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outcomes and reducing the associated societal burden. The Anxiety Disorders Research Network
(ADRN) has been adopted within the ECNP-NI: this consensus statement summarises its overall

aims and objectives.

© 2010 Elsevier B.V. and ECNP. All rights reserved.

1. Introduction

A systematic review and pooled analysis of epidemiological
studies of mental disorder within European Union countries,
conducted on behalf of the European College of Neuropsy-
chopharmacology (ECNP) Task Force on ‘Size and Burden of
Mental Disorders in Europe’ (Wittchen et al., 2005), found
that when grouped together anxiety disorders had 12-month
and lifetime prevalence rates of approximately 12.0% and
21.1%, respectively (Wittchen and Jacobi, 2005). The anxiety
disorders typically have an early age of onset and prolonged
course and are associated with reduced quality of life; with
the development of psychiatric co-morbidity (particularly
for depressive and substance use disorders); and with
marked impairment of social and occupational functioning
(Wittchen and Jacobi, 2005).

Using these estimates of the prevalence to calculate the
size of the population in the European Union that would be
affected by anxiety disorders (41 million people, excluding
those with post-traumatic stress disorder, for which preva-
lence estimates may be unreliable), it was estimated that in
2004 anxiety disorders cost in excess of 41 billion Euros
(Andlin-Sobocki et al., 2005). It has been argued that
increasing the rates of pharmacological treatment in
patients with anxiety disorders who are in contact with
health services but who are not being treated would be cost-
effective, as the increased direct cost of providing treatment
would be more than offset by the reduced indirect costs of
lost employment, due to the return of people to paid work
(McCrone et al., 2008).

Despite the size, burden and costs of anxiety disorders,
many patients with these conditions remain unrecognised
and the standard of care they receive is usually sub-optimal.
Pharmacological and psychological treatments have proven
efficacy and generally good acceptability in the context of
randomised controlled trials, but the real-world effective-
ness of evidence-based pharmacological and psychological
treatments in wider patient populations can be disappoint-
ing. Furthermore, little evidence exists to guide the further
management of patients who have not responded to initial
treatments (Allgulander et al., 2003; Baldwin et al., 2005;
Bandelow et al., 2008). Although advances in genetics,
neuroscience, pharmacology and psychology research have
deepened understanding of the neuropsychobiology of
anxiety disorders, on an individual basis it is difficult to
predict who will become troubled by symptoms; to establish
which disturbances of neurotransmitter function underpin
those symptoms; and to choose those treatments which
would result in optimal clinical outcomes (Baldwin, 2008).

Research into anxiety disorders generally attracts less
funding from national grant-giving bodies than is awarded to
other mental or neurodegenerative disorders such as
schizophrenia, bipolar disorder and dementia. For this
reason research into anxiety disorders is often reliant upon

support from the pharmaceutical industry or from small
medical charities. There are many world-leading centres
with dedicated and productive anxiety disorder research
units within Europe, but greater understanding of the
neuropsychobiology of the anxiety disorders and the devel-
opment of improved pharmacological and psychological
treatments would undoubtedly be facilitated by the devel-
opment of an independent supportive collaborative network.
Among other activities this would allow sharing of clinical
and other databases; refinement of research methodologies;
and development and evaluation of innovative treatment
approaches, particularly in patients who have not responded
to first- and second-line treatments. Furthermore, as has
been suggested elsewhere (Maj, 2007), such a network would
have a role in lobbying policy makers and in applying to
national and European funding bodies for financial support of
research studies of clear public health relevance.

The European College of Neuropsychopharmacology
(ECNP) is concerned to support the development of
independent collaborative international research networks
of basic scientists and practising clinicians within Europe,
and has established the ECNP Network Initiative (ECNP-NI) to
help meet this goal. The aims and activities of its component
networks are determined by the experience and expertise of
the participating members, but each should have the goal of
extending current understanding of the causes of central
nervous system disorders, thereby contributing to improve-
ments in clinical outcomes and reducing the societal burden
of mental and neurodegenerative disorders. The Anxiety
Disorders Research Network (ADRN) was established in 2007
and has been adopted within the ECNP-NI.

