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Cognitive/behavioral treatment of hypochondriasis
A. Barsky*. Brigham and Women s Hospital, Boston, MA, USA

A randomized, controlled, intervention trial was conducted of a
cognitive/behavioral treatment (CBT) for hypochondriasis. General
medical outpatients meeting DSM criteria for hypochondriasis were
randomized to 6-session, individual CBT or to medical care as
usual. Six months later, using an intent to treat analysis, interven-
tion patients had significantly fewer hypochondriacal symptoms and
significantly less role impairment than control patients, but they did
not differ on somatic symptoms. Preliminary analyses suggest that
these improvements persist at 12-month follow-up.

§30.5
Cognitive-behavioral therapy for the treatment and prevention of
chronic pain

8.J. Linton*. Department of Occupational & Environmental
Medicine, University Hospital Orebro, Sweden

This talk focuses on the efficacy of cognitive-behavioral programs
aimed at treating or preventing chronic pain problems. To this end
the literature was systematically searched and high quality studies
identified. A description of the content of programs was made
and a table of the results from randomized, controlled trials was
constructed. Special emphasis was placed on early interventions
that might complement ordinary health-care since these have the
potential to prevent long-term disability.

Cognitive-behavioral programs are consistently associated with
significant improvements relative to waiting-list controls or simple
alternative treatments. The size of the effect is at least “moderate”.
We do not yet know which techniques work best with which
patients or how these techniques may best be integrated into
ordinary health-care. A relatively new application is providing
therapy as an early intervention in primary care settings. However,
a limited number of investigations has demonstrated that short-
term cognitive-behavioral interventions can have significant effects
compared to treatment as usual. It is concluded that there is strong
evidence that cognitive-behavioral approaches enhance treatment
and hold promise for prevention.
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Behavioural phenotypes

LM.G. Curfs*, S. Tuinier, WM.A. Verhoeven. Vincent van Gogh
Institute for Psychiatry, Venray, The Netherlands

The concept of behavioural phenotype was originally introduced
by Nyhan in 1972 and comprised a set of behaviours linked to
a specific genetic disorder. Later a more comprehensive definition
was formulated by Flint and Yule: “The behavioural phenotype is a
characteristic pattern of motor, cognitive, linguistic and social ab-
normalities including also psychiatric symptoms that is consistently
associated with a biological disorder”.
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Studies aimed at assessing and measuring behaviour of intel-
lectually disabled people affected by different syndromes can be
described from a genomic and a phenomic perspective.

Measurement approaches from a genomic perspective e.g. com-
paring behavioural data across genetically identifiable conditions
associated with mental retardation, contribute to the delineation of
distinct behavioural phenotypes across syndromes. This research
activity can be of help for elucidating underlying genetic mecha-
nisms through systematic observations of behaviour among indi-
viduals with developmental disability e.g. a phenomic approach.

Main examples of syndromes associated with behavioural pheno-
types are fragile-X, Prader-Willi (PWS), Smith-Magenis and Velo-
Cardio-Facial Syndrome (VCFS). With respect to PWS and VCFS
specific psychopathological profiles can be delineated as well. In
such cases the term psychopathological phenotype seems to be
more appropriate.

§31.2
Psychopathology in mentally retarded patients

W.M.A. Verhoeven®, S. Tuinier, A.E.S. Sijben. Vincent van Gogh
Institute for Psychiatry, Venray, The Netherlands

The data of neuropsychiatric consultation over 5 years were anal-
ysed resulting in a group of 285 patients (males: 178; females: 107;
mild MR: 99; moderate to profound MR: 186). Main reasons for
referral were behavioural problems (n=155) and affective disorders
(n=83). In 27 patients self-injurious behaviour was present only.

A specific genetic etiology was found in 65 patients, whereas
in 33 perinatal complications were the causative factor. In the re-
maining patients no clear etiology could be established. Comorbid
epilepsy was present in 79 patients.

