks) versus nonanxious depressed pa-
tients (8.0 weeks), even after controlling for initial depres-
sion severity ( �  2  = 5.84, d.f. = 1, p  ̂   0.016, hazard ra-
tio = 1.327, 95% CI = 1.055–1.670; online suppl. fig. 1). 
However, the difference in the median time to QIDS-SR-
defined remission (9.9 vs. 7.1 weeks) was not significant 
after adjusting for initial depression severity ( �  2  = 1.881, 
d.f. = 1, p  ̂   0.170, hazard ratio = 1.174, 95% CI = 0.933–
1.478; online suppl. fig. 1). 

  Rate of Improvement in Depressive and Anxious 
Symptoms  
 Results are presented in the online supplementary fig-

ures 2 and 3. No between-group slope differences were 
observed for the BDI or the QIDS-SR (p  1  0.31). Relative 
to nonanxious depressed patients, anxious depressed pa-
tients showed a significantly greater rate of improvement 
on the HRSD 17  [b = –0.917 vs. b = –0.811, F(1, 510) = 4.8, 
p  1  0.029], the HRSD 17  anxiety/somatization factor [b = 
–0.289 vs. b = –0.213, F(1, 554) = 19.7, p  1  0.001] and the 
IDS-SR anxiety/arousal factor [b = –0.666 vs. b = –0.583, 
F(1, 486) = 4.2, p  1  0.042].

  Discussion 

 The present investigation was prompted by research 
indicating that anxious and nonanxious depressed pa-
tients show significantly different response and remis-
sion rates and patterns with established pharmacothera-
pies  [1–5] , thereby providing support for the view that 
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anxious depression may be a meaningful subtype of 
MDD  [2]  that may benefit from either additional or dif-
ferent therapeutic tactics. Based on the transdiagnostic 
nature of CT we predicted that, while anxious depressed 
patients would present with greater illness severity, they 

would not evidence significantly poorer outcomes with 
CT for MDD relative to their nonanxious depressed 
counterparts.

  We tested our predictions using data from a large trial 
of CT for recurrent MDD (n = 523) and employed defini-

Table 1. S ample characteristics as a function of anxious depression

Characteristics A nxious depressed Statistics

no (n = 25 9) yes (n = 264)

Demographic variables
Sex (female) 169 (65.3) 184 (69.7) �2 = 1.2 p ≤ 0.278a

Race (non-Hispanic white) 223 (86.1) 200 (75.8) �2 = 9.0 p ≤ 0.003a

Mean age 8 SD, years 42.8812.6 41.9811.6 t521 = 0.88 p ≤ 0.377b

Marital status �2 = 0.0 p ≤ 0.936a

Single 151 (58.3) 153 (58.0)
Partnered 108 (41.7) 111 (42.0)

Mean education 8 SD, years 15.582.9 14.682.9 t521 = 3.54 p ≤ 0.000b

Employment �2 = 8.6 p ≤ 0.196a

Full time 124 (47.9) 104 (39.4)
Part time 29 (11.2) 34 (12.9)
Homemaker/caregiver 10 (3.9) 21 (8.0)
Student 11 (4.2) 13 (4.9)
Retired 7 (2.7) 9 (3.4)
Other 17 (6.6) 11 (4.2)
Unemployed 61 (23.5) 72 (27.3)

Mean depression severity scores 8 SD
HRSD17 18.182.8 22.783.7 t521 = –16.1 p ≤ 0.000b

BDI 27.488.5 30.589.1 t521 = –4.0 p ≤ 0.000b

QIDS-SR 14.784.0 16.284.2 t521 = –4.2 p ≤ 0.000b

Mean age at onset 8 SD, years 20.9811.1 21.5810.5 �2 = 0.81 p ≤ 0.368c

Median 19.0 18.0
Mean length of current episode 8 SD, years 27.7852.1 22.3837.0 �2 = 0.42 p ≤ 0.518c

Median 9.0 10.0
Mean length of illness 8 SD, years 21.5812.6 20.0811.0 �2 = 1.22 p ≤ 0.269c

Median 19.0 19.0
Median number of episodes 3.0 4.0 �2 = 5.65 p ≤ 0.017c

Current double depression 14 (5.4) 13 (4.9) �2 = 0.1 p ≤ 0.804a

Current comorbid anxiety disorders
Panic disorder without agoraphobia 10 (3.9) 23 (8.7) �2 = 5.20 p ≤ 0.023a