2. The ECNP-NI Anxiety Disorders Research
Network (ADRN)

Research priorities for the ADRN are reached through group
consensus. A ‘manifesto’ has been developed in order to
summarise the rationale for the ADRN. Phased collaborative
research projects are planned in three anxiety disorders:
namely panic disorder, social phobia, and obsessive-compul-
sive disorder (OCD). These disorders were selected primarily
to align with the interests, experience and expertise of ADRN
members, but also because it is important to compare a
disorder characterised by unexpected panic attacks with one
in which panic attacks occur only expectedly; and to compare
these disorders with OCD, in which panic attacks are unusual,
and which lies on the outer margins of the anxiety disorders.

Three phases of collaboration and network development
are envisaged. Phase | comprises development of a common
database of demographic, clinical and familial character-
istics, focusing on cross-sectional measures of symptom
severity and ‘co-syndromology’, together with longitudinal
characteristics such as duration of symptoms and disorders,
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and record of previous interventions. Phase Il would see the
pooling of genetic data (from patients with anxiety disorders
and possibly their first-degree relatives), and evaluation of
the results of simple treatment interventions. Phase Ill is
envisaged to include more complex investigations, such as
neuroimaging studies and psychological or pharmacological
challenge tests. Initial support for some aspects of Phase |
has been provided through the ECNP-NI, but support for
Phases Il and Il is reliant upon successful application to
major European grant agencies.

Preliminary ideas for innovative investigations include
characterising differing endophenotypes across diagnoses;
using neuroimaging, genetic polymorphism analysis, and
psychological and pharmacological challenge techniques to
bridge the gap between preclinical and clinical studies; and
investigation of the neurobiological correlates of the
response to psychological interventions. Other potential
endeavours include conducting case-controlled investiga-
tions of anxiety disorder patients with or without co-morbid
depressive or substance use disorders; identifying predictors
of clinical outcome and treatment response using dimen-
sional and other approaches; and establishing a wide
platform to support pragmatic randomised effectiveness
trials in patients with resistant illnesses. Further ideas will
be developed in consultation with representatives from
relevant international user and carer organisations.

3. The ADRN manifesto

(1) Anxiety disorders are common, typically have an early

onset, run a chronic or relapsing course, cause
substantial personal distress, impair social and occu-
pational function, reduce quality of life, increase the
risk of suicide, and impose a substantial economic
burden. Anxiety disorders therefore represent an
important public health problem.
Anxiety disorders have a 12-month prevalence of
approximately 12.0% in the general population aged
18-65 years (Wittchen and Jacobi, 2005). With the
exception of generalised anxiety disorder (Lieb et al.,
2005) and post-traumatic stress disorder, anxiety
disorders typically have an onset in adolescence or
early adult life (Horwath and Weissmann, 2000; Good-
win et al., 2005; Fehm et al., 2005) and usually run a
chronic or intermittently relapsing course (Bruce et
al., 2005; Goodwin et al., 2005; Fehm et al., 2005; Lieb
et al., 2005). They have a similar degree of associated
disability to that with depressive disorders (Wittchen
and Jacobi, 2005) and reduce quality of life markedly
(Hoffman et al., 2008; Fehm et al., 2005; Padhi and
Fineberg, 2009). Furthermore, they are associated
with increased risks of attempted and completed
suicide (Sareen et al., 2005; Hawgood and De, 2008)
and carry a substantial economic burden (Andlin-
Sobocki and Wittchen, 2005).

(2) Many patients with anxiety disorders do not present or
are not recognised, the standard of care they receive is
often sub-optimal, and the effectiveness of pharma-
cological and psychological treatment interventions in
real-world clinical practice can be disappointing.
These represent important clinical challenges, and

~—~

hence there is considerable room for improvement in
the recognition, care and treatment of patients with
anxiety disorders.

Recognition rates in primary care vary between studies
and differing disorders (Baldwin et al., 2005) but may
be less good than for depression (Wittchen et al.,
2002). Even when recognised it is unusual for recom-
mended treatment to follow evidence-based guide-
lines (Wang et al., 2000; Stein et al., 2004; Hyde et al.,
2005). There is much room for improvement with
current pharmacological and psychological treatment
approaches: response rates to initial treatment are
sub-optimal; it is not possible to predict reliably who
will respond well; many patients experience unwanted
and distressing adverse effects; others relapse despite
continued treatment adherence; and little is known
about the further management of patients who do not
respond to initial treatments (Baldwin, 2008).
Despite dedicated research endeavours and some
breakthroughs in scientific understanding of neurobi-
ological and psychosocial factors, the causes of
anxiety disorders remain largely unknown. This lack
of certainty hinders accurate diagnosis, the prediction
of prognosis, and the development of refined treat-
ment approaches.