Based on the information of all medical records including
medical and neurological disorders, degree of physical incapacity
and parental neuropsychiatric diseases, the following diagnoses
according to ICD-10 criteria were established: major depression
(n=63), unstable mood disorder (n=41), pervasive developmental
disorder (n=42), cycloid psychoses (n=14), delirious states (n=15),
bipolar affective disorder (n=31), anxiety disorder (n=16) and a
psychopathological phenotype in 18 patients.

The results indicate a high prevalence of mood and anxiety
disorders and stress the importance or complete and recent genetic
evaluation.

S31.3

Dual diagnosis in trisomy-21

S. Tuinier*, W.M.A. Verhoeven. Vincent van Gogh Institute for
Psychiatry, Venray, The Netherlands

It is well known that Down’s syndrome (DS) is associated not only
with Alzheimer-type dementia and hypothyroidism, but also with
affective disorders. From a large consultation group, a number of
20 DS-patients were recruited. In all cases the reason for referral
was a depressive disorder.

Analysis of the psychiatric and behavioural symptomatology
revealed disturbances on several domains of which the most promi-
nent were: depressed mood, anxieties and withdrawal behaviour.
In half of the patients motor signs like aggression, self-injuries or
stereotypies were present. Psychotic features were established in 3
patients with a depressive disorder.

Evaluation of all clinical data revealed the following ICD-10 di-
agnoses: major depression (n=8) and unstable mood disorder (n=5).
In 2 patients, psychopathology was related to hypothyroidism. Di-
agnoses of obsessive compulsive disorder, anxiety disorder, Gilles
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de la Tourette syndrome and self-injurious behaviour were each
present in only one patient.

It is concluded that not only major depression but also atypical
bipolar disorder, so called unstable mood disorder, can frequently
be observed in DS. Moreover, a range of psychiatric and somatic
disorders are important in the differential diagnosis of behavioural
abnormalities in DS patients.

S$31.4
Neuroanatomy and psychopathology of co-morbid learning
disability and schizophrenia

E.C. Johnstone*, G.A. Doody, D.G.C. Owens, T. Sanderson.
Department of Psychiatry, University of Edinburgh, Scotland, UK

Reasons for the higher frequency of schizophrenia in learning
disabled populations are uncertain. They were investigated by
clinical, imaging and genetic studies of matched patients with
learning disability and schizophrenia (co-morbid group), schizo-
phrenia alone and learning disability alone. The co-morbid group
had more negative symptoms, episodic memory deficits, and soft
neurological signs than the other two groups. Co-morbid subjects
had a tendency to belong to multiply affected families and showed
high rates of chromosomal variants. Structural scans of the three
groups were compared with those of matched normal controls. The
scans of the co-morbid subjects were closely similar to those of
the subjects with schizophrenia alone. The amygdala hippocampus
on both sides was significantly smaller than that of the normal
controls. The brain of the learning disabled patients were generally
smaller than those of the other three groups, but the amygdalo-
hippocampal complexes were not reduced in size. Thus, in terms
of brain structure, patients with co-morbid learning disability and
schizophrenia resemble patients with schizophrenia and not those
with learning disability.
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Mice lacking CCK2 receptors display reduced anxiety in the
plus-maze

E. Vasar'*, S. Raud!, A. Veraksits!, K. Riinkorg!, T. Matsui?,
M. Bourin®, C.J. Greengrass', V. Volke!, S. Koks!. { University of
Tartu, Department of Physiology, Estonia