Panic disorder with agoraphobia 2 (0.8) 10 (3.8) p ≤ 0.037d

Agoraphobia without panic disorder 2 (0.8) 4 (1.5) p ≤ 0.686d

Social anxiety disorder 31 (12.0) 55 (20.8) �2 = 7.48 p ≤ 0.006a

Generalized anxiety disorder 7 (2.7) 23 (8.7) �2 = 8.73 p ≤ 0.003a

Posttraumatic stress disorder 12 (4.6) 11 (4.2) �2 = 0.07 p ≤ 0.795a

Specific phobia 9 (3.5) 29 (11.0) �2 = 10.94 p ≤ 0.001a

Comorbid DSM-IV diagnoses
Current 96 (37.1) 133 (50.4) �2 = 9.4 p ≤ 0.002a

Lifetime 193 (74.5) 207 (78.4) �2 = 1.1 p ≤ 0.294a

Fig ures in parentheses indicate percentages.
a �2 statistics for contingency tables. b t statistics are from t tests for independent samples. c �2 statistics are 

from Kruskal-Wallis test for medians. d p value from Fisher’s exact test.
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tions of anxious depression and treatment outcome com-
parable to that in extant work  [2] . Anxious depressed pa-
tients constituted approximately one half of our sample 
(50.4%) and, consistent with previous findings, a number 
of indices of pretreatment illness severity were more evi-
dent among anxious depressed than nonanxious de-
pressed patients  [4, 7] . As expected, we observed large 
improvements in measures tapping both depressive and 
anxiety symptoms in both subtypes, providing support 
for the hypothesis that CT for MDD is flexible enough to 
address both depressive and anxiety symptoms simulta-
neously. Interestingly, the rate of improvement in anxiety 
symptoms was greater in anxious depressed than non-
anxious depressed patients. This finding may simply re-
flect that there is more room for improvement among 
anxious depressed patients, but may also suggest that 
strategies such as restructuring faulty threat appraisals 
and reducing avoidance are an important focus of CT in 
this group of depressed patients. Examination of session 
content is required to address this hypothesis.

  Consistent with previous reports relating anxious de-
pression to poorer pharmacotherapy outcomes  [2, 4, 7] , 
anxious depressed patients were less likely to achieve re-
sponse and remission status as determined by clinician 
HRSD 17  ratings. However, other findings suggested that 
these between-group differences do not indicate that CT 
should be viewed as an ineffective treatment for anxious 
depressed patients. Specifically, it appears that because 
the anxious depression subgroup presented with more se-

vere symptomatology (HRSD 17  mean  8  SD: 22.7  8  3.7 
vs. 18.1  8  2.8), it was simply more difficult to reach the 
cutoff scores for response (HRSD 17  = 12 plus absence of 
DSM-IV MDE) and especially remission (HRSD 17  = 7) 
within a 12- to 14-week protocol. Indeed, a comparison 
between the two subtypes regarding their speed of im-
provement in depressive symptoms as determined by cli-
nicians (i.e. HRSD 17 ) suggested that the anxious de-
pressed patients actually experienced a greater rate of im-
provement on the HRSD 17  than nonanxious depressed 
patients. Also important to note here is that anxious and 
nonanxious depressed patients showed comparable attri-
tion rates, suggesting that, unlike what Fava et al.  [2]  doc-
umented for pharmacotherapy, the ability of patients to 
‘tolerate’ a full course of CT may not vary as a function of 
severity of anxiety symptoms.

  Corroboration of the hypothesis that anxious de-
pressed patients do not evidence significantly poorer CT 
outcomes than nonanxious depressed patients also comes 
from self-report data. Specifically, although anxious de-
pressed patients required more time than nonanxious de-
pressed patients to achieve the QIDS-SR response cutoff, 
the subtypes did not evidence significantly different re-
sponse and remission rates using QIDS-SR definitions, 
nor did they show a differential rate of improvement on 
the QIDS-SR and BDI. Interestingly, the two subtypes did 
not significantly differ with respect to stable remission 
rates either. Because stable remission has been associated 
with decreased risk of relapse and recurrence  [24–26] , this 

Table 2. A ttrition, response and remission rates as a function of anxious depression

Outcome A nxious depression Unadjusted
p

Adjusted
odds ratio

Adjusted 
pno (n  = 259) yes (n = 264)