Advances in genetics (Finn et al., 2003), neuroendo-
crinology (Bremner and Charney, 2009), neuropsychol-
ogy (Ledoux, 1998; Grillon, 2002; Chamberlain et al.,
2005), neuroimaging (Sehlmeyer et al., 2009) and
temperament research (Rettew and McKee, 2005) have
all deepened understanding of the neuropsychobiology
of anxiety disorders. However, on an individual level it
remains difficult to predict who will become troubled
by anxiety symptoms; to establish which neurotrans-
mitter disturbances underpin those symptoms; and to
choose the pharmacological or psychological treat-
ments which would result in optimal clinical outcomes.

(4) Anxiety disorders are characterised by considerable

cross-sectional and longitudinal co-morbidity with each
other and with other conditions such as bipolar disorder,
depressive illness, psychosis, substance misuse and a
range of physical illnesses. Research findings in study
samples from which patients with co-morbid conditions
have been excluded may have limited applicability to
the overall population of patients seen in wider clinical
practice, and hence there is a need to undertake
research in fully representative patient groups.

There is a high level of co-morbidity between anxiety
disorders, and with major depression (Wittchen et al.,
2005), bipolar disorder (Henry et al., 2003; Gaudiano
and Miller, 2005), schizophrenia (Buckley et al., 2009)
substance misuse (Ziedonis et al., 2008; Castle, 2008;
Robinson et al., 2009; Crippa et al., 2009) and physical
illness (Davies et al., 2007; Roy-Byrne et al., 2008). Co-
morbidity is usually regarded as an exclusion criterion
in randomised placebo-controlled trials in patients
with primary anxiety disorders, where proof of
efficacy requires demonstrating that anxiety symp-
toms do not resolve indirectly, mediated by an effect
on another condition. However comorbidity is the rule
in routine clinical practice and it is helpful to know
whether a single treatment can diminish the severity
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of both anxiety and depressive symptoms in patients
with comorbid conditions: there is a clear need for
further randomised controlled trials in patients with
comorbid mood and anxiety disorders (Baldwin and
Lopes, 2009).

(5) Despite the availability of a range of evidence-based

pharmacological and psychological treatment inter-
ventions, many patients with anxiety disorders do not
respond to treatment, remain troubled by severe
symptoms, and endure continuing disability. Compar-
atively little is known about the determinants of
treatment non-response, or the preferable next steps
in patient management, after the failure of first-line
interventions. Consequently, there is a clear need to
undertake research in the substantial proportion of
patients with ‘treatment-resistant’ anxiety disorders.
Response rates to acute pharmacological or psycho-
logical treatment of anxiety disorders can be disap-
pointing. In addition, many patients do not enter
symptomatic remission and remain troubled by persis-
tent residual symptoms and symptom-related disability,
which may increase the likelihood of relapse (Choy et
al., 2007). Combination and augmentation approaches
are helpful in some patients (Hirschmann et al., 2000;
Mitte, 2005; Pollack et al., 2006; Hofmann et al., 2006;
Skapinakis et al., 2007), but the evidence base for
further management of patients who have not
responded to initial psychological or pharmacological
treatment approaches is limited (Baldwin et al., 2005;
Bandelow et al., 2008), and there is a persistent need for
studies in patients with refractory anxiety disorders.

(6) Anxiety disorders often precede the development of

~

depressive disorders and substance misuse problems.
In addition, anxiety disorders may increase mortality
due to physical illness. However longitudinal epide-
miological studies have not established whether the
recognition and effective treatment of patients with
anxiety disorders reduces the likelihood of their
subsequently developing these associated conditions.
There is a need to undertake further longitudinal
research in clinical populations that are sufficiently
large to ascertain whether effective treatment of
anxiety can prevent the subsequent appearance of
depressive illness or substance misuse.

Despite good evidence that anxiety disorders often
precede the development of mood disorders and
substance misuse problems (Andrade et al., 2003;
Kessler, 2003), it is uncertain whether early interven-
tion for a primary anxiety disorder can reduce the
chance of developing subsequent conditions (Altamura
et al., 2005; Flannery-Schroeder, 2006; Merikangas
and Kalaydjian, 2007). Furthermore, it remains un-
clear whether treatment of anxiety disorders in
patients with physical illness can improve outcome
and reduce mortality (Roy-Byrne et al., 2008). There is
a need for longitudinal studies in large and represen-
tative patient populations, to ascertain whether
effective treatment of co-morbid anxiety disorders
can improve clinical outcomes in other conditions.
The European population is large, dispersed over a
considerable area, ethnically varied, and rich in cultural
diversity with differing social and religious traditions.

