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ABSTRACT

Objective: To acknowledge the clinical significance of
anxiety in depressed patients, DSM-5 included criteria
for an anxious distress specifier for major depressive
disorder. In the present report from the Rhode Island
Methods to Improve Diagnostic Assessment and
Services (MIDAS) project, we modified our previously
published depression scale to include a subscale
assessing the DSM-5 anxious distress specifier.

Method: From December 1995 to August 2013, 773
psychiatric outpatients with major depressive disorder
completed the Clinically Useful Depression Outcome
Scale (CUDOS) supplemented with questions for

the DSM-5 anxious distress specifier (CUDOS-A). To
examine discriminant and convergent validity, the
patients were rated on clinician severity indices of
depression, anxiety, and irritability. Discriminant

and convergent validity was further examined in a
subset of patients who completed other self-report
symptom severity scales. Test-retest reliability was
examined in a subset who completed the CUDOS-A
twice. We compared patients who did and did not
meet the DSM-5 anxious distress specifier on indices
of psychosocial functioning and quality of life.

Results: The CUDOS-A subscale had high internal
consistency and test-retest reliability; was more
highly correlated with other self-report measures of
anxiety than with measures of depression, substance
use problems, eating disorders, and anger; and was
more highly correlated with clinician severity ratings
of anxiety than depression and irritability. CUDOS-A
scores were significantly higher in depressed
outpatients with a current anxiety disorder than

in depressed patients without a comorbid anxiety
disorder (P<.001). Finally, patients who met the
DSM-5 anxious distress specifier reported poorer
psychosocial functioning and quality of life than
patients who did not meet the anxious distress
specifier.

Conclusions: In the present study of a large sample
of psychiatric outpatients, the CUDOS-A was a reliable
and valid measure of the DSM-5 anxious distress
specifier for major depressive disorder.
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D uring the past 20 years, the clinical significance of coexisting
anxiety disorders and anxiety symptoms in depressed patients
has been increasingly recognized. Prevalence is high, with the majority
of depressed patients having symptoms of anxiety or a comorbid anxiety
disorder.!®> Anxiety in depressed patients predicts greater morbidity.
Co-occurring anxiety has been associated with increased suicidality,*
greater impairment in functioning,” worse health-related quality of life,®
poorer longitudinal course,” !¢ greater number of depressive episodes,>!”
and poorer response to treatment in controlled efficacy studies'®-** and
uncontrolled effectiveness studies.!”?! The presence of anxious features
has also been associated with differential treatment response in some
studies.??~%

To acknowledge the clinical significance of anxious features in
depressed patients, DSM-5 included criteria for an anxious distress
specifier for major depressive disorder.”’” With the increased attention
likely to be given to anxious depression because of the addition of this
specifier in DSM-5, it is important that rating scales be developed that
measure symptoms of both depression and anxiety. This is particularly
timely in the context of recent recommendations to measure outcome
during routine clinical practice.”® Measurement-based care has been
emphasized in official treatment guidelines for depression,?® as well
as DSM-5. Self-report questionnaires are a cost-effective option to
implement measurement-based care because they are inexpensive in
terms of professional time needed for administration, and they correlate
highly with clinician ratings.”® However, self-report scales also need to
attend to the issue of length and completion time if repeated measurement
is to be feasibly incorporated into clinical practice.

In the present report from the Rhode Island Methods to Improve
Diagnostic Assessment and Services (MIDAS) project, we describe a
modification of a self-administered depression scale (the Clinically
Useful Depression Outcome Scale [CUDOS]) developed in our clinical
research program to include a subscale assessing the DSM-5 anxious
distress specifier for major depressive disorder (CUDOS-A). We
examined the subscale’s psychometric properties, its convergent and
discriminant validity, its association with clinician ratings of anxiety
severity and anxiety disorder diagnoses, and its association with
psychosocial functioning and quality of life. We hypothesized that the
CUDOS-A would demonstrate acceptable reliability, that it would be
more highly correlated with other indices of anxiety than nonanxious
constructs, and that depressed patients who met the DSM-5 anxious
distress specifier would report greater psychosocial impairment and
poorer quality of life than depressed patients who did not meet the
anxious distress specifier.

METHOD

Patients presenting for an intake evaluation at the Rhode Island
Hospital Department of Psychiatry outpatient practice were asked to
complete self-report questionnaires as part of their initial paperwork.

PSYCHIATRIST.COM =601



(]
)
£

O
o
©
.!
.E
()

Zimmerman et al

® Anxiety is frequent in depressed patients and is associated
with greater psychosocial morbidity and poorer response to
treatment.

= To acknowledge the clinical significance of anxious features
in depressed patients, DSM-5 included criteria for an anxious
distress specifier for major depressive disorder.

= |n the present study of a large sample of psychiatric
outpatients, the Clinically Useful Depression Outcome Scale
supplemented with questions for the DSM-5 anxious distress
specifier (CUDOS-A) was a reliable and valid measure of
the DSM-5 anxious distress specifier for major depressive
disorder.

