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ABSTRACT
Objectives: Biomarkers are defined as anatomical, biochemical or physiological traits that are spe-
cific to certain disorders or syndromes. The objective of this paper is to summarise the current
knowledge of biomarkers for anxiety disorders, obsessive–compulsive disorder (OCD) and post-
traumatic stress disorder (PTSD).
Methods: Findings in biomarker research were reviewed by a task force of international experts
in the field, consisting of members of the World Federation of Societies for Biological Psychiatry
Task Force on Biological Markers and of the European College of Neuropsychopharmacology
Anxiety Disorders Research Network.
Results: The present article (Part I) summarises findings on potential biomarkers in neuroimaging
studies, including structural brain morphology, functional magnetic resonance imaging and tech-
niques for measuring metabolic changes, including positron emission tomography and others.
Furthermore, this review reports on the clinical and molecular genetic findings of family, twin,
linkage, association and genome-wide association studies. Part II of the review focuses on neuro-
chemistry, neurophysiology and neurocognition.
Conclusions: Although at present, none of the putative biomarkers is sufficient and specific as a
diagnostic tool, an abundance of high-quality research has accumulated that will improve our
understanding of the neurobiological causes of anxiety disorders, OCD and PTSD.

Abbreviations: 5-HT: Serotonin; 5-HTP: Hydroxytryptophan; 5-HTT: Serotonin transporter; 5-
HTTLPR: Serotonin-transporter-linked polymorphic region; A-SepAD: Adult Separation Anxiety
Disorder; ACC: Anterior cingulate cortex; ADORA2A: Adenosine A2A receptor; ADRN: Anxiety
Disorders Research Network; ASIC/ACCN: Acid sensing ion channel; BA: Brodmann area; BDD:
Body Dysmorphic Disorder; Beta-CIT: 2b-Carbomethoxy-3b-(4-iodophenyl)tropane; BDNF: Brain-
derived neurotrophic factor; BOLD: Blood oxygenation level dependent; C-SepAD: Childhood
Separation Anxiety Disorder; CBT: Cognitive-behavioural therapy; CCK: Cholecystokinin; CCK-4:
Cholecystokinin tetrapeptide; CLOCK: Circadian locomotor output cycles kaput; CO2: Carbon diox-
ide; COMT: Catechol-O-methyltransferase; CRH: Corticotropin-releasing hormone; CRHR1:
Corticotropin releasing hormone type 1 receptor; CSF: Cerebrospinal fluid; CYP2D6: Cytochrome
P450 2D6; DAT (SLC6A3): Dopamine transporter; DISP1: Dispatched homolog 1 (drosophila);
DLGAP1: Discs large (drosophila) homolog-associated protein 1; dlPFC: Dorsolateral prefrontal cor-
tex; DRD2/3/4: Dopamine D2/D3/D4 receptor; DSM: Diagnostic and Statistical Manual of Mental
Disorders; DTI: Diffusion tensor imaging; ECNP: European College of Neuropsychopharmacology;
ECNP-NI: European College of Neuropsychopharmcology Network Initiative; FDG:
Fludeoxyglucose; fMRI: Functional magnetic resonance imaging; GABA: Gamma-aminobutyric acid;
GABHS: Group A b-hemolytic streptococci; GAD: Generalized Anxiety Disorder; GAD1: Glutamate
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decarboxylase 1; GPC6: Glypican 6; GRIK2: Glutamate receptor, ionotropic, kainate 2; GRIN2B:
Glutamate receptor, ionotropic, N-methyl D-aspartate 2B; GWAS: Genome-wide association study;
HMPAO: Hexamethylpropylene amine oxime; HPA axis: Hypothalamic-pituitary-adrenal axis;
HTR1A/2A/3A/3B/6: Serotonin 1A/2A/3A/3B/6 receptor gene; IL: Interleukin; LOD: Logarithm of the
odds; MAO: Monoamine oxidase; MAOA: Monoamine oxidase A; MRS: Magnetic resonance spec-
troscopy; NAA: N-acetyl aspartate; NET (SLC6A2): Norepinephrine transporter; NPS: Neuropeptide
S; NPSR1: Neuropeptide S receptor 1; NR3C1: Nuclear receptor subfamily group C, member 1;
OCD: Obsessive–Compulsive Disorder; OCRDs: Obsessive–Compulsive and Related Disorders; OFC:
Orbitofrontal cortex; OXTR: Oxytocin receptor; PANDAS: Paediatric autoimmune neuropsychiatric
disorders associated with streptococcal infections; PCDH10: Protocadherin 10; PDA: Panic Disorder
with or without Agoraphobia; PDE1A: Phosphodiesterase 1A; PEPSI: Proton echo planar spectro-
scopic imaging; PET: Positron emission tomography; PTPRD: Protein-tyrosine phosphatase, recep-
tor-type, delta; PTSD: Posttraumatic Stress Disorder; rCBF: Regional cerebral blood flow; RGS2:
Regulator of G-protein signaling 2; ROIs: Regions of interest; SAD: Social Anxiety Disorder;
SAPAP3: SAP90/PSD95-associated protein 3; SLC1A1: Glutamate transporter; SLC6A4 (5-HTT):
Serotonin transporter; SLITRK1: SLIT- and NTRK-like family, member 1; SNP: Single nucleotide poly-
morphism; SNRI: Serotonin norepinephrine reuptake inhibitor; SPECT: Single-photon emission
computed tomography; SSRI: Selective serotonin reuptake inhibitor; TBSS: Tract-based spatial sta-
tistics; TPH: Tryptophan hydroxylase; TPH2: Tryptophan hydroxylase 2; UTR: Untranslated region;
uVNTR: Upstream variable number of tandem repeats; WFSBP: World Federation of Societies for
Biological Psychiatry

Introduction

Biological markers for mental disorders have been
addressed by the World Federation of Societies for
Biological Psychiatry (WFSBP) Task Force on Biological
Markers in a series of consensus initiatives on depres-
sion (Mossner et al. 2007), schizophrenia (Stober et al.
2009; Thibaut et al. 2015), alcoholism (Hashimoto et al.
2013), attention-deficit/hyperactivity disorder (ADHD;
Thome et al. 2012) and dementia (Wiltfang et al. 2005).
The present consensus statement of biological markers
of anxiety disorders was organised by members of the
WFSBP Task Force on Biological Markers and of the
Anxiety Disorders Research Network (ADRN) within the
European College of Neuropsychopharmacology
Network Initiative (ECNP-NI) (Baldwin et al. 2010), an
initiative intended to meet the goal of extending cur-
rent understanding of the causes of mental disorders.

Anxiety disorders are the most prevalent psychiatric
disorders (Alonso & Lepine 2007; Gustavsson et al.
2011; Wittchen et al. 2011; Kessler et al. 2012) and are
associated with a considerable degree of impairment,
high health-care utilisation and an enormous economic
burden for society (Alonso et al. 2004). A short descrip-
tion of the anxiety disorders, OCD and post-traumatic
stress disorder (PTSD) is given in Table 1.

Panic disorder with or without agoraphobia (PDA),
although not the most prevalent anxiety disorder in
representative surveys, is the disorder treated most
often in clinical settings (Bandelow & Michaelis 2015;
Regier et al. 1993), perhaps due to the tendency of
many patients to assume they suffer from a serious
physical illness. In two-thirds of the cases, PDA is

accompanied by agoraphobia. The majority of studies
on the neurobiology of anxiety disorders have been
conducted with patients with PDA, perhaps because
recruiting patients with this disorder is easy due to a
high rate of PDA patients in clinical research settings.

Generalised anxiety disorder (GAD) has high comor-
bidity with major depression. When looking for neuro-
biological causes of the disorder, we have to be aware
of the possible confounding of neurobiological causes
for both disorders.

Patients with social anxiety disorder (SAD), the second
most common form of pathological anxiety, tend to hide
their problem. As shyness and shame are typical features
of social anxiety, it is not surprising that these patients
are hesitant to see a physician and talk about their symp-
toms (Ormel et al. 1991). Therefore, despite the high
number of affected individuals, patients with SAD are
less often diagnosed and treated in clinical settings.

Specific phobias are the most common anxiety disor-
ders (Wittchen et al. 2011; Bandelow & Michaelis 2015);
however, most patients do not seek help for this con-
dition because they can cope with their phobias. As a
consequence, there is only sparse literature on the
neurobiology of specific phobias.

Separation anxiety disorder (SepAD) has been for a
long time considered as a childhood disorder.
However, in the last two decades, several authors have
reported high prevalence estimates of adult SepAD in
the general population and among adult outpatients
(Shear et al. 2006; Pini et al. 2014; Silove et al. 2015).
Therefore, according to the latest version of the
Diagnostic and Statistical Manual of Mental Disorders –
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5th edition (DSM-5), the disorder can now also be
diagnosed in adults (A-SepAD; Anderson et al. 2013).

Obsessive–compulsive disorder (OCD) and PTSD have
been classified as anxiety disorders in the past, but
these disorders have now been removed from this cat-
egory and are now described in different chapters in
the DSM-5 (obsessive–compulsive and related disorders
[OCRDs] and trauma- and stressor-related disorders,
respectively; APA 2013). The OCRDs include trichotillo-
mania (hair pulling disorder), excoriation disorder (skin
picking disorder), body dysmorphic disorder (BDD) and
hoarding disorder (APA 2013).

Illness anxiety disorder is a ‘‘new’’ diagnostic category
in the DSM-5 and belongs to the category ‘‘Somatic
Symptom and Related Disorders’’. It is characterised by
excessive preoccupation of having a serious medical ill-
ness. Because this category was only introduced
recently, it was not included in the present article, due
to the lack of neurobiological findings.

Mixed anxiety and depression is a category listed
only in the International Classification of Diseases, 10th
edition (ICD-10) and not in the DSM-5. It is often diag-
nosed in primary care. Research on its neurobiological
background is limited (M€oller et al. 2016).

The age of onset of anxiety disorders is usually in
the mid-20s. Women are approximately 1.5 to 2 times
more likely than men to be diagnosed with an anxiety
condition (Bandelow & Michaelis 2015), OCD

(Rasmussen & Eisen 1992) or PTSD (Breslau 2009). The
mean age of onset of OCD is reported as 20 years,
with bimodal peaks at 12–14 and 20–22 years
(Rasmussen & Eisen 1992; Zohar 1999).

The aetiology of anxiety disorders

Anxiety is a normal human emotion with a Gaussian
distribution in the population – it becomes a disorder
when it disturbs or impairs behaviour or leads to suf-
fering. The switch from ‘‘normal’’ anxiety to an anxiety
disorder, OCD or PTSD is thought to be caused by an
interplay of psychosocial stressors and neurobiological
alterations. These neurobiological dysfunctions have
been postulated to have a strong genetic basis, as all
these disorders show moderate to high heritability
(Table 9), with a higher prevalence of acquiring them
during the lifetime.

Several specific phobias have been viewed as relics
of natural survival mechanisms rather than patho-
logical conditions. During the evolution of humankind,
humans who were afraid of dangerous animals such as
spiders or snakes, which represent the content of spe-
cific phobias nowadays, survived and had the chance
to transmit their fears genetically to their descendants.

Psychosocial stressors that have been associated
with the aetiology of anxiety disorders include trau-
matic experiences during childhood or adolescence,

Table 1. Short description of anxiety disorders as defined by DSM-5 (APA 2013).
Panic disorder (PDA)
Panic disorder is characterised by recurrent panic attacks, which are discrete periods of intense fear or discomfort, accompanied by at least four of 13 som-
atic and psychic symptoms.
Agoraphobia
About two-thirds of all patients with panic disorder suffer from comorbid agoraphobia, which is defined as fear in places or situations (e.g., crowds, public
transport) from which escape might be difficult or in which help may not be available in the event of having unexpected panic attacks.
Generalised Anxiety Disorder (GAD)
Patients suffer from excessive anxiety and worry, accompanied by somatic anxiety symptoms as well as from restlessness, irritability, difficulty concentrating,
muscle tension, sleep disturbances and being easily fatigued.
Specific Phobia
Specific phobia is characterised by excessive or unreasonable fear of single objects or situations (e.g., flying, heights, animals, seeing blood, etc.).
Social Phobia (Social Anxiety Disorder, SAD)
SAD is characterised by persistent and unreasonable fear of being observed or evaluated negatively by others in social performance or interaction situations
(e.g., speaking in public or being exposed to possible scrutiny by others) and is associated with somatic and cognitive anxiety symptoms.
Separation Anxiety Disorder (SepAD)
Experience of excessive distress when separation from home or major attachment figures is anticipated or occurs. Individuals worry about the well-being or
potential death of attachment figures, particularly when separated from them, and feel compelled to remain in touch with them. Forms: childhood (C-
SepAD) and adult separation disorder (A-SepAD)
Obsessive–Compulsive and Related Disorders (OCRDs)
OCD is characterised by recurrent obsessions (concerns involving contamination, harm, or sexual and religious preoccupations) or compulsions (e.g., wash-
ing, checking, repeating, ordering, counting, hoarding), or both, that cause impairment in terms of distress, time or interference with functioning. Other
OCRDs include:
– Body dysmorphic disorder (BDD)
– Hoarding disorder
– Trichotillomania (hair pulling disorder)
– Excoriation (skin-picking) disorder
– OCRDs due to another medical condition (e.g., PANDAS/PANS)
Post-Traumatic Stress Disorder (PTSD)
PTSD develops after a terrifying ordeal that involved physical harm or the threat of physical harm and is characterised by recurrent and intrusive distressing
recollections of the event, nightmares, dissociative flashback episodes, distress at exposure to cues that resemble the traumatic event, avoidance of stimuli
associated with the trauma, estrangement from others, sleep disturbances, irritability, difficulty concentrating, hypervigilance and exaggerated startle
response.
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e.g., separation from parents, parents’ marital discord,
childhood illness, sexual or physical violence or a fam-
ily history of mental illness. Although dysfunctional
rearing styles have been seen for long as the major
cause of anxiety disorders, the evidence supporting a
relevant contribution of parental attitudes to their aeti-
ology is weak (Bandelow et al. 2002, 2004). In addition
to childhood adversity, traumatic events during adult-
hood, e.g., divorce or loss of a family member, have
been hypothesised as possible causes of anxiety
disorders.

Anxiety induced by separation from close attach-
ment figures is normal and adaptive in early childhood.
Therefore, it seems plausible that SepAD simply derives
from traumatic separation events. However, separation
anxiety and actual separation experiences do not seem
to be closely related. In a retrospective study investi-
gating childhood separation anxiety in PDA patients
and control subjects, the correlation between reported
actual separation events and separation anxiety meas-
ures was close to zero (Bandelow et al. 2001), meaning
that individuals may develop separation anxiety with-
out having a history of distressing separation experien-
ces, perhaps on the basis of a neurobiologically
determined vulnerability.

Although the aetiology of PTSD is thought to be
based on severe traumatic events, a range of factors,
other than the trauma itself, are needed to fully
account for the pathogenesis of this disorder. Not
everyone experiencing a severe trauma will develop
PTSD. The rate depends on the type of trauma and
ranges between 9% for being involved in an accident
(Butler et al. 1999) and 53% for sexual abuse such as
rape (Kessler et al. 1995). Although men are more likely
to experience trauma, the likelihood of developing
PTSD is higher in women (Breslau 2009). Individuals
with PTSD have an increased ratio of other psychiatric
disorders prior to the traumatic experience, including
pre-existing affective, anxiety or substance abuse disor-
ders (Perkonigg et al. 2000). Vulnerability or resilience
to traumatic stress appears to be determined by gen-
etic and neurobiological factors.

Biomarkers

Unlike physical illnesses such as hepatitis, diabetes or
cancer, there is no laboratory test or imaging method
that can be used to diagnose an anxiety disorder, OCD
or PTSD. Although drug treatment is well established
and highly effective (Baldwin et al. 2014; Bandelow
et al. 2008, 2015) and despite much knowledge of the
mechanisms of action of these drugs, the

neurobiological backgrounds of these disorders are still
not clarified sufficiently.

A disease biomarker refers to ‘‘a characteristic that
is objectively measured and evaluated as an indicator
of normal biological processes, pathogenic processes
or pharmacological responses to a therapeutic inter-
vention’’ (Biomarkers Definitions Working 2001).
Ideally, in the future, it will be possible to diagnose
mental disorders aided by objective parameters, e.g.,
blood or cerebrospinal fluid (CSF) tests, genetic tests,
brain imaging methods or their combination.
Biomarkers can be used for assessing severity of the
disorders and predicting the differential response to a
variety of treatment modalities. Identifying biomarkers
can thus help to detect the underlying biological
basis of anxiety disorders, OCD and PTSD, and on this
basis, offer targeted, i.e., indicated preventive inter-
ventions and – along the lines of ‘‘precision medi-
cine’’ – to develop individualised therapies that are
more effective.

Most studies of the neurobiology of mental disor-
ders are based on comparisons between affected
patients and healthy control individuals. Moreover, as
we know that certain drugs and psychological thera-
pies can effectively treat mental disorders, we can
draw conclusions regarding the aetiological back-
ground of the disorders when we are able to identify
the underlying mechanisms of action of the treat-
ments. Furthermore, understanding how psychother-
apy impacts on neural circuits may help to elucidate
the pathomechanisms of anxiety disorders, OCD and
PTSD (Brooks & Stein 2015).

The present article (Part I) summarises the findings
of potential biomarkers in neuroimaging and genetic
studies, while Part II (Bandelow et al. 2016) focuses on
neurochemistry, neurophysiology and neurocognition
in anxiety disorders, OCD and PTSD.

Neuroimaging

Advanced neuroimaging techniques (Table 2) have
provided new insights into the possible alterations in
anxiety disorders, OCD and PTSD. Various methods
have been used to study whether baseline, pre-treat-
ment characteristics or changes in brain functioning
and metabolism correlate with symptom improvement
following treatment. As regarding single-photon emis-
sion computed tomography (SPECT) and positron emis-
sion tomography (PET) studies of neurochemical
systems, several research groups have revealed state
changes in availability or density of neurotransmitter
receptors and transporters in brain of patients with

4 B. BANDELOW ET AL.
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anxiety disorders (Maron et al. 2012). In the following
sections, structural and functional data will be dis-
cussed separately for disorders listed in Table 1.

PDA

Structural brain morphology – MRI studies

In an early study Fontaine et al. (1990) observed focal
abnormalities in the temporal lobes, including areas of
abnormal signal activity and asymmetric atrophy.
Sobanski et al. (2010) found reduced temporal and
frontal lobe volumes. Smaller amygdala volumes have
been found bilaterally in PDA patients in comparison
with healthy controls (Massana et al. 2003b). The same
authors found also lower left grey matter density of
the parahippocampal gyrus in PDA patients (Massana
et al. 2003a). A study by Hayano et al. (2009) revealed
a decrease of amygdala volume bilaterally in PDA
patients vs. healthy controls. In one study, volume
reduction in the right posterior-medial orbitofrontal
cortex (OFC) region was only found in PDA patients
with an absent or a single posterior orbital sulcus
(Roppongi et al. 2010). Functional importance of these
changes was suggested by the study of Lai (2011) that
reported a significant correlation between grey matter
volume decrease in the right basal ganglion and the
severity of PDA symptomatology. Decreased grey mat-
ter volumes in the putamina were also found in PDA
patients (Yoo et al. 2005). In contrast to healthy con-
trols, volume reductions in the right dorsal and the
rostral anterior cingulate cortex (ACC) were found in

PDA patients (Asami et al. 2008). The same group
found gender differences in grey matter volume reduc-
tions: volume reduction in the right amygdala and the
bilateral insular cortex was significantly greater in the
males, while reduction in the right superior temporal
gyrus was greater in females (Asami et al. 2009). In
another study, an increase in grey matter volume was
found in the left insula (Uchida et al. 2008). In a voxel-
based morphometry study, increased grey matter vol-
umes were found in the midbrain and rostral pons of
the brainstem (Protopopescu et al. 2006). In a mag-
netic resonance imaging (MRI) investigation of the
pituitary gland, significantly smaller volumes were
found in PDA patients than in healthy controls (Kartalci
et al. 2011).

A diffusion tensor imaging (DTI) study suggested
increased white matter connectivity in left anterior and
right posterior cingulate regions in PDA as indexed by
greater fractional anisotropy (Han et al. 2008).

In a summary of structural MRI studies in patients
with PDA, the main areas of interest to investigate pos-
sible structural changes include the amygdala, the hip-
pocampal and parahippocampal gyri and the
brainstem nuclei (Del Casale et al. 2013). However, as
alterations in the volume have been found in so many
different brain regions in the studies reported above, it
is difficult to draw any reliable conclusions at present.
Moreover, it remains uncertain how closely these alter-
ations that manifest as volume reductions or increases
are related to symptoms or aetiology of anxiety
disorders.

Table 2. Principles of brain imaging methods.
Abbreviation Method Principle

MRI Magnetic resonance imaging An image of the brain is formed by signals from hydrogen protons in tissues
containing water molecules.

DTI Diffusion tensor imaging MRI method, in which diffusion of water moleculs can be used to reveal micro-
scopic details about tissue architecture in the brain. The neurons of the
white matter in the brain have a fibrous structure analogous to the anisot-
ropy of crystals. By computing fractional anisotropy, the white-matter con-
nectivity of the brain can be assessed.

MRS Magnetic resonance spectroscopy In contrast to MRI, which uses signals from hydrogen protons to create two-
dimensional images of the brain, MRS uses proton (1H) or phosphorus (31P)
or other signals to determine the concentrations of brain metabolites.

PEPSI Proton echo-planar spectroscopic imaging While PEPSI yields spectral resolution that approximates that of conventional
MRS, it enables a reduction in encoding time.

fMRI Functional magnetic resonance tomograph This method is used to measure how different parts of the brain respond to
external stimuli or challenges. Blood oxygenation level dependent (BOLD)
fMRI measures the hemodynamic response to transient neural activity based
on a change in the oxyhemoglobin/desoxyhemoglobin ratio.

PET Positron emission tomography A positron-emitting tracer, a radionuclide, is introduced into the body on a bio-
logically active molecule. Pairs of gamma rays emitted indirectly by the
tracer are detected. For example, by using the glucose analogue fluorodeox-
yglucose (FDG), the concentrations of the tracer will indicate tissue metabolic
activity corresponding to the regional glucose uptake.

SPECT Single-photon emission computed tomography A gamma-emitting radionuclide is attached to a specific ligand to create a
radioligand, whose properties bind it to certain types of tissues and is
injected. SPECT is similar to PET, however; the radioisotope is longer lasting
and less expensive than fludeoxyglucose (FDG) used for PET scans.
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Changes after treatment. Many studies have investi-
gated changes in imaging responses after treatment
with medication and psychotherapy (Table 3). In one
study, remission after escitalopram treatment was
accompanied by an increase in the grey matter volume
in the left superior frontal gyrus, but a reduction in the
right precentral gyrus. The changes in total grey matter
volume after remission were correlated with changes
in clinical scores (Lai & Wu 2013). Another study found
increased white matter micro-structural integrity
reflected by fractional anisotropy in some regions of
the right uncinate fasciculus and the left fronto-occipi-
tal fasciculus after escitalopram remission (Lai et al.
2013). Earlier, increases of grey matter volume were
shown in the left infero-frontal cortex, the right fusi-
form gyrus and the right cerebellum areas in remitted
depressive patients with comorbid PDA following 6
weeks medication with duloxetine (Lai & Hsu 2011).
None of these studies has specifically focussed on pre-
dictive influence of brain structural measures on treat-
ment response.

Functional MRI

Usually, in functional MRI (fMRI) studies, presentation
of words with threatening contents or photographs
displaying fearful or angry faces represents a common
paradigm to elicit fear reaction and activation of cer-
tain brain regions, especially the amygdala, which is
thought to be of relevance for fear reactions (Phelps &
LeDoux 2005). After presentation of words with poten-
tially threatening content, PDA patients showed
increased activation in the left posterior cingulum and
the left medial frontal cortex compared with controls
(Maddock et al. 2003) or activation of the right

amygdala and right hippocampus (van den Heuvel
et al. 2005). Fear provocation with anxiety-related
images was associated with increased activity in the
inferior frontal cortex, the hippocampus, the anterior
and posterior cingulate and the OFC (Bystritsky et al.
2001). In response to presentation of anxious faces,
PDA patients displayed a lower activation of the ACC
and the amygdalae, when compared with healthy con-
trols (Pillay et al. 2006). Presentation of happy faces
was associated with a bilateral hyperactivation of the
ACC but there were no differences in amygdala
responsivity compared to healthy controls (Pillay et al.
2007). In an fMRI study a masking paradigm was used
and fearful and neutral faces were presented subthres-
hold, while controls responded to fearful masked faces
showing the classic amygdala responsivity, PDA
patients were characterised by the absence of that sig-
nal (Ottaviani et al. 2012). In another study, PDA
patients differed from controls in showing increased
activity in the left inferior frontal gyrus in response to
panic-related relative to neutral words (Dresler et al.
2012).

PDA patients do not necessarily show an abnormal
response to fearful stimuli, unless the stimulus is panic-
specific. Therefore, in an fMRI study, the authors deter-
mined a priori for each patient which stimuli were
rated the most fearful. They found greater activation in
PDA patients than control subjects in the insular corti-
ces, left inferior frontal gyrus, dorsomedial prefrontal
cortex, the left hippocampal formation and left cauda-
tum, when responses to panic or neutral pictures were
compared (Engel et al. 2015).

Significant correlations were found between certain
genetic polymorphisms of the serotonergic system and
a decreased activation of the right prefrontal cortex

Table 3. Treatment biomarkers in PDA: summary of positive neuroimaging findings.
References Number of patients Treatment Method Predictor

Lueken et al. (2013) 49 CBT fMRI Response to CBT in panic patients was associated with an inhibitory
functional coupling between the ACC and the amygdala

Reinecke et al. (2014) 14 CBT fMRI Response to brief CBT predicted by increased pre-treatment activa-
tion in bilateral insula and left dorsolateral prefrontal cortex dur-
ing threat processing

Ball et al. (2014) 48 CBT fMRI In patients with PDA/GAD: greater BOLD in cortico-limbic circuitry
predicted resonse to CBT

Lueken et al. (2015) 41 CBT fMRI inhibitory ACC-amygdala coupling during fear conditioning was
associated with the long variant of the 5-HTTLPR polymorphism
in CBT responders only

Hahn et al. (2015) 49 CBT fMRI No brain regions predictive of CBT outcome
Lai and Hsu (2011) 15 SNRI MRI Subtle increases of grey matter in left infero-frontal cortex, right

fusiform gyrus, and right cerebellum after duloxetine treatment
Lai and Wu (2013) 21 SSRI MRI Subtle changes of white matter micro-structural integrity after

remission
Lai et al. (2013) 21 SSRI MRI Increased fractional anisotropy in some regions of right uncinate fas-

ciculus and left fronto-occipital fasciculus after remission
Spindelegger et al. (2009) 12 SSRI [11C]WAY-100635 PET Reduction of the 5-HT(1A) binding potential after SSRI treatment
Kang et al. (2012) 15 SSRI [18F]FDG PET Treatment responders showed metabolic increases in global neocor-

tical and limbic areas
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Table 4. Studies with PET, SPECT, PEPSI and MRS in PDA.
References Method Patient characteristics Findings

Metabolism
Nordahl et al. (1990) [18F]FDG PET PDA patients; performance of auditory

discrimination vs. HC
Hippocampal region asymmetry; metabolic

decreases in left inferior parietal lobule and
anterior cingulate (trend), increase in the
metabolic rate of the medial orbital frontal
cortex (trend)

Bisaga et al. (1998) [18F]FDG PET Lactate-sensitive and medication-free
PDA patients (n¼ 6) vs. HC (n¼ 6)

Increase in left hippocampal and parahippocam-
pal area; decrease in the right inferior parietal
and right superior temporal regions

Prasko et al. (2004) [18F]FDG PET PDA patients before vs. after treat-
ment (CBT: n¼ 6, antidepressants:
n¼ 6)

Decreases in right hemisphere, superior, middle,
medial and inferior frontal gyrus, superior and
middle temporal gyrus; increases in left hemi-
sphere in medial and middle frontal gyrus,
superior, middle and transverse temporal
gyrus

Sim et al. (2010) [18F]FDG PET PDA patients (n¼ 5) before and after
treatment with paroxetine

Cerebral cortex and limbic brain functions
changed after treatment

Kang et al. (2012) [18F]FDG PET PDA patients (n¼ 15) in comparison
with HC (n¼ 20); changes in glu-
cose metabolism after 12 weeks of
escitalopram treatment

Patients with PDA showed decreased metabolism
in both frontal, right temporal, and left poster-
ior cingulate gyruses. After 12 weeks of escita-
lopram, treatment responders showed
metabolic increases in global neocortical areas
as well as limbic areas whereas nonresponders
did not

Dager et al. (1997) PEPSI PDA patients (n¼ 15); HC (n¼ 10) Panic patients had a larger and prolonged
sodium lactate increase in the insular cortices
during lactate-induced panic

Dager et al. (1999) PEPSI PDA patients (n¼ 15); HC (n¼ 10) PDA patients had significantly greater global
brain lactate increases in response during lac-
tate-induced panic

Cerebral blood flow
Seo et al. (2014) Tc-99m-ECD SPECT PDA patients before and after CBT

(n¼ 14)
After CBT, increased rCBF was detected in the

left postcentral gyrus, left precentral gyrus (BA
4), and left inferior frontal gyrus (BA 9 and BA
47), whereas decreased rCBF was detected in
the left pons

Boshuisen et al. (2002) [H2
15O] PET PDA patients (n¼ 17); HC (n¼ 21)

before and after a pentagastrin
challenge

After challenge with CCK antagonist pentagastrin
larger activity of the right amygdala

Ponto et al. (2002) [H2
15O] PET PDA patients (n¼ 14) and HC (n¼ 12)

after inhalation of 35%/65% CO2/O2

mixture

Patients with PDA, especially when symptomatic,
exhibited an abnormal pattern in global cere-
bral blood flow response to provocation

Stewart et al. (1988) [133Xe]-SPECT Patients (n¼ 10) who did not panic
after sodium lactate, HC (n¼ 5)

Hemispheric CBF after the infusion was increased

De Cristofaro et al. (1993) [99mTc]-HMPAO SPECT Lactate-sensitive PDA patients (n¼ 7)
vs. HC (n¼ 5)

Right-left asymmetry in inferior frontal cortex;
blood flow increase in the left occipital cortex;
decrease in the bilateral hippocampus vs.
controls

Eren et al. (2003) [99mTc]-HMPAO SPECT PDA patients (n¼ 22), HC (n¼ 19) Bilateral frontal decrease and a right medial and
superior frontal increase of regional blood
flow

Lee et al. (2006) [99mTc]-HMPAO SPECT PDA patients (n¼ 22), HC (n¼ 26) Decreased rCBF flow in right superior temporal
lobe in PDA patients

Serotonin
Maron et al. (2004a) [123I]nor-beta-CIT SPECT PDA patients (n¼ 8); HC (n¼ 8) Patients with current panic symptoms had signifi-

cantly lower 5-HTT binding in the midbrain
raphe, the temporal lobes, and the thalamus
as compared with healthy controls. In contrast,
remitted patients with PDA had normal 5-HTT
binding properties in the midbrain and in the
temporal regions, but still a significantly lower
thalamic 5-HTT binding

Maron et al. (2011) [11C]MADAM PET PDA patients (n¼ 11); HC (n¼ 22) Male patients showed a higher 5-HTT binding
potentials in the brainstem raphe, temporal
gyri, anterior cingulate, insular, orbitofrontal,
prefrontal and frontal cortices, but lower 5-
HTT availability in the hippocampus. In con-
trast, female patients showed no differences
in 5-HTT availability in any studied brain
region as compared with female controls

(continued)
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and increased activity of both amygdalae after presen-
tation of faces with emotional expressions (Domschke
et al. 2006). The finding of higher activation, which
contradicts the findings if Pillay et al. (2006) who found
lower activation may be explained by an interaction
with a genetic polymorphism.

