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Abstract

Objective—Generalized anxiety disorder is common among older adults and leads to diminished
health and cognitive functioning. Although antidepressant medications are efficacious, many
elderly individuals require augmentation treatment. Furthermore, little is known about
maintenance strategies for older people. The authors examined whether sequenced treatment
combining pharmacotherapy and cognitive-behavioral therapy (CBT) boosts response and
prevents relapse in older adults with generalized anxiety disorder.

Method—~Participants were individuals at least 60 years of age with generalized anxiety disorder
(N=73) who were recruited from outpatient clinics at three sites. Participants received 12 weeks of
open-label escitalopram and were then randomly assigned to one of four conditions:16 weeks of
escitalopram (10-20 mg/day) plus modular CBT, followed by 28 weeks of maintenance
escitalopram; escitalopram alone, followed by maintenance escitalopram; escitalopram plus CBT,
followed by pill placebo; and escitalopram alone, followed by placebo.

Results—Escitalopram augmented with CBT increased response rates on the Penn State Worry
Questionnaire but not on the Hamilton Anxiety Rating Scale compared with escitalopram alone.
Both escitalopram and CBT prevented relapse compared with placebo.

Conclusions—This study demonstrates effective strategies for treatment of generalized anxiety
disorder in older adults. The sequence of antidepressant medication augmented with CBT leads to
worry reduction in the short-term. Continued medication prevents relapse, but for many

individuals, CBT would allow sustained remission without requiring long-term pharmacotherapy.

Generalized anxiety disorder is characterized by difficult-to-control worry, accompanied by
somatic and psychological symptoms such as restlessness, sleep disturbance, and muscle
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tension (1). It tends to be chronic, with an average duration of 20 years or more before
presentation for treatment (2). Its prevalence is as high as 7.3% among community-dwelling
older adults and substantially higher among medical patients, making it possibly the most
common psychiatric illness in late life (3). Among older individuals, generalized anxiety
disorder is associated with elevated risk of cardiovascular events (4), increased health care
utilization (5), and poor cognitive performance (6). It may be particularly detrimental to
physical health and cognition in older adults, who have reduced cognitive and physiological
reserve (7).

Existing studies support the use of pharmacotherapy as a first-line treatment for generalized
anxiety disorder in older adults, with selective serotonin reuptake inhibitors (SSRISs) as the
agent of choice because of their favorable safety and side effect profiles (8). However,
pathological worry in older adults may be more treatment resistant than in younger adults.
Efficacy in placebo-controlled medication trials is modest (8). Similarly, cognitive-
behavioral therapy (CBT) does not appear to be as effective acutely with older patients with
generalized anxiety disorder as it is with younger adults (9). Theoretically, antidepressant
medication and CBT involve different mechanisms and may be able to treat different
components of the illness (10, 11). Furthermore, a sequential approach in which medications
are initiated before commencement of psychotherapy is likely more reflective of real clinical
practice. Therefore, CBT may serve as an augmentation treatment that enhances treatment
response, including long-term durability.

In practice, the combination of medication and CBT for generalized anxiety disorder is
controversial. Most research suggests that combination treatments are optimal for depression
(12). A recent review also supports the efficacy of CBT as an augmentation strategy for
pharmacotherapy nonresponders with anxiety disorders other than generalized anxiety
disorder (13). However, in an investigation of CBT augmentation to extended-release
venlafaxine in younger individuals with generalized anxiety disorder, CBT did not improve
outcomes relative to continued medication alone (14).

Acute symptom reduction is important in generalized anxiety disorder, but studies that target
treatment maintenance are essential because of the chronicity associated with this disorder.
CBT is efficacious in sustaining treatment response and preventing relapse in panic disorder
(15). However, there has been little controlled research on the effect of CBT on sustained
remission in generalized anxiety disorder and, to our knowledge, none in older adults (16).
In a case series, we found that the addition of CBT to SSRI treatment increased treatment
response and provided long-term relapse prevention after the SSRI was tapered, although
not in all participants (17).

The objective of the present study was to examine whether sequenced treatment with
escitalopram and CBT boosts acute response and prevents relapse in older adults with
generalized anxiety disorder. We hypothesized that 1) augmentation of escitalopram with
CBT would reduce anxiety and worry relative to continuation escitalopram alone, 2)
escitalopram would reduce relapse relative to pill placebo, and 3) CBT would reduce relapse
relative to pill placebo.
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Participants were adults =60 years old with a DSM-1V (1) principal diagnosis of generalized
anxiety disorder, as ascertained by the Structured Clinical Interview for DSM-IV (18), and a
baseline Hamilton Anxiety Rating Scale (HAM-A) (19) score >17. Participants were
recruited between 2008 and 2010, with the last participant completing the study in October
2011. Participants were recruited through primary care practices, mental health clinics, and
advertisements at three sites: Pittsburgh, San Diego, and St. Louis. Patients with comorbid
unipolar major depression or other anxiety disorders were included only if generalized
anxiety disorder was the principal diagnosis. Those with a history of substance abuse or
dependence were included only if they had been in full remission for at least 6 months.