Because we were planning to test the validity of the scales
we were developing by examining their relationship with
psychiatric diagnoses, the diagnosticians were kept blind
to the subjects’ responses on the measure. The Rhode
Island Hospital institutional review committee approved
the research protocol, and all patients provided informed,
written consent. The study was conducted from December
1995 to August 2013.

The sample examined in the present report is derived
from the 3,800 psychiatric outpatients evaluated with
semistructured diagnostic interviews. Throughout the
MIDAS project, the battery of questionnaires changed,
and not all patients completed all questionnaires. The
present report focuses on the 773 patients diagnosed with
major depressive disorder who completed the CUDOS-A.
The majority of the patients were female (64.8%, n=501),
were white (88.2%, n=682), and had achieved high school
graduation or a higher level of education (93.4%, n=722).
The mean age of the sample was 41.1 years (SD=12.6).

The CUDOS is a brief measure of depression severity
that assesses the DSM-IV (and DSM-5) symptoms of major
depressive disorder.>® Compound DSM-IV depression
symptom criteria referring to more than 1 construct (eg,
increased or decreased appetite; insomnia or hypersomnia)
were subdivided into their respective components,
and a CUDOS item was written for each component.
Distinguishing typical and reverse vegetative features of
depression is particularly important in a scale to be used
to assess both depression and anxiety because atypical
features of depression are associated with anxiety.’! Each
of the CUDOS items is rated on a 5-point ordinal scale
to indicate the frequency of the symptom during the past
week (0=not at all true, 1=rarely true, 2 =sometimes true,
3 =often true, 4 =almost always true). An ordinal rating was
preferred in order to keep the scale brief and therefore less
burdensome to complete in routine clinical practice.’? The
scale’s internal consistency reliability coefficient (Cronbach
a=0.90) and test-retest reliability (r=0.92) were high. The
CUDOS was more highly correlated with other measures
of depression than with measures of the other symptom
domains, thereby supporting the scale’s convergent and
discriminant validity.
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The content of the CUDOS-A subscale was based on
the DSM-5 criteria for the anxious distress specifier. The
5 symptoms of the anxious distress specifier are as follows:
feeling keyed up or tense, feeling restless, having difficulty
concentrating because of worry, fearing that something
awful might happen, and feeling that one might lose control.
The items for the anxious distress specifier were drawn from
a larger pool of 113 items assessing symptoms of anxiety.
The pool of items was reviewed by clinicians experienced
in treating mood and anxiety disorders, and consensus was
reached regarding the items assessing the 5 criteria of the
DSM-5 specifier. The respondent rated the 5 CUDOS-A
items on the same 5-point ordinal scale used to rate the
symptoms of depression.

All patients were interviewed by a trained diagnostic
rater who administered the Structured Clinical Interview
for DSM-IV (SCID)* supplemented with questions from
the Schedule for Affective Disorders and Schizophrenia
(SADS)** assessing the severity of symptoms during the
week prior to the evaluation. Of particular interest to the
current report is that all patients were evaluated on the
SADS items assessing psychic anxiety, depressed mood,
and irritability. Details regarding interviewer training and
diagnostic reliability are available in other publications from
the MIDAS project, which have documented high reliability
in diagnosing anxiety disorders and major depressive
disorder.?>-7

To examine the convergent and discriminant validity
of the CUDQOS-A, the patients completed a booklet of
questionnaires at home that included measures of symptoms
related to bulimia,®® mania,*® depression,’ social phobia,*!*?
agoraphobic fears and cognitions,*>** posttraumatic stress
disorder,* obsessive-compulsive behavior,** cognitions
common in generalized anxiety,*® anxiety symptoms and
cognitions common in panic disorder,” alcohol use,*® drug
use,* hypochondriasis,®® and somatization.’">> Most of
these scales have been widely used, and their reliability and
validity well established.

The Diagnostic Inventory for Depression (DID) is a
self-report scale designed to assess the DSM-IV symptom
inclusion criteria for a major depressive episode, assess
psychosocial impairment due to depression, and evaluate
subjective quality of life. A modification of the psychosocial
functioning and quality of life subscales was used in the
present study such that respondents rated how much
difficulty “emotional problems” caused in psychosocial
functioning and quality of life. (On the DID, the respondent
indicates how much difficulty symptoms of depression cause
in functioning or life satisfaction.) The 6-item psychosocial
functioning subscale assesses the amount of difficulty in
usual daily responsibilities, relationships with significant
others such as spouse, relationships with close family
members, relationships with friends, participation in leisure
activities, and overall function. Items are rated on a 5-point
ordinal scale (0 =no difficulty to 4 = extreme difficulty). The
quality of life subscale assesses satisfaction with the same
areas covered by the psychosocial functioning scale as well
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Table 1. Item-Total Correlations and Test-Retest Reliability
of Clinically Useful Depression Outcome Scale—Anxious
Distress Specifier Subscale (CUDOS-A) Items

Table 2. Discriminant and Convergent Validity of the
Clinically Useful Depression Outcome Scale—Anxious
Distress Specifier Subscale (CUDOS-A)

Item-Total Test-Retest
Correlations*®  Reliability®

CUDOS-A Item (n=773) (n=58)

I felt keyed up or on edge because I was 0.69 0.78
worried about things

I felt very fidgety, making it difficult to 0.41 0.78
sit still

I had difficulty concentrating because my 0.61 0.64
mind was on my worries

I'worried a lot that something bad might 0.60 0.84
happen

When I was extremely anxious, I was 0.54 0.84

afraid I would lose control

The total score in the item-total correlations did not include the item
correlated with the total.
PAll correlations are significant at P<.001.

as global satisfaction with mental health and physical health.
Items are rated on a 5-point Likert scale (0 =very satisfied
to 4 =very dissatisfied). The quality of life and psychosocial
impairment subscales achieved high levels of internal
consistency and test-retest reliability.”?