Changes after treatment. An fMRI study with a large
sample of patients with PDA failed to find any brain
regions predictive of cognitive behavioural therapy
(CBT) outcome (Hahn et al. 2015). However, in an earlier
study, Lueken et al. (2013) observed that treatment
response to CBT was associated with an inhibitory func-
tional coupling (negative connectivity) between the
ACC and the amygdala, whereas responders and non-
responders were characterised by distinct neuronal acti-
vation at baseline. Their later study in the same sample
demonstrated that greater inhibitory ACC-amygdala

coupling during fear conditioning was associated with
the long variant of the serotonin-transporter-linked
polymorphic region (5-HTTLPR) polymorphism in CBT
responders only. This points towards potential inter-
mediate connectivity phenotype modulating response
to exposure-based CBT (Lueken et al. 2015). Better
response to brief CBT was predicted by increased pre-
treatment activation in bilateral insula and left dorsolat-
eral prefrontal cortex (PFC) during threat processing in a
study by Reinecke et al. (2014). In addition, greater acti-
vation in cortico-limbic circuitry, including superior
frontal gyri, anterior insula, superior temporal, supramar-
ginal and hippocampus, predicted better CBT response
in mixed sample of patients with PDA and GAD (Ball
et al. 2014). Remission following escitalopram treatment
was associated with changes in regional homogeneity, a
measure of regional connectivity, in temporo-parietal
regions in a fMRI study, which, however, did not

Table 4. Continued
References Method Patient characteristics Findings

Neumeister et al. (2004) [18F] FCWAY (PET) Unmedicated PDA patients (n¼ 16);
HC (n¼ 15)

Reduced serotonin type 5-HT1A receptor binding

Nash et al. (2008) [11C]WAY-100635 PET Symptomatic untreated PDA patients
(n¼ 9), patients recovered on
paroxetine medication (n¼ 7) and
healthy volunteers (n¼ 19)

PDA is associated with reduced 5-HT1A receptor
availability. Fully recovered patients after
treatment with the SSRI paroxetine showed
normalised density of postsynaptic receptors,
but remaining reduction in the density of 5-
HT1A receptors in the raphe and in the
hippocampus

GABA
Goddard et al. (2001) [18H] MRS PDA patients (n¼ 14); HC (n¼ 14) Patients with panic disorder had a 22% reduction

in total occipital cortex GABA concentration
(GABA plus homocarnosine)

Goddard et al. (2004) [18H] MRS PDA patients (n¼ 10); HC (n¼ 9) Panic disorder patients had a deficient GABA
neuronal response (blunted reduction of
occipital cortex GABA level) to acute benzodi-
azepine administration

Ham et al. (2007) [18H] MRS PDA patients (n¼ 22); HC (n¼ 25) Significantly decreased GABA concentrations in
the ACC

Hasler et al. (2008) [11C] flumazenil SPECT Subjects with PDA (n¼ 15) who were
naive to benzodiazepine drug
exposure and HC (n¼ 18)

Benzodiazepine – c-aminobutyric acid type A
receptor binding in PDA

Malizia et al. (1998) [11C] flumazenil SPECT Patients with PDA (n¼ 7) who had
been off medication for at least 6
months and who had never abused
alcohol with HC (n¼ 8)

Global reduction in benzodiazepine site binding
throughout the brain in patients with PDA
compared with controls

Cameron et al. (2007) [11C] flumazenil SPECT PDA patients (n¼ 11); HC (n¼ 21) Decreased binding in the insular cortices bilat-
erally correlated significantly with disorder
severity and comorbid depression

Bremner et al. (2000b) [123I]-iomazenil SPECT PDA patients (n¼ 13); HC (n¼ 16) Decrease in left hippocampal and precuneus
benzodiazepine receptor binding

Kaschka et al. (1995) [123I]-iomazenil SPECT Patients with PDA and depression
(n¼ 9); dysthymic patients (n¼ 9)

Lower iomazenil binding in both lower lateral
temporal lobes, in the left medial inferior tem-
poral lobe and in both orbitofrontal lobes
than in dysthymic patients

Kuikka et al. (1995) [123I]-iomazenil SPECT Unmedicated PDA patients (n¼ 17);
HC (n¼ 17)

Abnormal regional benzodiazepine receptor
uptake in the PFC

Brandt et al. (1998) [123]I-iomazenil SPECT PDA patients (n¼ 12); HC (n¼ 9) Increased benzodiazepine receptor density in the
PFC

Neurokinins
Fujimura et al. (2009) [18F]SPA-RQ PET PDA patients (n¼ 14); HC (n¼ 14) Neurokinin NK1 receptor binding in was signifi-

cantly decreased

HC, Healthy controls; rCBF, Regional blood flow; MADAM, 5-HTT radioligand; [18F] FCWAY, 5HT1A receptor binding tracer; [1C]WAY-100635, 5-HT1A tracer; Tc-
99m-ECD, Technetium-99m-ethyl cysteinate dimer; 5-HTT, serotonin transporter; FDG, fluorodeoxyglucose; HMPAO, hexamethylpropyleneamine oxime
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specifically explore predictive measures of treatment
response (Lai & Wu 2013) (Table 3).

PET, SPECT, PEPSI and MRS

Studies with PET, SPECT, proton echo-planar spectro-
scopic imaging (PEPSI) and MRS in PDA patients are
listed in Table 4. These methods can measure meta-
bolic and neurotransmitter receptor changes. PET stud-
ies found differences between PDA patients and
controls before and after selective serotonin reuptake
inhibitor (SSRI) treatment. PEPSI is a technique capable
of simultaneously measuring metabolites from multiple
brain regions. With this method, lactate changes dur-
ing lactate-induced panic were measured. Cerebral
blood flow was measured with [H2

15O] PET and
[133Xe]- and [99mTc]-hexamethylpropyleneamine oxime
(HMPAO)-SPECT. With these methods, some differences
in cerebral blood flow were found between PDA
patients and controls. c-Aminobutyric acid (GABA)
function was investigated with MRS and [11C]-flumaze-
nil or [123I]-iomazenil SPECT. In patients with PDA,
reductions in benzodiazepine binding or GABA concen-
trations in certain regions of the brain were found.
Serotonin (5-HT) function was assessed in a number of
studies. Alterations in serotonin transporter (5-HTT)
binding were found with the 5-HTT-specific methods
[123I]nor-2b-carbomethoxy-3b-(4-iodophenyl)tropane
([123I]nor-beta-CIT) SPECT and [11C]MADAM PET.
Reduced 5-HT1A receptor binding and availability was
shown with [11C]WAY-100635 PET that normalised in
some brain regions – particularly OFC – after recovery
on treatment with SSRIs. [18F]Substance P antagonist-
receptor quantifier ([18F]SPA-RQ) was used to measure
neurokinin 1 (NK1) (substance P-preferring) receptor
binding. SPA-RQ is a nonpeptide antagonist selective
for human NK1 receptors and is competitively dis-
placed in vitro by substance P.

GAD

Structural brain morphology – MRI studies

In GAD patients, increased grey matter volumes in
amygdala as well as increased grey matter volumes in

the dorsomedial PFC have been found (Hilbert et al.
2015). A decrease of hippocampal volumes has also
been noted (Abdallah et al. 2013). Interestingly, studies
in adolescents suffering from GAD have shown an
increase in superior temporal gyrus and a decrease in
medial and superior frontal gyri in adolescents with
GAD (Strawn et al. 2013). Moreover, a predominance of
grey matter volume changes on the right cerebellar
hemisphere has been noted (Hilbert et al. 2015).

fMRI

Similarly to what has been described for studies in
PDA patients, reactivity to anxiety provoking stimuli
has been tested in GAD patients. In response to angry
faces, GAD patients presented increased responses in
the lateral PFC (Blair et al. 2008) or the medial PFC and
ACC (Paulesu et al. 2010). In contrast, hypo-activation
of PFC to (only in female patients) (Palm et al. 2011) or
reduced dorsal ACC activity (Blair et al. 2012) was
observed in response to fearful, sad, angry and happy
facial expressions. In one study, patients presented
higher amygdala activation than healthy controls in
response to neutral, but not angry faces (Holzel et al.
2013). In a study by Greenberg et al. (2013), patients
showed a deficient ventromedial PFC recruitment dur-
ing fear inhibition. After fear induction in a gambling
task, patients demonstrated decreased activity in the
amygdala and increased activity in the bed nucleus of
the stria terminalis when compared to controls (Yassa
et al. 2012).

In a number of studies, changes after serotonin nor-
epinephrine reuptake inhibitor (SNRI) treatment were
observed (Table 5).

In a systematic review of fMRI studies in GAD, it was
reported that the studies differed largely in method-
ology, making it difficult to identify a common finding
(Mochcovitch et al. 2014). However, despite conflicting
techniques and results, the majority of studies showed
PFC and ACC hypofunction and deficient top-down
control system during emotion regulation tasks.

PET and SPECT

In a PET study, GAD patients showed lower absolute
metabolic rates in basal ganglia and white matter.

Table 5. Treatment biomarkers in GAD: summary of positive fMRI findings.
References Number of patients Treatment Method Predictor

Hoehn-Saric et al. (2004) 6 SSRI fMRI Reduced activation in PFC, the striatum, insula and paralimbic regions after
treatment with citalopram

Whalen et al. (2008) 15 SNRI fMRI Treatment response was predicted by greater pre-treatment reactivity to
fearful faces in rACC and lesser reactivity in the amygdala

Nitschke et al. (2009) 15 SNRI fMRI Higher levels of pre-treatment ACC activity in anticipation of both aversive
and neutral pictures were associated with greater reductions in
symptoms
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Relative metabolism was increased in the left inferior
gyrus, Brodmann Area (BA) 17, in the occipital lobe,
right posterior temporal lobe and the right precentral
frontal gyrus (Wu et al. 1991).

Dopamine (DAT) and serotonin transporters (5-HTT)
were investigated in PET studies. DAT availability in the
striatum was significantly lower in the GAD patients
than in the healthy controls, while 5-HTT availability
did not differ between the groups (Lee et al. 2015). In
another study, brain 5-HTT availability was not
changed in GAD (Maron et al. 2004a, 2004b).

Significant decreases in frontocortical GABAA recep-
tors were found in PET studies with GAD patients
(Nikolaus et al. 2010).

Some studies measures changes after treatment. In
small samples, greater levels of pre-treatment ACC
activity and lesser reactivity in the amygdala in antici-
pation of facial presentation were associated with bet-
ter reductions in anxiety and worry symptoms after 8
weeks treatment with venlafaxine. This suggests that
ACC-amygdala responsivity could prove useful as a
predictor of antidepressant treatment response in GAD
(Whalen et al. 2008; Nitschke et al. 2009). fMRI-guided
repetitive transcranial magnetic stimulation (rTMS) was
used to treat GAD. First, a symptom provocation fMRI
experiment was used to determine the most active
location in the PFC of the patients. Then, rTMS was
stereotactically directed to the previously determined
prefrontal location. Two of six subjects showed a
response (Bystritsky et al. 2008, 2009).

SAD

Structural brain morphology – MRI studies

Changes of cortical thickness (both increase and
decrease) of the insula and the ACC were found in
SAD patients (Fisler et al. 2013). Irle et al. (2010) have
found significantly reduced amygdalar and hippocam-
pal volume in comparison to healthy subjects. Further,
on the right side, hippocampal volume was signifi-
cantly related to more severe SAD symptoms.

fMRI

In SAD studies, patients are often exposed to angry or
contemptuous human facial photographic stimuli in
order to elicit social fear responses. Freitas-Ferrari et al.
(2010) have summarised the available fMRI studies in a
comprehensive review and found significant and con-
sistent evidence of altered brain functioning in SAD,
with a predominance of limbic structures, especially
the amygdala, hippocampus and insula.

Some articles have been published after this review.
SAD patients showed decreased positive connections
within the frontal lobe and decreased negative con-
nections between the frontal and occipital lobes when
compared with healthy controls (Ding et al. 2011). In a
study of the connectivity of the amygdala, a decreased
influence from inferior temporal gyrus to amygdala
was found in SAD, while bidirectional influences
between amygdala and visual cortices were increased
compared with healthy controls (Liao et al. 2010).
These results suggest that an amygdala dysfunction in
SAD is characterised both by a decreased regulatory
influence of OFC and increased communication with
the visual cortex, according to the authors. A reduction
of prefrontal control over amygdalar activation was
also found in another study (Sladky et al. 2015). During
a social situation task, patients showed significant
decreased activation in the left cerebellum, left precu-
neus and bilateral posterior cingulate cortex (Nakao
et al. 2011). In an alternation learning task, the highest
correlations between degree of activation and the anx-
iety scores as assessed by the Liebowitz Social Anxiety
Scale were obtained in the left temporal region and in
the OFC (Gross-Isseroff et al. 2010). In contrast to
healthy controls, habituation to social stimuli was
found in the amygdalae, orbital frontal cortex and pul-
vinar thalamus (Sladky et al. 2012). According to the
authros, this result, which is somehow counterintuitive,
is compatible with an the assumption that increased
effort is needed within modulatory networks in pre-
frontal brain areas of SAD patients to exert sufficient
top-down control over hyperactivation in the amygdala
when confronted with unknown and potentially threat-
ening stimuli.

Changes after treatment. Some fMRI studies meas-
ured changes after CBT treatment in patients suffering
from SAD. These are summarised in Table 4.

PET, SPECT and MRS

Cerebral blood flow. In an early SPECT study, regional
cerebral blood flow (rCBF) in patients with SAD was
not different from healthy controls (Stein & Leslie
1996). In a PET study measuring rCBF in patients with
SAD exposed to a tailored phobic situation when they
had to perform in front of a panel of experts, deactiva-
tions were found in the right lingual gyrus and in the
right medial frontal gyrus; no significant hyperactiva-
tions were found during exposure. According to the
authors, deactivation of these regions may reflect a
strategy of visual avoidance employed by patients to
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dampen their phobic experience (Van Ameringen et al.
2004).

In a study with [H2
15O] PET, during public versus pri-

vate speaking, subjective anxiety increased more in
patients with SAD than in a healthy control group.
Increased anxiety was accompanied by enhanced
regional blood flow in the amygdaloid complex in the
social phobics relative to the comparison subjects
(Tillfors et al. 2001). In another study by this research
group, individuals speaking alone before they were
speaking in front of an audience were comnpared with
those who did the reverse. Anticipation of a public
speaking challenge was accompanied by enhanced
cerebral blood flow in the right dorsolateral PFC, left
inferior temporal cortex and in the left amygdaloid-hip-
pocampal region. Brain blood flow was lower in the
left temporal pole and bilaterally in the cerebellum in
the anticipation group (Tillfors et al. 2002). In a study
with [18F]fludeoxyglucose ([18F]FDG) PET, individuals
with SAD demonstrated less pre-treatment regional
cerebral metabolic rate of glucose uptake (rCMRglu)
within the ACC and ventral medial PFC at baseline
compared with the healthy controls.

In a PET study with SAD patients who underwent a
public speaking-challenge at baseline and after pla-
cebo treatment, salivary cortisol increase after placebo
treatment was positively associated with hypothalamic
rCBF in a midbrain cluster encompassing the hypothal-
amus with its statistical maximum in the mamillary
bodies, while negative covariations were observed in
the medial PFC as well as in the motor and pre-motor

cortices. These results suggest that stress-induced corti-
sol excretion in SAD may be inhibited by activity in
the medial PFC and enhanced by activity in the hypo-
thalamus (Ahs et al. 2006). In a PET study with the
[11C]5-hydroxytryptophan ([11C]5-HTP), serotonin syn-
thesis was examined in SAD patients (Frick et al. 2015).
The authors demonstrated increased [11C]5-HTP influx
rates in the amygdala, raphe nuclei region, caudate
nucleus, putamen, hippocampus and ACC of patients
with SAD compared with healthy controls, supporting
an enhanced serotonin synthesis rate (Frick et al.
2015).

Studies showing changes after treatment are sum-
marised in Table 6.

Dopamine. Based on the high rate of social phobia in
Parkinson’s disease (Riedel et al. 2010), which is charac-
terised by reduced dopaminergic and noradrenergic
functioning, abnormal dopamine functioning had been
hypothesised for SAD. In a case-control study using
SPECT technology, Tiihonen et al. (1997) reported
lower striatal density of the DAT in SAD patients com-
pared with control subjects. This finding was replicated
in another SPECT study of DAT binding (Warwick et al.
2012). Conversely, van der Wee et al. (2008) reported a
significantly higher binding potential for the DAT in
the striatum of psychotropic medication-na€ıve patients
with SAD compared with healthy controls.

Several studies investigated dopamine receptor
radiotracers. One by Schneier et al. (2000) using the
dopamine D2 and D3 receptor tracer [123I]-

Table 6. Treatment biomarkers in SAD: summary of positive neuroimaging findings.
References Number of patients Treatment Method Predictor

Doehrmann et al. (2013) 39 CBT fMRI Pre-treatment cortical hyperactivity to social threat
signals can predict CBT success

Klumpp et al. (2013) 14 CBT fMRI CBT response was predicted by pre-treatment activity
in prefrontal regions and the amygdala

Klumpp et al. (2014) 21 CBT fMRI Greater BOLD in amygdala-pregenual ACC
Mansson et al. (2015) 26 Internet-CBT fMRI BOLD response patterns in the fear-expressing dorsal

ACC-amygdala regions were highly predictive of
long-term treatment outcome

Furmark et al. (2002) 18 CBT; citalopram [H2
15O] PET Sites of action of citalopram and CBT were amygdala,

hippocampus and neighbouring areas
Furmark et al. (2005) 36 Citalopram;

NK1 antagonist
[H2

15O] PET Administration of both NK1-antagonist and citalo-
pram improved SAD and attenuated neural activ-
ity in medial temporal lobe network

Faria et al. (2014) 72 SSRI [H2
15O] PET Amygdala-frontal co-activation patterns differentiate

effective from ineffective anxiolytic treatments
Van der Linden et al. (2000) 15 SSRI Tc-99m HMPAO SPECT SSRI treatment led to significantly reduced activity in

the left temporal cortex; the left mid frontal cor-
tex; and the left cingulum

Evans et al. (2009) 12 Tiagabine [18F] FDG PET Following treatment with tiagabine glucose uptake
in the PFC was increased

Kilts et al. (2006) 12 Nefazodone [H2
15O] PET Decrease of rCBF in right amygdala and hippocam-

pus; after treatment, increase in left middle occipi-
tal, and on both sides in lingual gyri and
hippocampi
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iodobenzamide demonstrated lower D2 receptor bind-
ing in the striatum of patients with SAD than in
healthy controls, but in a follow-up study (Schneier
et al. (2009) with [11C]-raclopride binding, the authors
could not find any significant difference in dopamine
D2 receptor (DRD2) availability nor in DAT binding
between SAD and control groups.

A more recent study using high-resolution PET and
the high-affinity DRD2 antagonist radioligand [11C]FLB
457 before and after CBT showed a negative correl-
ation between symptom change after CBT and D2

receptor binding, thus indicating a role for the dopa-
mine system in cortical and limbic brain regions in the
pathophysiology of SAD (Cervenka et al. 2012).

Serotonin. In a study using [11C]WAY-100635 PET,
reduced 5-HT1A binding in the amygdala and mesio-
frontal areas was demonstrated in a SAD sample
(Lanzenberger et al. 2007). Brain 5-HTT availability was
increased in thalamus, but not in midbrain in patients
with SAD in a study using [123I]-beta-phenyl-tropane
SPECT (van der Wee et al. 2008).

Another PET study showed that dysregulation of
cortisol levels might increase the vulnerability for SAD,
by altering limbic serotoninergic 5-HT1A receptors.
Indeed, SAD patients displayed significantly lower
baseline cortisol plasma levels compared with normal
controls and strong negative correlations between cor-
tisol levels and 5-HT1A binding in amygdala, hippocam-
pus and retrosplenial cortex, were observed
(Lanzenberger et al. 2010).

Some studies looked at changes after treatment
with SSRIs, which belong to the standard drugs used
to treat SAD. Interestingly, Pantazatos et al. (2014)
reported that before treatment SAD patients show
reduced functional connectivity in left hippocampus-
left temporal pole, and this brain index discriminates
SAD from both PDA patients and healthy controls.
Moreover, increased following the 8 weeks treatment
with paroxetine increased functional connectivity and
restored to levels comparable to the ones of healthy
volunteers. This study suggests promise for emerging
functional connectivity-based biomarkers for SAD diag-
nosis and pharmacological treatment effects.

Effect of successful treatment was also observed in
another study including a large sample of SAD patients
and a placebo group. Here, responders to SSRIs were
characterised by treatment-induced co-activations of
the rCBF between the left amygdala and the dorsolat-
eral PFC as well as the rostral ACC. This represents an
interesting finding on the way to identify useful neuro-
markers, differentiating between successful and

unsuccessful anxiolytic treatments (Faria et al. 2014).
An earlier study with a small sample of patients with
SAD has reported that non-responders to SSRI medica-
tion had higher rCBF at baseline in the anterior and
lateral part of the left temporal cortex and the lateral
part of the left mid-frontal regions as compared with
responders (Van der Linden et al. 2000). In addition,
the magnitude of treatment response to the GABA
reuptake inhibitor tiagabine was inversely correlated
with pre-treatment rCMRglu within the ventromedial
PFC in patients with generalised SAD (Evans et al.
2009). After escitalopram therapy, DAT binding was
increased in patients with SAD, which may be due
effect of serotoninergic modulation by SSRI on the
dopamine system (Warwick et al. 2012).

Oxytocin. The neurohormone oxytocin has emerged as
an important regulator of anxiety and of stress-coping
circuitries. Oxytocin is synthesised in magnocellular
neurons located within the supraoptic, paraventricular
and accessory nuclei of the hypothalamus. Anxiogenic
and stressful stimuli activate the oxytocin system.
Oxytocin acts as a modulator of anxiety-related behav-
iours and hypothalamic–pituitary–adrenal (HPA) axis
activity (Neumann & Slattery 2015). Besides its effects
on sexual reproduction and childbirth, it plays a role in
social bonding.

In an fMRI study, oxytocin attenuated the height-
ened amygdala reactivity to fearful faces in individuals
with SAD (Labuschagne et al. 2010). In fMRI studies
with SAD patients, oxytocin enhanced functional con-
nectivity of the amygdala with the rostral ACC/medial
PFC (Dodhia et al. 2014; Gorka et al. 2015).

MRS

In an MRS study, a method for measuring whole-brain
fluoxetine concentrations was tested (Miner et al.
1995). Another study measured choline, creatine, N-
acetylaspartate and myo-inositol and found no change
of these compounds after clonazepam treatment
(Tupler et al. 1997). Phan et al. (2005) found glutamate
(relative to creatine) levels were significantly higher in
SAD patients than in healthy controls in the ACC, but
not in the occipital cortex. Pollack et al. (2008) found
significantly higher whole brain levels of glutamate
and glutamine but no significant differences in GABA
concentrations.

Specific phobias

In a systematic review of 38 studies involving two
used structural MRI, 24 used fMRI, 11 used PET and
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one used SPECT, results converged to a greater activa-
tion in the insula, ACC, amygdala and prefrontal and
OFC of patients exposed to phobia-related situations
compared to healthy controls, thus supporting hypoth-
eses of hyperactivation of a neuroanatomic structural
network involved in specific phobia (Linares et al.
2012). A recent study examined grey and white matter
changes with voxel-based morphometry in subjects
with snake or dental phobia and healthy controls.
Results showed that patients with dental phobia dif-
fered from individuals with snake phobia and healthy
controls had significantly increased grey matter vol-
umes in areas including the right subgenual ACC, left
insula, left orbitofrontal and left prefrontal cortices
(Hilbert et al. 2015).

OCD

At different levels of investigation, brain imaging stud-
ies have converged in showing that abnormalities
within orbitofrontal-basal ganglia neural circuits repre-
sent a core feature of OCD pathology (Saxena & Rauch
2000). These brain networks are thought to be pivotal
in mediating the disorder, the associated cognitive
impairment and its clinical manifestations. To account
for additional neuropsychological and neuroimaging
findings, a quantitative meta-analysis of functional MRI
studies has been performed providing experimental
evidence to extend the anatomical model and include
areas of the frontal and the parietal cortex (Menzies
et al. 2008).

Structural brain morphology – MRI studies

Structural brain abnormalities are frequently found in
OCD patients at the group level, compared with con-
trols. In OCD, structural changes are widespread

throughout the whole brain, but are seen especially in
the dorsolateral prefrontal striatal cortices and tem-
poro-parieto-occipital areas. However, meta-analysis of
structural studies revealed reduced grey matter density
in parietal and frontal areas (superior frontal gyrus,
supramarginal gyrus [BA 40], dorsolateral PFC [BA 9]
and anterior PFC [BA 10]), and increased grey matter in
the lateral part of the OFC (BA 47) and in the putamen
to be associated with OCD (Rotge et al. 2010).

Similarly, altered morphology in terms of increased
surface area of the tail and head of the caudate and
thalamus and increased thickness in the lateral OFC,
left medial temporal cortex and right posterior cingu-
late were shown not only in patients with OCD but
also (to a less degree) in their unaffected first-degree
relatives (Shaw et al. 2015). The results were compat-
ible with theoretical models of OCD behaviour, involv-
ing increased functional activation of sub-cortical
nuclei coupled with reduced cortical inhibition
(Fineberg & Sahakian 2010), and suggested these ana-
tomical changes may represent a useful vulnerability
marker for the investigation of genes linked to the
disorder.

Although many studies reveal structural brain
abnormalities mainly in the fronto-striato-thalamic cir-
cuit (especially in globus pallidus and medial frontal
cortex), Tan et al. (2013) showed that alterations are
not limited to fronto-strial circuits but might extend to
temporal and parietal areas (in line with results from
functional MRI meta-analyses by Menzies et al. 2008).
Thus it is possible that other regions, e.g., parietal lobe,
may also play a role in OCD (Valente et al. 2005),
which might contribute to neuropsychological signa-
ture and symptomatology of OCD patients. In fact, this
was confirmed by a more recent asystematic review of
voxel-based morphometry studies, where consistent
evidence was found for volume reductions in the

Table 7. Treatment biomarkers in OCD: summary of positive neuroimaging findings.
References Number of patients Treatment Method Predictor

Hoexter et al. (2013) 15 CBT MRI Improvement after CBT was correlated significantly
with larger pre-treatment grey matter volumes
within the right medial PFC

Hoexter et al. (2013) 14 SSRI MRI Improvement under fluoxetine treatment was associ-
ated with smaller pre-treatment grey matter vol-
ume in the middle-lateral OFC

Banks et al. (2015) 15 Surgery MRI Features of ACC structure and connectivity predict
clinical response to dorsal anterior cingulotomy
for refractory OCD

Shin et al. (2014) 25 SSRI fMRI BOLD in right ventral frontal cortex
Sanematsu et al. (2010) 17 SSRI fMRI BOLD in left superior temporal gyrus
Wen et al. (2013) 30 SSRI SPECT Global change in rCBF
Ho Pian et al. (2005) 15 SSRI 99mTc-HMPAO SPECT Decreased thalamic blood flow in OCD patients

responding to fluvoxamine
Rauch et al. (2002) 9 SSRI PET Higher rCBF in PCC and lower in OFC predicted bet-

ter treatment response
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dorsolateral prefronto-striatal ‘‘executive’’ circuit, which
includes the dorsomedial, dorsolateral, ventrolateral
and frontopolar prefrontal cortices and of reciprocally
connected regions, the temporo-parieto-occipital asso-
ciative areas as a possible sign for altered anatomical
connectivity in fronto-subcortical circuitry. Moreover,
increased volumes of the capsula interna and reduced
frontal and parietal white matter volumes were
reported in this study (Piras et al. 2015).

Interestingly, a direct comparison between OCD and
PDA or PTSD showed that decreased bilateral grey
matter volumes in dorsomedial and anterior cingulate
gyri were shared across disorders. However, increased
grey matter in the anterior putamen was a unique fea-
ture of OCD; in sharp contrast, the same brain region
showed abnormally low volumes in PDA and PTSD as
compared to healthy volunteers (Radua et al. 2010). A
multicentre study showed smaller medial frontal grey
matter volume in OCD patients in BA 6/8/9, extending
to the anterior cingulate BA 24/32, and inferior frontal
gyrus/insula (BA 13/47). OCD patients additionally
showed a relative preservation of putamen and OFC
with aging (de Wit et al. 2014).

In a review of DTI studies in OCD, the cingulate
bundle, the corpus callosum and the anterior limb of
the internal capsule are most commonly affected by
decreased white matter integrity in adult OCD patients,
although findings in the literature are generally incon-
sistent, possibly due to differences in sample character-
istics or method of analysis (Koch et al. 2014).

Changes after treatment. Hoexter et al. (2013) found
a significant correlation between improvement of OCD
symptoms under fluoxetine treatment and smaller pre-
treatment grey matter volume in the middle-lateral
OFC compared to patients who did not exhibit an
improvemtn in symptom severity under fluoxetine,
while improvement of OCD after CBT was correlated
significantly with larger pre-treatment grey matter vol-
umes within the right medial PFC (Table 7).

Data are also available from OCD patients under-
going brain surgery for refractory OCD. Banks et al.
(2015) revealed features of ACC structure and connect-
ivity that predict clinical response to dorsal anterior
cingulotomy. They suggested that the variability seen
in individual responses to a highly consistent, stereo-
typed procedure might be due to neuroanatomical
variation in the patients.

Functional imaging research

Symptom provocation. A common assay to investi-
gate the neural underpinnings of OCD is represented

by symptom provocation experimental paradigms in
which patients are exposed to individually tailored
stimuli designed to induce an anxious or symptomatic
state. One of the seminal studies, using PET, found
increased glucose consumption in the right caudate,
left ACC and bilateral OFC during symptom provoca-
tion (Rauch et al. 1994). The involvement of these and
other brain regions was confirmed by a following
study in which symptom provocation was used in con-
junction with fMRI (Breiter et al. 1996). More recently, a
novel experimental paradigm was designed to achieve
live tailored provocation either by placing provoking
stimuli (i.e., ‘‘contaminated’’ gloves) in patient’s hands
during fMRI scanning or by having real-time video
exposure to the experimenter disorganising and litter-
ing patient’s home. In this study, effective symptom
provocation was associated in OCD patients with de-
activation of the caudate and pre-frontal circuits and
hyperactivation of the subthalamic nucleus and puta-
men (Banca et al. 2015). Dimensionality of OCD, i.e.,
the fact that patients have thoughts and compulsions
related to different domains (i.e., symmetry, forbidden
thoughts, cleaning, hoarding) has been investigated by
Mataix-Cols et al. (2004) using symptom provocation,
highlighting that different neural circuits might be
implicated in the manifestation of different OCD symp-
tom dimensions.

Resting state. Departing from traditional localisation
approaches, it is postulated that psychiatric disorders
are underpinned by alterations within distributed brain
networks for which resting state investigation repre-
sents a valuable tool. Resting state studies might have
a key relevance in the OCD framework where basal
ganglia-thalamo-cortical connectivity features are likely
to play a pivotal role. A seminal paper demonstrated
that by sampling the signal from different areas of the
basal ganglia and addressing functional connectivity
with the rest of the brain, OCD patients showed an
imbalance of connectivity of fronto-striatal loops
(Harrison et al. 2009). Namely, reduced functional con-
nectivity was identified along the dorsal axis linking
the caudate to the lateral PFC and increased connectiv-
ity was identified along the ventral axis between the
nucleus accumbens and the anterior PFC. By adopting
a data-driven approach, instead of seed based analysis,
clusters of decreased global connectivity in the left lat-
eral PFC were found in OCD patients. Within regions of
interest (ROIs) located in subcortical structures,
increased global connectivity in the dorsal striatum
and anterior thalamus was found, which was reduced
in patients on medication (Anticevic et al. 2014).
Results have been extended further by showing that
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pathophysiological changes within fronto-striatal cir-
cuits are common across OCD symptom dimensions.
However, it is possible to identify unique functional
connectivity ‘‘fingerprints’’ related to symptom dimen-
sions: viz aggression symptoms were related to altered
functional connectivity between the ventral striatum,
amygdala and ventromedial frontal cortex; sexual/
religious symptoms involving ventral striatum-insula
connectivity; and hoarding modulated the strength of
functional connectivity between both ventral and dor-
sal striatal regions and distributed frontal areas
(Harrison et al. 2013). Teasing apart the potential con-
founding effect of medication, Posner and colleagues
(Posner et al. 2014) found that un-medicated OCD
patients showed hypo-connectivity along the ventral/
limbic circuit possibly pointing to this network as candi-
date vulnerability marker to test the effect of pharmaco-
logical or behavioural treatment. The degree of
functional connectivity of relevant brain areas seems to
have a clinical relevance for OCD. For example, higher
symptom severity was linked to greater hypo-connectiv-
ity of the right superior OFC (Meunier et al. 2012). In
fact, excessive fronto-striatal connectivity between the
nucleus accumbens and the PFC was normalised after
deep brain stimulation treatment, and the degree of
connectivity normalisation significantly correlated with
OCD symptoms improvement (Figee et al. 2013).

