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INTRODUCTION
Recent interest in transdiagnostic therapies that tran-
scend DSM diagnostic boundaries represents an impor-
tant paradigmatic shift in evidence-based treatments.
The evolution from behavioral therapies delivered in
accordance with careful functional analyses of present-
ing problems to cognitive behavioral therapies (CBT)
tied to specific diagnoses led to a proliferation of treat-
ment manuals for different anxiety disorders. On the one
hand, these manuals were essential for promoting inde-
pendently conducted randomized controlled trials that
significantly advanced our knowledge of treatment out-
come and process. On the other hand, the sheer number
of treatment manuals for different disorders is a major
barrier to the implementation of evidence-based practice
in service settings.

Transdiagnostic approaches retain empirical science
but are more easily implemented. Furthermore, they ac-
cord with accruing evidence for commonalities in areas
of cognitive, behavioral, and neural dysregulation across
anxiety and related disorders. Transdiagnostic models
are expected to improve therapeutic outcomes, especially
for patients with comorbidity, although initial evidence
would suggest otherwise.

Future directions for transdiagnostic models include
greater attention to the differences as well as the com-
monalities across groups of disorders that are highly
comorbid, such as anxiety and depression, while main-
taining a transdiagnostic (i.e., single manual) treatment
model. This can be achieved by matching of specific

treatment strategies (from a larger pool within a trans-
diagnostic model) to emotional, behavioral, neural, cog-
nitive, and other domains that are most dysregulated for
a given patient. A personalized transdiagnostic approach
satisfies the needs of implementation in service settings
and additionally may improve outcomes.

RATIONALE FOR A TRANSDIAGNOSTIC
APPROACH

A primary motivation for the transdiagnostic approach
is the proliferation of treatment manuals for different dis-
orders, sometimes with multiple versions for the same
disorder (e.g., panic disorder), that are unwieldy and
therefore prohibitive in service settings.[1] The need for
evidence-based practices in real-world settings is very
apparent.[2] Furthermore, the high rate of comorbid-
ity among anxiety disorders and between anxiety and
depression[3] renders specific manuals for specific dis-
orders very inefficient, since most patients present with
more than one disorder. Implementation will be greatly
facilitated by a single treatment model for all anxiety
disorders as well as unipolar depression. Even though
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anxiety disorder specific CBT (targeting the most se-
vere, distressing, or disabling disorder) positively influ-
ences comorbid conditions including depression,[4] full
remission of comorbidity is uncommon, comorbidity
may resurge over time,[5] and simultaneous application
of more than one disorder-specific CBT does not en-
hance outcomes.[6] Therefore, in addition to facilitat-
ing implementation, transdiagnostic approaches are ex-
pected to improve upon therapeutic outcomes for the
full range of disorders in a given patient.[7]

Transdiagnostic approaches accord with accruing ev-
idence for commonalities in cognitive, behavioral, emo-
tional, and other areas of dysregulation across anxiety
disorders and unipolar depression. Commonalities oc-
cur in the latent structure of DSM symptomatology,
with anxiety and unipolar depressive disorders each load-
ing on a broad general negative affect factor.[8]† The
personality trait of neuroticism is a common correlate
and predictor of most if not all anxiety disorders as
well as depression.[9] The genetic risk factors for anx-
iety and depression appear largely nonspecific, although
likely comprised of more than one factor.[10] Prelimi-
nary data indicate similarities in amygdala hyperactivity
to threat cues across anxiety and depression.[11] Other
indices of threat sensitivity that are shared across the
anxiety disorders include attentional bias to threat, inter-
pretation bias toward threat, physiological anticipation
of threat, deficits in extinction of threat learning, and
avoidance of threat.[11] Certain features of attentional
bias and interpretation bias are shared with depression as
well.[11]

EXISTING TRANSDIAGNOSTIC THERAPIES
Existing transdiagnostic approaches take two forms.

The first is applicable to specific disorders within a cat-
egory of diagnosis, such as anxiety disorders and eating
disorders, and is comprised mostly of generic reformat-
ting of CBT strategies. The second transcends all diag-
nostic boundaries and involves acceptance-based thera-
peutic strategies.