Other exclusion criteria were a lifetime history of psychosis or bipolar disorder; cognitive
impairment, as determined by a Mini-Mental State Examination (20) score <25; current
suicidal ideation; ongoing psychotherapy; and medical instability. Medical illness burden
was assessed by self-report and chart review and was quantified using the Cumulative
IlIness Rating Scale for Geriatrics (21). If participants were taking psychotropic
medications, the medications were tapered off at least 2 weeks before the participant entered
the study. For those who were taking benzodiazepines or prescription sleep aids, the drugs
were tapered off or the participant was required to remain on a consistent, usually lower,
daily dose throughout the study. The institutional review boards at all three sites approved
the study, and participants provided written informed consent after receiving a complete
description of the study.

Outcomes were anxiety, as measured by the HAM-A, and pathological worry, as assessed
with the Penn State Worry Questionnaire (22). The HAM-A is a 14-item interview-rated
measure of anxiety primarily assessing somatic symptoms. It is considered the gold standard
outcome measure in studies of pharmacotherapy treatment for generalized anxiety disorder.
In this study, the intraclass correlation coefficient among raters was 0.93, indicating
excellent reliability. Participants completed the HAM-A every 4 weeks during the
augmentation phase and every 2 weeks during the maintenance phase.

The Penn State Worry Questionnaire (22), a 16-item self-report questionnaire measuring
excessive and uncontrollable worry, is the most commonly used outcome measure in
psychotherapy studies for generalized anxiety disorder and has high internal consistency
(Cronbach's alpha=0.87). The questionnaire was administered at the beginning and end of
the augmentation and maintenance phases.

Randomization and Study Drug Administration

The CONSORT (23) diagram is depicted in Figure 1. The study provided treatment in three
phases: acute, augmentation, and maintenance. In the acute phase, all participants were
treated with 12 weeks of open-label escitalopram. They started at a dosage of 10 mg/day; the
dosage was increased to 20 mg/day after 4 weeks as tolerated if symptoms were not
improving. At the end of 12 weeks, participants who exhibited at least a 20% improvement
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in HAM-A symptoms were eligible to be randomly assigned to one of four conditions: 1) 16
weeks of escitalopram augmented with 16 sessions of CBT (augmentation phase), followed
by 28 weeks of continued escitalopram (maintenance phase); 2) 16 weeks of escitalopram
without CBT, followed by 28 weeks of continued escitalopram; 3) 16 weeks of escitalopram
plus CBT, followed by 28 weeks of pill placebo; or 4) 16 weeks of escitalopram without
CBT, followed by 28 weeks of pill placebo. A statistician created the randomization
schedule, and the research pharmacy at each participating institution assigned individuals to
conditions in the order of enrollment.

The modular 16-session CBT protocol was administered according to a detailed manual
(available on request from the first author) and targeted symptoms of worry and anxiety.
Some components were tailored to each participant's presenting symptoms. All participants
received modules devoted to psycho-education/self-monitoring, relaxation training,
cognitive therapy, and problem-solving skills. Those who identified a supportive local
family member were encouraged to invite that person to attend one session in which the
family member received education and was enlisted as an ally during the participant's
treatment. Some individuals received additional modules based on their baseline symptoms
according to the following algorithm: participants who met criteria for a major depressive
episode within 1 year before enrollment or had a score of 3 or 4 on the depressed mood item
of the HAM-A for two consecutive assessments during the acute phase received a behavioral
activation module; participants who met DSM-IV criteria for a secondary comorbid anxiety
disorder at baseline within the past year or who had a score of 3 or 4 on the fears item of the
HAM-A for two consecutive assessments during the acute phase received a customized CBT
module on exposure therapy; participants who had a score of 3 or 4 on the HAM-A
insomnia item for two consecutive assessments received a sleep hygiene module.

The CBT protocol was administered by six doctoral-level therapists (three in Pittsburgh, two
in St. Louis, and one in San Diego) who were trained in the protocol by the first author. At
each study site, she conducted two full-day in-services that included didactic material,
videotaped demonstrations of the protocol, and role plays of the session content. Before
commencing to treat randomly assigned patients, each therapist treated two pilot patients
with videotapes of therapy sessions reviewed on an hour-for-hour basis by the first author.
All therapists also participated in weekly conference calls led by the first author, who
continued to review a sample of videotapes throughout the duration of the trial.