Changes after treatment. Different studies evaluating
the impact of SSRI and using different imaging modal-
ities and methods of analysis consistently have shown
that lower pre-treatment glucose metabolic rate with
the OFC is associated with better response to SSRI in
OCD patients (Swedo et al. 1992; Saxena et al. 1999;
Rauch et al. 2002). However, this does not directly trans-
fer to behavioural therapy where better response is
associated with higher cerebral metabolic rate in the left
OFC (Brody et al., 1998). In a longitudinal study, hemo-
dynamic response of the ACC and right OFC to obses-
sion-inducing images was reduced after CBT (Morgieve
et al. 2014) and associated with reduced symptom
severity. In a longitudinal study, resting state data of
OCD patients were acquired before and after SSRI treat-
ment. As effect of time and chronic medication with
SSRIs is correlated with changes in connectivity degree
in right ventral frontal cortex (Shin et al. 2014) as well as
activation in the right cerebellum and in the left super-
ior temporal gyrus (Sanematsu et al. 2010) (Table 7).

PET and SPECT

In vivo quantification of specific neurochemicals in vari-
ous brain regions by means of proton magnetic

resonance spectroscopy (MRS) in OCD has received lim-
ited research attention to date, and findings should be
regarded as preliminary (Brennan et al. 2013). Several
factors might limit the results, for example, small sample
sizes, varying severity, illness duration and treatment as
well as suboptimal technical methodologies (i.e., low
magnetic field, single voxel assay). Further technological
advances and the possibility of coupling several imaging
techniques might hold important findings in the future.

Serotonin. In respect to the role of the 5-HTT in the
neurobiology of OCD, SPECT and PET studies have
shown inconsistent results, apparently because of dif-
ferent tracer properties, but also due to the variability
in patient characteristics (gender, 5-HTTLPR genotype,
smoking, age at onset, etc.). So, no difference in 5-HTT
density was observed between unmedicated OCD
patients of both genders and healthy controls, how-
ever reduced 5-HTT availability in various brain regions
was found by several other studies, and higher mid-
brain-pons [123I]-beta-CIT binding in one report (for
review, see Maron et al. 2012).

5-HT2A receptors. One PET study using a low selectiv-
ity tracer [18F]altanserin showed significantly higher 5-
HT2A receptor distribution in the caudate nuclei in
untreated OCD patients as compared with age- and
gender-matched healthy volunteers. 5-HT2A receptor
binding did not correlate significantly with the severity
of OCD and appeared to be not different from the
findings in healthy controls after treatment with SSRIs
(Adams et al. 2005). Other PET studies used a selective
radioligand [11C]MDL 100907. One showed a significant
reduction of cortical 5-HT2A receptor availability in
drug-na€ıve patients, which correlated negatively with
clinical severity (Perani et al. 2008). However, Simpson
et al. (2011) failed to detect group differences in
[11C]MDL 100907 binding potential in any region of
interest and demonstrated no correlation between
regional 5-HT2A availability and OCD severity, indicating
that OCD is not characterised by major changes in 5-
HT2A availability in the cortical or limbic brain regions.

5-HT synthesis capacity rates. A PET method estimat-
ing brain regional 5-HT synthesis was previously vali-
dated in both healthy and clinical populations by
using the tracer a-[11C]methyl-l-tryptophan (11C-AMT;
Diksic & Young 2001). Berney et al. (2011) had recently
reported that medication-free patients exhibited signifi-
cantly greater [11C]-AMT K* trapping in the right hippo-
campus and in the left temporal gyrus relative to age-
and sex-matched controls. Furthermore, these differen-
ces were more robust in male patients, who also had
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higher [11C]-AMT K* values in the caudate nucleus. In
addition, there were significant and positive correla-
tions between OCD symptom severity and 5-HT syn-
thesis rate in the caudate and the temporal lobe of the
patients, suggesting that increased 5-HT neurotrans-
mission could be a contributing factor to the patho-
physiology and symptom profile of OCD.

Changes after treatment with serotonergic drugs.
A seminal paper hinting at the tight reciprocal influ-
ence of cortical and basal ganglia brain areas dem-
onstrated that clomipramine, a tricyclic
antidepressant with serotonin reuptake inhibiting
properties, led to a decreased metabolic rate in the
OFC and caudate nucleus and an increase in the
right anterior putamen (Benkelfat et al. 1990). In a
study using 5-HTT imaging with [123I]beta-CIT SPECT
before and after 1 year of citalopram treatment of
OCD, it was shown that higher occupancy of 5-HTT
by citalopram was associated with better clinical
response (Stengler-Wenzke et al. 2006). Responders
to SSRIs treatment showed greater glucose consump-
tion normalisation in the anterior lateral OFC and
caudate nucleus compared with non-responders
(Saxena et al. 1999); in addition, activity in the lateral
OFC (BA 11 and BA 47) predicted subsequent reduc-
tion in OCD symptom severity associated with treat-
ment with SSRIs (Saxena et al. 1999; Rauch et al.
2002) (Table 7).

Across PET and SPECT studies, the head of the
caudate was found to be associated with greater glu-
cose metabolism and reduced cerebral blood flow in
OCD patients, versus controls (Whiteside et al. 2004). A
large study in OCD has suggested that baseline
increased rCBF in forebrain regions and decreased per-
fusion in posterior brain regions can potentially predict
treatment response to SSRI monotherapy or combined
medication with quetiapine (Wen et al. 2013).
Furthermore, higher whole brain perfusion as well as
higher rCBF values in the cerebellum were associated
with drug response (Ho Pian et al. 2005). In contrast,
no pattern of baseline activation distinguishing res-
ponders from non-responders to subsequent SSRI
pharmacotherapy was detected in another other SPECT
perfusion study, which included SAD, OCD and PTSD
samples (Carey et al. 2004).

A study comparing response to CBT and the SSRI
fluoxetine had complicated results; correlations
between normalised left OFC metabolism and treat-
ment response revealed that higher normalised metab-
olism in this region was associated with greater
improvement in the CBT-treated group, but worse out-
come in the SSRI group (Brody et al. 1998).

No significant differences in pre-treatment rCBF
were observed in a SPECT study between responders
and non-responders to behaviour therapy, however,
the post-treatment rCBF values in the left medial PFC
and bilateral middle frontal gyri were significantly
lower in the responders than in the non-responders
(Yamanishi et al. 2009).

Paediatric OCD

Even though the interpretation of imaging data in
paediatric OCD is more difficult than in adult patients,
in light of the extensive structural and functional mat-
uration occurring at cortical and subcortical level dur-
ing the developmental period, several studies have
been conducted in the field.

A report reviewing 28 neuroimaging studies using
various techniques and including a total of 462
paediatric OCD patients documented a dysfunction
of the prefrontal-striatal-thalamic circuit, with the
involvement of other basal ganglia structures (puta-
men and globus pallidus) and the thalamus. In con-
trast, adult studies reported mainly involvement of
the caudate nucleus and OFC (Huyser et al. 2009).
More recently, a literature review and preliminary
meta-analysis of neuroimaging studies in paediatric
OCD found altered functional activation in the same
brain regions of affective and cognitive cortico-stri-
atal-thalamic circuits as for adult OCD patients, des-
pite some variations in the direction of activation
difference (Brem et al. 2012). Studies that have been
published after this latter MRI review have shown
different abnormalities in specific brain regions of
paediatric OCD. In particular, a DTI study found that
patients with childhood OCD exhibited significantly
greater fractional anisotropy compared with matched
controls in left dorsal cingulum bundle, splenium of
the corpus callosum, right corticospinal tract and left
inferior fronto-occipital fasciculus (Gruner et al. 2012).

A Canadian study found that OCD children and ado-
lescents had higher levels of right prefrontal white
matter choline and N-acetylaspartate (NAA), with levels
of NAA, creatine and myo-inositol being positively and
significantly correlated with severity of symptoms
(Weber et al. 2014). In the same year, another
American study showed compromised white matter
integrity and reduced myelination in some brain
regions of children with OCD, particularly the corpus
callosum and fibre tracts that connect the frontal lobes
to widespread cortical and subcortical targets (Rosso
et al. 2014). More recently, a Spanish study did not
confirm the hypothesis of differences in glutamate
plus glutamine concentrations in the ACC between
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children and adolescents with OCD and healthy con-
trols; however, the authors found differences in the
glutamine concentration in OCD patients depending
on the duration of illness (Ortiz et al. 2015).

OCRDs

As compared with the relatively large pool of OCD
imaging studies, relatively few imaging studies exist for
the other OCRDs.

Trichotillomania. For trichotillomania, early studies
using ROIs approaches provided mixed results, such as
reduced cerebellar volumes (Chamberlain et al. 2009).
In a whole brain analysis, trichotillomania was associ-
ated with increased grey matter density in the stri-
atum, amygdalo-hippocampal formation and cortical
regions, including frontal and cingulate cortex
(Chamberlain et al. 2008). Another study found excess
cortical thickness in right frontal and other regions in
patients with trichotillomania and their clinically
unaffected first degree relatives versus controls
(Odlaug et al. 2014). However, reduced thickness of
the right para-hippocampal gyrus in trichotillomania
cases as compared with controls was identified in a
separate trichotillomania study (Roos et al. 2015). No
differences in white matter tracts between trichotillo-
mania patients and controls were identified using
tract-based spatial statistics (TBSS; Roos et al. 2013);
while a separate non-TBSS study identified reduced
fractional anisotropy (suggestive of disorganised tracts)
in regions close to the anterior cingulate, pre-supple-
mentary motor area and temporal cortices
(Chamberlain et al. 2010). Remarkably, in an independ-
ent study, similar white matter findings were found in
people with skin picking disorder versus controls (Grant
et al. 2013).

Hoarding. Most hoarding-related imaging research has
examined hoarding within the context of other disor-
ders – notably OCD, dementia and brain damage –
rather than as a discrete entity (Mataix-Cols et al.
2011). In one fMRI study using an inhibitory control
task, aberrant brain activation differed between hoard-
ing disorder and OCD, when a region of interest
approach was used (Tolin et al. 2014).

BDD. There have been a handful of structural imaging
studies to date (for a detailed review of imaging find-
ings in BDD, see Rossell et al. 2015). For example, one
study found reduced OFC and thalamus volumes in
patients with BDD versus controls (Atmaca et al. 2010);
while another reported reductions in amygdala, dorsal

anterior cingulate and other regions in patients
(Buchanan et al. 2014). Widespread white matter
abnormalities have been identified in BDD, perhaps
most consistently in the inferior longitudinal fasciculus,
which connects temporal and occipital lobes, likely
involved in the processing of body image (Rossell et al.
2015).

Paediatric autoimmune neuropsychiatric syndrome
(PANS, formerly known as paediatric autoimmune
neuropsychiatric disorders associated with streptococci,
PANDAS)

It has been hypothesised that one OCD subtype is
associated with autoimmune disorders triggered by
streptococcal infections (e.g., rheumatic fever and
Sydenham’s chorea) (Miguel et al. 2005). Children who
develop acute OCD after a group A b-hemolytic
streptococcal (GABHS) infection were first described by
Swedo (2002), who coined the formerly used acronym
PANDAS. Since many children get GABHS infections
without developing PANDAS, a genetic vulnerability or
susceptibility has been proposed.

Volumetric MRI studies found larger caudate, puta-
men and pallidus in PANDAS patients (Giedd et al.
2000). MRI and functional imaging studies in
Sydenham’s chorea have localised acute changes to
the basal ganglia (Singer & Loiselle 2003). In an MRI
study evaluating the size of the basal ganglia in
patients with Sydenham’s chorea and healthy controls,
children with Sydenham’s chorea had a 10% increase
in size of the caudate and a 7% increase in size of
both putamen and globus pallidus (Giedd et al. 1995).
Similar volumetric analyses in children with PANDAS
showed that the average size of the caudate, putamen
and globus pallidus, but not thalamus or total cere-
brum, was significantly greater in the affected group
than in healthy controls (Giedd et al. 2000).

Viewed collectively, the above imaging studies indi-
cate potentially important differences in neurobio-
logical abnormalities in OCRDs as compared with OCD
itself. Conclusions are tempered by the relatively lim-
ited quantity of imaging research available for these
other conditions.

PTSD

Structural brain morphology – MRI studies

MRI studies (Bremner et al. 1995, 1997; Gurvits et al.
1996; Stein et al. 1997; Woon et al. 2010) and a meta-
analysis (Karl et al. 2006) consistently showed that
PTSD is associated with reduced hippocampal volumes
meta-analyis, with the exception of one study (Bonne
et al. 2001). In addition, significant reduction in grey
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matter volume was observed in the left anterior cingu-
lated gyrus, left insula and right parahippocampal
gyrus in PTSD patients (Meng et al. 2014). Grey matter
reduction in medial PFC, left hippocampus, left middle
temporal gyrus and right superior frontal gyrus were
also reported (Li et al. 2014). The decreased volume of
the inferior temporal cortex was found to be inversely
related to self-reported anxiety level in PTSD patients
(Kroes et al. 2011). Findings of reduced hippocal and
medial OFC volumes were independently shown by by
Levy-Gigi et al. (2013), in this study no difference was
found for amygdala volumes. However, an investiga-
tion of a larger sample of nearly a hundred PTSD
patients were characterised by decreased amygdala
volumes (Morey et al. 2012). Volume reduction was not
associated with the PTSD chronicity, trauma load and
severity of depressive symptoms.

According to a recent review of studies investigat-
ing white matter volume in PTSD, volume reductions
were reported more often than increases in these pop-
ulations, however, these findings require further repli-
cation as the heterogeneity of the exact locations
indicated only a weak overlap across published studies
(Daniels et al. 2013). In the same review, when
addressing DTI studies differences were found consist-
ently in the cingulum and the superior longitudinal fas-
ciculus, however the directions of the difference (i.e.,
increases in fractional or decreases anistropy) were
equally found.

Changes after treatment. Changes in the hippocam-
pus and the amygdala were seen in PTSD patients
responding to CBT (Table 8).

Functional imaging research

In a meta-analysis of fMRI studies in PTSD, SAD and
specific phobia, greater activity than matched compari-
son subjects in the amygdala and insula were found in
all three disorders but to a less degree in PTSD than in
the other two disorders. By contrast, only patients with
PTSD showed hypo-activation in the dorsal and rostral
ACC and the ventromedial prefrontal cortex-structures
linked to the experience and regulation of emotion
(Etkin & Wager 2007).

Changes after treatment. Three studies evaluated
changes of brain activation following psychological
therapy (Bryant et al. 2008a, 2008b; van Rooij et al.
2015). One study investigated the effect of pharmaco-
logical medication with SSRI on low-frequency
fluctuation showing showing increases in the left OFC
and decreases in the precuneus (Zhu et al. 2015)
(Table 8).

PET and SPECT

Brain 5-HTT availability was reduced in the amygdalae
in a sample of PTSD patients (Murrough et al. 2011b).
Although no difference in regional 5-HT1A receptor
binding was reported in a previous PET study in PTSD
(Bonne et al. 2005), another PET study has demon-
strated up-regulation of brainstem and forebrain 5-
HT1A receptors (Sullivan et al. 2013). The recently
developed 5-HT1B-receptor selective radiotracer
[11C]P943 appears promising in examining these recep-
tors in PTSD. To date, however, there is only one pub-
lished study that used this tracer showing that early

Table 8. Treatment biomarkers in PTSD: summary of positive neuroimaging findings.
References Number of patients Treatment Method Predictor

Levy-Gigi et al. (2013) 39 CBT MRI Response to CBT is predicted by greater right hippo-
campal grey matter volume

Dickie et al. (2013) 30 CBT MRI Symptom improvement was correlated with and pre-
dicted by cortical thickness in the right subgenual
ACC

Bryant et al. (2008a) 13 CBT MRI Response to CBT is predicted by larger rostral ACC
van Rooij et al. (2015) 41 CBT fMRI Responders showed increased pre-treatment activa-

tion of the left inferior parietal lobe during con-
textual cue processing compared with CBT-
nonresponders

Bryant et al. (2008b) 14 CBT fMRI Poor improvement after CBT was associated with
greater bilateral amygdalae and ventral ACC acti-
vation in response to masked fearful faces

Zhu et al. (2015) 21 SSRI fMRI After treatment, significantly increased amplitude of
low-frequency fluctuation (ALFF) values were
observed in the left OFC, while decreased ALFF
values were found in the precuneus

Seedat et al. (2004) SSRI [99mTc]-HMPAO-SPECT Treatment with citalopram resulted in significant
deactivation in the left medial temporal cortex
irrespective of clinical response

Lindauer et al. (2008) Psychotherapy [99mTc]-HMPAO-SPECT Response correlated positively with activation in the
left superior temporal gyrus, and superior/middle
frontal gyrus
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trauma exposure is associated with reduced function-
ing of the 5-HT1B receptor in the human brain
(Murrough et al. 2011a).

A reduction in benzodiazepine binding in the brain
localised to the mPFC was found in a PET study
(Bremner et al. 2000a).

Changes after treatment. In a SPECT study, treatment
with citalopram resulted in significant deactivation in
the left medial temporal cortex unrelated to clinical
response (Seedat et al. 2004). In another SPECT study,
treatment effects of brief ‘‘eclectic’’ psychotherapy cor-
related positively with activation in the left superior
temporal gyrus, and superior/middle frontal gyrus
(Lindauer et al. 2008) (Table 8).

Genetic markers

Albeit indicative, family studies have the drawback of
being unable to disentangle genetics from environ-
mental factors, as common traits may be due not only
to genetic influences but also be transmitted via
shared environmental factors and model learning. Twin
studies can more precisely separate genetics, shared
environmental and other influences. It is assumed that
most twins – monozygotic and dizygotic – share the
same environment (or if some twins of a sample have
not been brought up in the same family, the different
environmental factors are equally distributed in mono-
zygotic and dizygotic twins) and that unique environ-
mental factors can be accounted for in twins in an
easier way than in non-twin brothers and sisters. Thus,
when a difference in concordance rates is detected,
this is more likely due to genetic factors. Heritability is
calculated from the difference in concordance rates for
a specific disorder in monocygotic and dizygotic twins.
Heritability estimates for anxiety disorders, OCD and
PTSD are listed in Table 9.

Molecular genetic studies, mainly including
linkage and association studies, are performed to

identify risk loci and risk genes, respectively, contribu-
ting to the heritability of disorders. Given the complex
genetic and polygenic nature of anxiety disorders,
OCD and PTSD, a multitude of common genetic variants
is expected in this context, with each variant increasing
the genetic disease risk by approximately 1–2%.

Linkage studies

Linkage studies analyse the co-inheritance of particular
genetic markers with the disease of interest in families
with several affected individuals. If a marker signifi-
cantly co-segregates with the disease, it can be
hypothesised that the region surrounding this marker
(‘‘locus’’) contains genes that confer risk to the disease.
Evidence for linkage is most commonly expressed as a
logarithm of the odds (LOD) score, which is based on
the number of estimates of recombination frequency.
A LOD score greater than three is considered to have
a significant odd in favour of genetic linkage and a
LOD score less than three but greater than 1.9 is rec-
ognised as ‘‘suggestive’’ (Lander & Schork 1994). The
advantage of linkage studies is the hypothesis-free
model which does not take into consideration a priori
hypothesis. However, detection sensitivity is rather low,
particularly for complex genetic disorders such as anx-
iety disorders, OCD and PTSD where each individual
gene is likely to have a small effect. Linkage studies in
anxiety disorders have previously revealed several
potential risk loci on chromosomes 1p, 4q, 7p, 9q, 11p,
15q and 20p for PDA, and on chromosomes 3q, 14p
and 16q for agoraphobia, specific phobias and SAD,
respectively (Smoller et al. 2008; Domschke & Deckert
2012).

Association studies

Association studies investigate the allelic frequency of
a particular polymorphism in an a priori defined candi-
date gene in a patient sample as compared with a

Table 9. Heritability of anxiety disorders, OCD and PTSD.
Disorder Heritability estimates

Panic disorder 48% (Hettema et al. 2001)
Agoraphobia 67% (Kendler et al. 1999)
GAD 32–38% (Scherrer et al. 2000; Dellava et al. 2011)
SAD 39–56% (Kendler et al. 1999; Mosing et al. 2009; Isomura et al. 2015)
Specific phobia 25–59% (Kendler et al. 1999; Van Houtem et al. 2013); in children: 60% (Bolton et al. 2006)
SepAD 43–73% (Bolton et al. 2006; Scaini et al. 2012)

OCRDs
OCD 27–47%; for adults while for early onset paediatric OCD: 45–65% (Van Grootheest et al. 2005)
Hoarding 51–71% (Mathews et al. 2007; Monzani et al. 2014)
Trichotillomania 32–78% (Novak et al. 2009; Monzani et al. 2014)
Skin Picking 40–44% (Monzani et al. 2012)
PTSD 13–70% (True et al. 1993; Koenen et al. 2002; Sartor et al. 2012)
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sample of healthy controls. If the allelic distribution of
this polymorphism differs significantly between
patients and controls, the marker allele or another
tagged polymorphism (with high linkage disequilibrium
to the tested polymorphism), which has higher fre-
quency in the patient sample compared to controls,
may be associated with disease status. The advantage
of association studies is their higher sensitivity to
detect genetic variations with small overall effects;
however, association studies are relatively prone to

high false-positive results, requiring replication in inde-
pendent samples. A wealth of association studies in
anxiety disorders has provided evidence for several
potentially relevant risk genes (Domschke & Deckert
2012; Howe et al. 2015; Gottschalk & Domschke 2016).
The candidates investigated in this hypothesis-guided
study approach have mainly been derived from animal
models of anxiety, challenge studies and/or psycho-
pharmacological principles in anxiety disorders as
reflected by the following chapters on e.g.,

Table 10. Genetic treatment biomarkers in anxiety disorders.
Study Number of patients Treatment Genotype Results

PDA
Perna et al. (2005) n¼ 92 SSRI (12 weeks) SLC6A4 5-HTTLPR LL Significant association between anti-

depressant treatment response and
allelic variation within the pro-
moter of the 5-HTT gene in female
subjects

Yevtushenko et al. (2010) n¼ 102 SSRIs (6 weeks) HTR1A-1019 GG Significant association between anti-
depressant treatment response and
5-HT1A–1019 GG genotype

Lonsdorf et al. (2010) n¼ 69 CBT (10 weeks) COMT rs4680 (Val158Met) Significant association between CBT
response and genotype

Reif et al. (2014) n ¼ 283 CBT (10 weeks) MAOA-uVNTR Carriers of the long MAOA VNTR
alleles showed significantly worse
outcome after CBT

GAD
Narasimhan et al. (2011) n¼ 155 SNRI (18 months) BDNF rs6265 (Val66Met) No association between rs6265 and

antidepressant treatment response
Narasimhan et al. (2012) n¼ 112 SNRI (18 months) COMT rs4680 (Val158Met) No significant association between

antidepressant treatment response
and rs4680

Cooper et al. (2013) n¼ 112 SNRI (24 weeks) Pituitary adenylate cyclase-acti-
vating peptide rs2856966 A

No significant association between
A118G and antidepressant treat-
ment response

Lohoff et al. (2013b) n¼ 112 SNRI (24 weeks) SLC6A4 5-HTTLPR LL Significant association between anti-
depressant treatment response and
genotype

Lohoff et al. (2013a) n¼ 156 SNRI (24 weeks) HTR2A rs7997012 G Significant association between anti-
depressant treatment response and
genotype

Perlis et al. (2013) n¼ 164 SNRI (6–12 weeks) CRHR1; DRD3; nuclear receptor
subfamily group C1;
phosphodiesterase 1A
(PDE1A)

Variants in CRHR1, DRD3, nuclear
receptor subfamily group C, mem-
ber 1 (NR3C1) and PDE1A were
associated with response to
duloxetine

SAD
Stein et al. (2006) n¼ 32 SSRI (12 weeks) SLC6A4 5-HTTLPR LL Significant association between SSRI

treatment response and SLC6A4 5-
HTTLPR genotype

Stein et al. (2013) n¼ 346 SSRI (10 weeks) RGS2 Significant association between SSRI
treatment response in two of four
investigated RGS2 SNPs

Andersson et al. (2013) n¼ 314 CBT SLC6A4, COMT and TPH2 No significant association between
CBT response and genotypes

OCD
Brandl et al. (2014) n¼ 184 Various antidepressants (>10

weeks)
CYP2D6 Significantly more failed medication

trials in CYP2D6 non-extensive
compared with extensive
metabolizers

Qin et al. (2015) n¼ 804 SSRIs DISP1; GRIN2B, PCDH10; GPC6 GWAS comparing responders and
non-responders to SSRI treatment

PTSD
Mushtaq et al. (2012) n¼ 330 SSRI (12 weeks) SLC6A4 5-HTTLPR LL Relative to the SS and SL 5HTTLPR

genotypes, the LL genotype is
associated with greater responsive-
ness of PTSD to sertraline
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neurochemistry, the HPA-axis, neurophysiological find-
ings or sensitivity to carbon dioxide (CO2) or chole-
cystokinin tetrapeptide (CCK-4).

Genome-wide association studies

It is important to note that many association findings
in anxiety disorders described above have not been
replicated and explain only a small fraction of the
expected heritability, leaving the majority as the miss-
ing heritability in anxiety disorders. Recently, the
approach of genome-wide association studies (GWAS)
has been proposed to provide a powerful advantage
to overcome the major limitations of candidate gene
studies. GWAS allow us to genotype hundreds of thou-
sands of polymorphisms across the whole genome, in
a hypothesis-free manner, and expected to provide
novel information regarding the involvement of gen-
etic variation(s) in the phenotype or process of
interest.

Gene–environment interaction

Despite the focus of the present review on biomarkers
of anxiety disorders, OCD and PTSD, genetic factors
cannot be considered without regard to environmental
risk factors. This is because of the complex interaction
between the genetic aetiology of anxiety disorders,
OCD and PTSD and environmental influences such as
abuse, loss/separation experiences in childhood or
recent stressful life events (Klauke et al. 2010). Thus,
gene–environment interaction studies are crucial in
order to define the combined action of genetic
markers and environmental factors, which will be most
informative in the context of mental disorders. For
instance, the serotonin transporter (SLC6A4) and neuro-
peptide S receptor 1 (NPSR1) risk variants have been
shown to confer increased anxiety sensitivity in healthy
subjects only in the context of a high load of early/
recent life traumata (e.g., Klauke et al. 2011, 2012a).
Moreover, early aversive life experiences might
increase the vulnerability to anxiety in the presence of
homozygosity of the catechol-O-methyltransferase
(COMT) Val158Met Met allele or the low-activity mono-
amine oxidase A (MAOA) upstream variable number of
tandem repeats (uVNTR) alleles as shown in healthy
volunteers characterised for anxiety sensitivity
(Baumann et al. 2013).

Pharmacogenetics

A substantial number of patients do not typically
respond to standard treatments. There is a belief that

responsiveness to or tolerability of treatment may be
influenced by inherited factors. Pharmacogenetics may
significantly contribute to a better prediction of drug
response and side effect tolerance by personalising the
choice of the best pharmacological agent for a particu-
lar patient, taking into account genetic information
that has an influence on drug metabolism, drug trans-
port and drug mechanism. Furthermore, several studies
have investigated the association between genotypes
and response to psychotherapy. These ‘‘therapyge-
netic’’ studies have multiplied in the past decade due
to the improved technology for detecting gene var-
iants (Pickar & Rubinow 2001; Serretti et al. 2005).
However, the best strategy to detect the key markers
involved has not been clearly identified, since both
candidate gene studies and GWAS provided results
that fell short of these expectations (Fabbri et al. 2013).

To date, the majority of candidate gene studies
involved in antidepressant response have been con-
ducted in patients with depression; those have mainly
investigated metabolism-related genes that encode for
receptors and transporters in addition to proteins
involved in second-messenger systems. The most prom-
ising results in the pharmacokinetic field have been
reported for variations of genes encoding for the cyto-
chrome P450 2D6 (CYP2D6) and P-glycoprotein,
although comparative evidence between different
drugs is present only for the CYP2D6 gene variants
(Porcelli et al. 2011). A complicating factor in relation to
drug actions in the brain is that the number of potential
pharmacodynamic targets appears to be quite large.
The most important of a long list currently appear to be
genes encoding COMT, MAOA, SLC6A4, tryptophan
hydroxylase (TPH), the norepinephrine transpoter (NET/
SLC6A2) or DAT (SLC6A3), monoamine receptors (HTR1A,
HTR2A, HTR6, HTR3A, HTR3B and b1 adrenoceptor),
dopamine (DA) receptors, G-protein b3 subunit, cortico-
tropin-releasing hormone receptor I (CRHR1), gluco-
corticoid receptor, angiotensin-converting enzyme,
circadian locomotor output cycles kaput (CLOCK), nitric
oxide synthase, interleukin (IL)-1b and brain-derived
neurotrophic factor (BDNF; Kato & Serretti 2010).

Epigenetics

Epigenetics is the ‘‘branch of biology which studies the
causal interactions between genes and their products,
which brings the phenotype into being’’ (Waddington
1942). Epigenetic processes can change the final out-
come of a locus or chromosomal region without
changing the underlying DNA sequence (Goldberg
et al. 2007), or in other words, ‘‘switch genes on and
off’’. For instance, DNA methylation of the cytosine
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pyrimidine ring in CpG dinucleotides has been shown
to be of major functional significance by mainly
‘‘silencing’’ gene transcription (cf. Jaenisch & Bird
2003). Other epigenetic mechanisms crucially govern-
ing gene function comprise for example histone acetyl-
ation or microRNAs. Thus, besides risk genes not yet
identified in candidate gene studies, epigenetic proc-
esses might constitute one missing link in the so-called
‘‘missing’’ or ‘‘hidden’’ heritability.

However, even if it will be possible to identify epi-
genetic processes, which modulate gene expression in
anxiety disorders, this does not imply that the influ-
ence of genetic factors is less than what it is currently
estimated (i.e., from the moderate to high heritability
scores for anxiety disorders). On the contrary, when a
twin study is conducted, the probands already have
the disorder. When a heritability of, for example, 50%
is found in a twin study, and epigenetic processes trig-
gered by environmental factors play a role, this can
only mean that the heritability was even higher than
50% before the modulation of gene expression took
place and epigenetic processes have attenuated the
influence of heritability.

PDA

Association studies

Serotonin system. Within the serotonin system, com-
pelling evidence has accumulated for MAOA to be
associated with PDA: a polymorphism in MAOA pro-
moter region (MAOA-uVNTR) has been found to impact
on gene expression; high-expression alleles have been
reported to increase the risk for PDA, particularly in
female patients (Deckert et al. 1999; Reif et al. 2012).
This excess of high activity MAOA-uVNTR alleles in
female patients with PDA was not modified by the
SLC6A4 promoter polymorphism (Sand et al. 2000a). No
association of the MAOA-uVNTR could be identified
with personality traits linked to anxiety (e.g., neuroti-
cism, harm avoidance) (Sabol et al. 1998; Eley et al.
2003; Yu et al. 2005). Moreover, HTR1A, HTR2A and the
tryptophan hydroxylase 2 (TPH2) genes have been sug-
gested to contribute to the pathogenesis of PDA (e.g.,
Rothe et al. 2004; Maron et al. 2005, 2007), while the
role of SLC6A4 in PDA is controversial (Deckert et al.
1997; Schumacher & Deckert 2010). An epistatic ana-
lysis of interactions between the functional serotonin
receptor 1A (HTR1A) polymorphism, the NET variants as
well as polymorphisms in the MAOA gene and the
COMT gene (see below) has been performed by Freitag
et al. (2006). A nominally significant interaction exists
between the HTR1A and the COMT polymorphism

(Freitag et al. 2006), indicating the importance of sero-
tonergic and catecholaminergic interaction.