Attrition 56 (21.6) 57 (21.6) 0.993 0.893 0.609a

Response
HRSD17 score ≤12 + absence of MDE at the last visit 177 (68.3) 146 (55.3) 0.002 0.666 0.031a

≥50% in QIDS-SR scorec 168 (64.9) 156 (59.1) 0.174 0.757 0.130b

Remission
HRSD17 score ≤7 at last visit 104 (40.2) 71 (26.9) 0.001 0.627 0.015a

QIDS-SR score ≤5 at last visit 126 (48.7) 110 (41.7) 0.109 0.912 0.620b

Stable remission
Last 7 consecutive HRSD17 scores <7d 32 (20.1) 18 (13.5) 0.136 0.730 0.341a

Fig ures in parentheses indicate percentages.
a Adjusted for severity of depression at diagnostic evaluation 

as measured by HSRD17 without the anxiety/somatization factor. 
b Adjusted for severity of depression as measured by QIDS-SR at 
diagnostic evaluation. c Eight patients had missing QIDS-SR data 

at diagnostic evaluation and their data were imputed for this anal-
ysis using the formula QIDS-SR = 0.33 + 0.84 ! HRSD17 [30]. 
d Stable remission could only be defined for 292 patients due to 
missing data: 159 anxious depressed patients and 133 nonanxious 
depressed patients.
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finding may imply that anxious depressed patients treated 
with CT are not at an increased risk of poorer long-term 
outcomes. It will be possible to test this hypothesis when 
the follow-up phase of this study is complete.

  Several study limitations deserve mention. First, we in-
vestigated potential group differences in the context of a 
standardized ‘open’ trial of CT. The absence of a credible 
treatment comparator or placebo makes it difficult to as-
certain that response and remission patterns are due to the 
specific components of CT rather than nonspecific factors 
associated with clinical care and ongoing assessment. 
Thus, the present findings may not be specific to CT, but 
representative of therapeutic change occurring with care in 
general. Second, because we excluded patients with comor-
bid substance dependency or primary obsessive-compul-
sive disorder and patients unable to discontinue antide-
pressants or benzodiazepines, we may have inadvertently 
excluded persons with the highest levels of anxiety symp-
toms. Third, the omission of measures that tap anxiety psy-
chopathology more broadly (i.e. cognitive, somatic and be-
havioral avoidance features) also limits us with respect to 
making inferences regarding improvements in anxiety 
psychopathology that occur with CT of MDD. Fourth, 
since anxious depressed patients presented with greater ill-
ness severity, more episodes, more anxiety disorders, less 
education, and were more likely to be non-Caucasian, it is 
possible that one or more of these characteristics did, in 
part or in combination, influence differences in outcomes 
where they were observed in this sample. Last, the study did 
not include a combined CT plus pharmacotherapy strategy, 
which is often used in clinical practice; thus, the data do 
not allow comment on this strategy.

  Taken together, our findings provide only limited sup-
port for the hypothesis that anxious depressed patients 
constitute a group resistant to established treatments. We 
note that the clinician ratings, in particular, provide some 
support for this hypothesis. Overall, our findings suggest 
that, at least with CT, in spite of presenting with greater ill-
ness severity, patients with anxious depression report de-
creases in symptoms that are not significantly poorer than 
that observed in their nonanxious counterparts. Instead, 
they may simply need additional time and/or sessions to 
achieve remission during acute phase treatment. We be-
lieve this is an important hypothesis that warrants further 
testing, calling for studies that manipulate the dose of 
acute phase CT. Indeed, findings consistent with this hy-
pothesis would support an emphasis on training therapists 
to personalize CT to the patient’s presenting symptoms – 
an idea at the very essence of what the first-generation CT 
therapists called a ‘functional analysis’  [27]  as well as con-

temporary conceptualizations of the sequential model of 
treatment for depression  [28]  – instead of developing com-
plex modular variants of basic CT for MDD. An addition-
al important avenue of future research is testing whether 
anxious depression is a moderator of between-group dif-
ferences in randomized controlled trials comparing CT to 
antidepressant medications or their combination. A recent 
report further suggests that it may be important to mea-
sure and include in the analyses patient preferences for 
treatment, because receiving the preferred treatment has 
been associated with improved outcomes both for CT and 
pharmacotherapy  [29] . Results of such efforts can ulti-
mately best guide recommendations for appropriate treat-
ment modalities for anxious depressed patients.
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