Generic CBT. Generic CBT group treatments for
heterogeneous anxiety disorders and mixed samples of
anxiety and depression have yielded promising outcomes
in an open trial[12] (N = 52) and a benchmarking com-
parison against disorder-specific CBT[13] (N = 143). In-
ternet transdiagnostic programs for anxiety and depres-
sion have been shown to be more effective than waitlist
comparisons in larger but undiagnosed samples.[14]

The Coordinated Anxiety Learning and Management
(CALM) Tools for Living program is a transdiagnostic
CBT model applicable to multiple anxiety disorders, that
is partially automated to guide novice therapists (and pa-
tients) in service settings. In contrast to other transdiag-
nostic programs, some CBT strategies are generic (e.g.,

†Although, the structure of symptoms is influenced by age range and
inclusion of a wider array of DSM symptoms beyond internalizing
disorders.[15]

breathing retraining), whereas branching mechanisms
tailor other CBT strategies to the “object of threat”
that is most distressing or disabling for a given individ-
ual (e.g., in vivo exposure to social situations versus to
trauma reminders for posttraumatic stress). A newer ver-
sion, CALM Tools for Living-II, is applicable to mul-
tiple anxiety disorders as well as unipolar depression.
The CALM CBT program (sometimes combined with
expert recommendations for psychotropic medications)
was more effective than treatment as usual (often involv-
ing pharmacotherapy and psychotherapy) in a large pri-
mary care sample (N = 1004) with panic disorder, social
anxiety disorder, generalized anxiety disorder, or post-
traumatic stress disorder, the majority of whom were also
depressed.[16, 17] Nonautomated versions of this transdi-
agnostic CBT program have been tested in comparison
to acceptance-based approaches, described below.

Barlow’s Unified Protocol uses generic CBT for anx-
iety disorders combined with emphasis upon response
to emotions more generally.[1] It includes motivational
enhancement, psychoeducation, emotion awareness
training (i.e., self monitoring and mindfulness exer-
cises), cognitive reappraisal, emotion driven behaviors
and emotional avoidance (identify and modify behaviors
that prevent full exposure to strong emotions), aware-
ness and tolerance of physical sensations (in general),
interoceptive and situational exposure (to specific feared
cues), and relapse prevention. The Unified Protocol has
been shown to be more effective than the passage of time
alone[18] in a small sample (N = 37) of individuals with
a principal anxiety disorder diagnosis.

Acceptance Based. Transdiagnostic approaches
that transcend all diagnostic boundaries and have been
applied to anxious samples include mindfulness-based
stress reduction (MBSR)[19] and Acceptance and
Commitment Therapy (ACT).[20] ACT is a behav-
ioral therapy that cultivates mindfulness, acceptance,
cognitive diffusion (flexible distancing from the literal
meaning of cognitions), and other strategies to increase
psychological flexibility and promote behavior change
consistent with personal values. These approaches em-
phasize experiential avoidance as a common factor that
underlies various forms of emotional disturbance.[20]

Randomized controlled trials of ACT,[21] albeit limited
in number, have yielded promising effects in comparison
to waitlist and CBT. We demonstrated comparable
effects between ACT and transdiagnostic CBT (struc-
tured in the same format as the CALM Tools for
Living program but without the automated feature) for
heterogeneous anxiety disorders (N = 128).[22] Whereas
moderate levels of anxiety sensitivity and absence
of comorbid mood disorder predicted better anxiety
outcomes from CBT than ACT, comorbid mood
disorders predicted better anxiety outcomes from ACT
than CBT.[23] Similarly, we found generally comparable
effects between MBSR (combined with psychoeducation
and ACT-based values) and transdiagnostic CBT, both
delivered in group formats for heterogeneous anxiety
disorders, with each treatment showing an advantage on
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a different anxiety outcome (N = 105).[24] Combined,
these data suggest few differences between CBT-based
and acceptance-based transdiagnostic approaches.

Most recently, we completed the first RCT of a trans-
diagnostic model (ACT) and a disorder-specific CBT,
in this case for social anxiety disorder (n = 87).[25] Both
treatments were substantially more effective than a wait-
list comparison, but there was no evidence that one
treatment approach was more efficacious than the other
for either social anxiety or comorbid conditions. Thus,
the assumption that transdiagnostic approaches will im-
prove outcomes, especially for comorbidity, relative to
disorder-specific approaches may not prove to be the
case, at least with existing transdiagnostic treatments.