Dopamine/Norepinephrine. The most consistently
replicated vulnerability gene of the dopaminergic/nora-
drenergic system is the gene encoding COMT: A func-
tional single nucleotide polymorphism (SNP) within
COMT, rs4680 G/A, which leads to an amino acid
change from valine (Val) to methionine (Met) at pos-
ition 158 (Val158Met) is the focus of psychiatric
research since the Val allele is associated with an
increase in COMT enzymatic activity, which in turn
results in a decrease of cortical dopamine levels (Chen
et al. 2004). This functional Val158Met polymorphism
has been found to be associated with the disease in
females only and potentially in an ethnic-specific man-
ner (Hamilton et al. 2002; Domschke et al. 2004, 2007).
A recent meta-analysis, investigating the association
between COMT Val158Met and axiety-related traits,
demonstrated that Val-homozygote white males had
higher neurotism, while Val-homozygote Asian males
had higher harm avoidance trait (Lee & Prescott 2014).
One of the few gene–gene interaction studies in PDA
discerned a potentially epistatic effect of COMT and
HTR1A (see above; Freitag et al. 2006). Lee et al. (2005)
investigated three polymorphisms in the promoter
region and the 50 untranslated region (UTR) of NET for
association with PDA in a German population of 115
patients and 115 control individuals and observed sig-
nificant association of two polymorphisms (rs2397771
and rs2242446) in a subgroup of patients with PDA
without agoraphobia. In a case–control study consist-
ing of 449 PDA patients and 279 controls, Buttenschon
et al. (2011) found seven SNPs (rs2242446, rs11076111,
rs747107, rs1532701, rs933555, rs16955584 and
rs36021) located within the 50 end of NET to be signifi-
cantly associated with the disorder. However, in
another German population of 87 individuals with PDA
compared with 89 control individuals, no significant
association of six NET gene variants with PDA was
observed (Sand et al. 2002). In addition, Esler et al.
(2006) could not detect loss of function mutations in
NET coding regions in PDA patients. Nevertheless, they
detected hypermethylation of CpG islands in the NET
gene promoter region, with potential silencer property
in altering gene expression (Esler et al. 2006).
Chromatin immunoprecipitation demonstrated binding
of the inhibitory transcription factor, MeCP2, to the
promoter region in PDA patients (Esler et al. 2006).

Moreover, in a family-based study including 622
individuals in 70 families, no significant association or
linkage between dopamine D4 receptor (DRD4) or DAT
polymorphisms and PDA was observed in multiplex
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families (Hamilton et al. 2000). Yet, the authors could
show LOD scores of �1.1 and 1.05 for DAT and DRD4
exon 1 loci, respectively, thus providing some weak
support for a role for these polymorphisms in PDA
(Hamilton et al. 2000).

GABA. Despite its obvious function in the therapy of
anxiety disorders, a role of the GABA system has not
been convincingly supported on a genetic level (Pham
et al. 2009). Although significant linkage has been
reported for a region on chromosome 15q near the
GABA A receptor and suggestive evidence for loci on
2p, 2q and 9p with PDA in a study comprising 120
multiplex panic disorder pedigrees with a total of
1,591 individuals (Fyer et al. 2006), there is only sparse
and not robustly replicated evidence for genes encod-
ing the glutamate decarboxylase (GAD), GABA receptor,
GABA transporter and the peripheral benzodiazepine
receptor in PDA (Sand et al. 2000b; Domschke &
Zwanzger 2008). A recent study, however, reported
genetic evidence for the involvement of the GABA A
receptor subunit b3 and GABA A receptor subunit a5
genes in the susceptibility to PD (Hodges et al. 2014).

Acid-sensing ion channel (ACCN). CO2 hypersensitivity
has been associated with PDA (see Chapter ‘‘CO2

hypersensitivity’’, Part II, Bandelow et al. 2016). An
interesting potential PDA risk gene emerging from
studies of the respiratory system is the acid-sensing
ion channel (ASIC) 2 gene (ACCN2) coding for ASIC 1a,
which is essential for CO2-mediated fear behaviour and
has been found to be associated with PDA (Smoller
et al. 2014).

Neuropeptide S. Particularly compelling evidence has
accumulated for the neuropeptide S (NPS) system in
anxiety and arousal in rodent models of anxiety (for
review, see Pape 2010), which is mirrored by several
studies reporting association of functional NPSR1 gene
variation with PDA and several related dimensional
phenotypes such as anxiety sensitivity or physiological
arousal (Domschke et al. 2011); for review see
Gottschalk and Domschke, 2016).

HPA-axis. The A allele of the CRHR1 G/A variant
(rs17689918) has been identified to be significantly
associated with PDA in female patients as well as
increased anxiety sensitivity scores and anxious appre-
hension prior to a behavioural avoidance task (Weber
et al. 2015).

Other systems. In line with the CCK-4 acting as a
potent inductor of panic attacks, association has been

reported for the cholecystokinin (CCK) gene and the
CCK receptor 1 and 2 (CCKAR and CCKBR) genes with
PDA (Kennedy et al. 1999; Hosing et al. 2004;
Koefoed et al. 2010) (for review see Zwanzger et al.
2012).

It is known that patients with PDA patients are sen-
sitive to caffeine-containing drinks. The adenosine
receptor is targeted by caffeine and has been impli-
cated in anxiety also on a genetic level with converg-
ing evidence for a variant in the adenosine An
adenosine A2A receptor gene (ADORA2A) to be associ-
ated with PDA (Deckert et al. 1998; Hamilton et al.
2004).

GWAS. Only few GWAS have been conducted so far in
PDA in relatively small samples compared with schizo-
phrenia or bipolar disorder, with the most compelling
evidence from a German study for a role of the trans-
membrane protein 132 gene (Erhardt et al. 2011) and
some meta-analytic support for the bradykinin receptor
B2 and NPY receptor Y5 gene loci in Japanese patients
with PDA (Otowa et al. 2012).

A meta-analysis of GWAS of patients with different
anxiety disorders (GAD, PDA, SAD and specific phobias)
identified the following markers showing the strongest
association: rs1709393 located in an uncharacterised
non-coding RNA locus on chromosomal band 3q12.3
and rs1067327 within CAMKMT encoding the calmodu-
lin-lysine N-methyltransferase on chromosomal band
2p21 (Otowa et al. 2016).

Epigenetics

The first studies of DNA methylation in anxiety disor-
ders have revealed significant hypomethylation of the
MAOA and glutamate decarboxylase 1 (GAD1) genes in
PDA (Domschke et al. 2012b, 2013). Recent reports of
genetic variation in microRNAs to be associated with
PDA point to a potential role of this particular epigen-
etic mechanism in the pathogenesis of anxiety disor-
ders (Muinos-Gimeno et al. 2011; Hommers et al.
2015a).

Gene–environment interaction

In patients with PDA, separation life events were
reported to interact with SLC6A4 and HTR1A gene
variants (Choe et al. 2013). On an epigenetic level,
promoter methylation of the MAOA and GAD1 genes
has been found to negatively correlate with the
experience of adverse life events in the past 12
months in PDA patients as well as in healthy con-
trols suggesting DNA methylation as a functional
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joint between genetic and environmental factors
(Domschke et al. 2012b, 2013).

Imaging/intermediate phenotype genetics

As reviewed above, altered structural and functional
neural activation patterns have been identified in the
context of anxiety disorders. These imaging markers of
anxiety disorders have been suggested to be driven by
genetic factors and thus to constitute valid intermedi-
ate phenotypes of anxiety disorders (for review, see
Domschke & Dannlowski, 2010).

In PDA and related traits, the NPSR1 gene has been
investigated most comprehensively by means of an
imaging genetic approach: While healthy probands car-
rying the NPSR1 T risk allele showed increased amyg-
dala activation in response to fearful faces (Dannlowski
et al. 2011), in patients with PDA the NPSR1 T risk allele
conferred decreased activation of the dorsolateral pre-
frontal, lateral orbitofrontal and ACC during fear-rele-
vant face processing (Domschke et al. 2011). NPSR1 T
allele carries have also been found to display lower
glutamate/glutamine-to-creatine ratios in the ACC dur-
ing CCK-4-induced panic challenge paradigms in an
MRS study (Ruland et al. 2015). The notion of a dis-
rupted cortico-limbic interaction emerging from these
and related findings in healthy probands (e.g., Beste
et al. 2013; Tupak et al. 2013; Guhn et al. 2015;
Neufang et al. 2015) has been shown to possibly arise
from a dysfunctional maturation of cortico-limbic con-
nectivity in adolescence (Domschke et al. 2015a).
Functional neuroimaging furthermore revealed reduced
activation of prefrontal areas in a differential condition-
ing task, indicating disturbances of fear generalisation,
and increased activity of the amygdala in female PDA
patients carrying the CRHR1 risk allele A during a
safety-learning paradigm (Weber et al. 2015). Several
further imaging genetic studies in PDA have provided
evidence for genetic as well as epigenetic variation in
e.g., the COMT, HTR1A and ACCN2 genes to confer a
distorted cortico-limbic interaction particularly during
emotional processing with an overactive limbic system
and a decreased inhibitory function of cortical regions
(Domschke et al. 2006, 2008; Smoller et al. 2014; for a
comprehensive review see Domschke & Dannlowski
2010).

Besides neural network markers, other anxiety-
related intermediate phenotypes have been discerned
to be linked to genetic risk factors in healthy probands,
such as anxiety sensitivity (e.g., Stein et al. 1999),
behavioural inhibition (Smoller et al. 2005), responsivity
to panicogenic challenge tests with CO2 or CCK-4 (see
above; Maron et al. 2008; Schruers et al. 2011), the

acoustic startle response (Montag et al. 2008; Klauke
et al. 2012b; Gajewska et al. 2013; Domschke et al.
2012a, 2015b), peripheral sympathetic activity
(Domschke et al. 2009) or anxiety response to caffeine
(Alsene et al. 2003; Childs et al. 2008).

Pharmacogenetics

Two available studies in PDA have demonstrated that
better response to antidepressant (SSRI) treatment is
predicted by the 5-HTTLPR L-allele and the HTR1A -
1019C allele, respectively (Perna et al. 2005;
Yevtushenko et al. 2010). The COMT 158Val allele was
associated with greater symptom relief during expos-
ure-based CBT (Lonsdorf et al. 2010), while carriers of
the long MAOA-uVNTR alleles showed significantly
worse outcome after CBT (Reif et al. 2014).

Positive findings for genetic treatment biomarkers
in anxiety disorders are summarised in Table 6.

GAD

Association studies

MAOA and SLC6A4 have been found to be potentially
implicated in the pathogenesis of GAD (Tadic et al.
2003; You et al. 2005), while association of GAD with
HTR1A gene variation was partly mediated by comor-
bidity with depression (Molina et al. 2011). A recent
study reported the Met allele of the functional BDNF
Val66Met polymorphism to be associated with GAD
risk along with an increase in serum BDNF levels
(Moreira et al. 2015).

Pharmacogenetics

An intensive search for genetic predictors of treatment
response has also been conducted in GAD, where a
few genes, including the ones coding for the pituitary
adenylate cyclase-activating peptide, SLC6A4, HTR2A,
CRHR1, the dopamine D3 receptor (DRD3), the nuclear
receptor subfamily group C, member 1 (NR3C1) and
the phosphodiesterase 1A (PDE1A), were found as
potential markers predicting response to either venla-
faxine or duloxetine medication (Table 6).

SAD

Association studies

Norepinephrine. Gelernter et al. (2004) detected sig-
nificant linkage for SAD on chromosome 16. Since the
gene encoding NET, SLC6A2, maps to this broad
region, it has been hypothesised that this gene may
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be a possible candidate for influencing social phobia
risk (Gelernter et al. 2004).

Dopamine. A significant impact of several polymor-
phisms in DRD2, DRD3 and DRD4 in addition to DAT
(SLC6A3) on SAD was excluded in a sample of 17 multi-
plex social phobia families (Kennedy et al. 2001).

Epigenetics

Patients with SAD showed significantly decreased oxy-
tocin receptor (OXTR) gene methylation as compared
with healthy controls (Ziegler et al. 2015).
Hypomethylation of this CpG site was further found to
be associated with higher scores on SAD severity
scales, and an increased saliva cortisol response during
the Trier Social Stress Test in healthy controls (Ziegler
et al. 2015).

Gene–environment interaction

While high social support was shown to constitute a
protective factor against SAD per se, low social support
was reported to increase SAD risk in individuals with
the long and more active 5-HTTLPR L-allele (Reinelt
et al. 2014).

Imaging (epi-)genetics

The less active and short S allele of the 5-HTTLPR
polymorphism was found to be associated with
symptom severity and amygdala excitability in SAD
patients during social anxiety provocation in relation to
general affective ratings using [H2

15O]PET (Furmark
et al. 2004).

In another [H2
15O]PET study, placebo response was

associated with reduced stress-related activity in the
amygdala only in SAD patients who were homozygous
for the long L allele of the 5-HTTLPR or the G allele of
the TPH2 G-703T polymorphism, but not in carriers of
the S or T alleles (Furmark et al. 2008). In a similar
study, patients with SAD as well as controls showed
increased activation in the left amygdala in response
to angry faces when compared with neutral ones. The
response was more pronounced in carriers of the 5-
HTTLPR short S allele and/or TPH2 T allele (Furmark
et al. 2009). In an imaging epigenetics approach,
increased amygdala response during social phobia-
related word processing has been identified in patients
with SAD (Ziegler et al. 2015).

Pharmacogenetics

Reduction in social anxiety symptoms during SSRI
treatment was significantly associated with 5-HTTLPR

genotype in a very small sample (Stein et al. 2006).
However, none of three gene candidates (5-HTT, COMT
and TPH2), predicted response to CBT in another,
larger study (Andersson et al. 2013). Recently, the most
powerful study (n¼ 346 patients) with SAD has found
that two of four SNPs within the regulator of G-protein
signalling 2 gene (RGS2) predicted remission to sertra-
line treatment, suggesting that this gene could be a
biomarker of the likelihood of substantially benefiting
from SSRI medication among patients with SAD (Stein
et al. 2013) (Table 6).

Specific phobia

Association studies

The long and more active MAOA uVNTR alleles have
been found to be associated with anxiety disorders of
the phobic spectrum (Samochowiec et al. 2004). In Han
Chinese patients with specific phobias, association with
a BDNF gene variation has been reported (Xie et al.
2011).

Intermediate phenotype genetics

In a study with patients suffering from blood-injury
phobia, homozygosity for the ADORA2A 1976T allele as
compared to the presence of at least one 1976C allele,
resulted in a significantly increased respiratory rate and
a trend towards elevated measures of blood pressure
and respiratory minute volume. These results suggest
that blood-injury phobia might be modulated by the
ADORA2A 1976C/T polymorphism for which a link with
sympathetic psychophysiological indicators of anxiety-
related arousal was found (Hohoff et al. 2009). None of
the sympathetic measures was influenced by COMT or
NET polymorphisms.

SepAD

A common genetically determined neurophysiological
vulnerability underlying childhood onset SepAD (C-
SepAD) and adult PDA has been suggested based on
Donald Klein’s longstanding separation anxiety–PDA
hypothesis (Bandelow et al. 2001; Preter & Klein 2008).
Evidence supports this hypothesis suggesting a shared
genetic liability between SepAD and PDA (Roberson-
Nay et al. 2010). Furthermore, in a multivariate
Norwegian twin sample, Battaglia et al. (2009) demon-
strated that shared genetic determinants appear to be
the major underlying cause of the developmental con-
tinuity of C-SepAD into adult panic disorder and the
association of both disorders with heightened sensitiv-
ity to CO2. This may be the primary underlying cause
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of both disorders’ association with heightened sensitiv-
ity to CO2 and the developmental continuity of C-
SepAD and adult PDA, as well as A-SepAD.

Association studies

Dopamine. Higher scores on attachment anxiety and
possibly a combination of avoidance and attachment
anxiety have been found to be associated with the
presence of one or two copies of the DRD2 A1 allele
(Lawford et al. 2006).

Oxytocin. As expected, given the evolutionary conser-
vation of the small nonapeptide oxytocin, mutation
analysis of its gene has shown no consistent disturb-
ance in A-SepAD (Costa et al. 2009a). A positive gen-
etic association with A-SepAD has been found for
the SNP, rs53576, within the OXTR gene. Specifically,
the GG genotype has been linked to high levels of
separation anxiety and insecure attachment in
patients with major depression (Costa et al. 2009a).
The OXTR rs53576 variant was furthermore found to
moderate the influence of attachment and bonding
styles during childhood on dimensional social anxiety
in healthy probands (Notzon et al. 2016). Although
the genetic function of the rs53576 SNP is not
known, a recent study suggests that it may impact
hypothalamic-limbic structure and function (Tost
et al. 2010), while its location within the third intron
might impact epigenetic regulation of OXTR
expression.

Neurosteroids. A variation in the 18 kDa translocator
protein gene has been reported to possibly be
involved in A-SepAD (Costa et al. 2009b, 2012).

OCD

Evidence from five genetic linkage analyses and over
100 genetic candidate gene association studies sup-
ports several candidate regions and genes in OCD,
with the most consistent reports in the glutamatergic
and serotonergic systems (Pauls et al. 2014).

Linkage studies

Childhood OCD. Even though childhood OCD is con-
sidered a highly familial disorder (do Rosario-Campos
et al. 2005), there are few genetic studies in the OCD
paediatric/adolescent population. A recent genome-
wide linkage analysis identified five areas of interest
on chromosomes 1p36, 2p14, 5q13, 6p25 and 10p13,
with the strongest result on chromosome 1p36.33-
p36.32 (Mathews et al. 2012). Furthermore,

chromosome 15q14 has previously been linked to
familial OCD in another genome-wide linkage analysis,
supporting preceding findings that this region may
contain one or more OCD susceptibility loci (Ross et al.
2011).

Association studies

Serotonergic system. Genes related to the serotoner-
gic neurotransmitter system have been examined
extensively in the genetic risk of developing OCD
given the role of serotonin in the proposed neuro-cir-
cuitry, and the significance of SSRIs as the first-line
pharmacological treatment of OCD. A recent meta-ana-
lysis of OCD genetic association studies showed signifi-
cant results for a serotonin transporter promoter
(SLC6A4) polymorphism (HTTLPR) and the serotonin 2A
receptor (HTR2A) rs6311 marker (Taylor 2013). Also, in
an early onset paediatric study, the HTTLPR La allele
conferred as risk allele (Walitza et al. 2014). However,
two recent GWAS of OCD did not detect any signifi-
cant markers related to this system (Stewart et al.
2013; Mattheisen et al. 2015).

Glutamatergic system. Evidence has implicated abnor-
malities in the glutamatergic system as part of the aeti-
ology of OCD, with the most robust genetic results
being from genes that are involved in this system. A
meta-analysis by Taylor (2013) reported a non-signifi-
cant trend in a glutamatergic system gene, the neur-
onal glutamate transporter gene (SLC1A1).
Furthermore, although the first published GWAS of
OCD by the International OCD Foundation Genetics
Collaborative group did not detect genome-wide sig-
nificant association between any tested markers and
OCD diagnosis (Stewart et al. 2013), interesting trends
were observed in several glutamatergic system genes
including the discs large (drosophila) homologue-asso-
ciated protein 1 (DLGAP1) and glutamate receptor, ion-
otropic, kainate 2 (GRIK2) genes. Another recent but
more in-depth meta-analysis examining nine SNPs
across the 30 region of the SLC1A1 gene and OCD ill-
ness by Stewart et al. (2007) revealed a consistent
nominally significant finding in one of the SNPs,
rs301443, with another SNP showing modest associ-
ation when controlled for gender (rs12682897). The
second GWAS conducted by the OCD Collaborative
Genetics Association also did not report any genome-
wide significant results (Mattheisen et al. 2015) but
detected a trend in the top-hit marker on chromosome
9 near the protein-tyrosine phosphatase, receptor-type,
delta (PTPRD) gene, which promotes glutamatergic syn-
aptic differentiation.
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Dopamine. Interest in the dopaminergic system came
from the treatment of OCD using antipsychotics as
augmenting agents alongside SSRIs (Fineberg et al.
2013). Although Taylor (2013) in his recent meta-ana-
lysis of OCD genetic association studies showed nom-
inal significant finding for the COMT rs4680 marker (OR
¼1.200, 95% CI 1.001–1.438, P¼ 0.010), and non-signifi-
cant trends for two additional dopaminergic system
genes, the DAT1 and DRD3, no further replication gen-
etic studies support dopamine’s genetic link to OCD.

Other systems. Genes involved in the GABAergic system
have been investigated with inconsistent and non-
replicated results (Taylor 2013). Similar lack of further
support was reported for the BDNF gene including the
most studied Val66Met (rs6265) variant (Zai et al.
2015b) and genes related to neuroplasticity (Taylor
2013).

Epigenetics

Epigenetics refers to the heritable changes in gene
expression without changes to the underlying DNA
sequence – a change in phenotype without a change
in genotype. To date, there are no published epigen-
etic studies in OCD.

Imaging genetics

In a recent systematic review of imaging genetics of
OCD, the use of anatomical or physiological imaging
technologies as phenotypes to evaluate genetic varia-
tions (Grunblatt et al. 2014), the most promising results
came from the serotonergic (SLC6A4, HTR2A), glutama-
tergic (SLC1A1, SAP90/PSD95-associated protein 3
[SAPAP3]), and dopaminergic (COMT) systems. More
specifically, genetic variations of the serotonergic sys-
tem have been linked to anatomical changes in the
OFC and the raphe nuclei; glutamatergic system to the
OFC, ACC and the thalamus and dopamine-related var-
iants to the putamen. However, these results are based
on limited findings, and further replication and explor-
ation is needed.

Pharmacogenetics

Several pharmacogenetic studies are listed in Table 10.
No definitive results support a single genetic variation
or gene that determines SSRI response in OCD; how-
ever, several SNPs across candidate genes within the
cytochrome P450, glutamatergic and serotonergic sys-
tems appear interesting (Zai et al. 2015a). These
markers include CYP2D6, SLC6A4, serotonin

1Dbreceptor, HTR2A, SLC1A1 and the glutamate recep-
tor, ionotropic, N-methyl D-asparate 2B (GRIN2B).

However, the most intriguing pharmacogenetic find-
ings involving both pharmacokinetic and pharmacody-
namic lines of evidence have emerged from studies in
OCD and have been reviewed in more details in very
comprehensive review by Zai et al. (2014). As the
authors summarised, only two cytochrome P450 liver
enzyme genes, CYP2D6 and CYP2C19, have been
studied in relation to the SSRI response in OCD. This
showed that non-responders appear to be more com-
mon among non-extensive metabolizers according to
genetic status of CYP2D6, suggesting that genes regu-
lating metabolism of drugs may play an important role
in treatment response (Brandl et al. 2014). Regarding
the pharmacodynamic studies in OCD, available data
are still inconsistent, preliminary or not yet replicated
in independent and well-powered samples. Among
various candidates, a number of genes related to the
serotonin, glutamate and dopamine systems, in add-
ition to neurotrophic factors have been identified as
promising genetic predictors of treatment response to
antidepressants in OCD (Zai et al. 2014). Furthermore,
OCD remains the only anxiety disorder, where the
GWAS approach was applied to detect novel bio-
markers of treatment response. Many new loci were
identified as top hits in the recent GWAS of SSRI
response in OCD patients including GRIN2B, glypican 6
(GPC6), dispatched homologue 1 (Drosophila) (DISP1),
ankyrin repeat and fibronectin type III domain contain-
ing 1, arrestin domain containing 4 (T-cell lymphoma
invasion and metastasis 1, protocadherin 10 (PCDH10)
and LOCT30101) (Qin et al. 2015). However, a great
deal of further research (Zai et al. 2014) is required to
clarify their functional status and their potential role in
the treatment response.

Genetics of other OCRDs

Although knowledge is limited, there appear to be
genetic differences between OCD and the other OC-
RDs. The heritability scores for OCRDs are shown in
Table 9.

Very few studies have examined genetic factors in
these disorders. Markers within COMT (Lochner et al.
2005b), neurotrophic tyrosine kinase receptor type 3
(Alonso et al. 2008), and SLC6A4 (Hasler et al. 2006)
have been examined in OCD patients with hoarding
phenotype. Four candidates, SAPAP3 (Bienvenu et al.
2009; Zuchner et al. 2009; Boardman et al. 2011),
HTR2A (Hemmings et al. 2006), the SLIT- and NTRK-like
family, member 1 gene (SLITRK1) (Zuchner et al. 2006),
and genetic variations within the monoaminergic
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system (Lochner et al. 2005a) have been investigated
in OCD patients with grooming disorders including tri-
chotillomania. Inconsistent findings were detected for
SAPAP3 and significant results for HTR2A and
SLITRK1 require replications. Only one genetic study
(Phillips et al. 2015) has examined OCD candidate
genes in BDD and antidepressant response, which was
negative. No additional published studies to date have
examined the genetic influence of antidepressant
response in these conditions (Zai et al. 2015a). There
are no published epigenetic or imaging genetic studies
in either of these disorders to date.

In summary, these genetic findings, including imag-
ing genetics and pharmacogenetics, in OCD are excit-
ing but too premature to be used as biomarkers given
the relatively small sample sizes and difficulty in repli-
cating results. Even fewer studies have examined the
genetics of other OCRDs.

PTSD

Association studies

Association studies for PTSD have been summarised by
Domschke (2012) and Koenen et al. (2013). These stud-
ies showed that various neurotransmitter systems may
confer susceptibility to PTSD, including the serotonin
system (SLC6A4 promoter region polymorphism, 5-
HTTLPR), HTR2A, the HPA axis (the FK506 binding pro-
tein 5 gene, which is coding for a protein influencing
glucocorticoid receptor sensitivity, CRHR1), the dopa-
minergic system (COMT, DRD2 and DAT1), the endocan-
nabinoid system (the cannabinoid receptor 1 gene)
and the GABA system (GABA receptor subunit a2

gene). Recent studies also showed an involvement of
the adrenergic system, in particular the NET, in the
genetics of PTSD (Pietrzak et al. 2013, 2015).

A study by Smith et al. (2011) addressed DNA
methylation as a possible mediator of persistent
changes in gene function following chronic stress.
Global methylation was increased in subjects with
PTSD. Together, these results suggest that psychosocial
stress may alter global and gene-specific DNA methyla-
tion patterns potentially associated with peripheral
immune dysregulation.

GWAS

In veterans with and without combat-related PTSD, a
genome-wide SNP on chromosome 4p15, rs717947,
was found to be associated with PTSD severity in a
small sample. In a replication study with larger sam-
ples, this SNP rs717947 was significantly associated
with PTSD diagnosis in females, but not in males. The

rs717947 was also found to be a methylation quantita-
tive trait locus in the replication study (Almli et al.
2015). Another GWAS meta-analysis identified the
phosphoribosyl transferase domain containing 1 gene
as a genome-wide significant locus for PTSD
(Nievergelt et al. 2015).

Epigenetics

Since PTSD is thought to emerge from the interactions
between traumatic events and a genetic vulnerability
(Auxemery 2012), epigenetic processes may crucially
mediate these interactions. Most epigenetic studies
have examined the methylation status of cytosine resi-
dues of genomic DNA. Overall, epigenetic regulation in
PTSD has been supported by genes involved in: stress
responses (e.g., the HPA axis), neurotransmitter sys-
tems, immune responses or repetitive genomic ele-
ments (Uddin et al. 2010, 2011), partly in a sexually
dimorphic fashion (Uddin et al. 2013). Only few studies
have conducted an epigenome-wide approach or used
epigenome-wide markers (Rampp et al. 2014; Zannas
et al. 2015).

Discussion

Neuroimaging

Over the past 30 years, brain-imaging methods have
increasingly been applied in anxiety research. The
widespread use of neuroimaging techniques has pro-
duced an increasingly diverse picture of the involve-
ment of different brain structures and neurotransmitter
systems in processing of fear. For example, some stud-
ies have emphasised the disruption of the inhibition of
the amygdala by the prefrontal cortex in particular
anxiety disorders, e.g., in SAD (Kasper et al. 2014).
However, despite a plethora of high-quality publica-
tions in the field, imaging research has not yet suc-
ceeded in reliably identifying neuroanatomical,
functional or metabolic alterations, which have been
unequivocally associated with certain anxiety disorders.
Several inconsistencies in the reported findings may be
due to heterogeneity in diagnoses, paradigms, study
designs, image acquisition methods or analysis, in add-
ition to many various confounding factors. Some of
the reported discrepancies in the results may have
been due to artefacts. In particular, the issue of mul-
tiple testing in studies that examined ROIs may repre-
sent a substantial source of error. Given that numerous
different ROIs can be compared statistically, the risk of
false-positive (by chance alone) results is relatively
high; however, voxel-based morphometry enables a
whole-brain analysis without restricting the analysis to
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specific brain regions and correction for multiple test-
ing is usually applied in order to reduce the rate of
false positive findings. Nonetheless, the choice of ROIs
may be guided by expectation bias, e.g., as there is a
widespread opinion that the amygdala is an important
centre in anxiety control systems, and thus, some stud-
ies may have chosen the amygdala a priori as a ROI
and have disregarded other regions that might also
show associations with anxiety disorders. Moreover,
due to the difficulty of recruiting large samples for
imaging studies, risk of publication bias when smaller
studies that reported null findings have not been pub-
lished may be high.

The main challenge that we face is that we do not
even know what we are searching for: Is an exagger-
ated anxiety response in a brain imaging procedure
caused by an increased firing rate of nerve cells in a
small brain nucleus? Is a decrease in ability to attenu-
ate a physiological arousal reaction caused by the dys-
function of the brain network or a bundle of nerve
cells, e.g., serotonergic neurons? When a certain brain
region has been activated in an anxiety paradigm,
does this represent a nucleus showing an anxiety
response, or a bundle of nerve cells that passes
through this region? Is anxiety caused by a fluctuation
in serotonin levels at the synapses (too much or too
little), during the wrong interval of time and/or at the
wrong receptor location?

However, researchers should not be discouraged to
continue their search of biomarkers in anxiety disor-
ders. Clearly, brain-imaging methods, perhaps with
more sophisticated and refined imaging techniques,
will be the mainstay of neurobiology research in the
next several decades.

Genetic research

In recent years, genetic research has completely
changed the view on the aetiology of anxiety disor-
ders, OCD and PTSD. Until the 1960s, the prevailing
theories assumed that childhood adversities, rearing
styles or unfavourable parental attitudes were respon-
sible for the development of pathological anxiety. It
was previously assumed that parental styles, e.g., rigid
toilet-training practises, lead to internalised conflicts
and predispose an individual to developing OCD, and
severe trauma has been viewed as the sole reason for
the development of PTSD. However, heritability esti-
mates for anxiety disorders, OCD and PTSD vary
between 25 and 75%, with an average of approxi-
mately 50%, thus leaving the remaining 50% for a
complex interaction of environmental factors, such as
dysfunctional rearing styles, childhood and adulthood

adversities and possible organic stressors like birth
complications, substance abuse and many others.

However, although genetic factors play a major role
in anxiety disorders in addition to OCD and PTSD, gen-
etic research has not unequivocally succeeded in iden-
tifying genes reliably associated with one of these
disorders. In linkage studies, LOD scores of over three,
which mean that a linkage is being considered as sig-
nificant, have not yet been found for any chromosomal
regions with candidate genes in anxiety disorders, OCD
or PTSD, underlining the complex genetic background
of these disorders entailing multiple gene
polymorphisms.

Since 2005, the approach of GWAS has provided
a powerful tool and advantage to overcome the
major limitations of candidate gene studies. GWAS
allow us to genotype hundreds of thousands of poly-
morphisms across the whole genome with high
reproducibility and low cost. In order to obtain reli-
able results with this method, very large sample sizes
are needed, requiring international cooperation of
genetic researchers to collect blood/saliva samples
from as many patients as possible. However, when
analysing a large number of SNPs, a high false posi-
tive rate can be expected. Using the conventional a
level of 0.05 for 500,000 SNPs would result in
approximately 25,000 false positive results. The trad-
itional Bonferroni correction for multiple comparisons
would be far too conservative. A newly developed
method, joint analysis could result in increased
power to detect genetic association (Skol et al.
2006). Moreover, we will have to keep in mind that
psychiatric disorders are polygenic which does not
make the problem less complex.

The currently known risk genes are of no diagnostic
or predictive value, as the field is far from having iden-
tified the entirety of all genetic and epigenetic risk
interactions. Future studies in larger samples, targeting
genomic variations in a more comprehensive way (e.g.,
exome sequencing; see Goldman & Domschke 2014),
including the use of advanced technologies, and add-
itional subtle factors of gene regulation (e.g., copy
number variations and various epigenetic mechanisms
such as small non-coding RNAs (Hommers et al. 2015b;
Ono et al. 2015), will aid in further unravelling of the
genetic underpinnings of anxiety disorders, OCD and
PTSD. Further progress in the field of anxiety disorders,
OCD and PTSD genetics will aim to robustly establish
valid biomarkers of disease risk, allowing for indicated
and thus more effective preventive interventions.