After completion of the augmentation phase, the escitalopram dosage for participants who
were assigned to placebo for the maintenance phase was tapered according to the following
schedule: 10 mg/day every 2 weeks, 5 mg/day every 2 weeks, 2.5 mg/day every 2 weeks,
and then placebo for the duration of the maintenance period (or until relapse). Participants
who had received CBT during the augmentation phase could receive up to three booster
sessions during the maintenance phase, as needed based on self-report; 19 participants chose
to do so. Relapse was defined as two consecutive assessments of 1) a HAM-A score at least
5 points greater than the lowest score achieved during the augmentation phase, to a total
>14, and 2) meeting DSM-IV criteria for generalized anxiety disorder (except the duration
criteria). Additionally, onset of a major depressive episode was considered relapse
regardless of the participant's HAM-A score.
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A total of 86 participants were enrolled in the study (Figure 1). Thirteen discontinued the
study during the acute phase because of medication side effects or lack of efficacy, leaving a
randomized sample of 73 participants. Three participants withdrew during the augmentation
phase, two from the CBT condition (one because of dissatisfaction with the medication and
one lost to follow-up after randomization but before starting CBT), and one from the
medication-only condition (because of dissatisfaction with medication). One additional
participant in the no-CBT placebo condition was lost to follow-up during the maintenance
phase. Thus, 69/73 (95%) randomly assigned participants completed the entire 13-month
protocol. Analyses were conducted on an intent-to-treat basis using data from all randomly
assigned participants, including dropouts, for the augmentation analyses and from all
participants who entered the maintenance phase for the relapse analyses.

Statistical Analysis

Analyses were conducted using SAS, version 9.3 (SAS Institute, Cary, N.C.), and STATA,
version 9 (StataCorp, College Station, Tex.). Group differences at baseline were examined
using one-way analysis of variance for continuous variables and the chi-square test or
Fisher's exact test for categorical variables. The same analyses were conducted to examine
possible differences among sites. In order to investigate which covariates should be included
in the models, we examined the effects of all variables that differed either among treatment
groups or among sites. Those that did not have an effect on outcomes were not included in
the final models.

We examined the augmentation effect of CBT on cumulative treatment response, defined
two ways based on previous research as follows: achieving a HAM-A score <10 (24) and
experiencing a decrease >8.5 points on the Penn State Worry Questionnaire (25). For HAM-
A scores, we used Kaplan-Meier survival analysis to compare the survival functions of the
escitalopram plus CBT group with those of the escitalopram-only group using the log-rank
test. Cox proportional hazards regression models were also fitted to examine the effect of
CBT while controlling for HAM-A score at the beginning of augmentation. Because only
two time points were available for the Penn State Worry Questionnaire data, making Cox
proportional hazards models inappropriate, we examined the augmentation effect of CBT on
the questionnaire treatment response using logistic regression, controlling for questionnaire
scores at the beginning of augmentation. Participants who dropped out during the
augmentation phase (N=3) were considered to be nonresponders.

We also examined improvement in anxiety and worry symptoms using linear mixed models.
We modeled the treatment-by-time interaction over the augmentation phase for each
outcome separately. Each model included the week 12 HAM-A or Penn State Worry
Questionnaire score to control for baseline anxiety or worry severity at the time of
randomization, time (weeks), treatment condition (CBT versus no CBT), and the time-by-
treatment condition interaction. The covariance of the outcomes was unstructured. A
restricted maximum likelihood approach was used to fit the proposed model. The Cohen's d
effect size of CBT at week 28 for all outcomes was calculated using the estimated means
and standard errors of the linear mixed models.
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The primary analytic strategy during the maintenance phase was comparison of cumulative
incidence of relapse across the four conditions. Kaplan-Meier survival analyses were
conducted to examine relapse rates. The participant who dropped out during the
maintenance phase was considered to have relapsed. The log-rank test was conducted to
compare the survival functions among groups. First, an omnibus test examined whether any
differences existed among the four groups. We then examined effects among conditions to
determine whether medication or CBT was more effective than placebo in preventing
relapse, as well as whether there were differences between maintenance medication without
CBT and CBT without medication. Cox proportional hazards regression models were also
run to control for potential covariates, as well as HAM-A score, at the start of maintenance.