The test-retest reliability of the CUDOS-A was examined
in 58 patients who completed the measure at the time of their
first appointment and were given the scale at the conclusion
of the intake evaluation and asked to mail it back in a pre-
addressed, postage-paid envelope. They were told that
the purpose of the second administration was to test the
performance of the scale, not to question the truthfulness or
accuracy of their responses. Patients completed the second
administration a mean of 3.3 days (SD =9.2) after the initial
testing.

Data Analyses

We undertook a series of 5 analyses. First, we examined
2 types of reliability of the CUDOS-A: test-retest reliability
and internal consistency. We examined the reliability of
the total scale score as well as individual items. Second,
we examined convergent and discriminant validity>* by
comparing the correlation between the CUDOS-A and self-
report measures of anxious symptoms with the correlation
between the CUDOS-A and measures of depression,
substance use, eating disorders, and somatization. We also
compared the correlation between the CUDOS-A and the
SADS ratings of psychic anxiety to the correlations between
the CUDOS-A and the SADS ratings of depressed and
irritable mood by calculating the difference between the
Fisher z transformations of the correlation coefficients and
dividing the difference by the standard error. Third, we
used ¢ tests to determine whether CUDOS-A scores were
significantly higher in patients with anxiety disorders than
in those without an anxiety disorder. Fourth, we computed
correlations between scores on the CUDOS-A with global
ratings of psychosocial functioning and quality of life. Fifth,
we compared psychosocial functioning and quality of life
scores in patients who did and did not meet the DSM-5
anxious distress specifier on the CUDOS-A.
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Correlation
With
CUDOS-A, r*
Measure (n=204)
Anxiety symptoms
Beck Anxiety Inventory 0.69
Penn State Worry Scale 0.55
Social Phobia and Agoraphobia Inventory-Agoraphobia 0.59
Anxiety Sensitivity Index 0.64
Posttraumatic Stress Disorder Scale 0.38
Maudsley Obsession-Compulsive Inventory 0.39
Fear Questionnaire Social Phobia Subscale 0.44
Nonanxious symptoms
Eating Disorder Inventory Bulimia Subscale 0.21
Eating Disorder Inventory Anorexia Subscale 0.13
Self Report Mania Inventory 0.44
Symptom Rating Test Paranoia Subscale 0.44
Symptom Rating Test Psychosis Subscale 0.29
Beck Depression Inventory 0.55
Michigan Alcohol Screening Test 0.08
Drug Abuse Screening Test 0.11

*Because of missing data, the sample sizes ranged from 195 to 204
except for the Maudsley Obsession-Compulsive Inventory (n=109).
All correlations are significant at P<.001 except Self Eating Disorder
Inventory Bulimia Subscale (P<.05), Eating Disorder Inventory
Anorexia Subscale (P=.06), Michigan Alcohol Screening Test (P=.27),
and Drug Abuse Screening Test (P=.14).

RESULTS

Internal Consistency and
Test-Retest Reliability of the CUDOS-A
The 5-item CUDOS-A subscale demonstrated very good
internal consistency (Cronbach a=0.79). The data in Table
1 show the correlation between each of the 5 items and the
total scale score (minus the contribution of that item). All
item-scale correlations were significant (mean r=0.57).
The test-retest reliability of the CUDOS-A was examined
in 58 subjects. The test-retest reliability of the total scale was
high (r=0.89), and the test-retest reliability of each item was
significant (mean r=0.78) (Table 1).

Discriminant and
Convergent Validity of the CUDOS-A

Two hundred four patients completed a package of
questionnaires at home a mean of 1.2 days (SD =16.9) after
the intake evaluation. The data in Table 2 show that the
CUDOS-A was more highly correlated with other measures
of anxiety symptoms (mean r=0.53) than with measures of
the other symptom domains (mean r=0.28). The CUDOS-A
was not significantly correlated with measures of substance
use or anorexia.