NEW DIRECTIONS FOR TRANSDIAGNOSTIC
APPROACHES

Extant transdiagnostic approaches, whether CBT-
based or acceptance-based, have been delivered via stan-
dardized sets of therapeutic strategies for individuals
with mixed presentations of anxiety and depression.
They emphasize the commonalities that underlie vary-
ing manifestations of psychopathology, consistent with
the evidence reviewed above. However, there are dif-
ferences as well as commonalities across anxiety and
depression. For example, differences exist across anxi-
ety disorders in terms of acute fear versus more diffuse
anxious responding to personally relevant threats.[26]

Physiological profiles for blood-injection phobias dis-
tinctly differ from other phobias and attentional
biases are not entirely consistent across different anxi-
ety disorders.[27] Also whereas commonalities exist be-
tween generalized anxiety disorder and major depres-
sion in familial transmission, genetic risk, neuroticism,
and childhood risk factors such as abuse and parental di-
vorce, there are also differences in terms of neuroimag-
ing and neuroendocrinology: with more dorsal insular
cortex and anterior cingulate cortex activation associated
with depression, and more ventral insular cortex and less
posterior cingulate cortex activation associated with
anxiety; and with more evidence for hypothalamic–
pituitary–adrenal and hypothalamic–pituitary–thyroid
dysregulation in depression than in anxiety.[28] Also,
whereas negative affect and elements of threat process-
ing are shared between anxiety and depression, deficits in
positive affect and in neural (striatal) reward processing
appear more relevant to depression.[29] Differences exist
in cognitive biases as well; depression is associated with
selective attention to negative cues at long durations of 1
s or more, indicative of strategic processing, whereas at-
tentional bias in anxiety occurs more automatically.[30]

Also, appraisal biases to interpret ambiguous informa-
tion in a negative fashion are more threat-laden in anxi-
ety disorders and entail more negative self-evaluation in
depression.[30] The ultimate goal is for transdiagnostic
models that are applicable to anxiety disorders as well
as unipolar depression. By failing to address the sources
of dysregulation that differ across anxiety and depres-

sion, existing transdiagnostic models ignore important
treatment targets.

Furthermore, existing transdiagnostic models fail to
consider individual differences that are likely to occur
across the various cognitive, behavioral, neural, emo-
tional, and other domains of dysfunction that are tar-
geted in treatment. For example, attentional bias to
threat is stronger on average in anxious groups relative
to healthy controls, but large individual differences exist
within anxious groups in terms of attentional bias to-
ward or away from threat.[31] Similarly, whereas anx-
ious individuals on average display deficits in extinction
relative to healthy controls,[32] effect sizes from stud-
ies using identical procedures (i.e., d = 0.54, range =
0.23–0.99) suggest that some anxious individuals do not
differ from healthy controls. Thus, outcomes may be im-
proved by personalizing treatment to the areas of cog-
nitive, behavioral, emotional, or other functioning that
are most dysregulated for a given patient, akin to the
biomarkers and biosignature approach recommended by
NIMH.[33]

A final limitation of existing models is that they do not
capitalize on exciting translational research. For exam-
ple, great strides are being made in translating the latest
basic science of fear learning and extinction to enhance
exposure therapy using behavioral and pharmacological
aids that optimize inhibitory learning and its retrieval,[34]

such as d-cycloserine.[35] Other examples include cogni-
tive bias modification training[36] and positive interpre-
tation training.[37]

NEW DIRECTIONS: PERSONALIZED
TRANSDIAGNOSTIC APPROACH

Transdiagnostic approaches that target both anxiety
and depression will possess greater utility than existing
approaches as they will be applicable to a larger tar-
get population. In addition, by targeting both common-
alities and differences, the treatment is likely to cover
the major areas of emotional, cognitive, behavioral, and
other domains of dysregulation relevant to anxious or de-
pressed patients, which in turn may improve outcomes.
The incorporation of strategies guided by the latest
translational findings has the potential to improve out-
comes even further. The expansion of therapeutic strate-
gies to cover both commonalities and differences across
anxiety and depression will result in a large treatment
manual. However, a personalized medicine approach[33]

can guide selection of specific strategies from a larger set
to match each individual patient’s profile of dysregula-
tion, as is the case with our CALM Tools for Living-II
program.

CONCLUSION
Transdiagnostic approaches are an exciting devel-

opment in evidence-based treatments, driven by the
need for approaches that are more easily implemented
in practice settings. Although they clearly will facilitate
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implementation, existing transdiagnostic models may
not improve outcomes beyond disorder-specific CBT.
New directions are proposed by which transdiagnostic
models are expanded to cover commonalities as well as
differences across anxiety and depression combined with
translational research to guide treatments and a person-
alized medicine approach to selecting the right strategies
for each patient. Whether or not such steps improve
therapeutic outcomes relative to disorder-specific
approaches, the value of transdiagnsotic approaches for
implementation cannot be underestimated given the
dire need for evidence-based practice in service settings.
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