Demographic and clinical characteristics of the treatment groups are summarized in Table 1.
The four groups did not differ on demographic variables or anxiety or worry level at
pretreatment. The one statistically significant group difference was that the group assigned
to the placebo arm had a higher proportion of participants with a current comorbid anxiety
disorder at baseline (p=0.03). However, presence of a comorbid anxiety disorder did not
predict outcomes on the HAM-A or Penn State Worry Questionnaire in the augmentation
phase or on relapse in the maintenance phase; therefore, this variable was not included as a
covariate in subsequent analyses.

St. Louis participants were, on average, slightly older (mean age, 71.6 years [SD=8.4]
compared with 66.5 years [SD=3.7] for the Pittsburgh site and 68.9 years [SD=7.6] for the
San Diego site; F=3.73, df=2, 70, p=0.03), less educated (mean education,14.3 years
[SD=2.7] compared with 15.5 years [SD=2.9] and 16.4 years [SD=2.6] for the Pittsburgh
and San Diego sites, respectively; F=4.82, df=2, 70, p=0.02), and reported less severe
pathological worry (mean Penn State Worry Questionnaire score, 49.9 [SD=12.1] compared
with 59.9 [SD=9.6] and 56.6 [SD=9.7] for the Pittsburgh and San Diego sites, respectively;
F=4.38, df=2, 70, p=0.02) than participants from the other two sites. The San Diego
participants reported a more recent age at onset than those from the other sites (mean age,
55.2 years [SD=35.4] compared with 28.9 years [SD=27.8] and 37.7 years [SD=37.7] for the
Pittsburgh and St. Louis sites, respectively; F=3.91, df=2, 70, p=0.03). There were no
differences across sites in any other variables. We found no effects of age, education, or age
at onset on results, and thus these variables were not included as covariates. We did not find
an effect of initial Penn State Worry Questionnaire scores on HAM-A outcomes in the
augmentation phase or on relapse during the maintenance phase, and thus the questionnaire
was not included as a covariate in these analyses. Questionnaire scores at week 12 were
controlled for in the augmentation analyses.

Augmentation

For response according to the HAM-A, the cumulative incidence of response did not differ
significantly between the escitalopram-plus-CBT group (75.0%, 95% confidence interval
[CI]=60.2-87.6) and the escitalopram-only group (67.6%, 95% CI=52.5-81.8; log-rank
¥2=0.30, df=1, p=0.58). Cox proportional hazards regressions suggested that CBT was not
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associated with response after controlling for HAM-A severity at the start of the
augmentation phase (hazard ratio=1.10, 95% CI1=0.64-1.91, p=0.72). For response
according to the Penn State Worry Questionnaire, after controlling for score at the start of
augmentation, participants who received CBT were approximately three times more likely to
respond by the end of augmentation than those who did not receive CBT (odds ratio=3.19,
95% C1=1.00-10.14, p<0.05).

With respect to symptomatic improvement, participants who received escitalopram
combined with CBT in the augmentation phase exhibited greater improvements in
pathological worry, as measured by the Penn State Worry Questionnaire, than those who
received escitalopram only (linear mixed-effects model, p=—0.48, 95% C1=-0.84 to —0.11,
p=0.01) (Figure 2). The effect size of CBT on worry symptoms was medium to large
(Cohen's d=0.60). Participants who received CBT did not exhibit greater improvements in
anxiety symptoms, as measured by the HAM-A, over time (8=—0.10, 95% CI=-0.23 to 0.04,
p=0.15; Cohen's d=0.27).

Because in clinical practice only patients who do not respond to a first-line treatment would
be offered an augmentation treatment, we reran all analyses with data only for the 34
participants who remained symptomatic at week 12 (i.e., those with a HAM-A score >14).
In this subsample, 52.6% of those who received CBT, compared with 26.7% of those who
did not, achieved response according to HAM-A criteria (log-rank y2=2.21, df=1, p=0.14).
The effect of CBT on Penn State Worry Questionnaire response was no longer statistically
significant in this small subgroup, although the magnitude of the odds ratio increased (odds
ratio=4.99, 95% CI=0.71-35.08, p=0.11).

Maintenance

Estimates of the cumulative incidence of relapse for the four treatment groups are displayed
in Figure 3. The log-rank comparison test suggested that the incidence of relapse differed
across the four conditions (log-rank y2=32.67, df=3, p<0.001). Regardless of CBT status,
participants assigned to maintenance escitalopram had a significantly lower relapse rate
(2.7%, 95% CI=0.3-17.7) than those receiving placebo (46.1%, 95% C1=30.8-64.5; log-
rank x2=18.50, df=1, p<0.001). Because the effect of medication on preventing relapse was
so strong (only one participant receiving maintenance medication relapsed), rather than
examine the main effect of CBT in the full sample, we examined the effect of CBT only
within the group receiving placebo. Participants taking placebo who received CBT had
lower rates of relapse (25.0%, 95% CI1=10.2-31.9) than those who did not (66.4%, 95%
Cl1=44.0-87.1; log-rank ¥2=6.92, df=1, p=0.009). The difference in relapse rates between
those receiving maintenance medication with no CBT (5.3%) and those who received CBT
but no maintenance medication (25.0%) was not statistically significant (log-rank x2=2.60,
df=1, p=0.11).

