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Functioning Levels in Primary Care Outpatients with One or More
Anxiety Disorders

Cathy D. Sherbourne, Ph.D.
RAND Corporation

Anxiety disorders are the most prevalent mental health disorders and have been found to be associated with
substantial disability and reduced well-being. Most anxiety patients receive their care from primary care providers.
Due to substantial comorbidity, it is unknown whether the relative impact of different anxiety disorders is due to the
principal anxiety disorder itself or to the co-occurrence with other specific anxiety disorders. This study compared
the functional impact of combinations of anxiety disorders in 813 primary care outpatients who were referred by
their physicians to an effectiveness study and found to have panic (PD), generalized anxiety (GAD), social anxiety
(SAD) or post traumatic stress disorder (PTSD). Multivariate regressions compared mental and physical functioning,
disability and preferences for current health state for patients with different combinations of disorders. Among 813
patients (mean age 43; 71% female), 41% had one anxiety disorder only, 39% had two, 16% three and 3% had all
four. Although levels of functioning were generally low in all patients, there were few relative differences in
functioning among patients with only one anxiety disorder. Those with SAD only felt most stigmatized, while those
with PD only had lower physical functioning compared to those with GAD or SAD only. Functioning levels tended to
deteriorate as comorbidity increased. For example, mental well-being dropped as number of comorbidities
increased (ranges 35-32, 33-28, 29-25 and 27 among patients with 1, 2, 3 or all four disorders respectively).
Patients with combined PD, SAD and PTSD scored poorest on all indicators. Anxiety disorders have more in common
than in distinction when it comes to functional impairment. However, a focus on unique effects of specific anxiety
disorders is inadequate, as it fails to address the more pervasive impairment associated with multiple anxiety
disorders, which is the modal presentation in primary care.

Learning Objectives:
* Understand the impact of anxiety disorders

* Review anxiety in primary care

References:
Stein M.B., et al. Med Care 2005; 43:1164-70.

Saarni S.I., et al. Br J Psychiatry 2007; 190:326-32.
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Computer-Assisted Cognitive Behavioral Therapy (CBT) for Multiple Anxiety
Disorders in Primary Care

Raphael D. Rose, Ph.D.
University of California, Los Angeles School of Medicine

Dissemination of evidence-based psychosocial treatment for anxiety disorders (i.e., cognitive behavioral therapy
[CBT]) to real world settings is limited by lack of professionals sufficiently skilled and trained to deliver such
interventions. One way of overcoming this barrier to treatment delivery is computerized assisted delivery of
treatment; an approach that supports the delivery of CBT by novice therapists. Computerized versions of CBT are
acceptable and effective for patients with anxiety disorders,? and more effective than treatment as usual in primary
care patients with anxiety and/or depression.2 Also, therapist involvement renders computerized treatments more
acceptable and more successful than fully computerized CBT.

Hence, for our intervention within primary care (titled CALM), we developed a program in which clinicians and
patients are guided by a computerized CBT, called Calm Tools for Living. This program is designed for the four most
common anxiety disorders in primary care (panic disorder, social anxiety disorder, generalized anxiety disorder, post
traumatic stress disorder). Beyond the core elements of CBT which are the same across the anxiety disorders,
specific strategies are tailored to the features unique to each anxiety disorder through branching mechanisms.

This presentation overviews rationale and choices made in development of the computer assisted CBT program;
description of the components of the computer assisted CBT program; data regarding the success in training novice
clinicians in the delivery of the computer assisted CBT program; and data regarding the acceptability of the program
for primary care patients, including subjective and objective indices of the degree to which they acquired and used
the skills taught in the computerized program.

This computer assisted CBT program, while still under evaluation, is expected to provide a practice based system for
supporting evidence based treatment delivery within primary care settings.

Learning Objectives:
* Discuss the development of a novel computerized treatment program

* Discuss training novice clinicians in CBT for anxiety disorders

References:
1Christensen H., et al. Brit Med Journal 2004, 328:265.

2Proudfoot J., et al. Psychol Med 2003; 33:217-27.
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Quality and Satisfaction with Mental Health Care Provided to Primary Care
Outpatients With Anxiety Disorder

Murray B. Stein, M.D., M.P.H.
University of California, San Diego School of Medicine

Most patients with anxiety disorders receive their care from primary care physicians (PCPs). Evidence suggests that
guality of care is often suboptimal. To our knowledge, no prior study has systematically assessed satisfaction with
care. This study evaluated the quality of and satisfaction with mental health care provided to primary care
outpatients with anxiety disorders. 813 patients referred by their PCP to an effectiveness study and found to have
panic disorder, generalized anxiety disorder, social anxiety disorder and/or posttraumatic stress disorder provided
data about care received in the 6 months prior. Multivariate regression analysis, adjusting for sociodemographic
factors including site differences, was used to examine predictors of quality care and satisfaction.

Nearly one-half (44.6%) of patients had received some care from a mental health specialist in the 6 months prior.
Quality of psychosocial care for anxiety (irrespective of whether it was provided by the PCP or a mental health
specialist), measured by the number of cognitive behavioral elements provided, was considered adequate or better
in 19.8% of patients. Quality of psychosocial care was not significantly associated with sociodemographic factors,
but it was significantly positively associated with having seen a mental health specialist and with levels of anxiety
severity and functional disability. Whereas most patients (66.7%) reported being satisfied with their overall
healthcare, fewer (44.4%) reported being satisfied with care for personal or emotional problems. Among patients
who were satisfied with their overall healthcare, only 59.9% reported being satisfied with their mental healthcare.
The strongest predictor of satisfaction with mental healthcare was receipt of quality psychosocial care (ORs ranging
from 1.76 to 4.27). These data confirm prior findings of low levels of quality psychosocial care provided to patients
with anxiety disorders in primary care. They extend these findings by showing that satisfaction with mental
healthcare seems to be driven, in large part, by provision of evidence-based, quality mental healthcare.