In addition to the prediction of disease risk, genetic/
epigenetic markers have been suggested to aid in the
prediction of individual treatment response since there
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is a considerable rate of non-response to initial phar-
macolocial or psychological therapies. One goal of gen-
etic research is the development of individualised
treatment strategies. The first pharmacogenetic studies
in the field of anxiety disorders, OCD and PTSD point
to a potential role of the SLC6A4, HTR1A, HTR2A, MAOA,
COMT and CRHR1 gene variants in mediating interindi-
vidual differences in response to pharmacotherapy or
CBT in PDA, SAD and/or GAD, respectively.

With further advances in genetic research, genetic
information may provide guidance for innovative treat-
ment options and individualised, i.e., personalised
treatment (‘‘precision medicine’’) of anxiety disorders,
OCD and PTSD, thereby decreasing the duration of
patient suffering, reducing the number of ineffective
medication trials, reducing health-care costs and
improving patients’ quality of life.

Despite manifold methodological shortcomings, the
neuroimaging and genetics fields are two of the most
promising areas of neurobiological research.

Declaration of interest

Dr. Bandelow has been on the speakers’ and/or advisory
board for Glaxo, Janssen, Lundbeck, Meiji-Seika, Otsuka, Pfizer
and Servier.

Prof. Baldwin has attended advisory boards for
Grunenthal, Eli Lilly, Lundbeck, Pfizer and Servier. His univer-
sity has received grants from Lundbeck and Pfizer to support
research into anxiety disorders.

Dr. Fineberg has received financial support in various
forms from the following: Otsuka, Lundbeck, Glaxo-
SmithKline, Servier, Cephalon, Astra Zeneca, Jazz
Pharmaceuticals, Bristol Myers Squibb, Novartis, Medical
Research Council (UK), National Institute for Health Research
(UK), Wellcome Foundation, European College of
Neuropsychopharmacology, UK College of Mental Health
Pharmacists, British Association for Psychopharmacology,
International College of Obsessive–Compulsive Spectrum
Disorders, International Society for Behavioural Addiction,
World Health Organization, Royal College of Psychiatrists.

Dr. Jarema has been on the speakers’ and/or advisory
board for Angelini, Janssen, Lilly, Lundbeck and Servier.

Dr. Wichniak has been on the speakers’ and/or advisory
board for Angelini, Janssen, Lundbeck and Servier.

The other authors have to declare that they have no con-
flicts of interest to disclose.

Funding

The present work was supported by the ADRN within the
ECNP-NI.

Katherina Domschke’s work was supported by the German
Research Foundation (DFG), Collaborative Research Centre
‘‘Fear, Anxiety, Anxiety Disorders’’ SFB-TRR-58, project C02.

Gwyneth Zai is funded by Canadian Institute of Health
Research Postdoctoral Fellowship and W. Garfield Weston
Doctoral Fellowship.

References

Abdallah CG, Coplan JD, Jackowski A, Sato JR, Mao X, Shungu
DC, Mathew SJ. 2013. A pilot study of hippocampal vol-
ume and N-acetylaspartate (NAA) as response biomarkers
in riluzole-treated patients with GAD. Eur
Neuropsychopharmacol. 23:276–284.

Adams KH, Hansen ES, Pinborg LH, Hasselbalch SG, Svarer C,
Holm S, Bolwig TG, Knudsen GM. 2005. Patients with
obsessive-compulsive disorder have increased 5-HT2A
receptor binding in the caudate nuclei. Int J
Neuropsychopharmacol. 8:391–401.

Ahs F, Furmark T, Michelgard A, Langstrom B, Appel L, Wolf
OT, Kirschbaum C, Fredrikson M. 2006. Hypothalamic blood
flow correlates positively with stress-induced cortisol levels
in subjects with social anxiety disorder. Psychosom Med.
68:859–862.

Almli LM, Stevens JS, Smith AK, Kilaru V, Meng Q, Flory J,
Abu-Amara D, Hammamieh R, Yang R, Mercer KB, et al.
2015. A genome-wide identified risk variant for PTSD is a
methylation quantitative trait locus and confers decreased
cortical activation to fearful faces. Am J Med Genet B
Neuropsychiatr Genet. 168:327–336.

Alonso J, Angermeyer MC, Bernert S, Bruffaerts R, Brugha TS,
Bryson H, de Girolamo G, Graaf R, Demyttenaere K,
Gasquet I,, et al. 2004. Use of mental health services in
Europe: results from the European Study of the
Epidemiology of Mental Disorders (ESEMeD) project. Acta
Psychiatr Scand Suppl. 420:47–54.

Alonso J, Lepine JP, Committee ESMS. 2007. Overview of key
data from the European Study of the Epidemiology of
Mental Disorders (ESEMeD). J Clin Psychiatry. 68:3–9.

Alonso P, Gratacos M, Menchon JM, Segalas C, Gonzalez JR,
Labad J, Bayes M, Real E, de Cid R, Pertusa A, et al. 2008.
Genetic susceptibility to obsessive-compulsive hoarding:
the contribution of neurotrophic tyrosine kinase receptor
type 3 gene. Genes Brain Behav. 7:778–785.

Alsene K, Deckert J, Sand P, de Wit H. 2003. Association
between A2a receptor gene polymorphisms and caffeine-
induced anxiety. Neuropsychopharmacology.
28:1694–1702.

Anderson PL, Price M, Edwards SM, Obasaju MA, Schmertz
SK, Zimand E, Calamaras MR. 2013. Virtual reality exposure
therapy for social anxiety disorder: a randomized con-
trolled trial. J Consult Clin Psychol. 81:751–760.

Andersson E, Ruck C, Lavebratt C, Hedman E, Schalling M,
Lindefors N, Eriksson E, Carlbring P, Andersson G, Furmark
T. 2013. Genetic polymorphisms in monoamine systems
and outcome of cognitive behavior therapy for social anx-
iety disorder. PLoS One. 8:e79015.

Anticevic A, Hu S, Zhang S, Savic A, Billingslea E, Wasylink S,
Repovs G, Cole MW, Bednarski S, Krystal JH, et al. 2014.
Global resting-state functional magnetic resonance imag-
ing analysis identifies frontal cortex, striatal, and cerebellar
dysconnectivity in obsessive-compulsive disorder. Biol
Psychiatry. 75:595–605.

APA. 2013. Diagnostic and statistical manual of mental disor-
ders, Fifth Edition (DSM-5TM). Washington, DC: American
Psychiatric Association.

Asami T, Hayano F, Nakamura M, Yamasue H, Uehara K,
Otsuka T, Roppongi T, Nihashi N, Inoue T, Hirayasu Y. 2008.

30 B. BANDELOW ET AL.

D
ow

nl
oa

de
d 

by
 [

G
eo

rg
-A

ug
us

t-
U

ni
ve

rs
ita

et
 G

oe
tti

ng
en

],
 [

${
in

di
vi

du
al

U
se

r.
di

sp
la

yN
am

e}
] 

at
 0

5:
35

 1
3 

Ju
ly

 2
01

6 



Anterior cingulate cortex volume reduction in patients
with panic disorder. Psychiatry Clin Neurosci. 62:322–330.

Asami T, Yamasue H, Hayano F, Nakamura M, Uehara K,
Otsuka T, Roppongi T, Nihashi N, Inoue T, Hirayasu Y. 2009.
Sexually dimorphic gray matter volume reduction in
patients with panic disorder. Psychiatry Res. 173:128–134.

Atmaca M, Bingol I, Aydin A, Yildirim H, Okur I, Yildirim MA,
Mermi O, Gurok MG. 2010. Brain morphology of patients
with body dysmorphic disorder. J Affect Disord.
123:258–263.

Auxemery Y. 2012. [Posttraumatic stress disorder (PTSD) as a
consequence of the interaction between an individual gen-
etic susceptibility, a traumatogenic event and a social con-
text]. Encephale. 38:373–380.

Baldwin DS, Allgulander C, Altamura AC, Angst J, Bandelow B,
den Boer J, Boyer P, Davies S, Dell’osso B, Eriksson E, et al.
2010. Manifesto for a European anxiety disorders research
network. Eur Neuropsychopharmacol. 20:426–432.

Baldwin DS, Anderson IM, Nutt DJ, Allgulander C, Bandelow
B, den Boer JA, Christmas DM, Davies S, Fineberg N,
Lidbetter N, et al. 2014. Evidence-based pharmacological
treatment of anxiety disorders, post-traumatic stress dis-
order and obsessive-compulsive disorder: a revision of the
2005 guidelines from the British Association for
Psychopharmacology. J Psychopharmacol. 28:403–439.

Ball TM, Stein MB, Ramsawh HJ, Campbell-Sills L, Paulus MP.
2014. Single-subject anxiety treatment outcome prediction
using functional neuroimaging. Neuropsychopharmacology.
39:1254–1261.

Banca P, Voon V, Vestergaard MD, Philipiak G, Almeida I,
Pocinho F, Relvas J, Castelo-Branco M. 2015. Imbalance in
habitual versus goal directed neural systems during symp-
tom provocation in obsessive-compulsive disorder. Brain.
138:798–811.

Bandelow B, �Alvarez Tichauer G, Sp€ath C, Broocks A, Hajak G,
Bleich S, R€uther E. 2001. Separation anxiety and actual sep-
aration experiences during childhood in patients with
panic disorder. Can J Psychiatry. 46:948–952.

Bandelow B, Baldwin D, Abelli M, Bolea-Alamanac B, Bourin M,
Chamberlain SR, Cinosi E, Davies S, Domschke K, Fineberg
N, et al. 2016. Biological markers for anxiety disorders,
OCD and PTSD – a consensus statement. Part II: neuro-
chemistry, neurophysiology and neurocognition. World J
Biol Psychiatry. Advance online publication. doi:10.1080/
15622975.2016.1190867

Bandelow B, Charimo Torrente A, Wedekind D, Broocks A,
Hajak G, Ruther E. 2004. Early traumatic life events, paren-
tal rearing styles, family history of mental disorders, and
birth risk factors in patients with social anxiety disorder.
Eur Arch Psychiatry Clin Neurosci. 254:397–405.

Bandelow B, Michaelis S. 2015. Epidemiology of anxiety disor-
ders in the 21st century. Dialogues Clin Neurosci.
17:327–335.

Bandelow B, Reitt M, Rover C, Michaelis S, Gorlich Y,
Wedekind D. 2015. Efficacy of treatments for anxiety disor-
ders: a meta-analysis. Int Clin Psychopharmacol.
30:183–192.

Bandelow B, Spath C, Tichauer GA, Broocks A, Hajak G,
Ruther E. 2002. Early traumatic life events, parental atti-
tudes, family history, and birth risk factors in patients with
panic disorder. Compr Psychiatry. 43:269–278.

Bandelow B, Zohar J, Hollander E, Kasper S, Moller HJ, WFSBP
Task Force on Treatment Guidelines for Anxiety, Obsessive-
Compulsive and Post-Traumatic Stress Disorders. 2008.
World Federation of Societies of Biological Psychiatry
(WFSBP) guidelines for the pharmacological treatment of
anxiety, obsessive-compulsive and post-traumatic stress
disorders - first revision. World J Biol Psychiatry. 9:248–312.

Banks GP, Mikell CB, Youngerman BE, Henriques B, Kelly KM,
Chan AK, Herrera D, Dougherty DD, Eskandar EN, Sheth
SA. 2015. Neuroanatomical characteristics associated with
response to dorsal anterior cingulotomy for obsessive-
compulsive disorder. JAMA Psychiatry. 72:127–135.

Battaglia M, Pesenti-Gritti P, Medland SE, Ogliari A, Tambs K,
Spatola CA. 2009. A genetically informed study of the asso-
ciation between childhood separation anxiety, sensitivity
to CO(2), panic disorder, and the effect of childhood par-
ental loss. Arch Gen Psychiatry. 66:64–71.

Baumann C, Klauke B, Weber H, Domschke K, Zwanzger P,
Pauli P, Deckert J, Reif A. 2013. The interaction of early life
experiences with COMT val158met affects anxiety sensitiv-
ity. Genes Brain Behav. 12:821–829.

Benkelfat C, Nordahl TE, Semple WE, King AC, Murphy DL,
Cohen RM. 1990. Local cerebral glucose metabolic rates in
obsessive-compulsive disorder. Patients treated with clo-
mipramine. Arch Gen Psychiatry. 47:840–848.

Berney A, Leyton M, Gravel P, Sibon I, Sookman D, Rosa Neto
P, Diksic M, Nakai A, Pinard G, Todorov C, et al. 2011. Brain
regional a-[11C]methyl-L-tryptophan trapping in medica-
tion-free patients with obsessive-compulsive disorder. Arch
Gen Psychiatry. 68:732–741.

Beste C, Konrad C, Uhlmann C, Arolt V, Zwanzger P,
Domschke K. 2013. Neuropeptide S receptor (NPSR1) gene
variation modulates response inhibition and error monitor-
ing. Neuroimage. 71:1–9.

Bienvenu OJ, Wang Y, Shugart YY, Welch JM, Grados MA,
Fyer AJ, Rauch SL, McCracken JT, Rasmussen SA, Murphy
DL, et al. 2009. Sapap3 and pathological grooming in
humans: Results from the OCD collaborative genetics
study. Am J Med Genet B Neuropsychiatr Genet.
150B:710–720.

Biomarkers Definitions Working Group. 2001. Biomarkers and
surrogate endpoints: preferred definitions and conceptual
framework. Clin Pharmacol Ther. 69:89–95.

Bisaga A, Katz JL, Antonini A, Wright CE, Margouleff C,
Gorman JM, Eidelberg D. 1998. Cerebral glucose metabol-
ism in women with panic disorder. Am J Psychiatry.
155:1178–1183.

Blair K, Shaywitz J, Smith BW, Rhodes R, Geraci M, Jones M,
McCaffrey D, Vythilingam M, Finger E, Mondillo K, et al.
2008. Response to emotional expressions in generalized
social phobia and generalized anxiety disorder: evidence
for separate disorders. Am J Psychiatry. 165:1193–1202.

Blair KS, Geraci M, Smith BW, Hollon N, DeVido J, Otero M,
Blair JR, Pine DS. 2012. Reduced dorsal anterior cingulate
cortical activity during emotional regulation and top-down
attentional control in generalized social phobia, general-
ized anxiety disorder, and comorbid generalized social
phobia/generalized anxiety disorder. Biol Psychiatry.
72:476–482.

Boardman L, van der Merwe L, Lochner C, Kinnear CJ, Seedat
S, Stein DJ, Moolman-Smook JC, Hemmings SM. 2011.
Investigating SAPAP3 variants in the etiology of obsessive-

THE WORLD JOURNAL OF BIOLOGICAL PSYCHIATRY 31

D
ow

nl
oa

de
d 

by
 [

G
eo

rg
-A

ug
us

t-
U

ni
ve

rs
ita

et
 G

oe
tti

ng
en

],
 [

${
in

di
vi

du
al

U
se

r.
di

sp
la

yN
am

e}
] 

at
 0

5:
35

 1
3 

Ju
ly

 2
01

6 



compulsive disorder and trichotillomania in the South
African white population. Compr Psychiatry. 52:181–187.

Bolton D, Eley TC, O’Connor TG, Perrin S, Rabe-Hesketh S,
Rijsdijk F, Smith P. 2006. Prevalence and genetic and envir-
onmental influences on anxiety disorders in 6-year-old
twins. Psychol Med. 36:335–344.

Bonne O, Bain E, Neumeister A, Nugent AC, Vythilingam M,
Carson RE, Luckenbaugh DA, Eckelman W, Herscovitch P,
Drevets WC, et al. 2005. No change in serotonin type 1A
receptor binding in patients with posttraumatic stress dis-
order. Am J Psychiatry. 162:383–385.

Bonne O, Brandes D, Gilboa A, Gomori JM, Shenton ME,
Pitman RK, Shalev AY. 2001. Longitudinal MRI study of hip-
pocampal volume in trauma survivors with PTSD. Am J
Psychiatry. 158:1248–1251.

Boshuisen ML, Ter Horst GJ, Paans AM, Reinders AA, den
Boer JA. 2002. rCBF differences between panic disorder
patients and control subjects during anticipatory anxiety
and rest. Biol Psychiatry. 52:126–135.

Brandl EJ, Tiwari AK, Zhou X, Deluce J, Kennedy JL, Muller DJ,
Richter MA. 2014. Influence of CYP2D6 and CYP2C19 gene
variants on antidepressant response in obsessive-compul-
sive disorder. Pharmacogenomics J. 14:176–181.

Brandt CA, Meller J, Keweloh L, Hoschel K, Staedt J, Munz D,
Stoppe G. 1998. Increased benzodiazepine receptor density
in the prefrontal cortex in patients with panic disorder.
J Neural Transm (Vienna). 105:1325–1333.

Breiter HC, Rauch SL, Kwong KK, Baker JR, Weisskoff RM,
Kennedy DN, Kendrick AD, Davis TL, Jiang A, Cohen MS,
et al. 1996. Functional magnetic resonance imaging of
symptom provocation in obsessive-compulsive disorder.
Arch Gen Psychiatry. 53:595–606.

Brem S, Hauser TU, Iannaccone R, Brandeis D, Drechsler R,
Walitza S. 2012. Neuroimaging of cognitive brain function
in paediatric obsessive compulsive disorder: a review of lit-
erature and preliminary meta-analysis. J Neural Transm
(Vienna). 119:1425–1448.

Bremner JD, Innis RB, Southwick SM, Staib L, Zoghbi S,
Charney DS. 2000a. Decreased benzodiazepine receptor
binding in prefrontal cortex in combat-related posttrau-
matic stress disorder. Am J Psychiatr.y 157:1120–1126.

Bremner JD, Innis RB, White T, Fujita M, Silbersweig D,
Goddard AW, Staib L, Stern E, Cappiello A, Woods S, et al.
2000b. SPECT [I-123]iomazenil measurement of the benzo-
diazepine receptor in panic disorder. Biol Psychiatry.
47:96–106.

Bremner JD, Randall P, Scott TM, Bronen RA, Seibyl JP,
Southwick SM, Delaney RC, McCarthy G, Charney DS, Innis
RB. 1995. MRI-based measurement of hippocampal volume
in patients with combat-related posttraumatic stress dis-
order. Am J Psychiatry. 152:973–981.

Bremner JD, Randall P, Vermetten E, Staib L, Bronen RA,
Mazure C, Capelli S, McCarthy G, Innis RB, Charney DS.
1997. Magnetic resonance imaging-based measurement of
hippocampal volume in posttraumatic stress disorder
related to childhood physical and sexual abuse-a prelimin-
ary report. Biol Psychiatry 41:23–32.

Brennan BP, Rauch SL, Jensen JE, Pope HG Jr. 2013. A
critical review of magnetic resonance spectroscopy
studies of obsessive-compulsive disorder. Biol Psychiatry.
73:24–31.

Breslau N. 2009. The epidemiology of trauma, PTSD, and
other posttrauma disorders. Trauma Violence Abuse.
10:198–210.

Brody AL, Saxena S, Schwartz JM, Stoessel PW, Maidment K,
Phelps ME, Baxter LR Jr. 1998. FDG-PET predictors of
response to behavioral therapy and pharmacotherapy in
obsessive compulsive disorder. Psychiatry Res. 84:1–6.

Brooks SJ, Stein DJ. 2015. A systematic review of the neural
bases of psychotherapy for anxiety and related disorders.
Dialogues Clin Neurosci. 17:261–279.

Bryant RA, Felmingham K, Whitford TJ, Kemp A, Hughes G,
Peduto A, Williams LM. 2008a. Rostral anterior cingulate
volume predicts treatment response to cognitive-behav-
ioural therapy for posttraumatic stress disorder. J
Psychiatry Neurosci. 33:142–146.

Bryant RA, Felmingham K, Kemp A, Das P, Hughes G, Peduto
A, Williams L. 2008b. Amygdala and ventral anterior cingu-
late activation predicts treatment response to cognitive
behaviour therapy for post-traumatic stress disorder.
Psychol Med. 38:555–61.

Buchanan B, Rossell S, Maller JJ, Toh WL, Brennan S, Castle D.
2014. Regional brain volumes in body dysmorphic disorder
compared to controls. Aust N Z J Psychiatry. 48:654–662.

Butler DJ, Moffic HS, Turkal NW. 1999. Post-traumatic stress
reactions following motor vehicle accidents. Am Fam
Physician. 60:524–531.

Buttenschon HN, Kristensen AS, Buch HN, Andersen JH,
Bonde JP, Grynderup M, Hansen AM, Kolstad H, Kaergaard
A, Kaerlev L, et al. 2011. The norepinephrine transporter
gene is a candidate gene for panic disorder. J Neural
Transm (Vienna). 118:969–976.

Bystritsky A, Kaplan JT, Feusner JD, Kerwin LE, Wadekar M,
Burock M, Wu AD, Iacoboni M. 2008. A preliminary study
of fMRI-guided rTMS in the treatment of generalized anx-
iety disorder. J Clin Psychiatry. 69:1092–1098.

Bystritsky A, Kerwin LE, Feusner JD. 2009. A preliminary study
of fMRI-guided rTMS in the treatment of generalized anx-
iety disorder: 6-month follow-up. J Clin Psychiatry.
70:431–432.

Bystritsky A, Pontillo D, Powers M, Sabb FW, Craske MG,
Bookheimer SY. 2001. Functional MRI changes during panic
anticipation and imagery exposure. Neuroreport.
12:3953–3957.

Cameron OG, Huang GC, Nichols T, Koeppe RA, Minoshima S,
Rose D, Frey KA. 2007. Reduced gamma-aminobutyric
acid(A)-benzodiazepine binding sites in insular cortex of
individuals with panic disorder. Arch Gen Psychiatry.
64:793–800.

Carey PD, Warwick J, Niehaus DJ, van der Linden G, van
Heerden BB, Harvey BH, Seedat S, Stein DJ. 2004. Single
photon emission computed tomography (SPECT) of anxiety
disorders before and after treatment with citalopram. BMC
Psychiatry. 4:30.

Cervenka S, Hedman E, Ikoma Y, Djurfeldt DR, Ruck C, Halldin
C, Lindefors N. 2012. Changes in dopamine D2-receptor
binding are associated to symptom reduction after psycho-
therapy in social anxiety disorder. Transl Psychiatry. 2:e120.

Chamberlain SR, Hampshire A, Menzies LA, Garyfallidis E,
Grant JE, Odlaug BL, Craig K, Fineberg N, Sahakian BJ.
2010. Reduced brain white matter integrity in trichotillo-
mania: a diffusion tensor imaging study. Arch Gen
Psychiatry. 67:965–971.

32 B. BANDELOW ET AL.

D
ow

nl
oa

de
d 

by
 [

G
eo

rg
-A

ug
us

t-
U

ni
ve

rs
ita

et
 G

oe
tti

ng
en

],
 [

${
in

di
vi

du
al

U
se

r.
di

sp
la

yN
am

e}
] 

at
 0

5:
35

 1
3 

Ju
ly

 2
01

6 



Chamberlain SR, Menzies L, Hampshire A, Suckling J,
Fineberg NA, del Campo N, Aitken M, Craig K, Owen AM,
Bullmore ET, et al. 2008. Orbitofrontal dysfunction in
patients with obsessive-compulsive disorder and their
unaffected relatives. Science. 321:421–422.

Chamberlain SR, Odlaug BL, Boulougouris V, Fineberg NA,
Grant JE. 2009. Trichotillomania: neurobiology and treat-
ment. Neurosci Biobehav Rev. 33:831–842.

Chen J, Lipska BK, Halim N, Ma QD, Matsumoto M, Melhem S,
Kolachana BS, Hyde TM, Herman MM, Apud J, et al. 2004.
Functional analysis of genetic variation in catechol-O-
methyltransferase (COMT): effects on mRNA, protein, and
enzyme activity in postmortem human brain. Am J Hum
Genet. 75:807–821.

Childs E, Hohoff C, Deckert J, Xu K, Badner J, de Wit H. 2008.
Association between ADORA2A and DRD2 polymorphisms
and caffeine-induced anxiety. Neuropsychopharmacology.
33:2791–2800.

Choe AY, Kim B, Lee KS, Lee JE, Lee JY, Choi TK, Lee SH.
2013. Serotonergic genes (5-HTT and HTR1A) and separ-
ation life events: gene-by-environment interaction for
panic disorder. Neuropsychobiology. 67:192–200.

Cooper AJ, Rickels K, Lohoff FW. 2013. Association analysis
between the A118G polymorphism in the OPRM1 gene
and treatment response to venlafaxine XR in generalized
anxiety disorder. Human Psychopharmacol Clin Exp.
28:258–262.

Costa B, Pini S, Abelli M, Gabelloni P, Da Pozzo E, Chelli B,
Calugi S, Lari L, Cardini A, Lucacchini A, et al. 2012. Role of
translocator protein (18 kDa) in adult separation anxiety
and attachment style in patients with depression. Curr Mol
Med. 12:483–487.

Costa B, Pini S, Gabelloni P, Abelli M, Lari L, Cardini A,
Muti M, Gesi C, Landi S, Galderisi S, et al. 2009a. Oxytocin
receptor polymorphisms and adult attachment style in
patients with depression. Psychoneuroendocrinology.
34:1506–1514.

Costa B, Pini S, Martini C, Abelli M, Gabelloni P, Landi S, Muti
M, Gesi C, Lari L, Cardini A, et al. 2009b. Ala147Thr substi-
tution in translocator protein is associated with adult sep-
aration anxiety in patients with depression. Psychiatr
Genet. 19:110–111.

Dager SR, Friedman SD, Heide A, Layton ME, Richards T,
Artru A, Strauss W, Hayes C, Posse S. 1999. Two-dimen-
sional proton echo-planar spectroscopic imaging of brain
metabolic changes during lactate-induced panic. Arch Gen
Psychiatry. 56:70–77.

Dager SR, Richards T, Strauss W, Artru A. 1997. Single-voxel
1H-MRS investigation of brain metabolic changes during
lactate-induced panic. Psychiatry Res. 76:89–99.

Daniels JK, Lamke JP, Gaebler M, Walter H, Scheel M. 2013.
White matter integrity and its relationship to PTSD and
childhood trauma-a systematic review and meta-analysis.
Depress Anxiety. 30:207–216.

Dannlowski U, Kugel H, Franke F, Stuhrmann A, Hohoff C,
Zwanzger P, Lenzen T, Grotegerd D, Suslow T, Arolt V,
et al. 2011. Neuropeptide-S (NPS) receptor genotype mod-
ulates basolateral amygdala responsiveness to aversive
stimuli. Neuropsychopharmacology. 36:1879–1885.

De Cristofaro MT, Sessarego A, Pupi A, Biondi F, Faravelli C.
1993. Brain perfusion abnormalities in drug-naive, lactate-

sensitive panic patients: a SPECT study. Biol Psychiatry.
33:505–512.

de Wit SJ, Alonso P, Schweren L, Mataix-Cols D, Lochner C,
Menchon JM, Stein DJ, Fouche JP, Soriano-Mas C, Sato JR,
et al. 2014. Multicenter voxel-based morphometry mega-
analysis of structural brain scans in obsessive-compulsive
disorder. Am J Psychiatry. 171:340–349.

Deckert J, Catalano M, Heils A, Di Bella D, Friess F, Politi E,
Franke P, Nothen MM, Maier W, Bellodi L, et al. 1997.
Functional promoter polymorphism of the human sero-
tonin transporter: lack of association with panic disorder.
Psychiatr Genet. 7:45–47.

Deckert J, Catalano M, Syagailo YV, Bosi M, Okladnova O, Di
Bella D, Nothen MM, Maffei P, Franke P, Fritze J, et al.
1999. Excess of high activity monoamine oxidase A gene
promoter alleles in female patients with panic disorder.
Hum Mol Genet. 8:621–4.

Deckert J, Nothen MM, Franke P, Delmo C, Fritze J, Knapp M,
Maier W, Beckmann H, Propping P. 1998. Systematic muta-
tion screening and association study of the A1 and A2a
adenosine receptor genes in panic disorder suggest a con-
tribution of the A2a gene to the development of disease.
Mol Psychiatry. 3:81–85.

Del Casale A, Serata D, Rapinesi C, Kotzalidis GD, Angeletti G,
Tatarelli R, Ferracuti S, Girardi P. 2013. Structural neuroi-
maging in patients with panic disorder: findings and limi-
tations of recent studies. Psychiatr Danub. 25:108–114.

Dellava JE, Kendler KS, Neale MC. 2011. Generalized anxiety
disorder and anorexia nervosa: evidence of shared genetic
variation. Depress Anxiety. 28:728–733.

Dickie EW, Brunet A, Akerib V, Armony JL. 2013. Anterior cin-
gulate cortical thickness is a stable predictor of recovery
from post-traumatic stress disorder. Psychol Med.
43:645–653.

Diksic M, Young SN. 2001. Study of the brain serotonergic
system with labeled alpha-methyl-L-tryptophan. J
Neurochem. 78:1185–1200.

Ding J, Chen H, Qiu C, Liao W, Warwick JM, Duan X, Zhang
W, Gong Q. 2011. Disrupted functional connectivity in
social anxiety disorder: a resting-state fMRI study. Magn
Reson Imaging. 29:701–711.

do Rosario-Campos MC, Leckman JF, Curi M, Quatrano S,
Katsovitch L, Miguel EC, Pauls DL. 2005. A family study of
early-onset obsessive-compulsive disorder. Am J Med
Genet B Neuropsychiatr Genet. 136B:92–97.

Dodhia S, Hosanagar A, Fitzgerald DA, Labuschagne I, Wood
AG, Nathan PJ, Phan KL. 2014. Modulation of resting-state
amygdala-frontal functional connectivity by oxytocin in gen-
eralized social anxiety disorder. Neuropsychopharmacology.
39:2061–2069.

Doehrmann O, Ghosh SS, Polli FE, Reynolds GO, Horn F,
Keshavan A, Triantafyllou C, Saygin ZM, Whitfield-Gabrieli
S, Hofmann SG, et al. 2013. Predicting treatment response
in social anxiety disorder from functional magnetic reson-
ance imaging. JAMA Psychiatry. 70:87–97.

Domschke K. 2012. Patho-genetics of posttraumatic stress
disorder. Psychiatr Danub. 24:267–73.

Domschke K, Akhrif A, Romanos M, Bajer C, Mainusch M,
Winkelmann J, Zimmer C, Neufang S. 2015a. Neuropeptide
S receptor gene variation differentially modulates fronto-
limbic effective connectivity in childhood and adolescence.
Cereb Cortex.

THE WORLD JOURNAL OF BIOLOGICAL PSYCHIATRY 33

D
ow

nl
oa

de
d 

by
 [

G
eo

rg
-A

ug
us

t-
U

ni
ve

rs
ita

et
 G

oe
tti

ng
en

],
 [

${
in

di
vi

du
al

U
se

r.
di

sp
la

yN
am

e}
] 

at
 0

5:
35

 1
3 

Ju
ly

 2
01

6 



Domschke K, Braun M, Ohrmann P, Suslow T, Kugel H, Bauer
J, Hohoff C, Kersting A, Engelien A, Arolt V, et al. 2006.
Association of the functional -1019C/G 5-HT1A polymorph-
ism with prefrontal cortex and amygdala activation meas-
ured with 3 T fMRI in panic disorder. Int J
Neuropsychopharmacol. 9:349–355.

Domschke K, Dannlowski U. 2010. Imaging genetics of anx-
iety disorders. Neuroimage. 53:822–831.

Domschke K, Deckert J. 2012. Genetics of anxiety disorders -
status quo and quo vadis. Curr Pharm Des. 18:5691–5698.

Domschke K, Deckert J, O’Donovan MC, Glatt SJ. 2007. Meta-
analysis of COMT val158met in panic disorder: ethnic het-
erogeneity and gender specificity. Am J Med Genet B
Neuropsychiatr Genet. 144:667–673.

Domschke K, Freitag CM, Kuhlenbaumer G, Schirmacher A,
Sand P, Nyhuis P, Jacob C, Fritze J, Franke P, Rietschel M,
et al. 2004. Association of the functional V158M catechol-
O-methyl-transferase polymorphism with panic disorder in
women. Int J Neuropsychopharmacol. 7:183–188.