Finally, Cox proportional hazards regression models were run such that the HAM-A score at
the start of the maintenance phase was added as a covariate to examine relapse rates. Adding
the week 28 HAM-A score did not change the statistical significance of the results for CBT
(hazard ratio=0.23; 95% CI1=0.07-0.76, p=0.02) or for medication (hazard ratio=0.05; 95%
Cl1=0.01-0.41, p=0.005).
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Ordinarily, only patients who achieve response are enrolled in maintenance trials. We
therefore reran analyses for the 35 participants whose HAM-A scores were <10 at the end of
the augmentation phase. The Kaplan Meier log-rank test among the four groups remained
significant (log-rank ¥2=9.52, df=3, p=0.02). None of the participants receiving maintenance
medication relapsed, compared with 34.0% of those receiving placebo (log-rank ¥2=9.85,
df=1, p=0.002). Among the participants receiving placebo, 25.0% of those who received
CBT relapsed, compared with 42.9% of those who did not (log-rank x2=0.68, df=1, p=0.41).

Discussion

A sequence of SSRI medication followed by augmentation with CBT led to higher rates of
response on a measure of worry severity, although not on a measure of anxiety symptoms, in
older adults with generalized anxiety disorder. Maintenance medication was highly
protective against relapse. CBT was also protective; three-quarters of participants who
received CBT were able to discontinue their medication and remain well.

This study suggests that adding CBT may be a useful treatment option for some patients
after starting an SSRI as standard first-line treatment for late-life anxiety disorder. First, the
addition of CBT reduces worry severity, particularly when the SSRI is insufficient to bring
about a response. Second, a maintenance SSRI prevents relapse. Finally, CBT also prevents
relapse, potentially allowing some individuals to eventually taper off the SSRI and remain
well. These findings are important given the high prevalence of generalized anxiety disorder
in older adults and the paucity of alternative strategies. CBT as mono-therapy has proven
disappointing (8, 9), and the most common strategy in current use, benzodiazepine
treatment, has a poor risk-benefit ratio (26) because these medications increase the risk of
falls and fractures (27), disability (28), and cognitive decline (29) in elderly individuals. In
contrast to such risks, a sequence of an SSRI followed by augmentation with CBT may be
an optimal therapeutic approach in terms of efficacy and safety for older patients with
generalized anxiety disorder, particularly those who express concerns about long-term use of
psychotropics.

There remains controversy regarding the value of CBT augmentation of antidepressant
medication in anxiety disorders, with some but not all studies demonstrating benefit with
CBT in this context (13, 14, 30, 31). We are unaware of any other study that has
demonstrated the relapse prevention benefits of CBT augmentation in generalized anxiety
disorder; ideally, these findings should be independently confirmed.

With respect to the relapse prevention benefit of maintenance SSRIs in generalized anxiety
disorder, the results of our study agree with findings in young adult and middle-aged
samples. A meta-analysis of studies using escitalopram, duloxetine, and paroxetine in
younger samples found an 80% reduction in the odds of relapse associated with medication
compared with placebo (32). Other studies found similar results for pregabalin (33),
quetiapine (34), and extended-release venlafaxine (35). Across these investigations, the
range of relapse rates for patients receiving placebo was 39%-65% (compared with 66% for
the placebo-only arm in the present study), compared with relapse rates of 10%—42% for
those receiving active treatment (compared with 5% for participants receiving escitalopram
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and 25% for those who underwent CBT in our study). Therefore, the data are consistent: just
as it does in major depressive disorder (36), maintenance SSRI prevents relapse in
generalized anxiety disorder, regardless of age.

It is possible that different symptoms may respond to different therapeutic modalities, as
suggested by a previous investigation of generalized anxiety disorder treatment (37).
Somatic anxiety symptoms, as measured by the HAM-A, may be more sensitive to change
with pharmacotherapy. Pathological worry, by contrast, may respond better to CBT. If so,
using the principle of personalized medicine, referral to CBT may be particularly
appropriate for chronically anxious older patients who report improvement in physiological
symptoms but continue to report excessive worry following a trial of antidepressant
medication.