~

These factors support the conduct of collaborative
research into anxiety disorders within Europe that not
only investigates biological factors such as genetic
variations and neuropsychological observations, but
also considers the effects of culture and upbringing,
and the variation in health care systems.

Europe has a population of over 830 million people (of
whom 499 million reside in countries within the
European Union), spread over 10.2 million km?, speak-
ing a multitude of languages. Anthropological research
suggests there are 87 distinct peoples of Europe of
which 33 form the majority in at least one sovereign
state, the remaining 54 peoples being minority ethnic
groups, which together comprise approximately 15% of
the total population (Pan and Pfeil, 2002). Cultural
factors are known to important in the expression of
personal distress and in access to health services
(Hinton and Pollack, 2009; Ballenger et al., 2001). The
geographic, demographic, linguistic and cultural di-
versity which characterises Europe therefore makes it
fertile ground for investigations of the interactions of
genetic, environmental and cultural factors in the
origin of anxiety disorders. Furthermore considerable
variations in the organisation of primary and secondary
care services between countries allow the comparison
of differing models of health service delivery.

There are many world-leading centres of excellence
with dedicated and productive research units within
Europe, some with substantial clinical and research
databases, large and detailed enough to have already
contributed to ground-breaking insights into anxiety
disorders. However, different centres have often
employed differing methodologies, and this variation
reduces the ability to confirm or refute new findings
across centres, particularly in smaller samples. Hence,
there is considerable scope to facilitate the develop-
ment of a multi-centre collaborative joint patient
database, to harmonise research methodologies across
centres, and to bring a European perspective to the
current debate around internationally accepted diag-
nostic criteria for anxiety disorders.

In clinical practice, the reliability of psychiatric
diagnosis has been improved through use of structured
clinical interviews and by reference to internationally
agreed diagnostic criteria. In addition, greater aware-
ness of the need to practice ‘evidence-based medi-
cine’ has reduced some of the variability in treatment
delivery. In academic research, many centres within
Europe have considerable local case registers and
substantial research databases, often extending over
long periods. However, as in genetic (Psychiatric GWAS
Consortium Coordinating Committee, 2009) and neu-
roimaging research (Salimi-Korshidi et al., 2009), some
standardisation of research methods is needed to
permit the accurate comparison and replication of
research findings and to allow pooling of data between
centres.

(9) Research into anxiety disorders within Europe gener-

ally attracts less funding from major international
grant-giving bodies than is awarded to other mental
disorders or neurodegenerative conditions, and is
more reliant upon support from local medical charities
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and industrial partners such as pharmaceutical com-
panies. This reliance can affect the identification of
research priorities and the development of collabora-
tive endeavours that address the most important
areas of unmet clinical need. These difficulties would
be reduced through the development of an interna-
tional and collaborative research network, which
supports the identification of research priorities and
aims to improve clinical outcomes in patients with
anxiety disorders.

Funding for research into mental disorders from major
grant-giving bodies within Europe has tended to favour
research into psychosis, addictions and neurodegener-
ative disorders (European Union Commission, 2005),
and research into anxiety disorders has often relied on
funding from other sources. Results derived from
industry-supported studies may not necessarily be
applicable to wider populations of patients seen in
routine clinical practice. For example, the findings of
recent large pragmatic randomised controlled trials in
complex populations cast a different light on the
effectiveness and acceptability of antipsychotic drugs
(Naber and Lambert, 2009; Kahn et al., 2008) and
antidepressant drugs (Warden et al., 2007), to the
findings of randomised controlled trials supported by
industry, which are usually designed to support a
market authorisation, and conducted in simpler
patient groups. The development of an independent
international collaborative anxiety disorder research
network would support the identification of research
priorities based on clinical need, rather than on commer-
cial considerations or local political imperatives.

(10) The currently unmet public health, clinical and research
needs in anxiety disorders could therefore be addressed
by the development of an independent collaborative
European Anxiety Disorders Research Network. This
would facilitate the harmonisation of research and
clinical databases and support the refinement of research
methodologies. Through these activities, this network
should contribute to greater accuracy in the prediction of
clinical outcome, and would encourage the evaluation of
innovative interventions, particularly in important pa-
tient groups such as in the early stages of illness, those
with comorbid mental and physical disorders, and those
who have not responded to initial treatment approaches.
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