To further explore the relationship between the
CUDOS-A and ratings of affective dimensions, we examined
the association between the scale and clinicians’ ratings on
the SADS items for depressed mood, psychic anxiety, and
irritability. The ratings were made blind to scores on the
CUDOS-A. The correlation with the anxiety rating was
significantly higher than the correlation with the depressed
mood rating (0.47 vs 0.16, z=—6.56, P<.01) and significantly
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Table 3. Clinically Useful Depression Outcome Scale—
Anxious Distress Specifier Subscale (CUDOS-A) Scores in
Psychiatric Outpatients With and Without a Current DSM-IV
Anxiety Disorder

Table 5. Quality of Life in Depressed Outpatients Who Did
and Did Not Meet the DSM-5 Anxious Distress Specifier on
the Clinically Useful Depression Outcome Scale—Anxious
Distress Specifier Subscale

CUDOS-A Total p

Current Anxiety Disorder n Mean SD t*  Value
Panic disorder 177 13.6 45 10.5 <.001
Generalized anxiety disorder 202 124 41 8.5 <.001
Social phobia 251 11.6 47 6.4 <.001
Specific phobia 107 134 46 8.0 <.001
Obsessive-compulsive disorder 51 13.6 45 6.4 <.001
Posttraumatic stress disorder 120 129 4.6 7.5 <.001
No anxiety disorder 260 89 49

ACUDOS-A scores were compared between each anxiety disorder and the
no anxiety disorder group.

Table 4. Psychosocial Functioning in Depressed Outpatients
Who Did and Did Not Meet the DSM-5 Anxious Distress
Specifier on the Clinically Useful Depression Outcome
Scale—Anxious Distress Specifier Subscale

Anxious Anxious

Specifier Specifier

Present Absent

(0=370)  (n=171) p
Domain Mean SD Mean SD t Value
Work performance 2.6 14 1.8 14 -6.0 <.001
Marital relationship 26 13 1.8 14 -68 <.001
Family relationships 20 14 14 13 =51 <.001
Friendships 1.8 14 11 13 =52 <.001
Leisure 2.8 1.3 21 14 -54 <.001
Global rating of impairment 3.2 08 24 10 -8.6 <.001

higher than the correlation with the irritable mood item
(0.47 vs 0.25, z=-5.00, P<.01).

Association With Psychiatric Diagnosis

Across all patients, the mean score on the CUDOS-A
subscale was 11.0 (SD =5.0). Patients with any DSM-IV
anxiety disorder (n=513) scored significantly higher than
patients with no current anxiety disorder (n=260) (12.1+4.7
vs 8.9+4.9, t;7,=8.7, P<.001). We examined CUDOS-A
scores in patients with each of the DSM-IV anxiety disorders.
The comparison group in each of these analyses was the 260
patients without a current anxiety disorder. The data in Table
3 show that for each of the 6 anxiety disorders, patients with
the disorder scored significantly higher than patients with no
current anxiety disorder.

Because anxiety disorders frequently co-occur, some
disorders may have been significantly associated with
CUDOS-A scores by virtue of their association with other
anxiety disorders. The majority of patients with each anxiety
disorder were diagnosed with at least 1 other anxiety
disorder (panic disorder, 72%; generalized anxiety disorder,
68%; social phobia, 68%; specific phobia, 86%; posttraumatic
stress disorder, 79%; obsessive-compulsive disorder, 73%).
We conducted a second series of analyses and included in the
index group patients with the index anxiety disorder and no
other anxiety disorder. For example, the panic disorder group
included the 50 patients with panic disorder and no other
anxiety disorder. In each of these analyses, the comparison
group remained the 260 patients without a current anxiety
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Anxious Anxious

Specifier  Specifier

Present Absent

(n=362) (n=170) P
Domain Mean SD Mean SD t  Value
Work performance 24 14 23 12 -10 NS
Marital relationship 22 14 13 13 —-40 <.05
Family relationships 1.6 13 06 1.0 -19 NS
Friendships 1.8 12 15 11 =21 <.05
Leisure 27 1.2 25 11 -15 NS
Mental health 33 09 27 11 =53 <.001
Physical health 24 1.2 20 12 -31 <.05

Global rating of life satisfaction ~ 3.2 0.8 2.7 09 -6.2 <.001
Global rating of quality of life 28 07 24 07 -58 <.001

disorder. For 4 of the 6 anxiety disorders, patients with the
“pure” noncomorbid anxiety disorders scored significantly
higher on the CUDOS-A (panic disorder [n=50]: 13.1+4.8
vs 8.9+4.9, t33=5.5, P<.001; generalized anxiety disorder
[n=64]:11.1£4.2vs8.9£4.9, t3,,=3.3, P<.001; social phobia
[n=86]: 9.4+4.8 vs 8.9+4.9, t3,,=0.8, NS; specific phobia
[n=15]: 14.0+£5.0 vs 8.9£4.9, t,,3=3.9, P<.001; obsessive-
compulsive disorder [n=14]: 10.9+5.0 vs 8.9+4.9, t,,,=1.8,
NS; posttraumatic stress disorder [n=27]: 11.8+5.1 vs
8.9+4.9, thgs=2.9, P<.05).

Association With Quality of Life
and Psychosocial Functioning

Higher scores on the CUDOS-A subscale were associated
with global ratings of functional impairment (r=0.41,
P<.001), reduced life satisfaction (r=0.31, P<.001), poorer
quality of life (r=0.33, P<.001), poorer mental health (r=0.27,
P<.001), and poorer physical health (r=0.18, P<.001).

