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associations between psychotic-like dimensions and the brain func-
tions tapped by neurocognitive tests did not emerge across groups.

$19.03

Specific neurocognitive deficits are related to inferred genetic risk in
unaffected parents of schizophrenic patients

M. Wagner ', S. Schulze-Rauschenbach ', R. Pukrop 2, S. Ruhrmann 2,
J. Klosterkoetter 2, W. Maier '. ' Department of Psychiatry, University
of Bonn, Bonn, Germany > Department of Psychiatry, University of
Cologne, Cologne, Germany

Background and Aims: Neuropsychological deficits are considered
endophenotypes for schizophrenia, because they are not only found
in patients but also in many of their unaffected relatives, albeit in at-
tenuated form. It is not yet clear which of these deficits in relatives
are related to genetic or to environmental causes. We tested effects
of inferred genetic liability for schizophrenia on neurocognitive vari-
ables to address this problem.

Method: Twenty-eight patients with schizophrenia, 129 non-
affected biological parents and 143 matched controls were assessed
with an extensive neuropsychological test battery including tests of
attention, memory, executive functioning and motor soft signs.
Twenty-two parents had an ancestral history of schizophrenia and
therefore were hypothesized to be more likely than their spouses
without such a history (n = 17) to carry a genetic risk for
schizophrenia.

Results: Unaffected parents of schizophrenic patients showed sig-
nificant deficits in a wide array of neuropsychological tasks and task
domains. However, comparison of more likely and less likely carriers
of illness-related genes showed specifically attentional and executive
functioning, but not memory, to vary with degree of inferred genetic
loading.

Conclusions: Attentional and executive (frontal) impairments
vary with genetic loading for schizophrenia and can be considered
true endophenotypes for this disorder. Consequently, these functions
are particularly suited to evaluate the functional impact of candidate
genes for schizophrenia in future studies.

$19.04

Genetic and neuroimaging studies of antisaccade eye movements in
schizophrenia

U. Ettinger. Institute of Psychiatry, London, UK

An antisaccade is a rapid eye movement (saccade) made away from
a visual stimulus. The task is a good measure of the conflict between
an unwanted reflexive response (which must be inhibited) and a voli-
tional response (which must instead be generated). Deficits on the anti-
saccade task constitute a promising schizophrenia endophenotype. In
this talk I will review studies that have demonstrated antisaccade def-
icits in sibling and twin pairs discordant for schizophrenia. I will then
data from present recent investigations of association between antisac-
cade performance and candidate polymorphisms for schizophrenia and
cognition. Finally, I will discuss results from an investigation of the re-
lationship between brain function during eye movements and a single
nucleotide polymorphism (SNP) in the catechol-O-methyltransferase
(COMT) gene, a candidate gene for schizophrenia and brain function.
The COMT vall58met SNP (rs4680) was genotyped and the brain re-
sponse during antisaccades was measured using fMRI in 36 healthy
humans. Vall58 carriers (N=24) showed reduced BOLD response in
ventromedial and dorsomedial frontal areas during antisaccades com-
pared val158 non-carriers (N=12). These findings suggest that COMT
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vall58met genotype may affect the brain response during antisac-
cades; the results may be compatible with a hypothesis on the role of
COMT vall58met genotype in tonic and phasic dopamine levels in
cortex and measures of cognitive plasticity (e.g. antisaccades).

$19.05

Sensitization to stress: An endophenotype for psychosis

I. Myin-Germeys, M. Lardinois, T. Lataster, R. Mengelers, J. van Os.
Department of Psychiatry and Neuropsychology, Maastricht
University, Maastricht, The Netherlands

Increasing epidemiological evidence suggests that environmental
stressors such as trauma and life events are associated with the devel-
opment of psychosis. The underlying mechanism however remains
unclear. Previous studies of our group have demonstrated that in-
creased sensitivity to daily life stress is part of the underlying vulner-
ability for psychosis. It is therefore attractive to hypothesize that early
trauma increases the risk for psychosis through sensitizing people for
the small stresses of daily life. This hypothesis has been investigated
in three different data sets (both general-population and clinical
samples) using the Experience Sampling Method (ESM; a structured
diary technique) to assess stress-reactivity in daily life defined as
emotional and psychotic reactivity to stress. The results suggest
that a history of childhood trauma sensitizes people to the stresses
of normal life resulting in stronger emotional and psychotic reactions
to stress. However, this sensitization process is most pronounced in
subjects with an increased vulnerability for psychosis.

April 2008 Symposium: Drug
dependence and gender

$47.01

Epidemiology of substance misuse, psychiatric comorbidity and
gender

L.B. Crome. Keele University Medical School, Staffordshire, UK

Since substance use, misuse, harmful use and dependence are associ-
ated with considerable mortality and physical and psychological mor-
bidity, the multiple and complex interactions of substance misuse
with health will be explored.

Gender differences in substance use accrued from prevalence
studies will be outlined and will be presented in the context of predis-
posing or complicating psychological symptoms or psychiatric syn-
dromes. Observations that women are more likely to report
a comorbid psychiatric condition than males, especially depression
or borderline personality disorder but also impulsivity, aggression
and disinhibition, anxiety, psychotic illness, post-traumatic stress dis-
order (as a result of early life stress and physical abuse) and eating
disorders, will be examined in relation to the course and outcome
of illness. Evidence for the high risk behaviours and chaotic life style
that may be associated with comorbidity, such that self-harm may re-
sult, with eventual suicide, will be described.

In view of the fact that patients with comorbid conditions have
poorer prognosis and place a heavy burden on services because of
disengagement, high rates of relapse and re-hospitalisation, serious
infections, and homelessness, unemployment, poverty, prostitution,
violence, arrest and even imprisonment, it is important to have a grasp
of the nature and extent of the problems so that patients can be sen-
sitively managed. The likely impact of these conditions on women
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