Learning Objectives:
* Review quality of and satisfaction with care in primary care outpatients with anxiety disorders

* Review factors associated with satisfaction with care in primary care outpatients with anxiety disorders

References:
Stein M.B., et al. Am J Psychiatry 2004; 161:2230-37.

Wang P.S., et al. Arch Gen Psychiatry 2005; 62:629-40.
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Personalizing Interventions by Post-Randomization Stratification

Thomas R. Tenhave, Ph.D.
University of Pennsylvania School of Medicine

We propose a preliminary step toward personalizing interventions, especially those focused on treating mental
illness such depression or suicide ideation. Such a step entails finding modifiers of interventions. Frequently, such
effect modifiers do not make an impact on the intervention effect on outcome until after the intervention starts.t In a
randomized trial, this means stratifying on a post-randomization factor when assessing the effect of a randomized
intervention on subsequent outcome.

Building on the earlier work of Tenhave, et al.,2 on causal mediation analyses, we present a causal modeling
approach for analyzing such a post-randomization interaction. Standard mediation and interaction analyses assume
that the post-randomization factor is also randomized, which is implausible. Our approach does not make this
assumption, although it does require baseline covariates that are strongly associated with the post-randomization
factor. The tradeoff between these assumptions is evaluated with simulations and a comparison to a standard
interaction model in the context of a suicide intervention study.

Learning Objectives:

* Examine personalizing treatment

* Review effect modificaiton of intervention effects on outcome
* Review confounding of post-randomization relationships

* Examine causal modeling to preclude such confounding

References:
1Lambert M. J Clin Psychology 2005; 61:855-69.

2Tenhave T.R., et al. Biometrics 2007; 63:926-34.
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Intravenous Ketamine for Treatment-Resistant Major Depression: Efficacy,
Tolerability, and Impact of Lamotrigine Pretreatment

Sanjay J. Mathew, M.D.
Mount Sinai School of Medicine

Objective: This study describes the open-label efficacy and safety of the N-methyl-D-aspartate (NMDA) glutamate
receptor antagonist ketamine in patients with treatment-resistant major depressive disorder (TRD), and explores
whether the glutamate-release inhibitor lamotrigine augments mood and attenuates ketamine’s psychotomimetic
side effects.

Method: Twenty medication-free adults with TRD were randomly assigned to a single 300 mg oral dose of
lamotrigine (n=10) or placebo (n=10) after which they received an intravenous (IV) infusion of ketamine
hydrochloride (0.5 mg/kg over 40 minutes). The primary outcome measure was change in the Montgomery-,&sberg
Depression Rating Scale (MADRS) score 24 hours following infusion. Response rate (>50% decrease in MADRS),
durability of benefit (72-hour time point), and adverse events were designated as secondary outcomes.

Results: Participants showed significant reductions in mean (+ SD) MADRS scores at 24 hours, with a detectable
antidepressant response occurring within 4 hours following ketamine. Patients randomized to lamotrigine
pretreatment had reductions in MADRS of 65.7 + 21.9 percent, while those randomized to placebo had reductions
of 54.6 + 39.1 percent. Twenty-four and 72 hours following IV ketamine, respectively, 65% [13 of 20] and 50% [10
of 20] of patients met response criteria, with similar frequencies observed in patients assigned to lamotrigine and
placebo. Ketamine administration was associated with mild, time-limited side effects, whose incidence did not differ
between pretreatment groups.

Conclusions: These preliminary data suggest that ketamine may have acute antidepressant properties with
acceptable tolerability in TRD patients. Randomized, active comparator clinical trials are needed to determine
ketamine’s role as a potential therapy.

Learning Objectives:
* Explain the role of the glutamate system in depression

¢ Understand the mechanism of action of ketamine

References:
Zarate C.A. Jr, et al. Arch Gen Psychiatry 2006; 63: 856-63.

Berman R.M., et al. Biol Psychiatry 2000; 47: 351-4.
Anand A, et al. Arch Gen Psychiatry 2000; 57: 270-6.

Mathew S.J., et al. Neuropsychopharmacology, in press.
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FOOD AND DRUG ADMINISTRATION SYMPOSIUM

9:00 a.m. - 12:00 p.m.

Symposium Overview

Thomas P. Laughren, M.D.
Food and Drug Administration

This session will include talks covering several different topics of current interest and activity in the Division of
Psychiatry Products at the Food and Drug Administration (FDA). Thomas Laughren will discuss plans to develop a
guidance document for the development of antidepressant drug products, and will focus on several issues of
particular interest regarding programs for these products. Jane Axelrad will talk about the implications of the Food
and Drug Administration Amendments Act of 2007 (FDAAA 2007), particularly regarding changes in FDA’s authority
to require that safety issues be adequately addressed. Mark Levenson will present the results of FDA’s recent
analysis of suicidality data from placebo-controlled trials of antiepileptic drugs, and discuss the implications of these
findings. Evelyn Mentari will summarize the division’s efforts to better understand the metabolic risks (weight gain
and alterations in lipids and glucose) of atypical antipsychotics and the implications of these activities. Finally, Ni
Khin will discuss regulatory and scientific issues regarding the increasing reliance on foreign sites to generate
clinical data to support NDAs and supplements.

Learning Objectives:

¢ Understand the practical implications of FDAAA 2007

¢ Understand the current status of antiepileptics and risk of suicidality

e Understand DPP’s current approach to understanding metabolic risks of atypical antipsychotic drugs
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