The DSM-5 anxious distress specifier requires the presence
of 2 or more of the 5 criteria, and we used the CUDOS-A to
subtype the patients into those who did and did not meet
the DSM-5 definition. More than two-thirds of the patients
met the DSM-5 anxious distress specifier according to the
CUDOS-A. The data in Tables 4 and 5 show that the patients
who met the DSM-5 anxious distress specifier reported
significantly more impaired functioning and poorer quality
of life than the patients who did not meet the DSM-5 anxious
distress specifier.

DISCUSSION

In the present study, the CUDOS-A was found to be a
reliable and valid measure of anxiety symptoms in depressed
patients. The scale was more highly correlated with other self-
report measures of anxiety than with measures of depression,
substance use problems, eating disorders, and anger. The
convergent and discriminant validity of the CUDOS-A was
further supported by the finding that the measure was more
highly correlated with clinician severity ratings of anxiety
than depression and irritability. In addition, CUDOS-A
scores were significantly higher in depressed outpatients
with anxiety disorders than depressed outpatients without an
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anxiety disorder. Consistent with other research on the high
prevalence of anxiety in depressed patients, the majority of
depressed patients met the DSM-5 anxious distress specifier
on the CUDOS-A, and compared to patients who did not
meet the DSM-5 specifier, the patients who met the anxious
distress specifier reported more functional impairment and
poorer quality of life.

It has recently been recommended that standardized scales
be incorporated into clinical practice to measure outcome
when treating depression.>>*® Few psychiatrists, however,
routinely use scales to measure outcome.’”® To achieve this
goal, the measurement tools used in clinical practice should be
meaningful to the patient; otherwise, there is a risk of patient
opposition to measurement. Anxiety is common in depressed
patients; therefore, the addition of a small number of items
assessing anxiety symptoms to a measure of depression is
unlikely to meet with resistance and seems advisable.

During the past 2 decades, a large literature has established
the clinical significance of anxiety in depressed patients.
Anxiety symptoms are present in the majority of depressed
patients and predict a poorer response to treatment, a more
chronic longitudinal course, increased risk of suicidal
behavior, and greater psychosocial impairment.”® A number
of studies have focused on the impact of anxiety in the
treatment of depressed patients!”?22660-63; however, there
is relatively little evidence that anxiety moderates treatment
response to different antidepressants.®® Nonetheless,
clinicians indicated that anxiety was the symptom that most
commonly influenced their choice of antidepressant in
depressed patients.®

The CUDOS-A is the fourth in a series of “Clinically
Useful” scales that we have developed for use in clinical
practice. Previously, we described our development and
validation of such a measure for depression (CUDOS),
anxiety (Clinically Useful Anxiety Outcome Scale),*® and
social anxiety (Clinically Useful Social Anxiety Disorder
Outcome Scale).” Each of the scales in the Clinically Useful
series is intended to be brief, easily scored, and available to
clinicians for personal use without cost. Each scale has the
same rating instructions, thereby facilitating comparisons of
symptom severity across varied symptom domains.

While each of the scales we have developed was intended
to be brief and therefore more readily incorporated into
routine clinical practice, we are not aware of any studies
demonstrating that briefer scales are more likely to be used by
clinicians than longer scales. However, a study of depressed
patients’ acceptance of measurement-based care in clinical
practice found that patients preferred to complete a briefer
measure to monitor their progress.*

The Hospital Anxiety and Depression Scale (HADS) is
another brief self-report instrument assessing both depression
and anxiety symptoms.®® In contrast to the CUDOS-A, the
HADS was not designed to assess the DSM-5 criteria for
major depressive disorder or the anxious distress specifier.
Most of the criteria for DSM-5 major depressive disorder,
such as sleep disturbance, appetite disturbance, fatigue, guilt,
worthlessness, and suicidal thoughts, are not assessed on the
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HADS. Future research should examine the relationship
between the HADS and the CUDOS-A and their respective
relationship to a clinician-administered assessment of the
DSM-5 anxious distress specifier.

A limitation of the study was that our diagnostic
evaluation did not include the questions assessing the DSM-5
anxious distress subtype; thus, we were unable to establish
the concordance between the CUDOS-A with a clinician-
administered diagnostic interview. However, the prevalence
of anxious depression according to the CUDOS-A and the
differences between patients who did and did not meet the
anxiety distress specifier in psychosocial functioning and
quality of life are consistent with prior research and support
the measure’s validity.

We found that the prevalence of the DSM-5 anxious
distress specifier was high, although nearly identical to the
frequency of anxiety disorders in the MIDAS project when
diagnoses were based on a semistructured interview and
included not otherwise specified anxiety disorder and anxiety
disorders that were in partial remission.> However, it should
be noted that the CUDOS-A is a cross-sectional measure of
symptoms that are present during the past week. The DSM-5
definition of the anxious distress specifier requires that the
anxiety symptoms be present the majority of the days of
the major depressive episode. Consequently, it is likely that
a cross-sectional measure of the symptoms of the DSM-5
anxious distress specifier will overestimate the prevalence of
patients who meet the criteria for the specifier.