Domschke K, Gajewska A, Winter B, Herrmann MJ, Warrings
B, Muhlberger A, Wosnitza K, Glotzbach E, Conzelmann A,
Dlugos A, et al. 2012a. ADORA2A Gene variation, caffeine,
and emotional processing: a multi-level interaction on star-
tle reflex. Neuropsychopharmacology. 37:759–769.

Domschke K, Ohrmann P, Braun M, Suslow T, Bauer J, Hohoff
C, Kersting A, Engelien A, Arolt V, Heindel W, et al. 2008.
Influence of the catechol-O-methyltransferase val158met
genotype on amygdala and prefrontal cortex emotional
processing in panic disorder. Psychiatry Res. 163:13–20.

Domschke K, Reif A, Weber H, Richter J, Hohoff C, Ohrmann
P, Pedersen A, Bauer J, Suslow T, Kugel H, et al. 2011.
Neuropeptide S receptor gene - converging evidence for a
role in panic disorder. Mol Psychiatry. 16:938–948.

Domschke K, Stevens S, Beck B, Baffa A, Hohoff C, Deckert J,
Gerlach AL. 2009. Blushing propensity in social anxiety dis-
order: influence of serotonin transporter gene variation. J
Neural Transm (Vienna). 116:663–666.

Domschke K, Tidow N, Kuithan H, Schwarte K, Klauke B,
Ambree O, Reif A, Schmidt H, Arolt V, Kersting A, et al.
2012b. Monoamine oxidase A gene DNA hypomethylation
- a risk factor for panic disorder? Int J
Neuropsychopharmacol. 15:1217–1228.

Domschke K, Tidow N, Schrempf M, Schwarte K, Klauke B,
Reif A, Kersting A, Arolt V, Zwanzger P, Deckert J. 2013.
Epigenetic signature of panic disorder: a role of glutamate
decarboxylase 1 (GAD1) DNA hypomethylation? Prog
Neuropsychopharmacol Biol Psychiatry. 46:189–196.

Domschke K, Winter B, Gajewska A, Unterecker S, Warrings B,
Dlugos A, Notzon S, Nienhaus K, Markulin F, Gieselmann
A,et al. 2015b. Multilevel impact of the dopamine system
on the emotion-potentiated startle reflex.
Psychopharmacology (Berl). 232:1983–1993.

Domschke K, Zwanzger P. 2008. GABAergic and endocannabi-
noid dysfunction in anxiety - future therapeutic targets?
Curr Pharm Des. 14:3508–3517.

Dresler T, Hindi Attar C, Spitzer C, Lowe B, Deckert J, Buchel
C, Ehlis AC, Fallgatter AJ. 2012. Neural correlates of the
emotional Stroop task in panic disorder patients: an event-
related fMRI study. J Psychiatr Res. 46:1627–1634.

Eley TC, Tahir E, Angleitner A, Harriss K, McClay J, Plomin R,
Riemann R, Spinath F, Craig I. 2003. Association analysis of

MAOA and COMT with neuroticism assessed by peers. Am
J Med Genet B Neuropsychiatr Genet. 120B:90–96.

Engel KR, Obst K, Bandelow B, Dechent P, Gruber O, Zerr I,
Ulrich K, Wedekind D. 2015. Functional MRI activation in
response to panic-specific, non-panic aversive, and neutral
pictures in patients with panic disorder and healthy con-
trols. Eur Arch Psychiatry Clin Neurosci. Advance online
publication. doi:10.1007/s00406-015-0653-6.

Eren I, Tukel R, Polat A, Karaman R, Unal S. 2003. Evaluation
of regional cerebral blood flow changes in panic disorder
with Tc99m-HMPAO SPECT. Psychiatry Res. 123:135–143.

Erhardt A, Czibere L, Roeske D, et al. 2011. TMEM132D, a new
candidate for anxiety phenotypes: evidence from human
and mouse studies. Mol Psychiatry. 16:647–663.

Esler M, Alvarenga M, Pier C, Richards J, El-Osta A, Barton D,
Haikerwal D, Kaye D, Schlaich M, Guo L, et al. 2006. The
neuronal noradrenaline transporter, anxiety and cardiovas-
cular disease. J Psychopharmacol (Oxford). 20:60–66.

Etkin A, Wager TD. 2007. Functional neuroimaging of anxiety:
a meta-analysis of emotional processing in PTSD, social
anxiety disorder, and specific phobia. Am J Psychiatry.
164:1476–1488.

Evans KC, Simon NM, Dougherty DD, Hoge EA, Worthington
JJ, Chow C, Kaufman RE, Gold AL, Fischman AJ, Pollack
MH, et al. 2009. A PET study of tiagabine treatment impli-
cates ventral medial prefrontal cortex in generalized social
anxiety disorder. Neuropsychopharmacology. 34:390–398.

Fabbri C, Di Girolamo G, Serretti A. 2013. Pharmacogenetics
of antidepressant drugs: an update after almost 20 years
of research. Am J Med Genet B Neuropsychiatr Genet.
162B:487–520.

Faria V, Ahs F, Appel L, Linnman C, Bani M, Bettica P, Pich
EM, Wahlstedt K, Fredrikson M, Furmark T. 2014.
Amygdala-frontal couplings characterizing SSRI and pla-
cebo response in social anxiety disorder. Int J
Neuropsychopharmacol. 17:1149–1157.

Figee M, Luigjes J, Smolders R, Valencia-Alfonso CE, van
Wingen G, de Kwaasteniet B, Mantione M, Ooms P, de
Koning P, Vulink N, et al. 2013. Deep brain stimulation
restores frontostriatal network activity in obsessive-com-
pulsive disorder. Nat Neurosci. 16:386–387.

Fineberg N, Potenza M, Chamberlain S, Berlin H, Menzies L,
Bechara A, Sahakian B, Robbins T, Bullmore E, Hollander E.
2010. Probing compulsive and impulsive behaviors, from
animal models to endophenotypes: a narrative review.
Neuropsychopharmacology. 35:591–604.

Fineberg NA, Reghunandanan S, Brown A, Pampaloni I. 2013.
Pharmacotherapy of obsessive-compulsive disorder: evi-
dence-based treatment and beyond. Aust N Z J Psychiatry.
47:121–141.

Fisler MS, Federspiel A, Horn H, Dierks T, Schmitt W, Wiest R,
de Quervain DJ, Soravia LM. 2013. Spider phobia is associ-
ated with decreased left amygdala volume: a cross-sec-
tional study. BMC Psychiatry. 13:70.

Fontaine R, Breton G, Dery R, Fontaine S, Elie R. 1990.
Temporal lobe abnormalities in panic disorder: an MRI
study. Biol Psychiatry. 27:304–310.

Freitag CM, Domschke K, Rothe C, Lee YJ, Hohoff C,
Gutknecht L, Sand P, Fimmers R, Lesch KP, Deckert J. 2006.
Interaction of serotonergic and noradrenergic gene var-
iants in panic disorder. Psychiatr Genet. 16:59–65.

34 B. BANDELOW ET AL.

D
ow

nl
oa

de
d 

by
 [

G
eo

rg
-A

ug
us

t-
U

ni
ve

rs
ita

et
 G

oe
tti

ng
en

],
 [

${
in

di
vi

du
al

U
se

r.
di

sp
la

yN
am

e}
] 

at
 0

5:
35

 1
3 

Ju
ly

 2
01

6 



Freitas-Ferrari MC, Hallak JE, Trzesniak C, Filho AS, Machado-
de-Sousa JP, Chagas MH, Nardi AE, Crippa JA. 2010.
Neuroimaging in social anxiety disorder: a systematic
review of the literature. Prog Neuropsychopharmacol Biol
Psychiatry. 34:565–580.

Frick A, Ahs F, Engman J, Jonasson M, Alaie I, Bjorkstrand J,
Frans O, Faria V, Linnman C, Appel L, et al. 2015. Serotonin
synthesis and reuptake in social anxiety disorder: a posi-
tron emission tomography study. JAMA Psychiatry.
72:794–802.

Fujimura Y, Yasuno F, Farris A, Liow JS, Geraci M, Drevets W,
Pine DS, Ghose S, Lerner A, Hargreaves R, et al. 2009.
Decreased neurokinin-1 (substance P) receptor binding in
patients with panic disorder: positron emission tomo-
graphic study with [18F]SPA-RQ. Biol Psychiatry. 66:94–97.

Furmark T, Appel L, Henningsson S, Ahs F, Faria V, Linnman
C, Pissiota A, Frans O, Bani M, Bettica P, et al. 2008. A link
between serotonin-related gene polymorphisms, amygdala
activity, and placebo-induced relief from social anxiety. J
Neurosci. 28:13066–13074.

Furmark T, Appel L, Michelgard A, Wahlstedt K, Ahs F, Zancan
S, Jacobsson E, Flyckt K, Grohp M, Bergstrom M, et al.
2005. Cerebral blood flow changes after treatment of
social phobia with the neurokinin-1 antagonist GR205171,
citalopram, or placebo. Biol Psychiatry. 58:132–142.

Furmark T, Henningsson S, Appel L, Ahs F, Linnman C,
Pissiota A, Faria V, Oreland L, Bani M, Pich EM, et al. 2009.
Genotype over-diagnosis in amygdala responsiveness:
affective processing in social anxiety disorder. J Psychiatry
Neurosci. 34:30–40.

Furmark T, Tillfors M, Garpenstrand H, Marteinsdottir I,
Langstrom B, Oreland L, Fredrikson M. 2004. Serotonin
transporter polymorphism related to amygdala excitability
and symptom severity in patients with social phobia.
Neurosci Lett. 362:189–192.

Furmark T, Tillfors M, Marteinsdottir I, Fischer H, Pissiota A,
Langstrom B, Fredrikson M. 2002. Common changes in
cerebral blood flow in patients with social phobia treated
with citalopram or cognitive-behavioral therapy. Arch Gen
Psychiatry. 59:425–433.

Fyer AJ, Hamilton SP, Durner M, Haghighi F, Heiman GA,
Costa R, Evgrafov O, Adams P, de Leon AB, Taveras N,
et al. 2006. A third-pass genome scan in panic disorder:
evidence for multiple susceptibility loci. Biol Psychiatry.
60:388–401.

Gajewska A, Blumenthal TD, Winter B, Herrmann MJ,
Conzelmann A, Muhlberger A, Warrings B, Jacob C, Arolt V,
Reif A, et al. 2013. Effects of ADORA2A gene variation and
caffeine on prepulse inhibition: a multi-level risk model of
anxiety. Prog Neuropsychopharmacol Biol Psychiatry.
40:115–121.

Gelernter J, Page GP, Stein MB, Woods SW. 2004. Genome-
wide linkage scan for loci predisposing to social phobia:
evidence for a chromosome 16 risk locus. Am J Psychiatry.
161:59–66.

Giedd JN, Rapoport JL, Garvey MA, Perlmutter S, Swedo SE.
2000. MRI assessment of children with obsessive-compul-
sive disorder or tics associated with streptococcal infection.
Am J Psychiatry. 157:281–283.

Giedd JN, Rapoport JL, Kruesi MJ, Parker C, Schapiro MB,
Allen AJ, Leonard HL, Kaysen D, Dickstein DP, Marsh WL,

et al. 1995. Sydenham’s chorea: magnetic resonance imag-
ing of the basal ganglia. Neurology. 45:2199–2202.

Goddard AW, Mason GF, Almai A, Rothman DL, Behar KL,
Petroff OA, Charney DS, Krystal JH. 2001. Reductions in
occipital cortex GABA levels in panic disorder detected
with 1h-magnetic resonance spectroscopy. Arch Gen
Psychiatry. 58:556–561.

Goddard AW, Mason GF, Appel M, Rothman DL, Gueorguieva
R, Behar KL, Krystal JH. 2004. Impaired GABA neuronal
response to acute benzodiazepine administration in panic
disorder. Am J Psychiatry. 161:2186–2193.

Goldberg AD, Allis CD, Bernstein E. 2007. Epigenetics: a land-
scape takes shape. Cell. 128:635–638.

Goldman D, Domschke K. 2014. Making sense of deep
sequencing. Int J Neuropsychopharmacol. 17:1717–1725.

Gorka SM, Fitzgerald DA, Labuschagne I, Hosanagar A, Wood
AG, Nathan PJ, Phan KL. 2015. Oxytocin modulation of
amygdala functional connectivity to fearful faces in gener-
alized social anxiety disorder. Neuropsychopharmacology.
40:278–286.

Gottschalk MG, Domschke K. 2016. Novel developments in
genetic and epigenetic mechanisms of anxiety. Curr Opin
Psychiatry. 29:32–38.

Grant JE, Odlaug BL, Hampshire A, Schreiber LR, Chamberlain
SR. 2013. White matter abnormalities in skin picking dis-
order: a diffusion tensor imaging study.
Neuropsychopharmacology. 38:763–769.

Greenberg T, Carlson JM, Cha J, Hajcak G, Mujica-Parodi LR.
2013. Ventromedial prefrontal cortex reactivity is altered in
generalized anxiety disorder during fear generalization.
Depress Anxiety. 30:242–250.

Gross-Isseroff R, Kushnir T, Hermesh H, Marom S,
Weizman A, Manor D. 2010. Alteration learning in
social anxiety disorder: an fMRI study. World J Biol
Psychiatry. 11:352–356.

Grunblatt E, Hauser TU, Walitza S. 2014. Imaging genetics in
obsessive-compulsive disorder: linking genetic variations to
alterations in neuroimaging. Prog Neurobiol. 121:114–124.

Gruner P, Vo A, Ikuta T, Mahon K, Peters BD, Malhotra
AK, Ulug AM, Szeszko PR. 2012. White matter abnor-
malities in pediatric obsessive-compulsive disorder.
Neuropsychopharmacology. 37:2730–2739.

Guhn A, Domschke K, Muller LD, Dresler T, Eff F, Kopf J,
Deckert J, Reif A, Herrmann MJ. 2015. Neuropeptide S
receptor gene variation and neural correlates of cognitive
emotion regulation. Soc Cogn Affect Neurosci.

Gurvits TV, Shenton ME, Hokama H, Ohta H, Lasko NB,
Gilbertson MW, Orr SP, Kikinis R, Jolesz FA, McCarley RW,
et al. 1996. Magnetic resonance imaging study of hippo-
campal volume in chronic, combat-related posttraumatic
stress disorder. Biological Psychiatry. 40:1091–1099.

Gustavsson A, Svensson M, Jacobi F, Allgulander C, Alonso J,
Beghi E, Dodel R, Ekman M, Faravelli C, Fratiglioni L, et al.
2011. Cost of disorders of the brain in Europe 2010. Eur
Neuropsychopharmacol. 21:718–779.

Hahn T, Kircher T, Straube B, Wittchen HU, Konrad C, Strohle
A, Wittmann A, Pfleiderer B, Reif A, Arolt V, et al. 2015.
Predicting treatment response to cognitive behavioral ther-
apy in panic disorder with agoraphobia by integrating
local neural information. JAMA Psychiatry. 72:68–74.

Ham BJ, Sung Y, Kim N, Kim SJ, Kim JE, Kim DJ, Lee JY, Kim
JH, Yoon SJ, Lyoo IK. 2007. Decreased GABA levels in

THE WORLD JOURNAL OF BIOLOGICAL PSYCHIATRY 35

D
ow

nl
oa

de
d 

by
 [

G
eo

rg
-A

ug
us

t-
U

ni
ve

rs
ita

et
 G

oe
tti

ng
en

],
 [

${
in

di
vi

du
al

U
se

r.
di

sp
la

yN
am

e}
] 

at
 0

5:
35

 1
3 

Ju
ly

 2
01

6 



anterior cingulate and basal ganglia in medicated subjects
with panic disorder: a proton magnetic resonance spec-
troscopy (1H-MRS) study. Prog Neuropsychopharmacol Biol
Psychiatry. 31:403–411.

Hamilton SP, Haghighi F, Heiman GA, Klein DF, Hodge SE,
Fyer AJ, Weissman MM, Knowles JA. 2000. Investigation of
dopamine receptor (DRD4) and dopamine transporter
(DAT) polymorphisms for genetic linkage or association to
panic disorder. Am J Med Genet. 96:324–330.

Hamilton SP, Slager SL, De Leon AB, Heiman GA, Klein DF,
Hodge SE, Weissman MM, Fyer AJ, Knowles JA. 2004.
Evidence for genetic linkage between a polymorphism in
the adenosine 2A receptor and panic disorder.
Neuropsychopharmacology. 29:558–565.

Hamilton SP, Slager SL, Heiman GA, Deng Z, Haghighi F,
Klein DF, Hodge SE, Weissman MM, Fyer AJ, Knowles JA.
2002. Evidence for a susceptibility locus for panic disorder
near the catechol-O-methyltransferase gene on chromo-
some 22. Biol Psychiatry. 51:591–601.

Han DH, Renshaw PF, Dager SR, Chung A, Hwang J, Daniels
MA, Lee YS, Lyoo IK. 2008. Altered cingulate white. matter
connectivity in panic disorder patients. J Psych Res.
42:399–407.

Harrison BJ, Pujol J, Cardoner N, Deus J, Alonso P, Lopez-Sola
M, Contreras-Rodriguez O, Real E, Segalas C, Blanco-Hinojo
L, et al. 2013. Brain corticostriatal systems and the major
clinical symptom dimensions of obsessive-compulsive dis-
order. Biol Psychiatry. 73:321–328.

Harrison BJ, Soriano-Mas C, Pujol J, Ortiz H, Lopez-Sola M,
Hernandez-Ribas R, Deus J, Alonso P, Yucel M, Pantelis C,
et al. 2009. Altered corticostriatal functional connectivity in
obsessive-compulsive disorder. Arch Gen Psychiatry.
66:1189–200.

Hashimoto E, Riederer PF, Hesselbrock VM, Hesselbrock MN,
Mann K, Ukai W, Sohma H, Thibaut F, Schuckit MA, Saito T.
2013. Consensus paper of the WFSBP task force on bio-
logical markers: biological markers for alcoholism. World J
Biol Psychiatry. 14:549–564.

Hasler G, Kazuba D, Murphy DL. 2006. Factor analysis of
obsessive-compulsive disorder YBOCS-SC symptoms and
association with 5-HTTLPR SERT polymorphism. Am J Med
Genet B Neuropsychiatr Genet. 141B:403–408.

Hasler G, Nugent AC, Carlson PJ, Carson RE, Geraci M, Drevets
WC. 2008. Altered cerebral gamma-aminobutyric acid type
A-benzodiazepine receptor binding in panic disorder
determined by [11C]flumazenil positron emission tomog-
raphy. Arch Gen Psychiatry. 65:1166–1175.

Hayano F, Nakamura M, Asami T, Uehara K, Yoshida T,
Roppongi T, Otsuka T, Inoue T, Hirayasu Y. 2009. Smaller
amygdala is associated with anxiety in patients with panic
disorder. Psychiatry Clin Neurosci. 63:266–276.

Hemmings SM, Kinnear CJ, Lochner C, Seedat S, Corfield VA,
Moolman-Smook JC, Stein DJ. 2006. Genetic correlates in
trichotillomania–a case-control association study in the
South African caucasian population. Isr J Psychiatry Relat
Sci. 43:93–101.

Hettema JM, Neale MC, Kendler KS. 2001. A review and meta-
analysis of the genetic epidemiology of anxiety disorders.
Am J Psychiatry. 158:1568–1578.

Hilbert K, Evens R, Maslowski NI, Wittchen HU, Lueken U.
2015. Neurostructural correlates of two subtypes of specific

phobia: a voxel-based morphometry study. Psychiatry Res.
231:168–175.

Ho Pian KL, van Megen HJ, Ramsey NF, Mandl R, van Rijk PP,
Wynne HJ, Westenberg HG. 2005. Decreased thalamic
blood flow in obsessive-compulsive disorder patients
responding to fluvoxamine. Psychiatry Res. 138:89–97.

Hodges LM, Fyer AJ, Weissman MM, Logue MW, Haghighi F,
Evgrafov O, Rotondo A, Knowles JA, Hamilton SP. 2014.
Evidence for linkage and association of GABRB3 and
GABRA5 to panic disorder. Neuropsychopharmacology.
39:2423–2431.

Hoehn-Saric R, Schlund MW, Wong SH. 2004. Effects of citalo-
pram on worry and brain activation in patients with gener-
alized anxiety disorder. Psychiatry Res. 131:11–21.

Hoexter MQ, Dougherty DD, Shavitt RG, D’Alcante CC, Duran
FL, Lopes AC, Diniz JB, Batistuzzo MC, Evans KC, Bressan
RA, et al. 2013. Differential prefrontal gray matter corre-
lates of treatment response to fluoxetine or cognitive-
behavioral therapy in obsessive-compulsive disorder. Eur
Neuropsychopharmacol. 23:569–580.

Hohoff C, Domschke K, Schwarte K, Spellmeyer G, Vogele C,
Hetzel G, Deckert J, Gerlach AL. 2009. Sympathetic activity
relates to adenosine A(2A) receptor gene variation in
blood-injury phobia. J Neural Transm (Vienna).
116:659–662.

Holzel BK, Hoge EA, Greve DN, Gard T, Creswell JD, Brown
KW, Barrett LF, Schwartz C, Vaitl D, Lazar SW. 2013. Neural
mechanisms of symptom improvements in generalized
anxiety disorder following mindfulness training.
Neuroimage Clin. 2:448–458.

Hommers L, Raab A, Bohl A, Weber H, Scholz CJ, Erhardt A,
Binder E, Arolt V, Gerlach A, Gloster A, et al. 2015a.
MicroRNA hsa-miR-4717-5p regulates RGS2 and may be a
risk factor for anxiety-related traits. Am J Med Genet B
Neuropsychiatr Genet. 168B:296–306.

Hommers LG, Domschke K, Deckert J. 2015b. Heterogeneity
and individuality: microRNAs in mental disorders. J Neural
Transm (Vienna). 122:79–97.

Hosing VG, Schirmacher A, Kuhlenbaumer G, Freitag C, Sand
P, Schlesiger C, Jacob C, Fritze J, Franke P, Rietschel M,
et al. 2004. Cholecystokinin- and cholecystokinin-B-recep-
tor gene polymorphisms in panic disorder. J Neural
Transm Suppl. 68:147–156.

Howe AS, Buttenschon HN, Bani-Fatemi A, Maron E, Otowa T,
Erhardt A, Binder EB, Gregersen NO, Mors O, Woldbye DP,
et al. 2015. Candidate genes in panic disorder: meta-analy-
ses of 23 common variants in major anxiogenic pathways.
Mol Psychiatry. 21:665–679.

Huyser C, Veltman DJ, de Haan E, Boer F. 2009. Paediatric
obsessive-compulsive disorder, a neurodevelopmental dis-
order? Evidence from neuroimaging. Neurosci Biobehav
Rev. 33:818–830.

Irle E, Ruhleder M, Lange C, Seidler-Brandler U, Salzer S,
Dechent P, Weniger G, Leibing E, Leichsenring F. 2010.
Reduced amygdalar and hippocampal size in adults with
generalized social phobia. J Psychiatry Neurosci.
35:126–131.

Isomura K, Boman M, Ruck C, Serlachius E, Larsson H,
Lichtenstein P, Mataix-Cols D. 2015. Population-based,
multi-generational family clustering study of social anxiety
disorder and avoidant personality disorder. Psychol Med.
45:1581–1589.

36 B. BANDELOW ET AL.

D
ow

nl
oa

de
d 

by
 [

G
eo

rg
-A

ug
us

t-
U

ni
ve

rs
ita

et
 G

oe
tti

ng
en

],
 [

${
in

di
vi

du
al

U
se

r.
di

sp
la

yN
am

e}
] 

at
 0

5:
35

 1
3 

Ju
ly

 2
01

6 



Jaenisch R, Bird A. 2003. Epigenetic regulation of gene
expression: how the genome integrates intrinsic and envir-
onmental signals. Nat Genet. 33:245–254. Suppl:

Kang EH, Park JE, Lee KH, Cho YS, Kim JJ, Yu BH. 2012.
Regional brain metabolism and treatment response in
panic disorder patients: an [ballstudy. Neuropsychobiology.
66:106–111.

Karl A, Schaefer M, Malta LS, Dorfel D, Rohleder N, Werner A.
2006. A meta-analysis of structural brain abnormalities in
PTSD. Neurosci Biobehav Rev. 30:1004–1031.

Kartalci S, Dogan M, Unal S, Ozcan AC, Ozdemir S, Atmaca M.
2011. Pituitary volume in patients with panic disorder.
Prog Neuropsychopharmacol Biol Psychiatry. 35:203–207.

Kaschka W, Feistel H, Ebert D. 1995. Reduced benzodiazepine
receptor binding in panic disorders measured by iomazenil
SPECT. J Psychiatr Res. 29:427–434.

Kasper S, Gryglewski G, Lanzenberger R. 2014. Imaging brain
circuits in anxiety disorders. Lancet Psychiatry. 1:251–252.

Kato M, Serretti A. 2010. Review and meta-analysis of anti-
depressant pharmacogenetic findings in major depressive
disorder. Mol Psychiatry. 15:473–500.

Kendler KS, Karkowski LM, Prescott CA. 1999. Fears and pho-
bias: reliability and heritability. Psychol Med. 29:539–553.

Kennedy JL, Bradwejn J, Koszycki D, King N, Crowe R, Vincent
J, Fourie O. 1999. Investigation of cholecystokinin system
genes in panic disorder. Mol Psychiatry. 4:284–285.

Kennedy JL, Neves-Pereira M, King N, Lizak MV, Basile VS,
Chartier MJ, Stein MB. 2001. Dopamine system genes not
linked to social phobia. Psychiatr Genet. 11:213–217.

Kessler RC, Petukhova M, Sampson NA, Zaslavsky AM,
Wittchen HU. 2012. Twelve-month and lifetime prevalence
and lifetime morbid risk of anxiety and mood disorders
in the United States. Int J Methods Psychiatr Res.
21:169–184.

Kessler RC, Sonnega A, Bromet E, Hughes M, Nelson CB.
1995. Posttraumatic stress disorder in the National
Comorbidity Survey. Arch Gen Psychiatry. 52:1048–1060.

Kilts CD, Kelsey JE, Knight B, Ely TD, Bowman FD, Gross RE,
Selvig A, Gordon A, Newport DJ, Nemeroff CB. 2006.
The neural correlates of social anxiety disorder and
response to pharmacotherapy. Neuropsychopharmacology.
31:2243–2253.

Klauke B, Deckert J, Reif A, Pauli P, Domschke K. 2010. Life
events in panic disorder-an update on ‘‘candidate stres-
sors’’. Depress Anxiety. 27:716–730.

Klauke B, Deckert J, Reif A, Pauli P, Zwanzger P, Baumann C,
Arolt V, Glockner-Rist A, Domschke K. 2011. Serotonin
transporter gene and childhood trauma-a G� E effect on
anxiety sensitivity. Depress Anxiety. 28:1048–1057.

Klauke B, Deckert J, Zwanzger P, Baumann C, Arolt V, Pauli P,
Reif A, Domschke K. 2012a. Neuropeptide S receptor gene
(NPSR) and life events: G x E effects on anxiety sensitivity
and its subdimensions. World J Biol Psychiatry. 15:1–9.

Klauke B, Winter B, Gajewska A, Zwanzger P, Reif A,
Herrmann MJ, Dlugos A, Warrings B, Jacob C, Muhlberger
A, et al. 2012b. Affect-modulated startle: interactive influ-
ence of catechol-O-methyltransferase Val158Met genotype
and childhood trauma. PLoS One 7:e39709.

Klumpp H, Fitzgerald DA, Phan KL. 2013. Neural predictors
and mechanisms of cognitive behavioral therapy on threat
processing in social anxiety disorder. Prog
Neuropsychopharmacol Biol Psychiatry. 45:83–91.

Klumpp H, Keutmann MK, Fitzgerald DA, Shankman SA, Phan
KL. 2014. Resting state amygdala-prefrontal connectivity
predicts symptom change after cognitive behavioral ther-
apy in generalized social anxiety disorder. Biol Mood
Anxiety Disord. 4:14.

Koch K, Reess TJ, Rus OG, Zimmer C, Zaudig M. 2014.
Diffusion tensor imaging (DTI) studies in patients with
obsessive-compulsive disorder (OCD): a review. J Psychiatr
Res. 54:26–35.

Koefoed P, Woldbye DP, Hansen TO, Hansen ES, Knudsen
GM, Bolwig TG, Rehfeld JF. 2010. Gene variations in the
cholecystokinin system in patients with panic disorder.
Psychiatr Genet. 20:59–64.

Koenen KC, Duncan LE, Liberzon I, Ressler KJ. 2013. From
candidate genes to genome-wide association: the chal-
lenges and promise of posttraumatic stress disorder gen-
etic studies. Biol Psychiatry. 74:634–636.

Koenen KC, Harley R, Lyons MJ, Wolfe J, Simpson JC,
Goldberg J, Eisen SA, Tsuang M. 2002. A twin registry
study of familial and individual risk factors for trauma
exposure and posttraumatic stress disorder. J Nerv Ment
Dis. 190:209–218.

Kroes MC, Rugg MD, Whalley MG, Brewin CR. 2011. Structural
brain abnormalities common to posttraumatic stress dis-
order and depression. J Psychiatry Neurosci. 36:256–265.

Kuikka JT, Pitkanen A, Lepola U, Partanen K, Vainio P,
Bergstrom KA, Wieler HJ, Kaiser KP, Mittelbach L, Koponen
H, et al. 1995. Abnormal regional benzodiazepine receptor
uptake in the prefrontal cortex in patients with panic dis-
order. Nucl Med Commun. 16:273–280.

Labuschagne I, Phan KL, Wood A, Angstadt M, Chua P,
Heinrichs M, Stout JC, Nathan PJ. 2010. Oxytocin attenu-
ates amygdala reactivity to fear in generalized social anx-
iety disorder. Neuropsychopharmacology. 35:2403–2413.

Lai CH. 2011. Gray matter deficits in panic disorder: a
pilot study of meta-analysis. J Clin Psychopharmacol.
31:287–293.

Lai CH, Hsu YY. 2011. A subtle grey-matter increase in first-
episode, drug-naive major depressive disorder with panic
disorder after 6 weeks’ duloxetine therapy. Int J
Neuropsychopharmacol. 14:225–235.

Lai CH, Wu YT. 2013. Changes in gray matter volume of
remitted first-episode, drug-na€ıve, panic disorder patients
after 6-week antidepressant therapy. J Psychiatr Res.
47:122–127.

Lai CH, Wu YT, Yu PL, Yuan W. 2013. Improvements in white
matter micro-structural integrity of right uncinate fascic-
ulus and left fronto-occipital fasciculus of remitted first-epi-
sode medication-na€ıve panic disorder patients. J Affect
Disord. 150:330–336.

Lander ES, Schork NJ. 1994. Genetic dissection of complex
traits. Science. 265:2037–2048.

Lanzenberger R, Wadsak W, Spindelegger C, Mitterhauser M,
Akimova E, Mien LK, Fink M, Moser U, Savli M, Kranz GS,
et al. 2010. Cortisol plasma levels in social anxiety disorder
patients correlate with serotonin-1A receptor binding in
limbic brain regions. Int J Neuropsychopharmacol.
13:1129–1143.

Lanzenberger RR, Mitterhauser M, Spindelegger C, Wadsak W,
Klein N, Mien LK, Holik A, Attarbaschi T, Mossaheb N,
Sacher J, et al. 2007. Reduced serotonin-1A receptor

THE WORLD JOURNAL OF BIOLOGICAL PSYCHIATRY 37

D
ow

nl
oa

de
d 

by
 [

G
eo

rg
-A

ug
us

t-
U

ni
ve

rs
ita

et
 G

oe
tti

ng
en

],
 [

${
in

di
vi

du
al

U
se

r.
di

sp
la

yN
am

e}
] 

at
 0

5:
35

 1
3 

Ju
ly

 2
01

6 



binding in social anxiety disorder. Biol Psychiatry.
61:1081–1089.

Lawford BR, Young R, Noble EP, Kann B, Ritchie T. 2006. The
D2 dopamine receptor (DRD2) gene is associated with co-
morbid depression, anxiety and social dysfunction in
untreated veterans with post-traumatic stress disorder. Eur
Psychiatry. 21:180–185.