Alternatively, the fact that we found results on the Penn State Worry Questionnaire but not
on the HAM-A may have been an artifact of our selection criteria, which resulted in ceiling
effects for the latter measure. It is also possible that differing results could have been driven
by assessment modality (self-report versus clinician-administered) rather than by content
(worry versus somatic anxiety symptoms).

Limitations of our study are the small sample size; lack of an active control condition for
CBT; lack of a global outcome measure, such as the Clinical Global Impression
improvement rating; and the fact that participants were only followed for 7 months during
the maintenance phase. Power to detect a significant augmentation effect of CBT on HAM-
A scores was only 0.30. A sample of 278 (136 per group) would have been required to
detect the effect size of 0.27 that we obtained. Replication of these results, over a longer
duration, would strengthen the evidence base for treating chronic worry and anxiety in older
individuals.

In summary, this study of sequenced SSRI and CBT augmentation for older adults with
generalized anxiety disorder provides support for the treatment-enhancing effects of CBT, as
well as the relapse prevention benefits of both maintenance SSRI and CBT. These findings
offer patients and providers good strategies for achieving and maintaining optimal response
from this common and deleterious anxiety disorder.

Acknowledgments

Dr. Wetherell has received research support from Forest Laboratories. Dr. Lenze has received grant/research
support from Forest Laboratories, Johnson and Johnson, Lundbeck, and Roche and has served as a consultant to
Fox Learning Systems.

Supported by NIMH grants MH-080151 (to Dr. Wetherell) and R01 070547 (to Dr. Lenze) and an F31 Fellowship
Award by the National Institute on Aging (to Dr. Petkus).

The authors thank Caroline Ciliberti, Michelle Costantino, M.P.A., Sean Engelkemeyer, Ph.D., Lawrence Glanz,
Ph.D., Debora Goodman, Deborah Greenwald, Ph.D., Kathleen McChesney, Psy.D., Sara Parent, M.A., Rachel
Scullin, M. Katherine Shear, M.D., Grace Snell, M.S.W., Sara Snyder, Melinda Stanley, Ph.D., Jill Stoddard, Ph.D.,
and Chelsea Toner, M.A., for their assistance.

Am J Psychiatry. Author manuscript; available in PMC 2014 July 09.



1duosnue Joyiny vd-HIN 1duosnue Joyiny vd-HIN

1duosnuely Joyny vd-HIN

Wetherell et al.

References
1

Page 10

. American Psychiatric Association. Diagnostic and Statistical Manual. 4th. Washington, DC:

American Psychiatric Publishing; 2000. Text Revision

. Gongalves DC, Byrne GJ. Sooner or later: age at onset of generalized anxiety disorder in older

adults. Depress Anxiety. 2012; 29:39-46. [PubMed: 21898708]

. Bryant C, Jackson H, Ames D. The prevalence of anxiety in older adults: methodological issues and

a review of the literature. J Affect Disord. 2008; 109:233-250. [PubMed: 18155775]

. Martens EJ, de Jonge P, Na B, Cohen BE, Lett H, Whooley MA. Scared to death? Generalized

anxiety disorder and cardiovascular events in patients with stable coronary heart disease: The Heart
and Soul Study. Arch Gen Psychiatry. 2010; 67:750-758. [PubMed: 20603456]

. Porensky EK, Dew MA, Karp JF, Skidmore E, Rollman BL, Shear MK, Lenze EJ. The burden of

late-life generalized anxiety disorder: effects on disability, health-related quality of life, and
healthcare utilization. Am J Geriatr Psychiatry. 2009; 17:473-482. [PubMed: 19472438]

. Beaudreau SA, O'Hara R. Late-life anxiety and cognitive impairment: a review. Am J Geriatr

Psychiatry. 2008; 16:790-803. [PubMed: 18827225]

. Lenze EJ, Wetherell JL. A lifespan view of anxiety disorders. Dialogues Clin Neurosci. 2011,

13:381-399. [PubMed: 22275845]

. Gongalves DC, Byrne GJ. Interventions for generalized anxiety disorder in older adults: systematic

review and meta-analysis. J Anxiety Disord. 2012; 26:1-11. [PubMed: 21907538]

. Gould RL, Coulson MC, Howard RJ. Efficacy of cognitive behavioral therapy for anxiety disorders

in older people: a meta-analysis and meta-regression of randomized controlled trials. J Am Geriatr
Soc. 2012; 60:218-229. [PubMed: 22283717]

10. Arce E, Simmons AN, Lovero KL, Stein MB, Paulus MP. Escitalopram effects on insula and

11.

12.