The study was conducted in a single clinical practice in
which the majority of the patients were white, were female,
and had health insurance. Replication in samples with
different demographic characteristics is warranted. However,
the generalizability of the findings is enhanced by the lack of
inclusion and exclusion criteria to select patients.

Almost all patients were high school graduates. The
findings should therefore be replicated in patients with lower
levels of education. The impact of education level on the
reliability and validity of the scale should be examined.

Finally, the CUDOS-A was designed to assess the anxious
distress specifier as defined in DSM-5. Studies of the impact
of anxiety in depressed patients have examined categorical
DSM-based anxiety disorders or dimensional measures of
the severity of symptoms of anxiety that are not identical
to the symptoms used to define the DSM-5 specifier. The
DSM-5 Mood Disorders Work Group did not indicate why
an anxious distress specifier was needed. That is, what
information does this specifier convey beyond what is
already accounted for by the presence of a comorbid anxiety
disorder? Nor did the Work Group cite data supporting the
choice of items included in the definition of the specifier.**
While this is not a methodological limitation of the present
study because the CUDOS-A was developed to assess the
DSM-5 definition, it is important to recognize that the
DSM-5 definition of the anxious distress specifier was not
empirically derived, has not been previously validated, and
is of unknown incremental validity beyond the identification
of a comorbid anxiety disorder.

PSYCHIATRIST.COM = 605



Zimmerman et al

Author affiliations: Department of Psychiatry and Human Behavior, Brown
Medical School, and Department of Psychiatry, Rhode Island Hospital,
Providence, Rhode Island.

Potential conflicts of interest: None reported.

Funding/support: None reported.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

REFERENCES

. Fava M, Rankin MA, Wright EC, et al. Anxiety disorders in major depression.

Compr Psychiatry. 2000;41(2):97-102.

. Melartin TK, Rytséla HJ, Leskeld US, et al. Current comorbidity of psychiatric

disorders among DSM-IV major depressive disorder patients in psychiatric
care in the Vantaa Depression Study. ] Clin Psychiatry. 2002;63(2):126-134.

. Zimmerman M, McDermut W, Mattia JI. Frequency of anxiety disorders in

psychiatric outpatients with major depressive disorder. Am J Psychiatry.
2000;157(8):1337-1340.

. Fava M, Rush AJ, Alpert JE, et al. What clinical and symptom features and

comorbid disorders characterize outpatients with anxious major depressive
disorder: a replication and extension. Can ] Psychiatry. 2006;51(13):823-835.

. Goes FS, McCusker MG, Bienvenu OJ, et al; National Institute of Mental

Health Genetics Initiative Bipolar Disorder Consortium. Co-morbid anxiety
disorders in bipolar disorder and major depression: familial aggregation and
clinical characteristics of co-morbid panic disorder, social phobia, specific
phobia and obsessive-compulsive disorder. Psychol Med.
2012;42(7):1449-1459.

. Sareen J, Cox BJ, Afifi TO, et al. Anxiety disorders and risk for suicidal

ideation and suicide attempts: a population-based longitudinal study of
adults. Arch Gen Psychiatry. 2005;62(11):1249-1257.

. Fichter MM, Quadflieg N, Fischer UC, et al. Twenty-five-year course and

outcome in anxiety and depression in the Upper Bavarian Longitudinal
Community Study. Acta Psychiatr Scand. 2010;122(1):75-85.

. Rhebergen D, Batelaan NM, de Graaf R, et al. The 7-year course of depression

and anxiety in the general population. Acta Psychiatr Scand.
2011;123(4):297-306.

. Van Valkenburg C, Winokur G, Behar D, et al. Depressed women with panic

attacks. J Clin Psychiatry. 1984;45(9):367-369.

Brown C, Schulberg HC, Prigerson HG. Factors associated with symptomatic
improvement and recovery from major depression in primary care patients.
Gen Hosp Psychiatry. 2000;22(4):242-250.

Sherbourne CD, Wells KB. Course of depression in patients with comorbid
anxiety disorders. ] Affect Disord. 1997;43(3):245-250.

Gaynes BN, Magruder KM, Burns BJ, et al. Does a coexisting anxiety disorder
predict persistence of depressive illness in primary care patients with major
depression? Gen Hosp Psychiatry. 1999;21(3):158-167.

Coryell W, Endicott J, Andreasen NC, et al. Depression and panic attacks: the
significance of overlap as reflected in follow-up and family study data. Am J
Psychiatry. 1988;145(3):293-300.

Grunhaus L. Clinical and psychobiological characteristics of simultaneous
panic disorder and major depression. Am J Psychiatry.
1988;145(10):1214-1221.

Shankman SA, Klein DN. The impact of comorbid anxiety disorders on the
course of dysthymic disorder: a 5-year prospective longitudinal study. J Affect
Disord. 2002;70(2):211-217.

Melartin TK, Rytsila HJ, Leskeld US, et al. Severity and comorbidity predict
episode duration and recurrence of DSM-IV major depressive disorder. J Clin
Psychiatry. 2004;65(6):810-819.