2Kobe University School of Medicine, Japan

3University of Nantes, France

Studies on rodents suggest that the neuropeptide cholecystokinin
(CCK) increases anxiety via CCK2 receptors. In the present study
the exploratory behaviour of female mice, lacking CCK2 receptors,
was analysed in the elevated plus-maze. Furthermore, the action of
diazepam, a benzodiazepine agonist, was studied in these animals.
Homozygous () CCK2 receptor deficient mice made more visits
to open arms and spent greater time in the open parts compared
to wild-type (+/+) littermates. The administration of diazepam
(0.5-3 mg/kg) significantly increased the exploratory behaviour
of wild-type mice. However, the action of diazepam was even
stronger in mutant animals. Diazepam (0.5-1 mg/kg) significantly
affected the ethological parameters of plus-maze exploration in
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homozygous mice, but not in wild-type animals. The highest dose
of diazepam (3 mg/kg) reduced the number of closed arm entries
in mutant mice. Nevertheless, mice lacking CCK2 receptors spent
a significantly longer time in the open arms compared to wild-type
mice. Accordingly, the targeted disruption of the CCK2 receptor
gene reduces anxiety of mice in the plus-maze. The anxiolytic and
motor suppressant action of diazepam are also increased in mutant
mice.

S$32.2
Natriuretic peptides modulate the psychometric and endocrine
effects of cholecystokinin tetrapeptide in man

M. Keliner*, H. Jahn, D. Naber, K. Wiedemann. University Hos-
pital Hamburg-Eppendorf, Department of Psychiatry and Psy-
chotherapy, Hamburg, Germany

While Atrial Natriuretic Peptide (ANP) has a high affinity for
natriuretic A-type receptors, C-type natriuretic peptide (CNP) binds
primarily to natriuretic B-type receptors. In pre-clinical studies
these two peptides show opposite effects on stress hormone se-
cretion and anxiety behavior: ANP displays an anxiolytic action in
rodents, whereas CNP is anxiogenic.

We investigated the effects of ANP and CNP upon experi-
mentally provoked panic attacks in humans using cholecystokinin
tetrapeptide (CCK-4).

In different studies, panic patients and healthy controls were pre-
treated with intravenous infusions of ANPF, CNP and or placebo
from 11:40 to 11:10 in double-blind, randomized and balanced
designs. At 11:00 all subjects were given CCK-4 as an intra-
venous bolus injection. Provoked panic and anxiety symptoms were
assessed before and after CCK-4. Adenocorticotropic Hormone
(ACTH) was measured in plasma using a radioimmunoassay.

By ANP pre-treatment, Acute Panic Inventory ratings after CCK-
4 were significantly lowered compared to placebo pre-treatment in
panic patients (p<0.05), but not in controls. The release of ACTH
after CCK- 4 was significantly reduced in both patients and controls
by ANP vs. placebo pre-treatment. CNP pre-treatment significantly
increased visual analogue scale ratings for “anxiety”, while no
effect upon panic symptoms was observed in normal controls. The
stimulated release of ACTH was significantly increased by CNP.

Also in man ANP has anxiolytic-like effects on CCK-4-induced
anxiety symptoms and concomittantly reduces ACTH activation.
In contrast, CNP increases the anxiogenic action of CCK-4 and
enhances the ACTH surge after CCK-4. The pharmacotherapeutic
potential of both A-type natriuretic peptide receptor agonists and
B-type antagonists as novel anxiolytics needs further research.

S§32.3

Cholecystokinin-serotonin interactions

1. Shiik! *, C. Nordin?, I. Sjédin?, T. Gunnarsson?, E. Maron, L.
Téru'. ! University of Tartu, Estonia
2University of Linkdping, Sweden

Cholecystokinin (CCK) extensively interacts in the brain with other
neurotransmitter systems. The relationship between CCK and sero-
tonin (5-HT) is important for various brain functions including the
regulation of anxiety, pain, food intake and neuroendocrine stress
response. Furthermore, CCK neurotransmission may be involved
in the mechanism of action of the 5-HT-acting medications that
are increasingly used in the treatment of numerous psychiatric
disorders. The studies so far suggest that treatment with drugs
that enhance 5-HT transmission attenuates CCK-4-induced panic
attacks in patients with panic disorder and indicate a possible role
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