13.

amygdala BOLD activation during emotional processing. Psychopharmacology (Berl). 2008;
196:661-672. [PubMed: 18058090]

McNally RJ. Mechanisms of exposure therapy: how neuroscience can improve psychological
treatments for anxiety disorders. Clin Psychol Rev. 2007; 27:750-759. [PubMed: 17292521]
Thase ME, Greenhouse JB, Frank E, Reynolds CF 3rd, Pilkonis PA, Hurley K, Grochocinski V,
Kupfer DJ. Treatment of major depression with psychotherapy or psychotherapy-pharmacotherapy
combinations. Arch Gen Psychiatry. 1997; 54:1009-1015. [PubMed: 9366657]

Rodrigues H, Figueira, Concalves R, Mendlowicz M, Macedo T, Ventura P. CBT for
pharmacotherapy non-remitters— A systematic review of a next-step strategy. J Affect Disord.
2011; 129:219-228. [PubMed: 20863573]

14. Crits-Christoph P, Newman MG, Rickels K, Gallop R, Gibbons MB, Hamilton JL, Ring-Kurtz S,

15.

16.

17.

18.

19.

Pastva AM. Combined medication and cognitive therapy for generalized anxiety disorder. J
Anxiety Disord. 2011; 25:1087-1094. [PubMed: 21840164]

Barlow DH, Gorman JM, Shear MK, Woods SW. Cognitive-behavioral therapy, imipramine, or
their combination for panic disorder: A randomized controlled trial. JAMA. 2000; 283:2529-2536.
[PubMed: 10815116]

Salzer S, Winkelbach C, Leweke F, Leibing E, Leichsenring F. Long-term effects of short-term
psychodynamic psychotherapy and cognitive-behavioural therapy in generalized anxiety disorder:
12-month follow-up. Can J Psychiatry. 2011; 56:503-508. [PubMed: 21878162]

Wetherell JL, Stoddard JA, White KS, Kornblith SJ, Nguyen H, Andreescu C, Zisook S, Lenze EJ.
Augmenting antidepressant medication with modular CBT for geriatric generalized anxiety
disorder: a pilot study. Int J Geriatr Psychiatry. 2011; 26:869-875. [PubMed: 20872925]

First, MB.; Spitzer, RL.; Gibbon, M.; Williams, JBW. Structured Clinical Interview for DSM-1V
Axis | Disorders. New York: Biometrics Research Department, New York State Psychiatric
Institute; 1995.

Hamilton M. The assessment of anxiety states by rating. Br J Med Psychol. 1959; 32:50-55.
[PubMed: 13638508]

20. Folstein MF, Folstein SE, McHugh PR. “Mini-mental state”. A practical method for grading the

cognitive state of patients for the clinician. J Psychiatr Res. 1975; 12:189-198. [PubMed:
1202204]

Am J Psychiatry. Author manuscript; available in PMC 2014 July 09.



1duosnue Joyiny vd-HIN 1duosnue Joyiny vd-HIN

1duosnuely Joyny vd-HIN

Wetherell et al.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

Page 11

Miller MD, Paradis CF, Houck PR, Mazumdar S, Stack JA, Rifai AH, Mulsant B, Reynolds CF
3rd. Rating chronic medical illness burden in geropsychiatric practice and research: application of
the Cumulative Iliness Rating Scale. Psychiatry Res. 1992; 41:237-248. [PubMed: 1594710]

Meyer TJ, Miller ML, Metzger RL, Borkovec TD. Development and validation of the Penn State
Worry Questionnaire. Behav Res Ther. 1990; 28:487-495. [PubMed: 2076086]

Moher D, Schulz KF, Altman D. CONSORT Group (Consolidated Standards of Reporting Trials).
The CONSORT statement: revised recommendations for improving the quality of reports of
parallel-group randomized trials. JAMA. 2001; 285:1987-1991. [PubMed: 11308435]

Lenze EJ, Rollman BL, Shear MK, Dew MA, Pollock BG, Ciliberti C, Costantino M, Snyder S,
Shi P, Spitznagel E, Andreescu C, Butters MA, Reynolds CF 3rd. Escitalopram for older adults
with generalized anxiety disorder: a randomized controlled trial. JAMA. 2009; 301:295-303.
[PubMed: 19155456]

Stanley MA, Wilson NL, Novy DM, Rhoades HM, Wagener PD, Greisinger AJ, Cully JA, Kunik
ME. Cognitive behavior therapy for generalized anxiety disorder among older adults in primary
care: a randomized clinical trial. JAMA. 2009; 301:1460-1467. [PubMed: 19351943]

American Geriatrics Society 2012 Beers Criteria Update Expert Panel. American Geriatrics
Society updated Beers criteria for potentially inappropriate medication use in older adults. J Am
Geriatr Soc. 2012; 60:616-631. [PubMed: 22376048]

Sylvestre MP, Abrahamowicz M, Capek R, Tamblyn R. Assessing the cumulative effects of
exposure to selected benzodiazepines on the risk of fall-related injuries in the elderly. Int
Psychogeriatr. 2011; 8:1-10.