Howland RH, Rush AJ, Wisniewski SR, et al. Concurrent anxiety and
substance use disorders among outpatients with major depression: clinical
features and effect on treatment outcome. Drug Alcohol Depend.
2009;99(1-3):248-260.

Brown C, Schulberg HC, Madonia MJ, et al. Treatment outcomes for primary
care patients with major depression and lifetime anxiety disorders. Am |
Psychiatry. 1996;153(10):1293-1300.

Fava M, Uebelacker LA, Alpert JE, et al. Major depressive subtypes and
treatment response. Biol Psychiatry. 1997;42(7):568-576.

Levitt AJ, Joffe RT, Brecher D, et al. Anxiety disorders and anxiety symptoms
in a clinic sample of seasonal and non-seasonal depressives. J Affect Disord.
1993;28(1):51-56.

Fava M, Rush AJ, Alpert JE, et al. Difference in treatment outcome in
outpatients with anxious versus nonanxious depression: a STAR*D report.
Am ] Psychiatry. 2008;165(3):342-351.

Davidson JR, Meoni P, Haudiquet V, et al. Achieving remission with
venlafaxine and fluoxetine in major depression: its relationship to anxiety
symptoms. Depress Anxiety. 2002;16(1):4-13.

Londborg PD, Smith WT, Glaudin V et al. Short-term cotherapy with
clonazepam and fluoxetine: anxiety, sleep disturbance and core symptoms of
depression. ] Affect Disord. 2000;61(1-2):73-79.

606 [E PSYCHIATRIST.COM

24,

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

53.

Papakostas GI, Stahl SM, Krishen A, et al. Efficacy of bupropion and the
selective serotonin reuptake inhibitors in the treatment of major depressive
disorder with high levels of anxiety (anxious depression): a pooled analysis of
10 studies. ] Clin Psychiatry. 2008;69(8):1287-1292.

Pini S, Amador XE Dell'Osso L, et al. Treatment of depression with comorbid
anxiety disorders: differential efficacy of paroxetine versus moclobemide. Int
Clin Psychopharmacol. 2003;18(1):15-21.

Silverstone PH, Ravindran A. Once-daily venlafaxine extended release (XR)
compared with fluoxetine in outpatients with depression and anxiety:
Venlafaxine XR 360 Study Group. ] Clin Psychiatry. 1999;60(1):22-28.
American PA. Diangostic and Statistical Manual of Mental Disorders, Fifth
Edition. Arlington, VA: American Psychiatric Association; 2013.

American Psychiatric Association. A Practice Guideline for the Treatment of
Patients With Major Depressive Disorder. 3rd ed. Washington, DC: American
Psychiatric Association; 2010.

Zimmerman M, Young D, Chelminski I, et al. How can you improve quality
without measuring outcome? getting from here to there. Prim Psychiatry.
2010;17:46-53.

Zimmerman M, Chelminski I, McGlinchey JB, et al. A clinically useful
depression outcome scale. Compr Psychiatry. 2008;49(2):131-140.

Posternak MA, Zimmerman M. Partial validation of the atypical features
subtype of major depressive disorder. Arch Gen Psychiatry. 2002;59(1):70-76.
Zimmerman M, McGlinchey JB. Depressed patients’ acceptability of the use
of self-administered scales to measure outcome in clinical practice. Ann Clin
Psychiatry. 2008;20(3):125-129.

First MB, Spitzer RL, Williams JBW, et al. Structured Clinical Interview for
DSM-IV (SCID). Washington, DC: American Psychiatric Association; 1997.
Endicott ], Spitzer RL. A diagnostic interview: the Schedule for Affective
Disorders and Schizophrenia. Arch Gen Psychiatry. 1978;35(7):837-844.
Zimmerman M, Mattia JI. Psychiatric diagnosis in clinical practice: is
comorbidity being missed? Compr Psychiatry. 1999;40(3):182-191.
Zimmerman M, Mattia JI. Differences between clinical and research practices
in diagnosing borderline personality disorder. Am J Psychiatry.
1999;156(10):1570-1574.

Zimmerman M. Integrating the assessment methods of researchers in routine
clinical practice: the Rhode Island Methods to Improve Diagnostic
Assessment and Services (MIDAS) project. In: First M, ed. Standardized
Evaluation in Clinical Practice. Washington, DC: American Psychiatric
Publishing, Inc; 2003:29-74.

Garner DM, Olmstead MP, Polivy J. Development and validation of a
multidimensional eating disorder inventory for anorexia nervosa and bulimia.
Int ] Eat Disord. 1983;2(2):15-34.

Shugar G, Schertzer S, Toner BB, et al. Development, use, and factor analysis
of a self-report inventory for mania. Compr Psychiatry. 1992;33(5):325-331.
Beck AT, Rush AJ, Shaw BE, et al. Cognitive Therapy of Depression. New York,
NY: The Guilford Press; 1979.

Leary MR. A brief version of the Fear of Negative Evaluation Scale. Pers Soc
Psychol Bull. 1983;9(3):371-375.