Lee LO, Prescott CA. 2014. Association of the catechol-O-
methyltransferase val158met polymorphism and anxiety-
related traits: a meta-analysis. Psychiatr Genet. 24:52–69.

Lee LT, Tsai HC, Chi MH, Chang WH, Chen KC, Lee IH, Chen
PS, Yao WJ, Chiu NT, Yang YK. 2015. Lower availability of
striatal dopamine transporter in generalized anxiety dis-
order: a preliminary two-ligand SPECT study. Int Clin
Psychopharmacol. 30:175–178.

Lee YJ, Hohoff C, Domschke K, Sand P, Kuhlenbaumer G,
Schirmacher A, Freitag CM, Meyer J, Stober G, Franke P,
et al. 2005. Norepinephrine transporter (NET) promoter
and 5’-UTR polymorphisms: association analysis in panic
disorder. Neurosci Lett. 377:40–43.

Lee YS, Hwang J, Kim SJ, Sung YH, Kim J, Sim ME, Bae SC,
Kim MJ, Lyoo IK. 2006. Decreased blood flow of temporal
regions of the brain in subjects with panic disorder.
J Psychiatr Res. 40:528–534.

Levy-Gigi E, Szabo C, Kelemen O, Keri S. 2013. Association
among clinical response, hippocampal volume, and FKBP5
gene expression in individuals with posttraumatic stress
disorder receiving cognitive behavioral therapy. Biol
Psychiatry. 74:793–800.

Li L, Wu M, Liao Y, Ouyang L, Du M, Lei D, Chen L, Yao L,
Huang X, Gong Q. 2014. Grey matter reduction associated
with posttraumatic stress disorder and traumatic stress.
Neurosci Biobehav Rev. 43:163–172.

Liao W, Qiu C, Gentili C, Walter M, Pan Z, Ding J, Zhang W,
Gong Q, Chen H. 2010. Altered effective connectivity net-
work of the amygdala in social anxiety disorder: a resting-
state FMRI study. PLoS One. 5:e15238.

Linares IM, Trzesniak C, Chagas MH, Hallak JE, Nardi AE,
Crippa JA. 2012. Neuroimaging in specific phobia disorder:
a systematic review of the literature. Rev Bras Psiquiatr.
34:101–111.

Lindauer RJ, Booij J, Habraken JB, van Meijel EP, Uylings HB,
Olff M, Carlier IV, den Heeten GJ, van Eck-Smit BL, Gersons
BP. 2008. Effects of psychotherapy on regional cerebral
blood flow during trauma imagery in patients with post-
traumatic stress disorder: a randomized clinical trial.
Psychol Med. 38:543–554.

Lochner C, Hemmings SM, Kinnear CJ, Niehaus DJ, Nel DG,
Corfield VA, Moolman-Smook JC, Seedat S, Stein DJ. 2005a.
Cluster analysis of obsessive-compulsive spectrum disor-
ders in patients with obsessive-compulsive disorder: clin-
ical and genetic correlates. Compr Psychiatry. 46:14–19.

Lochner C, Kinnear CJ, Hemmings SM, Seller C, Niehaus DJ,
Knowles JA, Daniels W, Moolman-Smook JC, Seedat S,
Stein DJ. 2005b. Hoarding in obsessive-compulsive dis-
order: clinical and genetic correlates. J Clin Psychiatry.
66:1155–1160.

Lohoff FW, Aquino TD, Narasimhan S, Multani PK, Etemad B,
Rickels K. 2013a. Serotonin receptor 2A (HTR2A) gene poly-
morphism predicts treatment response to venlafaxine XR
in generalized anxiety disorder. Pharmacogenomics J.
13:21–26.

Lohoff FW, Narasimhan S, Rickels K. 2013b. Interaction
between polymorphisms in serotonin transporter (SLC6A4)
and serotonin receptor 2A (HTR2A) genes predict treat-
ment response to venlafaxine XR in generalized anxiety
disorder. Pharmacogen J. 13:464–469.

Lonsdorf TB, Ruck C, Bergstrom J, Andersson G, Ohman A,
Lindefors N, Schalling M. 2010. The COMTval158met poly-
morphism is associated with symptom relief during expos-
ure-based cognitive-behavioral treatment in panic disorder.
BMC Psychiatry. 10:99.

Lueken U, Straube B, Konrad C, Wittchen HU, Strohle A,
Wittmann A, Pfleiderer B, Uhlmann C, Arolt V, Jansen A,
et al. 2013. Neural substrates of treatment response to
cognitive-behavioral therapy in panic disorder with agora-
phobia. Am J Psychiatry. 170:1345–1355.

Lueken U, Straube B, Wittchen HU, Konrad C, Strohle A,
Wittmann A, Pfleiderer B, Arolt V, Kircher T, Deckert J,
et al. 2015. Therapygenetics: anterior cingulate cortex-
amygdala coupling is associated with 5-HTTLPR and treat-
ment response in panic disorder with agoraphobia.
J Neural Transm (Vienna). 122:135–144.

Maddock RJ, Buonocore MH, Kile SJ, Garrett AS. 2003. Brain
regions showing increased activation by threat-related
words in panic disorder. Neuroreport. 14:325–328.

Malizia AL, Cunningham VJ, Bell CJ, Liddle PF, Jones T, Nutt
DJ. 1998. Decreased brain GABA(A)-benzodiazepine recep-
tor binding in panic disorder: preliminary results from a
quantitative PET study. Arch Gen Psychiatry. 55:715–720.

Mansson KN, Frick A, Boraxbekk CJ, Marquand AF, Williams
SC, Carlbring P, Andersson G, Furmark T. 2015. Predicting
long-term outcome of Internet-delivered cognitive behav-
ior therapy for social anxiety disorder using fMRI and sup-
port vector machine learning. Transl Psychiatry. 5:e530.

Maron E, Kuikka JT, Shlik J, Vasar V, Vanninen E, Tiihonen J.
2004a. Reduced brain serotonin transporter binding in
patients with panic disorder. Psychiatry Res. 132:173–181.

Maron E, Kuikka JT, Ulst K, Tiihonen J, Vasar V, Shlik J. 2004b.
SPECT imaging of serotonin transporter binding in patients
with generalized anxiety disorder. Eur Arch Psychiatry Clin
Neurosci. 254:392–396.

Maron E, Lang A, Tasa G, Liivlaid L, Toru I, Must A, Vasar V,
Shlik J. 2005. Associations between serotonin-related
gene polymorphisms and panic disorder. Int J
Neuropsychopharmacol. 8:261–266.

Maron E, Nutt D, Shlik J. 2012. Neuroimaging of serotonin
system in anxiety disorders. Curr Pharm Des.
18:5699–5708.

Maron E, Toru I, Hirvonen J, Tuominen L, Lumme V, Vasar V,
Shlik J, Nutt DJ, Helin S, Nagren K, et al. 2011. Gender dif-
ferences in brain serotonin transporter availability in panic
disorder. J Psychopharmacol (Oxford). 25:952–959.

Maron E, Toru I, Must A, Tasa G, Toover E, Vasar V, Lang A,
Shlik J. 2007. Association study of tryptophan hydroxylase
2 gene polymorphisms in panic disorder. Neurosci Lett.
411:180–184.

Maron E, Toru I, Tasa G, Must A, Toover E, Lang A, Vasar V,
Shlik J. 2008. Association testing of panic disorder candi-
date genes using CCK-4 challenge in healthy volunteers.
Neurosci Lett. 446:88–92.

Massana G, Serra-Grabulosa JM, Salgado-Pineda P, Gasto C,
Junque C, Massana J, Mercader JM. 2003a.
Parahippocampal gray matter density in panic disorder: a

38 B. BANDELOW ET AL.

D
ow

nl
oa

de
d 

by
 [

G
eo

rg
-A

ug
us

t-
U

ni
ve

rs
ita

et
 G

oe
tti

ng
en

],
 [

${
in

di
vi

du
al

U
se

r.
di

sp
la

yN
am

e}
] 

at
 0

5:
35

 1
3 

Ju
ly

 2
01

6 



voxel-based morphometric study. Am J Psychiatry.
160:566–568.

Massana G, Serra-Grabulosa JM, Salgado-Pineda P, Gasto C,
Junque C, Massana J, Mercader JM, Gomez B, Tobena A,
Salamero M. 2003b. Amygdalar atrophy in panic disorder
patients detected by volumetric magnetic resonance imag-
ing. Neuroimage. 19:80–90.

Mataix-Cols D, Pertusa A, Snowdon J. 2011.
Neuropsychological and neural correlates of hoarding: a
practice-friendly review. J Clin Psychol. 67:467–476.

Mataix-Cols D, Wooderson S, Lawrence N, Brammer MJ,
Speckens A, Phillips ML. 2004. Distinct neural correlates of
washing, checking, and hoarding symptom dimensions in
obsessive-compulsive disorder. Arch Gen Psychiatry.
61:564–576.

Mathews CA, Badner JA, Andresen JM, Sheppard B, Himle JA,
Grant JE, Williams KA, Chavira DA, Azzam A, Schwartz M,
et al. 2012. Genome-wide linkage analysis of obsessive-
compulsive disorder implicates chromosome 1p36. Biol
Psychiatry. 72:629–636.

Mathews CA, Nievergelt CM, Azzam A, Garrido H, Chavira DA,
Wessel J, Bagnarello M, Reus VI, Schork NJ. 2007.
Heritability and clinical features of multigenerational fami-
lies with obsessive-compulsive disorder and hoarding. Am
J Med Genet B Neuropsychiatr Genet. 144B:174–182.

Mattheisen M, Samuels JF, Wang Y, Greenberg BD, Fyer AJ,
McCracken JT, Geller DA, Murphy DL, Knowles JA, Grados
MA, et al. 2015. Genome-wide association study in obses-
sive-compulsive disorder: results from the OCGAS. Mol
Psychiatry. 20:337–344.

Meng Y, Qiu C, Zhu H, Lama S, Lui S, Gong Q, Zhang W.
2014. Anatomical deficits in adult posttraumatic stress dis-
order: a meta-analysis of voxel-based morphometry stud-
ies. Behav Brain Res. 270:307–315.

Menzies L, Chamberlain SR, Laird AR, Thelen SM, Sahakian BJ,
Bullmore ET. 2008. Integrating evidence from neuroimag-
ing and neuropsychological studies of obsessive-compul-
sive disorder: the orbitofronto-striatal model revisited.
Neurosci Biobehav Rev. 32:525–549.

Meunier D, Ersche KD, Craig KJ, Fornito A, Merlo-Pich E,
Fineberg NA, Shabbir SS, Robbins TW, Bullmore ET. 2012.
Brain functional connectivity in stimulant drug depend-
ence and obsessive-compulsive disorder. Neuroimage.
59:1461–1468.

Miguel EC, Leckman JF, Rauch S, do Rosario-Campos MC,
Hounie AG, Mercadante MT, Chacon P, Pauls DL. 2005.
Obsessive-compulsive disorder phenotypes: implications
for genetic studies. Mol Psychiatry. 10:258–275.

Miner CM, Davidson JR, Potts NL, Tupler LA, Charles HC,
Krishnan KR. 1995. Brain fluoxetine measurements using
fluorine magnetic resonance spectroscopy in patients with
social phobia. Biol Psychiatry. 38:696–698.

Mochcovitch MD, da Rocha Freire RC, Garcia RF, Nardi AE.
2014. A systematic review of fMRI studies in generalized
anxiety disorder: evaluating its neural and cognitive basis.
J Affect Disord. 167:336–342.

Molina E, Cervilla J, Rivera M, Torres F, Bellon JA, Moreno B,
King M, Nazareth I, Gutierrez B. 2011. Polymorphic vari-
ation at the serotonin 1-A receptor gene is associated with
comorbid depression and generalized anxiety. Psychiatr
Genet. 21:195–201.

M€oller HJ, Bandelow B, Volz HP, Barnikol UB, Seifritz E, Kasper
S. 2016. The relevance of ‘mixed anxiety and depression’
as a diagnostic category in clinical practice. Eur Arch
Psychiatry Clin Neurosci. Advance online publication.
doi:10.1007/s00406-016-0684-7.

Montag C, Buckholtz JW, Hartmann P, Merz M, Burk C,
Hennig J, Reuter M. 2008. COMT genetic variation affects
fear processing: psychophysiological evidence. Behav
Neurosci. 122:901–909.

Monzani B, Rijsdijk F, Anson M, Iervolino AC, Cherkas L,
Spector T, Mataix-Cols D. 2012. A twin study of body dys-
morphic concerns. Psychol Med. 42:1949–1955.

Monzani B, Rijsdijk F, Harris J, Mataix-Cols D. 2014. The struc-
ture of genetic and environmental risk factors for dimen-
sional representations of DSM-5 obsessive-compulsive
spectrum disorders. JAMA Psychiatry. 71:182–189.

Moreira FP, Fabiao JD, Bittencourt G, Wiener CD, Jansen K,
Oses JP, Quevedo L, de A Souza LD, Crispim D, Portela LV,
et al. 2015. The Met allele of BDNF Val66Met polymorph-
ism is associated with increased BDNF levels in generalized
anxiety disorder. Psychiatr Genet. 25:201–207.

Morey RA, Gold AL, LaBar KS, Beall SK, Brown VM, Haswell
CC, Nasser JD, Wagner HR, McCarthy G, Mid-Atlantic MW
2012. Amygdala volume changes in posttraumatic stress
disorder in a large case-controlled veterans group. Arch
Gen Psychiatry. 69:1169–78.

Morgieve M, N’Diaye K, Haynes WI, Granger B, Clair AH,
Pelissolo A, Mallet L. 2014. Dynamics of psychotherapy-
related cerebral haemodynamic changes in obsessive com-
pulsive disorder using a personalized exposure task in
functional magnetic resonance imaging. Psychol Med.
44:1461–1473.

Mosing MA, Gordon SD, Medland SE, Statham DJ, Nelson EC,
Heath AC, Martin NG, Wray NR. 2009. Genetic and environ-
mental influences on the co-morbidity between depres-
sion, panic disorder, agoraphobia, and social phobia: a
twin study. Depress Anxiety. 26:1004–1011.

Mossner R, Mikova O, Koutsilieri E, Saoud M, Ehlis AC, Muller
N, Fallgatter AJ, Riederer P. 2007. Consensus paper of the
WFSBP task force on biological markers: biological markers
in depression. World J Biol Psychiatry. 8:141–174.

Muinos-Gimeno M, Espinosa-Parrilla Y, Guidi M, Kagerbauer B,
Sipila T, Maron E, Pettai K, Kananen L, Navines R, Martin-
Santos R, et al. 2011. Human microRNAs miR-22, miR-138-
2, miR-148a, and miR-488 Are Associated with Panic
Disorder and Regulate Several Anxiety Candidate Genes
and Related Pathways. Biological Psychiatry. 69:526–533.

Murrough JW, Czermak C, Henry S, Nabulsi N, Gallezot JD,
Gueorguieva R, Planeta-Wilson B, Krystal JH, Neumaier JF,
Huang Y, et al. 2011a. The effect of early trauma exposure
on serotonin type 1B receptor expression revealed by
reduced selective radioligand binding. Arch Gen
Psychiatry. 68:892–900.

Murrough JW, Huang Y, Hu J, Henry S, Williams W, Gallezot
JD, Bailey CR, Krystal JH, Carson RE, Neumeister A. 2011b.
Reduced amygdala serotonin transporter binding in post-
traumatic stress disorder. Biol Psychiatry. 70:1033–1038.

Mushtaq D, Ali A, Margoob MA, Murtaza I, Andrade C. 2012.
Association between serotonin transporter gene promoter-
region polymorphism and 4- and 12-week treatment
response to sertraline in posttraumatic stress disorder.
J Affect Disord. 136:955–962.

THE WORLD JOURNAL OF BIOLOGICAL PSYCHIATRY 39

D
ow

nl
oa

de
d 

by
 [

G
eo

rg
-A

ug
us

t-
U

ni
ve

rs
ita

et
 G

oe
tti

ng
en

],
 [

${
in

di
vi

du
al

U
se

r.
di

sp
la

yN
am

e}
] 

at
 0

5:
35

 1
3 

Ju
ly

 2
01

6 



Nakao T, Sanematsu H, Yoshiura T, Togao O, Murayama K,
Tomita M, Masuda Y, Kanba S. 2011. fMRI of patients with
social anxiety disorder during a social situation task.
Neurosci Res. 69:67–72.

Narasimhan S, Aquino TD, Hodge R, Rickels K, Lohoff FW.
2011. Association analysis between the Val66Met poly-
morphism in the brain-derived neurotrophic factor (BDNF)
gene and treatment response to venlafaxine XR in general-
ized anxiety disorder. Neurosci Lett. 503:200–202.

Narasimhan S, Aquino TD, Multani PK, Rickels K, Lohoff FW.
2012. Variation in the catechol-O-methyltransferase (COMT)
gene and treatment response to venlafaxine XR in general-
ized anxiety disorder. Psychiatry Res. 198:112–115.

Nash JR, Sargent PA, Rabiner EA, Hood SD, Argyropoulos SV,
Potokar JP, Grasby PM, Nutt DJ. 2008. Serotonin 5-HT1A
receptor binding in people with panic disorder: positron
emission tomography study. Br J Psychiatry. 193:229–234.

Neufang S, Geiger MJ, Homola GA, Mahr M, Akhrif A, Nowak
J, Reif A, Romanos M, Deckert J, Solymosi L, et al. 2015.
Modulation of prefrontal functioning in attention systems
by NPSR1 gene variation. Neuroimage. 114:199–206.

Neumann ID, Slattery DA. 2015. Oxytocin in general anxiety
and social fear: a translational approach. Biol Psychiatry.
79:213–221.

Neumeister A, Bain E, Nugent AC, Carson RE, Bonne O,
Luckenbaugh DA, Eckelman W, Herscovitch P, Charney DS,
Drevets WC. 2004. Reduced serotonin type 1A receptor
binding in panic disorder. J Neurosci. 24:589–591.

Nievergelt CM, Maihofer AX, Mustapic M, Yurgil KA, Schork
NJ, Miller MW, Logue MW, Geyer MA, Risbrough VB,
O’Connor DT, et al. 2015. Genomic predictors of combat
stress vulnerability and resilience in U.S. marines: a gen-
ome-wide association study across multiple ancestries
implicates PRTFDC1 as a potential PTSD gene.
Psychoneuroendocrinology. 51:459–471.

Nikolaus S, Antke C, Beu M, Muller HW. 2010. Cortical GABA,
striatal dopamine and midbrain serotonin as the key play-
ers in compulsive and anxiety disorders-results from in
vivo imaging studies. Rev Neurosci. 21:119–139.

Nitschke JB, Sarinopoulos I, Oathes DJ, Johnstone T, Whalen
PJ, Davidson RJ, Kalin NH. 2009. Anticipatory activation in
the amygdala and anterior cingulate in generalized anxiety
disorder and prediction of treatment response. Am J
Psychiatry. 166:302–310.

Nordahl TE, Semple WE, Gross M, Mellman TA, Stein MB,
Goyer P, King AC, Uhde TW, Cohen RM. 1990. Cerebral glu-
cose metabolic differences in patients with panic disorder.
Neuropsychopharmacology. 3:261–272.

Notzon S, Domschke K, Holitschke K, Ziegler C, Arolt V, Pauli
P, Reif A, Deckert J, Zwanzger P. 2016. Attachment style
and oxytocin receptor gene variation interact in influenc-
ing social anxiety. World J Biol Psychiatry. 17:76–83.

Novak CE, Keuthen NJ, Stewart SE, Pauls DL. 2009. A twin
concordance study of trichotillomania. Am J Med Genet B
Neuropsychiatr Genet. 150B:944–949.

Odlaug BL, Chamberlain SR, Derbyshire KL, Leppink EW,
Grant JE. 2014. Impaired response inhibition and excess
cortical thickness as candidate endophenotypes for tricho-
tillomania. J Psychiatr Res. 59:167–173.

Ono S, Domschke K, Deckert J. 2015. Genomic structural vari-
ation in affective, anxiety, and stress-related disorders. J
Neural Transm (Vienna). 122:69–78.

Ormel J, Koeter MW, van den Brink W, van de Willige G.
1991. Recognition, management, and course of anxiety
and depression in general practice. Arch Gen Psychiatry.
48:700–706.

Ortiz AE, Ortiz AG, Falcon C, Morer A, Plana MT, Bargallo N,
Lazaro L. 2015. 1H-MRS of the anterior cingulate cortex in
childhood and adolescent obsessive-compulsive disorder: a
case-control study. Eur Neuropsychopharmacol. 25:60–68.

Otowa T, Hek K, Lee M, Byrne EM, Mirza SS, Nivard MG,
Bigdeli T, Aggen SH, Adkins D, Wolen A, et al. 2016. Meta-
analysis of genome-wide association studies of anxiety dis-
orders. Mol Psychiatry. Advance online publication.
doi:10.1038/mp.2015.197.

Otowa T, Kawamura Y, Nishida N, Sugaya N, Koike A, Yoshida
E, Inoue K, Yasuda S, Nishimura Y, Liu X, et al. 2012. Meta-
analysis of genome-wide association studies for panic dis-
order in the Japanese population. Transl Psychiatry. 2:e186.

Ottaviani C, Cevolani D, Nucifora V, Borlimi R, Agati R,
Leonardi M, De Plato G, Brighetti G. 2012. Amygdala
responses to masked and low spatial frequency fearful
faces: a preliminary fMRI study in panic disorder.
Psychiatry Res. 203:159–165.

Palm ME, Elliott R, McKie S, Deakin JF, Anderson IM. 2011.
Attenuated responses to emotional expressions in women
with generalized anxiety disorder. Psychol Med.
41:1009–1018.

Pantazatos SP, Talati A, Schneier FR, Hirsch J. 2014.
Reduced anterior temporal and hippocampal functional
connectivity during face processing discriminates individu-
als with social anxiety disorder from healthy controls
and panic disorder, and increases following treatment.
Neuropsychopharmacology. 39:425–434.

Pape HC, Jungling K, Seidenbecher T, Lesting J, Reinscheid
RK. 2010. Neuropeptide S: a transmitter system in the brain
regulating fear and anxiety. Neuropharmacology. 58:29–34.

Paulesu E, Sambugaro E, Torti T, Danelli L, Ferri F, Scialfa G,
Sberna M, Ruggiero GM, Bottini G, Sassaroli S. 2010. Neural
correlates of worry in generalized anxiety disorder and in
normal controls: a functional MRI study. Psychol Med.
40:117–124.

Pauls DL, Abramovitch A, Rauch SL, Geller DA. 2014.
Obsessive-compulsive disorder: an integrative genetic and
neurobiological perspective. Nat Rev Neurosci. 15:410–424.

Perani D, Garibotto V, Gorini A, Moresco RM, Henin M,
Panzacchi A, Matarrese M, Carpinelli A, Bellodi L, Fazio F.
2008. In vivo PET study of 5HT(2A) serotonin and D(2)
dopamine dysfunction in drug-naive obsessive-compulsive
disorder. Neuroimage. 42:306–314.

Perkonigg A, Kessler RC, Storz S, Wittchen HU. 2000.
Traumatic events and post-traumatic stress disorder in the
community: prevalence, risk factors and comorbidity. Acta
Psychiatr Scand. 101:46–59.

Perlis RH, Fijal B, Dharia S, Houston JP. 2013.
Pharmacogenetic investigation of response to duloxetine
treatment in generalized anxiety disorder.
Pharmacogenomics J. 13:280–285.

Perna G, Favaron E, Di Bella D, Bussi R, Bellodi L. 2005.
Antipanic efficacy of paroxetine and polymorphism within
the promoter of the serotonin transporter gene.
Neuropsychopharmacology. 30:2230–2235.

Pham X, Sun C, Chen X, van den Oord EJ, Neale MC, Kendler
KS, Hettema JM. 2009. Association study between GABA

40 B. BANDELOW ET AL.

D
ow

nl
oa

de
d 

by
 [

G
eo

rg
-A

ug
us

t-
U

ni
ve

rs
ita

et
 G

oe
tti

ng
en

],
 [

${
in

di
vi

du
al

U
se

r.
di

sp
la

yN
am

e}
] 

at
 0

5:
35

 1
3 

Ju
ly

 2
01

6 



receptor genes and anxiety spectrum disorders. Depress
Anxiety. 26:998–1003.

Phan KL, Fitzgerald DA, Cortese BM, Seraji-Bozorgzad N,
Tancer ME, Moore GJ. 2005. Anterior cingulate neurochem-
istry in social anxiety disorder: 1H-MRS at 4 Tesla.
Neuroreport. 16:183–186.

Phelps EA, LeDoux JE. 2005. Contributions of the amygdala
to emotion processing: from animal models to human
behavior. Neuron. 48:175–187.

Phillips KA, Zai G, King NA, Menard W, Kennedy JL, Richter
MA. 2015. A preliminary candidate gene study in body
dysmorphic disorder. Journal of Obsessive-Compulsive and
Related Disorders. 6:72–76.

Pickar D, Rubinow K. 2001. Pharmacogenomics of psychiatric
disorders. Trends Pharmacol Sci. 22:75–83.

Pietrzak RH, Gallezot JD, Ding YS, Henry S, Potenza MN,
Southwick SM, Krystal JH, Carson RE, Neumeister A. 2013.
Association of posttraumatic stress disorder with reduced
in vivo norepinephrine transporter availability in the locus
coeruleus. JAMA Psychiatry. 70:1199–1205.

Pietrzak RH, Sumner JA, Aiello AE, Uddin M, Neumeister A,
Guffanti G, Koenen KC. 2015. Association of the rs2242446
polymorphism in the norepinephrine transporter gene
SLC6A2 and anxious arousal symptoms of posttraumatic
stress disorder. J Clin Psychiatry. 76:e537–e538.

Pillay SS, Gruber SA, Rogowska J, Simpson N, Yurgelun-Todd
DA. 2006. fMRI of fearful facial affect recognition in panic
disorder: the cingulate gyrus-amygdala connection.
J Affect Disord. 94:173–181.

Pillay SS, Rogowska J, Gruber SA, Simpson N, Yurgelun-Todd
DA. 2007. Recognition of happy facial affect in panic dis-
order: an fMRI study. J Anxiety Disord. 21:381–393.

Pini S, Abelli M, Troisi A, Siracusano A, Cassano GB, Shear KM,
Baldwin D. 2014. The relationships among separation
anxiety disorder, adult attachment style and agoraphobia
in patients with panic disorder. J Anxiety Disord.
28:741–746.

Piras F, Piras F, Chiapponi C, Girardi P, Caltagirone C,
Spalletta G. 2015. Widespread structural brain changes in
OCD: a systematic review of voxel-based morphometry
studies. Cortex. 62:89–108.

Pollack MH, Jensen JE, Simon NM, Kaufman RE, Renshaw PF.
2008. High-field MRS study of GABA, glutamate and glu-
tamine in social anxiety disorder: response to treatment
with levetiracetam. Prog Neuropsychopharmacol Biol
Psychiatry. 32:739–743.

Ponto LL, Kathol RG, Kettelkamp R, Watkins GL, Richmond JC,
Clark J, Hichwa RD. 2002. Global cerebral blood flow after
CO2 inhalation in normal subjects and patients with panic
disorder determined with [15O]water and PET. J Anxiety
Disord. 16:247–258.

Porcelli S, Drago A, Fabbri C, Gibiino S, Calati R, Serretti A.
2011. Pharmacogenetics of antidepressant response.
J Psychiatry Neurosci. 36:87–113.

Posner J, Marsh R, Maia TV, Peterson BS, Gruber A, Simpson
HB. 2014. Reduced functional connectivity within the lim-
bic cortico-striato-thalamo-cortical loop in unmedicated
adults with obsessive-compulsive disorder. Hum Brain
Mapp. 35:2852–2860.

Prasko J, Horacek J, Zalesky R, Kopecek M, Novak T,
Paskova B, Skrdlantova L, Belohlavek O, Hoschl C. 2004.
The change of regional brain metabolism (18FDG PET) in

panic disorder during the treatment with cognitive behav-
ioral therapy or antidepressants. Neuro Endocrinol Lett.
25:340–348.

Preter M, Klein DF. 2008. Panic, suffocation false alarms, sep-
aration anxiety and endogenous opioids. Prog
Neuropsychopharmacol Biol Psychiatry. 32:603–612.

Protopopescu X, Pan H, Tuescher O, Cloitre M, Goldstein M,
Engelien A, Yang Y, Gorman J, LeDoux J, Stern E, et al.
2006. Increased brainstem volume in panic disorder: a
voxel-based morphometric study. Neuroreport. 17:361–363.

Qin H, Samuels JF, Wang Y, Zhu Y, Grados MA, Riddle MA,
Greenberg BD, Knowles JA, Fyer AJ, McCracken JT, et al.
2015. Whole-genome association analysis of treatment
response in obsessive-compulsive disorder. Mol Psychiatry.
21:270–276.

Radua J, van den Heuvel OA, Surguladze S, Mataix-Cols D.
2010. Meta-analytical comparison of voxel-based morph-
ometry studies in obsessive-compulsive disorder vs other
anxiety disorders. Arch Gen Psychiatry. 67:701–711.

Rampp C, Binder EB, Provencal N. 2014. Epigenetics in post-
traumatic stress disorder. Prog Mol Biol Transl Sci.
128:29–50.

Rasmussen SA, Eisen JL. 1992. The epidemiology and differ-
ential diagnosis of obsessive compulsive disorder. J Clin
Psychiatry. 53:4–10.

Rauch SL, Jenike MA, Alpert NM, Baer L, Breiter HC,
Savage CR, Fischman AJ. 1994. Regional cerebral
blood flow measured during symptom provocation in
obsessive-compulsive disorder using oxygen 15-labeled
carbon dioxide and positron emission tomography.
Arch Gen Psychiatry. 51:62–70.

Rauch SL, Shin LM, Dougherty DD, Alpert NM, Fischman AJ,
Jenike MA. 2002. Predictors of fluvoxamine response in
contamination-related obsessive compulsive disorder: a PET
symptom provocation study. Neuropsychopharmacology.
27:782–791.

Regier DA, Narrow WE, Rae DS, Manderscheid RW, Locke BZ,
Goodwin FK. 1993. The de facto US mental and addictive
disorders service system. Epidemiologic catchment area
prospective 1-year prevalence rates of disorders and serv-
ices. Arch Gen Psychiatry. 50:85–94.

Reif A, Richter J, Straube B, Hofler M, Lueken U, Gloster AT,
Weber H, Domschke K, Fehm L, Strohle A, et al. 2014.
MAOA and mechanisms of panic disorder revisited: from
bench to molecular psychotherapy. Mol Psychiatry.
19:122–128.

Reif A, Weber H, Domschke K, Klauke B, Baumann C, Jacob
CP, Strohle A, Gerlach AL, Alpers GW, Pauli P, et al. 2012.
Meta-analysis argues for a female-specific role of MAOA-
uVNTR in panic disorder in four European populations. Am
J Med Genet B Neuropsychiatr Genet. 159B:786–93.

Reinecke A, Thilo K, Filippini N, Croft A, Harmer CJ. 2014.
Predicting rapid response to cognitive-behavioural treat-
ment for panic disorder: the role of hippocampus, insula,
and dorsolateral prefrontal cortex. Behav Res Ther.
62:120–128.

Reinelt E, Aldinger M, Stopsack M, Schwahn C, John U,
Baumeister SE, Grabe HJ, Barnow S. 2014. High social sup-
port buffers the effects of 5-HTTLPR genotypes within
social anxiety disorder. Eur Arch Psychiatry Clin Neurosci.
264:433–439.

THE WORLD JOURNAL OF BIOLOGICAL PSYCHIATRY 41

D
ow

nl
oa

de
d 

by
 [

G
eo

rg
-A

ug
us

t-
U

ni
ve

rs
ita

et
 G

oe
tti

ng
en

],
 [

${
in

di
vi

du
al

U
se

r.
di

sp
la

yN
am

e}
] 

at
 0

5:
35

 1
3 

Ju
ly

 2
01

6 



Riedel O, Klotsche J, Spottke A, Deuschl G, Forstl H, Henn F,
Heuser I, Oertel W, Reichmann H, Riederer P, et al. 2010.
Frequency of dementia, depression, and other neuro-
psychiatric symptoms in 1,449 outpatients with Parkinson’s
disease. J Neurol. 257:1073–1082.

Roberson-Nay R, Klein DF, Klein RG, Mannuzza S,
Moulton JL, 3rd, Guardino M, Pine DS. 2010. Carbon
dioxide hypersensitivity in separation-anxious offspring
of parents with panic disorder. Biol Psychiatry.
67:1171–1177.