Gray SL, LaCroix AZ, Hanlon JT, Penninx BW, Blough DK, Leveille SG, Artz MB, Guralnik JM,
Buchner DM. Benzodiazepine use and physical disability in community-dwelling older adults. J
Am Geriatr Soc. 2006; 54:224-230. [PubMed: 16460372]

Wright RM, Roumani YF, Boudreau R, Newman AB, Ruby CM, Studenski SA, Shorr RI, Bauer
DC, Simonsick EM, Hilmer SN, Hanlon JT. Health, Aging and Body Composition Study. Effect
of central nervous system medication use on decline in cognition in community-dwelling older
adults: findings from the Health, Aging And Body Composition Study. J Am Geriatr Soc. 2009;
57:243-250. [PubMed: 19207141]

Westra HA, Stewart SH. Cognitive behavioural therapy and pharmacotherapy: complementary or
contradictory approaches to the treatment of anxiety? Clin Psychol Rev. 1998; 18:307-340.
[PubMed: 9564583]

Foa EB, Franklin ME, Moser J. Context in the clinic: how well do cognitive-behavioral therapies
and medications work in combination? Biol Psychiatry. 2002; 52:987-997. [PubMed: 12437939]

Donovan MR, Glue P, Kolluri S, Emir B. Comparative efficacy of antidepressants in preventing
relapse in anxiety disorders - a meta-analysis. J Affect Disord. 2010; 123:9-16. [PubMed:
19616306]

Feltner D, Wittchen HU, Kavoussi R, Brock J, Baldinetti F, Pande AC. Long-term efficacy of
pregabalin in generalized anxiety disorder. Int Clin Psychopharmacol. 2008; 23:18-28. [PubMed:
18090504]

Katzman MA, Brawman-Mintzer O, Reyes EB, Olausson B, Liu S, Eriksson H. Extended release
quetiapine fumarate (quetiapine XR) monotherapy as maintenance treatment for generalized
anxiety disorder: a long-term, randomized, placebo-controlled trial. Int Clin Psychopharmacol.
2011; 26:11-24. [PubMed: 20881846]

Rickels K, Etemad B, Khalid-Khan S, Lohoff FW, Rynn MA, Gallop RJ. Time to relapse after 6
and 12 months' treatment of generalized anxiety disorder with venlafaxine extended release. Arch
Gen Psychiatry. 2010; 67:1274-1281. [PubMed: 21135327]

Reynolds CF 3rd, Dew MA, Pollock BG, Mulsant BH, Frank E, Miller MD, Houck PR, Mazumdar
S, Butters MA, Stack JA, Schlernitzauer MA, Whyte EM, Gildengers A, Karp J, Lenze E, Szanto
K, Bensasi S, Kupfer DJ. Maintenance treatment of major depression in old age. N Engl J Med.
2006; 354:1130-1138. [PubMed: 16540613]

Schneier FR, Belzer KD, Kishon R, Amsel L, Simpson HB. Escitalopram for persistent symptoms
of generalized anxiety disorder after CBT: a pilot study. J Nerv Ment Dis. 2010; 198:458-461.
[PubMed: 20531128]

Am J Psychiatry. Author manuscript; available in PMC 2014 July 09.



1duosnue Joyiny vd-HIN 1duosnue Joyiny vd-HIN

1duosnuely Joyny vd-HIN

Wetherell et al.

Page 12

Clinical Guidance: Antidepressant + CBT for Generalized Anxiety in Older
Adults

Cognitive-behavioral therapy (CBT) added to ongoing antidepressant therapy reduces
pathological worrying and the likelihood of relapse in older patients with generalized
anxiety disorder, even if antidepressant treatment is stopped after augmentation.
Escitalopram did more than CBT to prevent relapse in the trial by Wetherell et al., but
among patients switched from escitalopram to placebo during maintenance treatment, the
subsequent relapse rate was 25% for those who had received CBT and 64% for those
who had not. CBT could be an option for older patients who prefer to discontinue
antidepressants or an alternative to augmentation with antipsychotic medications, which
Barlow and Comer note in an editorial (p. 707) are increasingly used in treating anxiety
disorders.
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Figure 1. CONSORT Diagram for a Trial of Escitalopram Augmented With Cognitive-
Behavioral Therapy (CBT) Among Older Adults With Generalized Anxiety Disorder
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