Marks IM, Mathews AM. Brief standard self-rating for phobic patients. Behav
Res Ther. 1979;17(3):263-267.

Turner SM, Beidel DC, Dancu CV, et al. An empirically derived inventory to
measure social fears and anxiety: the Social Phobia and Anxiety Inventory.
Psychol Asses: ] Consulting Clin Psychol. 1989;1(1):35-40.

Foa EB, Riggs DS, Dancu CV, et al. Reliability and validity of a brief
instrument for assessing post-traumatic stress disorder. J Trauma Stress.
1993;6(4):459-473.

Hodgson R], Rachman S. Obsessional-compulsive complaints. Behav Res Ther.
1977;15(5):389-395.

Meyer TJ, Miller ML, Metzger RL, et al. Development and validation of the
Penn State Worry Questionnaire. Behav Res Ther. 1990;28(6):487-495.

Beck AT, Epstein N, Brown G, et al. An inventory for measuring clinical
anxiety: psychometric properties. ] Consult Clin Psychol. 1988;56(6):893-897.
Selzer ML. The Michigan Alcoholism Screening Test: the quest for a new
diagnostic instrument. Am J Psychiatry. 1971;127(12):1653-1658.

Skinner HA. The Drug Abuse Screening Test. Addict Behav.
1982;7(4):363-371.

Pilowsky I. Dimensions of hypochondriasis. Br ] Psychiatry.
1967;113(494):89-93.

Othmer E, DeSouza C. A screening test for somatization disorder (hysteria).
Am ] Psychiatry. 1985;142(10):1146-1149.

Swartz M, Hughes D, George L, et al. Developing a screening index for
community studies of somatization disorder. J Psychiatr Res.
1986;20(4):335-343.

Zimmerman M, Sheeran T, Young D. The Diagnostic Inventory for
Depression: a self-report scale to diagnose DSM-IV major depressive disorder.
J Clin Psychol. 2004;60(1):87-110.

J Clin Psychiatry 75:6, June 2014



54.

55.

56.

57.

58.

59.

60.

61.

Campbell DT, Fiske DW. Convergent and discriminant validation by the
multitrait-multimethod matrix. Psychol Bull. 1959;56(2):81-105.
Zimmerman M, McGlinchey JB, Chelminski I. An inadequate community
standard of care: lack of measurement of outcome when treating depression
in clinical practice. Prim Psychiatry. 2008;15:67-75.

Trivedi MH, Rush AJ, Wisniewski SR, et al; STAR*D Study Team. Evaluation

of outcomes with citalopram for depression using measurement-based care in

STAR*D: implications for clinical practice. Am J Psychiatry.
2006;163(1):28-40.

Gilbody SM, House AO, Sheldon TA. Psychiatrists in the UK do not use
outcomes measures: national survey. Br J Psychiatry. 2002;180(2):101-103.
Zimmerman M, McGlinchey JB. Why don’t psychiatrists use scales to
measure outcome when treating depressed patients? ] Clin Psychiatry.
2008;69(12):1916-1919.

Goldberg D, Fawcett J. The importance of anxiety in both major depression
and bipolar disorder. Depress Anxiety. 2012;29(6):471-478.

Laux G, Friede M, Miiller WE. Treatment of comorbid anxiety and
depression with escitalopram: results of a post-marketing surveillance study.
Pharmacopsychiatry. 2013;46(1):16-22.

Simon GE, Heiligenstein JH, Grothaus L, et al. Should anxiety and insomnia

J Clin Psychiatry 75:6, June 2014

62.

63.

64.

65.

66.

67.

68.

DSM-5 Anxious Distress Specifier for MDD

influence antidepressant selection: a randomized comparison of fluoxetine
and imipramine. ] Clin Psychiatry. 1998;59(2):49-55.

Sonawalla SB, Spillmann MK, Kolsky AR, et al. Efficacy of fluvoxamine in the

treatment of major depression with comorbid anxiety disorders. J Clin
Psychiatry. 1999;60(9):580-583.

Uher R, Dernovsek MZ, Mors O, et al. Melancholic, atypical and anxious
depression subtypes and outcome of treatment with escitalopram and
nortriptyline. J Affect Disord. 2011;132(1-2):112-120.

Uher R, Payne JL, Pavlova B, et al. Major depressive disorder in DSM-5:
implications for clinical practice and research of changes from DSM-IV/
[published online ahead of print November 22, 2013]. Depress Anxiety.
Zimmerman M, Posternak M, Friedman M, et al. Which factors influence
psychiatrists’ selection of antidepressants? Am ] Psychiatry.
2004;161(7):1285-1289.

Zimmerman M, Chelminski I, Young D, et al. A clinically useful anxiety
outcome scale. ] Clin Psychiatry. 2010;71(5):534-542.

Dalrymple K, Martinez J, Tepe E, et al. A clinically useful social anxiety
disorder outcome scale. Compr Psychiatry. 2013;54(7):758-765.

Zigmond AS, Snaith RP. The Hospital Anxiety and Depression Scale. Acta
Psychiatr Scand. 1983;67(6):361-370.

PSYCHIATRIST.COM = 607