Roos A, Fouche JP, Stein DJ, Lochner C. 2013. White matter
integrity in hair-pulling disorder (trichotillomania).
Psychiatry Res. 211:246–250.

Roos A, Grant JE, Fouche JP, Stein DJ, Lochner C. 2015. A
comparison of brain volume and cortical thickness in
excoriation (skin picking) disorder and trichotillomania
(hair pulling disorder) in women. Behav Brain Res.
279:255–258.

Roppongi T, Nakamura M, Asami T, Hayano F, Otsuka T,
Uehara K, Fujiwara A, Saeki T, Hayasaka S, Yoshida T, et al.
2010. Posterior orbitofrontal sulcogyral pattern associated
with orbitofrontal cortex volume reduction and anxiety
trait in panic disorder. Psychiatry Clin Neurosci.
64:318–326.

Ross J, Badner J, Garrido H, Sheppard B, Chavira DA, Grados
M, Woo JM, Doo P, Umana P, Fournier E, et al. 2011.
Genomewide linkage analysis in Costa Rican families impli-
cates chromosome 15q14 as a candidate region for OCD.
Hum Genet. 130:795–805.

Rossell SL, Harrison BJ, Castle DJ. 2015. Can understanding
the neurobiology of body dysmorphic disorder (BDD)
inform treatment? Australas Psychiatry. 23:361–364.

Rosso IM, Olson EA, Britton JC, Stewart SE, Papadimitriou G,
Killgore WD, Makris N, Wilhelm S, Jenike MA, Rauch SL.
2014. Brain white matter integrity and association with
age at onset in pediatric obsessive-compulsive disorder.
Biol Mood Anxiety Disord. 4:13.

Rotge JY, Langbour N, Guehl D, Bioulac B, Jaafari N, Allard M,
Aouizerate B, Burbaud P. 2010. Gray matter alterations in
obsessive-compulsive disorder: an anatomic likelihood esti-
mation meta-analysis. Neuropsychopharmacology. 35:
686–691.

Rothe C, Gutknecht L, Freitag C, Tauber R, Mossner R, Franke
P, Fritze J, Wagner G, Peikert G, Wenda B, et al. 2004.
Association of a functional 1019C&gt;G 5-HT1A receptor
gene polymorphism with panic disorder with agoraphobia.
Int J Neuropsychopharmacol. 7:189–192.

Ruland T, Domschke K, Schutte V, Zavorotnyy M, Kugel H,
Notzon S, Vennewald N, Ohrmann P, Arolt V, Pfleiderer B,
et al. 2015. Neuropeptide S receptor gene variation modu-
lates anterior cingulate cortex Glx levels during CCK-4
induced panic. Eur Neuropsychopharmacol. 25:1677–1682.

Sabol SZ, Hu S, Hamer D. 1998. A functional polymorphism in
the monoamine oxidase A gene promoter. Hum Genet.
103:273–279.

Samochowiec J, Hajduk A, Samochowiec A, Horodnicki J,
Stepien G, Grzywacz A, Kucharska-Mazur J. 2004.
Association studies of MAO-A, COMT, and 5-HTT genes
polymorphisms in patients with anxiety disorders of the
phobic spectrum. Psychiatry Res. 128:21–26.

Sand P, Lesch KP, Catalano M, Bosi M, Syagailo YV,
Okladnova O, Di Bella D, Maffei P, Heils A, Friess F, et al.

2000a. Polymorphic MAO-A and 5-HT-transporter genes:
analysis of interactions in panic disorder. World J Biol
Psychiatry. 1:147–150.

Sand PG, Godau C, Riederer P, Peters C, Franke P, Nothen
MM, Stober G, Fritze J, Maier W, Propping P, et al. 2000b.
Exonic variants of the GABA(B) receptor gene and panic
disorder. Psychiatr Genet 10:191–194.

Sand PG, Mori T, Godau C, Stober G, Flachenecker P, Franke
P, Nothen MM, Fritze J, Maier W, Lesch KP, et al. 2002.
Norepinephrine transporter gene (NET) variants in patients
with panic disorder. Neurosci Lett. 333:41–44.

Sanematsu H, Nakao T, Yoshiura T, Nabeyama M, Togao O,
Tomita M, Masuda Y, Nakatani E, Nakagawa A, Kanba S.
2010. Predictors of treatment response to fluvoxamine in
obsessive-compulsive disorder: an fMRI study. J Psychiatr
Res. 44:193–200.

Sartor CE, Grant JD, Lynskey MT, McCutcheon VV, Waldron M,
Statham DJ, Bucholz KK, Madden PA, Heath AC, Martin NG,
et al. 2012. Common heritable contributions to low-risk
trauma, high-risk trauma, posttraumatic stress disorder,
and major depression. Arch Gen Psychiatry. 69:293–299.

Saxena S, Brody AL, Maidment KM, Dunkin JJ, Colgan M,
Alborzian S, Phelps ME, Baxter LR. Jr. 1999. Localized orbi-
tofrontal and subcortical metabolic changes and predictors
of response to paroxetine treatment in obsessive-compul-
sive disorder. Neuropsychopharmacology. 21:683–693.

Saxena S, Rauch SL. 2000. Functional neuroimaging and the
neuroanatomy of obsessive-compulsive disorder. Psychiatr
Clin North Am. 23:563–586.

Scaini S, Ogliari A, Eley TC, Zavos HM, Battaglia M. 2012.
Genetic and environmental contributions to separation
anxiety: a meta-analytic approach to twin data. Depress
Anxiety. 29:754–761.

Scherrer JF, True WR, Xian H, Lyons MJ, Eisen SA, Goldberg J,
Lin N, Tsuang MT. 2000. Evidence for genetic influences
common and specific to symptoms of generalized anxiety
and panic. J Affect Disord. 57:25–35.

Schneier FR, Abi-Dargham A, Martinez D, Slifstein M, Hwang
DR, Liebowitz MR, Laruelle M. 2009. Dopamine transport-
ers, D2 receptors, and dopamine release in generalized
social anxiety disorder. Depress Anxiety. 26:411–418.

Schneier FR, Liebowitz MR, Abi-Dargham A, Zea-Ponce Y, Lin
SH, Laruelle M. 2000. Low dopamine D(2) receptor binding
potential in social phobia. Am J Psychiatry. 157:457–459.

Schruers K, Esquivel G, van Duinen M, Wichers M, Kenis G,
Colasanti A, Knuts I, Goossens L, Jacobs N, van Rozendaal
J, et al. 2011. Genetic moderation of CO2-induced fear by
5-HTTLPR genotype. J Psychopharmacol (Oxford). 25:37–42.

Schumacher J, Deckert J. 2010. Serotonin transporter poly-
morphisms and panic disorder. Genome Med. 2:40.

Seedat S, Warwick J, van Heerden B, Hugo C, Zungu-Dirwayi
N, Van Kradenburg J, Stein DJ. 2004. Single photon emis-
sion computed tomography in posttraumatic stress dis-
order before and after treatment with a selective serotonin
reuptake inhibitor. J Affect Disord. 80:45–53.

Seo HJ, Choi YH, Chung YA, Rho W, Chae JH. 2014. Changes
in cerebral blood flow after cognitive behavior therapy in
patients with panic disorder: a SPECT study.
Neuropsychiatr Dis Treat. 10:661–669.

Serretti A, Artioli P, Quartesan R. 2005. Pharmacogenetics in
the treatment of depression: pharmacodynamic studies.
Pharmacogenet Genomics. 15:61–67.

42 B. BANDELOW ET AL.

D
ow

nl
oa

de
d 

by
 [

G
eo

rg
-A

ug
us

t-
U

ni
ve

rs
ita

et
 G

oe
tti

ng
en

],
 [

${
in

di
vi

du
al

U
se

r.
di

sp
la

yN
am

e}
] 

at
 0

5:
35

 1
3 

Ju
ly

 2
01

6 



Shaw P, Sharp W, Sudre G, Wharton A, Greenstein D,
Raznahan A, Evans A, Chakravarty MM, Lerch JP, Rapoport
J. 2015. Subcortical and cortical morphological anomalies
as an endophenotype in obsessive-compulsive disorder.
Mol Psychiatry. 20:224–231.

Shear K, Jin R, Ruscio AM, Walters EE, Kessler RC. 2006.
Prevalence and correlates of estimated DSM-IV child and
adult separation anxiety disorder in the National
Comorbidity Survey Replication. Am J Psychiatry.
163:1074–1083.

Shin DJ, Jung WH, He Y, Wang J, Shim G, Byun MS, Jang JH,
Kim SN, Lee TY, Park HY, et al. 2014. The effects of
pharmacological treatment on functional brain connec-
tome in obsessive-compulsive disorder. Biol Psychiatry.
75:606–614.

Silove D, Alonso J, Bromet E, Gruber M, Sampson N, Scott K,
Andrade L, Benjet C, Caldas de Almeida JM, De Girolamo
G, et al. 2015. Pediatric-Onset and Adult-Onset Separation
Anxiety Disorder Across Countries in the World Mental
Health Survey. Am J Psychiatry. 172:647–656.

Sim HB, Kang EH, Yu BH. 2010. Changes in Cerebral Cortex
and Limbic Brain Functions after Short-Term Paroxetine
Treatment in Panic Disorder: An [F]FDG-PET Pilot Study.
Psychiatry Investig. 7:215–219.

Simpson HB, Slifstein M, Bender J Jr, Xu X, Hackett E, Maher
MJ, Abi-Dargham A. 2011. Serotonin 2A receptors in obses-
sive-compulsive disorder: a positron emission tomography
study with [11C]MDL 100907. Biol Psychiatry. 70:897–904.

Singer HS, Loiselle C. 2003. PANDAS: a commentary. J
Psychosom Res. 55:31–39.

Skol AD, Scott LJ, Abecasis GR, Boehnke M. 2006. Joint ana-
lysis is more efficient than replication-based analysis for
two-stage genome-wide association studies. Nat Genet.
38:209–213.

Sladky R, Hoflich A, Atanelov J, Kraus C, Baldinger P, Moser E,
Lanzenberger R, Windischberger C. 2012. Increased neural
habituation in the amygdala and orbitofrontal cortex in
social anxiety disorder revealed by FMRI. PLoS One
7:e50050.

Sladky R, Hoflich A, Kublbock M, Kraus C, Baldinger P, Moser
E, Lanzenberger R, Windischberger C. 2015. Disrupted
effective connectivity between the amygdala and orbito-
frontal cortex in social anxiety disorder during emotion
discrimination revealed by dynamic causal modeling for
FMRI. Cereb Cortex. 25:895–903.

Smith AK, Conneely KN, Kilaru V, Mercer KB, Weiss TE,
Bradley B, Tang Y, Gillespie CF, Cubells JF, Ressler KJ. 2011.
Differential immune system DNA methylation and cytokine
regulation in post-traumatic stress disorder. Am J Med
Genet B Neuropsychiatr Genet. 156B:700–708.

Smoller JW, Gallagher PJ, Duncan LE, McGrath LM, Haddad
SA, Holmes AJ, Wolf AB, Hilker S, Block SR, Weill S, et al.
2014. The human ortholog of acid-sensing ion channel
gene ASIC1a is associated with panic disorder and amyg-
dala structure and function. Biol Psychiatry. 76:902–910.

Smoller JW, Gardner-Schuster E, Covino J. 2008. The genetic
basis of panic and phobic anxiety disorders. Am J Med
Genet C Semin Med Genet. 148C:118–126.

Smoller JW, Yamaki LH, Fagerness JA, Biederman J, Racette S,
Laird NM, Kagan J, Snidman N, Faraone SV, Hirshfeld-
Becker D, et al. 2005. The corticotropin-releasing hormone

gene and behavioral inhibition in children at risk for panic
disorder. Biol Psychiatry. 57:1485–1492.

Sobanski T, Wagner G, Peikert G, Gruhn U, Schluttig K, Sauer
H, Schlosser R. 2010. Temporal and right frontal lobe alter-
ations in panic disorder: a quantitative volumetric and
voxel-based morphometric MRI study. Psychol Med.
40:1879–1886.

Spindelegger C, Lanzenberger R, Wadsak W, Mien LK, Stein P,
Mitterhauser M, Moser U, Holik A, Pezawas L, Kletter K,
et al. 2009. Influence of escitalopram treatment on 5-HT
1A receptor binding in limbic regions in patients with anx-
iety disorders. Mol Psychiatry. 14:1040–1050.

Stein MB, Jang KL, Livesley WJ. 1999. Heritability of anxiety
sensitivity: a twin study. Am J Psychiatry. 156:246–251.

Stein MB, Keshaviah A, Haddad SA, Van Ameringen M, Simon
NM, Pollack MH, Smoller JW. 2013. Influence of RGS2 on
sertraline treatment for social anxiety disorder.
Neuropsychopharmacology. 39:1340–1346.

Stein MB, Koverola C, Hanna C, Torchia MG, McClarty B. 1997.
Hippocampal volume in women victimized by childhood
sexual abuse. Psychol Med. 27:951–959.

Stein MB, Leslie WD. 1996. A brain single photon-emission
computed tomography (SPECT) study of generalized social
phobia. Biol Psychiatry. 39:825–828.

Stein MB, Seedat S, Gelernter J. 2006. Serotonin transporter
gene promoter polymorphism predicts SSRI response in
generalized social anxiety disorder. Psychopharmacology
(Berl). 187:68–72.

Stengler-Wenzke K, Muller U, Barthel H, Angermeyer MC,
Sabri O, Hesse S. 2006. Serotonin transporter imaging with
[123I]beta-CIT SPECT before and after one year of citalo-
pram treatment of obsessive-compulsive disorder.
Neuropsychobiology. 53:40–45.

Stewart RS, Devous MD, Sr., Rush AJ, Lane L, Bonte FJ. 1988.
Cerebral blood flow changes during sodium-lactate-
induced panic attacks. Am J Psychiatry. 145:442–449.

Stewart SE, Fagerness JA, Platko J, Smoller JW, Scharf JM,
Illmann C, Jenike E, Chabane N, Leboyer M, Delorme R,
et al. 2007. Association of the SLC1A1 glutamate trans-
porter gene and obsessive-compulsive disorder. Am J Med
Genet B Neuropsychiatr Genet. 144B:1027–1033.

Stewart SE, Yu D, Scharf JM, Neale BM, Fagerness JA,
Mathews CA, Arnold PD, Evans PD, Gamazon ER, Davis LK,
et al. 2013. Genome-wide association study of obsessive-
compulsive disorder. Mol Psychiatry. 18:788–798.

Stober G, Ben-Shachar D, Cardon M, Falkai P, Fonteh AN,
Gawlik M, Glenthoj BY, Grunblatt E, Jablensky A, Kim YK,
et al. 2009. Schizophrenia: from the brain to peripheral
markers. A consensus paper of the WFSBP task force on
biological markers. World J Biol Psychiatry. 10:127–155.

Strawn JR, Wehry AM, Chu WJ, Adler CM, Eliassen JC, Cerullo
MA, Strakowski SM, Delbello MP. 2013. Neuroanatomic
abnormalities in adolescents with generalized anxiety dis-
order: a voxel-based morphometry study. Depress Anxiety.
30:842–848.

Sullivan GM, Ogden RT, Huang YY, Oquendo MA, Mann JJ,
Parsey RV. 2013. vivo serotonin-1a binding in posttrau-
matic stress disorder: a PET study with [11C]WAY-100635.
Depress Anxiety. 30:197–206.

Swedo SE. 2002. Pediatric autoimmune neuropsychiatric dis-
orders associated with streptococcal infections (PANDAS).
Mol Psychiatry. 7(Suppl 2):S24–S25.

THE WORLD JOURNAL OF BIOLOGICAL PSYCHIATRY 43

D
ow

nl
oa

de
d 

by
 [

G
eo

rg
-A

ug
us

t-
U

ni
ve

rs
ita

et
 G

oe
tti

ng
en

],
 [

${
in

di
vi

du
al

U
se

r.
di

sp
la

yN
am

e}
] 

at
 0

5:
35

 1
3 

Ju
ly

 2
01

6 



Swedo SE, Pietrini P, Leonard HL, Schapiro MB, Rettew DC,
Goldberger EL, Rapoport SI, Rapoport JL, Grady CL. 1992.
Cerebral glucose metabolism in childhood-onset obsessive-
compulsive disorder. Revisualization during pharmacother-
apy. Arch Gen Psychiatry. 49:690–694.

Tadic A, Rujescu D, Szegedi A, Giegling I, Singer P, Moller HJ,
Dahmen N. 2003. Association of a MAOA gene variant
with generalized anxiety disorder, but not with panic dis-
order or major depression. Am J Med Genet B
Neuropsychiatr Genet. 117B:1–6.

Tan L, Fan Q, You C, Wang J, Dong Z, Wang X, Chen K, Xiao
Z, Jiang K. 2013. Structural changes in the gray matter of
unmedicated patients with obsessive-compulsive disorder:
a voxel-based morphometric study. Neurosci Bull.
29:642–648.

Taylor S. 2013. Molecular genetics of obsessive-compulsive
disorder: a comprehensive meta-analysis of genetic associ-
ation studies. Mol Psychiatry. 18:799–805.

Thibaut F, Boutros NN, Jarema M, Oranje B, Hasan A,
Daskalakis ZJ, Wichniak A, Schmitt A, Riederer P, Falkai P,
et al. 2015. Consensus paper of the WFSBP Task Force on
Biological Markers: Criteria for biomarkers and endopheno-
types of schizophrenia part I: Neurophysiology. World J
Biol Psychiatry. 16:280–290.

Thome J, Ehlis AC, Fallgatter AJ, Krauel K, Lange KW, Riederer
P, Romanos M, Taurines R, Tucha O, Uzbekov M, et al.
2012. Biomarkers for attention-deficit/hyperactivity disorder
(ADHD). A consensus report of the WFSBP task force on
biological markers and the World Federation of ADHD.
World J Biol Psychiatry. 13:379–400.

Tiihonen J, Kuikka J, Bergstrom K, Lepola U, Koponen H,
Leinonen E. 1997. Dopamine reuptake site densities in
patients with social phobia. Am J Psychiatry. 154:239–242.

Tillfors M, Furmark T, Marteinsdottir I, Fischer H, Pissiota A,
Langstrom B, Fredrikson M. 2001. Cerebral blood flow in
subjects with social phobia during stressful speaking tasks:
a PET study. Am J Psychiatry. 158:1220–1226.

Tillfors M, Furmark T, Marteinsdottir I, Fredrikson M. 2002.
Cerebral blood flow during anticipation of public speaking
in social phobia: a PET study. Biol Psychiatry.
52:1113–1119.

Tolin DF, Witt ST, Stevens MC. 2014. Hoarding disorder and
obsessive-compulsive disorder show different patterns of
neural activity during response inhibition. Psychiatry Res.
221:142–148.

Tost H, Kolachana B, Hakimi S, Lemaitre H, Verchinski BA,
Mattay VS, Weinberger DR, Meyer-Lindenberg A. 2010. A
common allele in the oxytocin receptor gene (OXTR)
impacts prosocial temperament and human hypothalamic-
limbic structure and function. Proc Natl Acad Sci USA.
107:13936–13941.

True WR, Rice J, Eisen SA, Heath AC, Goldberg J, Lyons MJ,
Nowak J. 1993. A twin study of genetic and environmental
contributions to liability for posttraumatic stress symptoms.
Arch Gen Psychiatry. 50:257–264.

Tupak SV, Reif A, Pauli P, Dresler T, Herrmann MJ, Domschke
K, Jochum C, Haas E, Baumann C, Weber H, et al. 2013.
Neuropeptide S receptor gene: fear-specific modulations of
prefrontal activation. Neuroimage. 66:353–360.

Tupler LA, Davidson JR, Smith RD, Lazeyras F, Charles HC,
Krishnan KR. 1997. A repeat proton magnetic resonance

spectroscopy study in social phobia. Biol Psychiatry.
42:419–424.

Uchida RR, Del-Ben CM, Busatto GF, Duran FL, Guimaraes FS,
Crippa JA, Araujo D, Santos AC, Graeff FG. 2008. Regional
gray matter abnormalities in panic disorder: a voxel-based
morphometry study. Psychiatry Res. 163:21–29.

Uddin M, Aiello AE, Wildman DE, Koenen KC, Pawelec G, de
Los Santos R, Goldmann E, Galea S. 2010. Epigenetic and
immune function profiles associated with posttraumatic
stress disorder. Proc Natl Acad Sci USA. 107:9470–9475.

Uddin M, Galea S, Chang SC, Aiello AE, Wildman DE, de los
Santos R, Koenen KC. 2011. Gene expression and methyla-
tion signatures of MAN2C1 are associated with PTSD. Dis
Markers. 30:111–121.

Uddin M, Sipahi L, Li J, Koenen KC. 2013. Sex differences in
DNA methylation may contribute to risk of PTSD and
depression: a review of existing evidence. Depress Anxiety.
30:1151–1160.

Valente AA, Jr., Miguel EC, Castro CC, Amaro E, Jr., Duran FL,
Buchpiguel CA, Chitnis X, McGuire PK, Busatto GF. 2005.
Regional gray matter abnormalities in obsessive-compul-
sive disorder: a voxel-based morphometry study. Biol
Psychiatry. 58:479–487.

Van Ameringen M, Mancini C, Szechtman H, Nahmias C,
Oakman JM, Hall GB, Pipe B, Farvolden P. 2004. A PET
provocation study of generalized social phobia. Psychiatry
Res. 132:13–18.

van den Heuvel OA, Veltman DJ, Groenewegen HJ, Cath DC,
van Balkom AJ, van Hartskamp J, Barkhof F, van Dyck R.
2005. Frontal-striatal dysfunction during planning in
obsessive-compulsive disorder. Arch Gen Psychiatry.
62:301–309.

Van der Linden G, van Heerden B, Warwick J, Wessels C, van
Kradenburg J, Zungu-Dirwayi N, Stein DJ. 2000. Functional
brain imaging and pharmacotherapy in social phobia: sin-
gle photon emission computed tomography before and
after treatment with the selective serotonin reuptake
inhibitor citalopram. Prog Neuropsychopharmacol Biol
Psychiatry. 24:419–438.

van der Wee NJ, van Veen JF, Stevens H, van Vliet IM, van
Rijk PP, Westenberg HG. 2008. Increased serotonin and
dopamine transporter binding in psychotropic medication-
naive patients with generalized social anxiety disorder
shown by 123I-beta-(4-iodophenyl)-tropane SPECT. J Nucl
Med. 49:757–763.

Van Grootheest DS, Cath DC, Beekman AT, Boomsma DI.
2005. Twin studies on obsessive-compulsive disorder: a
review. Twin Res Hum Genet. 8:450–458.

Van Houtem CM, Laine ML, Boomsma DI, Ligthart L, van Wijk
AJ, De Jongh A. 2013. A review and meta-analysis of the
heritability of specific phobia subtypes and corresponding
fears. J Anxiety Disord. 27:379–388.

van Rooij SJ, Geuze E, Kennis M, Rademaker AR, Vink M.
2015. Neural correlates of inhibition and contextual cue
processing related to treatment response in PTSD.
Neuropsychopharmacology. 40:667–675.

Waddington C. 1942. The epigenotype. Endeavour 1:18–20.
Walitza S, Marinova Z, Grunblatt E, Lazic SE, Remschmidt H,

Vloet TD, Wendland JR. 2014. Trio study and meta-analysis
support the association of genetic variation at the sero-
tonin transporter with early-onset obsessive-compulsive
disorder. Neurosci Lett. 580:100–103.

44 B. BANDELOW ET AL.

D
ow

nl
oa

de
d 

by
 [

G
eo

rg
-A

ug
us

t-
U

ni
ve

rs
ita

et
 G

oe
tti

ng
en

],
 [

${
in

di
vi

du
al

U
se

r.
di

sp
la

yN
am

e}
] 

at
 0

5:
35

 1
3 

Ju
ly

 2
01

6 



Warwick JM, Carey PD, Cassimjee N, Lochner C, Hemmings S,
Moolman-Smook H, Beetge E, Dupont P, Stein DJ. 2012.
Dopamine transporter binding in social anxiety disorder:
the effect of treatment with escitalopram. Metab Brain Dis.
27:151–158.

Weber AM, Soreni N, Stanley JA, Greco A, Mendlowitz S,
Szatmari P, Schachar R, Mannasis K, Pires P, Swinson R,
et al. 2014. Proton magnetic resonance spectroscopy of
prefrontal white matter in psychotropic na€ıve children and
adolescents with obsessive-compulsive disorder. Psychiatry
Res. 222:67–74.

Weber H, Richter J, Straube B, Lueken U, Domschke K,
Schartner C, Klauke B, Baumann C, Pane-Farre C, Jacob CP,
et al. 2015. Allelic variation in CRHR1 predisposes to panic
disorder: evidence for biased fear processing. Mol
Psychiatry. Advance online publication. doi:10.1038/
mp.2015.125.

Wen SL, Cheng MH, Cheng MF, Yue JH, Wang H. 2013.
Pharmacotherapy response and regional cerebral blood
flow characteristics in patients with obsessive-compulsive
disorder. Behav Brain Funct. 9:31.

Whalen PJ, Johnstone T, Somerville LH, Nitschke JB, Polis S,
Alexander AL, Davidson RJ, Kalin NH. 2008. A functional
magnetic resonance imaging predictor of treatment
response to venlafaxine in generalized anxiety disorder.
Biol Psychiatry. 63:858–863.

Whiteside SP, Port JD, Abramowitz JS. 2004. A meta-analysis
of functional neuroimaging in obsessive-compulsive dis-
order. Psychiatry Res. 132:69–79.

Wiltfang J, Lewczuk P, Riederer P, Grunblatt E, Hock C,
Scheltens P, Hampel H, Vanderstichele H, Iqbal K,
Galasko D, et al. 2005. Consensus paper of the WFSBP
Task Force on Biological Markers of Dementia: the
role of CSF and blood analysis in the early and
differential diagnosis of dementia. World J Biol Psychiatry.
6:69–84.

Wittchen HU, Jacobi F, Rehm J, Gustavsson A, Svensson M,
Jonsson B, Olesen J, Allgulander C, Alonso J, Faravelli C,
et al. 2011. The size and burden of mental disorders and
other disorders of the brain in Europe 2010. Eur
Neuropsychopharmacol. 21:655–679.

Woon FL, Sood S, Hedges DW. 2010. Hippocampal volume
deficits associated with exposure to psychological trauma
and posttraumatic stress disorder in adults: a meta-
analysis. Prog Neuropsychopharmacol Biol Psychiatry.
34:1181–1188.

Wu JC, Buchsbaum MS, Hershey TG, Hazlett E, Sicotte N,
Johnson JC. 1991. PET in generalized anxiety disorder. Biol
Psychiatry. 29:1181–1199.

Xie B, Wang B, Suo P, Kou C, Wang J, Meng X, Cheng L,
Ma X, Yu Y. 2011. Genetic association between BDNF gene
polymorphisms and phobic disorders: a case-control study
among mainland Han Chinese. J Affect Disord.
132:239–242.

Yamanishi T, Nakaaki S, Omori IM, Hashimoto N, Shinagawa
Y, Hongo J, Horikoshi M, Tohyama J, Akechi T, Soma T,
et al. 2009. Changes after behavior therapy among respon-
sive and nonresponsive patients with obsessive-compulsive
disorder. Psychiatry Res. 172:242–250.

Yassa MA, Hazlett RL, Stark CE, Hoehn-Saric R. 2012.
Functional MRI of the amygdala and bed nucleus of

the stria terminalis during conditions of uncertainty
in generalized anxiety disorder. J Psychiatr Res.
46:1045–1052.

Yevtushenko OO, Oros MM, Reynolds GP. 2010. Early
response to selective serotonin reuptake inhibitors in panic
disorder is associated with a functional 5-HT1A receptor
gene polymorphism. J Affect Disord. 123:308–311.

Yoo HK, Kim MJ, Kim SJ, Sung YH, Sim ME, Lee YS, Song SY,
Kee BS, Lyoo IK. 2005. Putaminal gray matter volume
decrease in panic disorder: an optimized voxel-based
morphometry study. Eur J Neurosci. 22:2089–2094.

You JS, Hu SY, Chen B, Zhang HG. 2005. Serotonin trans-
porter and tryptophan hydroxylase gene polymorphisms in
Chinese patients with generalized anxiety disorder.
Psychiatr Genet 15:7–11.

Yu YW, Yang CW, Wu HC, Tsai SJ, Hong CJ, Chen MC, Chen
TJ. 2005. Association study of a functional MAOA-uVNTR
gene polymorphism and personality traits in Chinese
young females. Neuropsychobiology. 52:118–121.

Zai G, Brandl EJ, Muller DJ, Richter MA, Kennedy JL. 2014.
Pharmacogenetics of antidepressant treatment in obses-
sive-compulsive disorder: an update and implications for
clinicians. Pharmacogenomics. 15:1147–1157.

Zai G, Brandl EJ, Muller DJ, Richter MA, Kennedy JL. 2015a.
Pharmacogenetics of antidepressant treatment in obses-
sive-compulsive disorder: an update and implications for
clinicians (vol 15, pg 1147, 2014). Pharmacogenomics.
16:668–668.

Zai G, Zai CC, Arnold PD, Freeman N, Burroughs E, Kennedy
JL, Richter MA. 2015b. Meta-analysis and association of
brain-derived neurotrophic factor (BDNF) gene with obses-
sive-compulsive disorder. Psychiatr Genet. 25:95–96.

Zannas AS, Provencal N, Binder EB. 2015. Epigenetics of
Posttraumatic Stress Disorder: Current Evidence,
Challenges, and Future Directions. Biol Psychiatry.
78:327–335.

Zhu H, Qiu C, Meng Y, Cui H, Zhang Y, Huang X, Zhang J, Li
T, Gong Q, Zhang W, et al. 2015. Altered spontaneous
neuronal activity in chronic posttraumatic stress disorder
patients before and after a 12-week paroxetine treatment.
J Affect Disord. 174:257–264.

Ziegler C, Dannlowski U, Brauer D, Stevens S, Laeger I,
Wittmann H, Kugel H, Dobel C, Hurlemann R, Reif A, et al.
2015. Oxytocin receptor gene methylation: converging
multilevel evidence for a role in social anxiety.
Neuropsychopharmacology. 40:1528–1538.

Zohar AH. 1999. The epidemiology of obsessive-compulsive
disorder in children and adolescents. Child Adolesc
Psychiatr Clin N Am. 8:445–460.

Zuchner S, Cuccaro ML, Tran-Viet KN, Cope H, Krishnan RR,
Pericak-Vance MA, Wright HH, Ashley-Koch A. 2006.
SLITRK1 mutations in trichotillomania. Mol Psychiatry.
11:887–889.

Zuchner S, Wendland JR, Ashley-Koch AE, Collins AL, Tran-
Viet KN, Quinn K, Timpano KC, Cuccaro ML, Pericak-Vance
MA, Steffens DC, et al. 2009. Multiple rare SAPAP3 mis-
sense variants in trichotillomania and OCD. Mol Psychiatry.
14:6–9.

Zwanzger P, Domschke K, Bradwejn J. 2012. Neuronal net-
work of panic disorder: the role of the neuropeptide chole-
cystokinin. Depress Anxiety. 29:762–774.

THE WORLD JOURNAL OF BIOLOGICAL PSYCHIATRY 45

D
ow

nl
oa

de
d 

by
 [

G
eo

rg
-A

ug
us

t-
U

ni
ve

rs
ita

et
 G

oe
tti

ng
en

],
 [

${
in

di
vi

du
al

U
se

r.
di

sp
la

yN
am

e}
] 

at
 0

5:
35

 1
3 

Ju
ly

 2
01

6 


	Biological markers for anxiety disorders, OCD and PTSD – a consensus statement. Part I: Neuroimaging and genetics
	Introduction
	The aetiology of anxiety disorders
	Biomarkers
	Neuroimaging
	PDA
	GAD
	SAD
	Specific phobias
	OCD
	PTSD

	Genetic markers
	Linkage studies
	Association studies
	Genome-wide association studies
	Gene–environment interaction
	Pharmacogenetics
	Epigenetics
	PDA
	GAD
	SAD
	Specific phobia
	SepAD
	OCD
	PTSD

	Discussion
	Neuroimaging
	Genetic research

	Declaration of interest
	Funding
	References


